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CLINICAL STUDY
AGREEMENT

This  Clinical ~ Study  Agreement
(“Agreement”) is entered into this
(“Effective Date”) by

and between

Cubist Pharmaceuticals, Inc. together
with its affiliates

65 Hayden Avenue

Lexington MA 02421

USA

("Sponsor"),
and

Pharm-Olam International (UK) Ltd.
The Brackens, London Road

Ascot, Berkshire

SL5 8BJ

United Kingdom

Tax ID: GB 666 1695 02

represented by Martina Hanouskova
based on the power of attorney

(4‘CRO9’)’
and

University Hospital Hradec Kralove
Sokolska 581

500 05 Hradec Kralove — Novy Hradec
Kralove

Czech Republic

Represented by: prof. MUDr. Roman
Prymula, CSc., Ph.D., director

Tax Identification number: CZ00179906

(“Medical
“Institution”),

Care Institution” or

and

SMLOUVA O PROVEDENI
KLINICKE STUDIE

Tato smlouva o provedeni klinické studie
(,,Smlouva*) je uzavrena dne
(,,Datum uc¢innosti®)

mezi

Cubist Pharmaceuticals, Inc. a jeji
pfidruzené organizace

65 Hayden Avenue

Lexington MA 02421

USA

(,,Zadavatel),
a

Pharm-Olam International (UK) Ltd.
The Brackens, London Road

Ascot, Berkshire

SL5 8BJ

Velka Britanie

DIC: GB 666 1695 02

zastoupend Martinou Hanouskovou, na
zakladé€ pIné moci

(,;CRO®)
a

Fakultni nemocnice Hradec Kralové
Sokolska 581

500 05 Hradec Kralové — Novy Hradec
Kralové

Ceska republika

zastoupena: prof. MUDr. Romanem
Prymulou, CSc., Ph.D., feditelem

DIC: CZ00179906

(,,Poskytovatel),



3% Department of Internal Medicine —
Metabolic Care and Gerontology,
University Hospital Hradec Kralove

(“Principal Investigator™),

individually hereinafter referred to as
“Party” and collectively as “Parties”.

WHEREAS, Sponsor carries on business
in the field of development and
production of pharmaceuticals,

WHEREAS, CRO has been authorized by
the Sponsor to conduct clinical research
services as an independent contractor of
the Sponsor.

WHEREAS Institution desires to be a
facility where Study shall be conducted,

WHEREAS Principal Investigator desires
to conduct the study according to the
Protocol and supervise the Cooperating
Staff throughout the duration of the
Study,

WHEREAS, Sponsor has developed a
Protocol and desires to have Study duly
conducted pursuant to the terms of this
Agreement and the Protocol entitled “A
Phase 3 Randomized Double-blind
Study Comparing TR-701 FA and
Linezolid in Ventilated Gram-positive
Nosocomial Pneumonia” as set forth in
Appendix 1 attached hereto and
incorporated  herein by  reference
(hereinafter “Protocol’),

WHEREAS the Parties hereto desire to
stipulate the conditions of carrying out
the Study and to stipulate their rights and
obligations whereby the Study shall be
carried out and the results of this Study
shall be processed,

NOW, THEREFORE, in consideration of

III. interni gerontometabolicka klinika
Fakultni nemocnice Hradec Kralové

(,,Hlavni zkouSejici‘),

jednotlivé déle jako ,,Strana*“ a spolecné
jako ,,Strany*.

JELIKOZ Zadavatel provozuje obchodni

aktivity v oblasti vyvoje a vyroby
farmaceutik,

JELIKOZ CRO byla zmocnéna
Zadavatelem k vykonani sluzeb

vzahujicich se ke klinickému vyzkumu,
jakozto nezavisly dodavatel Zadavatele.

JELIKOZ Poskytovatel chce vystupovat
jako zatizeni, kde bude Studie provedena,

JELIKOZ Hlavni zkousejici chce provést
studii v souladu s Protokolem a dohliZet
na spolupracujici osoby v prubéhu trvani
Studie,

JELIKOZ Zadavatel vytvotil Protokol a
chce, aby byla Studie fadné¢ provedena
v souladu s podminkami t€éto Smlouvy a
Protokolu nazvaného “Randomizované,
dvojité zaslepené Klinické hodnoceni
faze III porovnavajici TR-701 FA a
Linezolid u pacienti s gram pozitivni
ventilatorovou nozokomialni
pneumonii”’, tak jak je stanoveno
v pfiloze 1, pfipojené k této Smlouvé a
bez dalStho vtélené do této Smlouvy
(,,Protokol*),

JELIKOZ Strany této Smlouvy si cht&ji
ujednat podminky k provedeni Studie a
ujednat vzdjemnd prdva a povinnosti,
podle nichz bude Studie provedena a
vysledky této Studie budou zpracovény,

A PROTO, se zfetelem na vzajemné zde



the mutual undertakings herein contained,
the Parties hereto agree as follows:

1. DEFINITIONS

The terms enumerated below, as used in
this Agreement, shall have the following
meaning, unless expressly stipulated
otherwise further in this Agreement or in
its Appendices:

1) Clinical Study or Study — any set of
procedures and any systematic testing
conducted on study subjects intended
to:

a) discover or verify the clinical,
pharmacological or other
pharmacodynamics effects,

b) identify any adverse reactions,

c) study absorption, distribution,
metabolism or excretion of one or
more investigational medicinal
product(s) further specified in
Article 1 with the objective of
ascertaining its safety or efficacy.

2) Clinical Matters —

a) any scientific and medical

matters;

b) any matters regarding informed
consent;

¢) any other matters directly related
to conduct of clinical study and
record keeping.

3) Study Drug - human therapeutic
agent, TR701 FA, as specified in
study protocol.

4) Protocol — any document drawn up
by Sponsor, titled as Protocol,
attached hereto as Appendix No. 1

obsazené zavazky se Strany této Smlouvy
dohodly néasledovng:

1. DEFINICE

Nize vymezené pojmy uZité v této
Smlouvé budou mit nasledujici vyznam,
nebude-li vyslovné stanoveno jinak déle
v této Smlouvé nebo v jejich piilohdch:

1) Klinické hodnoceni nebo Studie —
jakykoliv soubor postupti a jakékoliv
systematické testovani provadéné na
subjektech hodnoceni za tcelem:

klinické,
jiné

a) zjistit €1 ovéfit
farmakologické nebo
farmakodynamické ucinky,

b) stanovit nezddouci tucinky,

c) studovat absorpci, distribuci,
metabolismus nebo vyluCovani
jednoho nebo nckolika

hodnocenych 1éCiv s cilem ovérit
bezpecnost nebo ucinnost tohoto

hodnoceného 1éciva dale
specifikovaného v Clanku 1.
2) Klinické zalezitosti —
a) jakékoliv védecké a Ilékarské

otazky,

b) jakékoliv otdzky tykajici se
informovaného souhlasu,

c) jakékoliv jiné otazky pfimo
souvisejici s provadénim Studie a
vedenim zdznam1.

3) Hodnocené 1é¢ivo — humanni 1é¢ivy
piipravek TR701 FA specifikovany
v studijnim protokolu.

4) Protokol - jakykoliv dokument
vyhotoveny Zadavatelem, oznaceny
Protokol, ktery tvofi piilohu €. 1 této



5)

6)

7)

8)

9)

and further specified in Article 3.

Official Consent — any consent
granted by authority, office or
institution established by virtue of
law.

Ethics Committee - an independent
body consisting of healthcare
professionals and non-medical
members whose obligation is to
protect the rights, safety, and health
of Study subjects and to provide
assurance of such protection by,
among other things, taking a position
on Protocol, the suitability of
Principal Investigators and adequacy
of the Site (defined further below),
and on the methods and documents to
be used to inform Study subjects and
obtain their Informed consent.

Multicentre Ethics Committee - an
ethic committee taking position on
multicentre clinical studies.

SUKL - “State Institute for Drug
Control”, an administrative office
exercising state administration in the
field of human therapeutic agents.

Informed Consent - procedure in
which specific person confirms
voluntarily his/her willingness to
participate in Clinical study after
being informed on every aspects of
Clinical study important to make a
decision to attend Study. Informed
consent is documented by written,
signed and dated form and drawn up
in language that the study subject
understands.

10) Study Subject - a natural person who

has signed an Informed Consent and
participates in the Study, either as a

5)

6)

7)

8)

9)

smlouvy a ktery je dale specifikovany
v Clanku 3.

Ufedni souhlas — jakykoliv souhlas
udéleny orgdnem, ufadem ¢i instituci
ziizenymi na zdkladé zakona.

Eticka komise - nezdvisly orgin
tvofeny  odborniky z  oblasti
zdravotnictvi a osobami bez vzdélani
z oblasti 1€kafstvi, jejichz povinnosti
je chrénit prava, bezpecnost a zdravi
Subjekti hodnoceni a zajistit tuto
ochranu 1 vyjadienim  svého
stanoviska k Protokolu, vhodnosti
Hlavniho zkousejictho a Resitelského
centra (dale definovaného niZe), k
metoddm a dokumentlim pouZzivanym
pro informaci Subjektli hodnoceni a
ziskani jejich Informovaného
souhlasu.

Multicentricka etickd komise -
etickd komise zaujimajici stanoviska
k multicentrickym klinickym
hodnocenim.

SUKL - ,,Stitni dstav pro kontrolu

1é¢iv, spravni ufad vykonavajici
stitni sprdvu v oblasti humdnnich
1é¢iv.

Informovany souhlas - proces, ve
kterém konkrétni osoba dobrovolné
potvrzuje svoji ochotu podilet se na
konkrétnim  Klinickém hodnoceni
poté, co byla informovdna o vSech
aspektech  Klinického hodnocent,
které jsou duleZité pro rozhodnuti o
Ucasti na Studii. Informovany souhlas
je

dokumentovdn formou pisemného,
podepsaného a datovaného formuléie
a je sepsan v jazyce, jemuZ subjekt
rozumi.

10) Subjekt hodnoceni - fyzicka osoba,

kterd podepsala Informovany souhlas
a ktera se ucastni Klinického



recipient of the Study Drug or a
member of a reference or control
group to whom the Study Drug is not
being administered.

11) Cooperating Staff - any trained and
instructed cooperating person who
conducts the Study wunder the
supervision  of  the  Principal
Investigator and who is employee of
Institution.

12) Pharmacy - hospital pharmacy
which is a part of Institution.

13) Research Site or Site — a division in
Institution (location where Study shall
be conducted) further specified in
Article 5, paragraph 1 of this
Agreement.

2.SPECIFICATION OF STUDY

Pursuant to this agreement, following
study shall be performed:

“A Phase 3 Randomized Double-blind
Study Comparing TR-701 FA and
Linezolid in Ventilated Gram-positive
Nosocomial Pneumonia”  Protocol
Number: TR701-132 of the human
therapeutic agent in accordance with the
Protocol.

3. PROTOCOL

1) Protocol shall be provided to
Institution and Principal Investigator
by Sponsor and/or CRO before
entering into this Agreement.

2) Protocol may be modified and altered
by amendment approved by Sponsor
and/or CRO and this amendment shall
be effective once being signed by
aforesaid Parties and the Official
Consents have been granted as per

hodnoceni, bud’ jako pfijemce
Hodnoceného 1éciva, nebo jako clen
srovndvaci nebo kontrolni skupiny,
kterému neni Hodnocené IéCivo
podévano.

11) Spolupracujici osoba - jakdkoliv

vySkolena a instruovana
spolupracujici osoba vykondvajici
Studii  pod dohledem Hlavniho

zkousSejiciho a kterd je zamé&stnancem
Poskytovatele.

12) Lékarna — nemocni¢ni 1ékarna, ktera
je soucasti Poskytovatele.

13) Resitelské centrum -  oddéleni
Poskytovatele ~ (misto  provedeni
Studie) déle specifikované v Clanku 5
odst. 1 této Smlouvy.

2. SPECIFIKACE STUDIE

bude
Studie:

V souladu stouto Smlouvou
provedena nésledujici
“Randomizované, dvojité zaslepené
Klinické hodnoceni faze I
porovnavajici TR-701 FA a Linezolid u
pacienti s gram pozitivni
ventilatorovou nozokomialni
pneumonii” Protokol ¢: TR701-132
humédnniho 1é¢ivého ptipravku dle
Protokolu.

3. PROTOKOL

1) Zadavatel nebo/a
Poskytovateli a
zkouSejicimu Protokol
uzavienim této Smlouvy.

CRO poskytne
Hlavnimu
pied

2) Protokol miize byt ménén dodatkem
schvilenym  Zadavatelem a/nebo
CRO a tento dodatek bude ucinny,
jakmile  bude podepsidn  vySe
zminénymi  Stranami a  byly-li



3)

4)

5)

1y

Article 4 of this Agreement.

Should the Protocol contain any
provision that is contrary to the law
and/or that may cause damage to
health of Study Subjects, the Party
which has come to such conclusion is
obliged to notify every Party hereto
immediately. Should this situation
occur, Principal Investigator and
Institution are obliged to act in

accordance with legislation and
standard medical procedures.
Modification, alteration and

amendment of Protocol in accordance
with Article 3 par. 2 shall not
constitute a duty to modify, alter and
amend this Agreement.

In case of any contradictions between
the Agreement and the Protocol with
respect to Clinical Matters, the
Protocol shall prevail. Otherwise, this
Agreement shall prevail.

4. OFFICIAL CONSENTS

The  Institution and  Principal
Investigator shall comply with the
following Official Consents:

a) Consent, ref. No.:
sukls57199/2014, granted by the
SUKL on 14 July 2014,

b) Consent, ref. No.: KH/05/0/2014

of the Ethics Committee

University Hospital Kralovske

Vinohrady granted on 15

January 2014 as the committee

for multicentre studies and local

Ethics Committee  University

Hospital Hradec Kralove ref. No.

201401 SO7L granted on 9

January 2014.

3)

4)

5)

1y

udéleny tfedni souhlasy podle Clanku
4 této Smlouvy.

Bude-1i Protokol obsahovat jakékoliv
ustanoveni v rozporu s pravem a/nebo
by mohl zplsobit dGjmu na zdravi
Subjektu hodnoceni, Strana, kterd
dospéje  k takovému  zdvéru, je
povinna to okamzité¢ oznamit kazdé
Smluvni Strané. Nastane-li tato
situace, Hlavni zkousejici a
Poskytovatel jsou povinni jednat
v souladu s platnou pravni dpravou a
béZnou 1ékarskou praxi.

Zména a doplnéni Protokolu podle
Clanku 3 odst. 2 nezaklada povinnost
ke zméné a doplnéni této Smlouvy.

V piipad¢é jakéhokoliv rozporu mezi
Smlouvou a Protokolem tykajiciho se
Klinickych zalezitosti bude
rozhodujici znéni Protokolu.
V ostatnich piipadech bude
rozhodujici znéni této Smlouvy.

4. UREDNIi SOUHLAS

Poskytovatel a Hlavni zkouSejici
budou postupovat vsouladu s
ndsledujicimi Ufednimi souhlasy:

a) Souhlas SUKL ¢.
sukls57199/2014, ze dne 14.
¢ervence 2014,

Souhlas Etické komise Fakultni
nemocnice Kralovské
Vinohrady ¢. KH/05/0/2014 ze
dne 15. ledna 2014 v pozici
Etické komise pro multicentrické
studie a mistni Etické komise
Fakultni nemocnice  Hradec
Kralové ¢. 201401 SO7L ze dne
9. ledna 2014.

b)



2) The aforesaid Official Consents shall 2) Tyto diedni souhlasy budou pieddny

be provided to Institution and/or
Principal Investigator by Sponsor
and/or CRO before starting Study and
are enclosed hereto as Appendices
No. 1, 2, 3 respectively.

Institution and Principal Investigator
shall not commence Study or enlist
any Study Subject unless respective
SUKL, Ethics Committee and
Multicentre Ethics Committee grant
their consent to Protocol and
Informed Consent form (“ICF”) and
copy of such consents shall be
delivered to CRO in writing.

5.LOCATION AND PERIOD OF

1y

PERFORMANCE OF STUDY

Study shall be carried out at the 3™
Department of Internal Medicine-
Metabolic Care and Gerontology of
Institution represented by Principal
Investigator.

6. BASICCONDITIONSFOR
PERFORMANCE OF STUDY

Institution and Principal Investigator
shall comply with all professional
standard of medical practise and with
all applicable international and local
laws, regulations and guidelines,
including, but not limited to:

a) Clinical Trial Directive
2001/20/EC (4 April 2001), the
International Conference on

Poskytovateli ~ a/nebo  Hlavnimu
zkouSejicimu Zadavatelem a/nebo
CRO pted zahdjenim Studie a vySe
uvedené dokumenty tvoii ptilohy €. 1,
2, 3 této Smlouvy.

Poskytovatel a Hlavni zkouSejici
nezah4dji Studii, ani nezatfadi Zadny
Subjekt hodnoceni, dokud SUKL,
Etickd komise a Multicentricka eticka
komise neschvali Protokol, Formular
informovaného souhlasu (,,JICF*) a
CRO neobdrzi pisemnou kopii téchto
souhlas.

5.MiSTO A DOBA PROVEDENI

1y

6.

STUDIE
Studie bude provedena na III. Interni
gerontometabolické klinice
Poskytovatele v cele s Hlavnim
zkouSejicim.

ZAKLADNIi PODMINKY PRO

ZPRACOVANI STUDIE

1y

Poskytovatel a Hlavni zkouSejici
budou postupovat v souladu
s veSkerymi  odbornymi  postupy

lékatské praxe a se vSemi platnymi
mezindrodnimi  a  vnitrostatnimi
pravnimi predpisy, nafizenimi a
smérnicemi, mimo jiné s:

a) Smérnici 0 klinickych
hodnocenich 2001/20/ES (ze dne
4. dubna 2001) Mezinarodni



2) The

Harmonization of Technical
Requirements for Registration of
Pharmaceuticals for Human Use
(“ICH/GCP”), the Federal Food Drug
and Cosmetics Act, as amended
(USA);

b) privacy and data protection laws
and regulations,

¢) Act No. 378/2007 Coll.,, on
pharmaceuticals, as amended,
Act No. 372/2011 Coll. on health
services, as amended, as well as
Regulation No. 226/2008 Coll.,
on good clinical practice and
detailed conditions for the clinical
assessment of therapeutic agents,
as amended.

d) Anti-Bribery Legislation

The Parties agree to comply with
the terms and conditions or any
applicable anti-bribery legislation,
including without limitation the
UK Anti-Bribery Act 2010 and all
applicable national laws and
regulations in Czech republic.
Each Party further represents and
warrants that no money paid in
connection with this agreement as
compensation or otherwise has
been or will be used to pay any
bribe or kickback in violations of
U.K. or Czech laws.

Institution  and  Principal
Investigator shall act in compliance
with the basic conditions and
principles stipulated by:

a) Official Consents to carry out the
Study granted by the SUKL and
other institutions listed in Article
4 of this Agreement,

konference 0 technickych
pozadavcich pro registraci 1éCiv
pro lidské wziti (,,JCH/GCP*),
americkym federdlnim zdkonem o

potravinéch, 1é€¢ivech a
kosmetickych  pfipravcich  ve

znéni pozdéjsich predpist

b) zdkony a predpisy tykajicimi se
ochrany soukromi a osobnich
udaji,

¢) se zakonem ¢. 378/2007 Sb., o
lé¢ivech, ve znéni pozdé¢jSich
predpist, zdkonem ¢. 372/2011
Sb., o zdravotnich sluzbach, ve
znéni pozdé&jsich predpisi, jakoz i
v souladu s vyhldskou €. 226/2008
Sb., kterou se stanovi spravnd
klinickd praxe a bliZz§{ podminky
klinického hodnoceni 1é¢iv, ve

znéni pozdéjsich predpist.

d) Protiaplatkéiska legislativa
Smluvni strany se dohodli, Ze
budou postupovat v souladu se
vSemi platnymi pravnimi
predpisy, které se  tykaji
podpléceni, véetné, bez omezeni,
UK Anti Bribery Act 2010. Kazda
Smluvni strana ddle prohlaSuje, ze
Zadné penize zaplacené
v souvislosti s touto Smluvou jako
kompenzace nebudou pouZité na
thradu uplatkd nebo provizi, které
by poruSovali zdkony ve Velké
Britanii nebo Ceské pravni
predpisy.

2) Poskytovatel a Hlavni zkouSejici

budou postupovat v souladu se
zdkladnimi podminkami a zdsadami
uvedenymi v:

a) Utednich souhlasech vydanych k
provedeni Studie SUKL a dal3imi
institucemi uvedenymi v ¢l. 4.
této Smlouvy,



3)

b)

d)

Protocol No. TR701-132 issued
by the Sponsor and entitled “A
Phase 3 Randomized Double-
blind Study Comparing TR701
FA and Linezolid in Ventilated
Gram-positive Nosocomial
Pneumonia”, a copy of which has
been provided by Sponsor and/or
CRO to Medical Care Institution
and Principal Investigator,

Sponsor’s document called
‘Investigator Brochure’ specifying
all the currently available data on
the Study Drug to be used in the
study and its characteristics. The
Investigator Brochure shall be
provided to the Institution and/or
Investigator by the Sponsor and/or
CRO and shall be attached to the
Study documentation as Appendix
No. 4 hereto. The parties agree
that the Investigator Brochure
may be amended from during the
course of Study by Sponsor and
such amended Investigator
Brochure shall be incorporated
herein by reference thereto upon
receipt by the Medical Care
Institution and Principal
Investigator without need to
further amend this Agreement,
which  amended Investigator
Brochure shall be provided to
Medical Care Institution and
Principal Investigator  without
undue delay.

any Sponsor and/or CRO written
instructions

Institution and Principal Investigator
shall act in compliance with the Good
Clinical Practice and the conditions

based on

the World Medical

Association Declaration of Helsinki -

Ethical

Principles for Medical

b) Protokolu ¢. TR701-132 vydanym

Zadavatelem s ndzvem
“Randomizované, dvojité
zaslepené Kklinické hodnoceni
faze III porovnavajici TR-701
FA a Linezolid u pacienti s
gram pozitivni ventilatorovou
nozokomialni pneumonii”’, jehoz
kopie byla poskytnuta
Poskytovateli a Hlavnimu
zkouSejicimu Zadavatelem a/nebo
CRO,

Dokumentu Zadavatele nazvaném
,Informace pro zkouSejiciho”
obsahujicim veSkerd v soucasné
dobé znama data o Hodnoceném
1éCivu pouzitém ve Studii a jeho

vlastnostech.  Informace  pro
zkouSejictho  pfedd Zadavatel
a/nebo CRO Poskytovateli a/nebo
ZkouSejicimu.  Informace pro

zkouSejictho budou pfiipojeny k
dokumentaci  Studie a tvofi
ptilohu ¢&. 4 této Smlouvy. Strany

souhlasi, Ze Informace pro
zkousSejiciho mohou byt
Zadavatelem priubézné
aktualizovdny, pfiemz takto
aktualizované  Informace pro

zkouSejiciho se stavaji bez dalStho
soucasti této Smlouvy poté, co
budou bez zbyte¢ného odkladu
doruceny Poskytovateli a
Hlavnimu zkouSejicimu, aniz by
bylo nutné vyhotovit zvlaStni
dodatek této Smlouvy.

d) jakychkoliv pisemnych pokynech

3) Poskytovatel
budou postupovat ve
spravnou

a
zZ

Zadavatele a/nebo CRO
a Hlavni zkouSejici
shodé¢ se
klinickou praxi
podminkami vychazejicimi
Helsinské  deklarace  Svétové

1ékatské asociace - Etické zasady pro



4)

5)

6)

7)

Research Involving Human Subjects,
as revised.

The Documents listed in paragraph 2,
letters b), c¢) shall be deemed
confidential and information
regarding their respective contents
shall be disclosed solely to the
employees of the Institution
authorised or assigned in accordance
with Article 5 paragraph 1 hereof and
subject to confidentiality obligations
under this Agreement, and to the
authorities and institutions authorised
to perform supervision as per
legislation.

Institution and Principal Investigator
shall not concurrently conduct other
clinical study which would prevent
them in any manner from due
performing of the Study as per this
Agreement.

Institution and Principal Investigator

hereby declare that they have
practice, skills, equipment and
sufficient population of  Study

Subjects and resources, including but
not limited to, sufficient number of
Cooperating Staff to conduct Study
exactly, effectively, in due time,
professionally and properly; and that
during entire course of Study they
will expend appropriate care and
provide necessary personnel and
equipment to conduct Study as hereby
agreed.

Institution on behalf of itself and on
behalf of 1its Cooperating Staff
involved in the Study and Principal
Investigator on behalf of himself and
on behalf of his Cooperating Staff
involved in the Study each represents
and warrants that neither they nor
their respective Cooperating Staff:

a) have any financial or other
interest in Sponsor or the outcome
of the Study that might interfere

4)

5)

6)

7)

lékarsky vyzkum zahrnujici lidské
bytosti, v platném znéni.

Dokumenty uvedené v odst. 2 pism.
b), c¢) jsou duveérné a informace o
jejich obsahu mohou byt poskytnuty
jen zaméstnancim  Poskytovatele
poveéfenym ¢i jmenovanym podle cl.
5 odst. 1 této Smlouvy pfi soucasném
zachovani zdvazk mlcenlivosti dle
této Smlouvy a orgdniim a institucim
opravnénym provadét kontrolu dle
platnych pravnich predpisi.

Poskytovatel a Hlavni zkouSejici
nebudou soubézn€ provadét jiné
klinické hodnoceni, které by jim
branilo jakymkoli zpisobem
v fddném vykonu Studie podle této
Smlouvy.

Poskytovatel a Hlavni zkouSejici
prohlasuji, Ze maji zkuSenosti,
schopnosti, vybaveni a dostate¢nou
populaci subjekti a zdroje, mimo
Jiné, dostatecny pocet
spolupracujicich osob k pfesnému,
efektivnimu a vcasnému provedeni
Studie profesiondlnim a fadnym
zpiisobem, a po celou dobu vynaloZi
ndleZitou péci a poskytnou potiebny
persondl a vybaveni k provedeni
Studie uvedené v této Smlouvé
takovymto zptiisobem.

Poskytovatel  prohlaSuje, jménem
svym a jménem spolupracujicich
osob zaclenénych do Studie, a Hlavni
zkouSejici prohlaSuje jménem svym
a svych spolupracujicich osob
zaClenénych do Studie, Ze Zzadna
z vySe uvedenych osob:

a) neni ve vztahu k Zadavateli nebo
vysledkiim Studie nijak finan¢né
ani jinak zainteresovana



with their independent judgment,

and/or
b) have not been debarred or
disqualified, or under

consideration to be debarred or
disqualified by the United States
Food and Drug Administration or
other regulatory authority, from
working in, or providing services
to any pharmaceutical or
biotechnology company.

7. OBLIGATIONS OF PRINCIPAL
INVESTIGATOR AND
INSTITUTION

1) Obligations of Principal Investigator:

Principal Investigator agrees to make
every effort to accurately and efficiently
perform the activities required under this
Agreement, and these activities shall
include but are not limited to the
following:

a) exercise of independent medical

judgment regarding the
compatibility of each Study
Subject with  the  Protocol
requirements; and taking all

necessary measures to ensure the
safety of Study Subjects during
course of Study,

b) not initiating the Study at the
Institution or any other site until
the implementation of the Study
has been granted with official
consents as per Article 4,

c) obtaining from each eligible
Study Subject prior to being
enrolled in the Study (and/or from
his/her legal representatives if

zpusobem, ktery by mohl mit
dopad na nezdvislost jejitho
jednani, a/nebo

b) nebyla rovnéz Utadem pro
potraviny a léCiva Spojenych statti
americkych nebo jinym
regulacnim orgdnem vyloucena ¢i
zbavena zpusobilosti, co se tyka
prace ve farmaceutické nebo
biotechnologické spolecnosti,
véetné poskytovani sluzeb
takovym spole¢nostem, a ani se o
takovém vylouceni ¢i zbaveni
zpusobilosti v soucasné  dobé
neuvazuje.

7. POVINNOSTI HLAVNIHO
ZKOUSEJCIHO A
POSKYTOVATELE

1) Povinnosti Hlavniho zkousejiciho:

Hlavni zkouSejici se zavazuje, Ze
vynaloZzi své nejlepSi usili na to, aby
pfesn¢ a efektivné¢ vykondval praci
vyplyvajici z této Smlouvy, pficemz tyto
¢innosti budou zahrnovat, mimo jiné,
nasledujici:

a) uplatiovani nezavislého
lékatského posudku, co se tyce
dodrZzovani poZadavkl Protokolu
vSemi Subjekty hodnoceni, a
pfijme veskera opatieni k zajisténi
bezpecnosti Subjektii hodnoceni
béhem trvani Studie,

Studie u
na Zadném

b) nezahajovani
Poskytovatele ani
jiném  pracoviSti, dokud k
provedeni Studie nebudou
udéleny souhlasy podle ¢l. 4,

c) ziskdni od vSech vhodnych
Subjektti hodnoceni pied jejich
zafazenim do Studie (a/nebo dle
potieby od jejich zdkonnych



d)

f)

needed) the most up to date
signed and dated Informed
Consent form which:

i) has been approved by Ethics

Committee, Multicentre
Ethics Committee, SUKL and
Sponsor,

ii) contains text necessary to
permit regulatory authorities
and the Ethics Committee and
Multicentre Ethics
Committee, which may exist
in or outside the local country,
Sponsor, CRO and their
affiliates and/or agents to have
full access to and use of
protected health information
including the authorization to
collect, wuse, transfer and
disclose the results of the
Study for purposes consistent
with the information
contained in the patient
information sheet; and

1i1) explains the appropriate use of
the Study Drug to each Study
Subject;

review at suitable intervals
whether the Study Subject is
following the instructions

appropriately,

collecting the data, results and
information generated during the
Study (“Study Data”) to complete
the case report forms (“CRFs”), in
accordance with the Protocol and
taking reasonable steps to ensure
their accuracy and completeness,
and promptly complete and
provide completed CRFs to CRO,

notification of Sponsor, CRO,

d)

f)

zastupcil) nejaktudlngjsi formular
Informovaného souhlasu,
opatfeny podpisem a datem,
ktery:

i) byl schvdlen Etickou komisi,
Multicentr’ickou etickou
komisi, SUKL a Zadavatelem,

ii) obsahuje text, ktery umoZni
regulatornim  orgdnim  a
Etické komisi a
Multicentrické etické komisi,
které mohou puasobit v dané

zemi nebo mimo ni,
Zadavateli, CRO a jejim
pfidruzenym  spole€nostem
a/nebo  zastupcim  Udplny
piistup ke chranénym

zdravotnim zdznamim a jejich
pouZziti vcetné opravnéni ke
sbéru, pouziti, pfenosu a
zvefejnéni vysledkti  Studie
pro ucely, které jsou v souladu
s informacemi uvedenymi v
informacich pro pacienta a

1i1) vysvétluje jednotlivym
subjektim  hodnoceni, jak
spraivné Hodnocené 1écivo
pouZzivat;

posuzovani  ve  vyhovujicich

intervalech, zdali Subjekt

hodnoceni fadné dodrzuje

pokyny,

sbér dat, vysledkli a informaci
ziskanych béhem Studie
(,,Studijni data®) za ucelem

vyplnéni formuldi pro zdznamy
subjekti hodnoceni (,,CRF*) v
souladu s Protokolem a ucinéni
piisluSnych opatteni k zajiSténi
jejich spravnosti a uplnosti, dale
bezodkladna kompletace a
pfedani CRO téchto kompletnich
CRF,

Zadavatele,

informovani CRO,



g)

h)

Ethics Committee and Multicentre
Ethics  Committee of any
deviations from or failure to
comply with the Protocol and
Good Clinical Practice in
accordance with this Agreement,

promptly  replying to any
questions from CRO or Sponsor
regarding any matter related to the
Study,

promptly notifying CRO of any
significant changes that will occur
at any time during the Study
which may affect the Principal
Investigator or Institution’s ability
to conduct the Study, including
but not limited to, changes in
Cooperating Staff involved in the
Study.

2) Obligations of Institution:

a)

b)

c)

Institution  agrees  that its
Cooperating Staff will devote
their best efforts to accurately and
efficiently perform the work
required under this Agreement,
which efforts shall include but are
not limited to items a) through f)
in paragraph 1 of this Article,

The Institution guarantees that the
appropriate facilities at the Site,
including any equipment, but
excluding that to be provided by
CRO on behalf of Sponsor to the
Institution, necessary and
adequate for conducting the Study
are available at the Institution.

Institution may not subcontract
any of the services to be rendered
in relation to Study without
CRO’s prior written consent. In

g)

h)

Etické komise a Multicentrické
etické komise o jakémkoli
odchyleni se od Protokolu a
spravné klinické praxe nebo jejich
nedodrZzovani v souladu s touto
Smlouvou,

poskytovani vcasné odpovédi na
jakékoli otazky od CRO nebo
Zadavatele ohledné jakychkoli
zélezitosti spojenych se Studif,

v€asného informovani CRO o
jakychkoli vyznamnych zménéch,
ke kterym dojde kdykoli béhem
Studie, které by mohly ovlivnit
schopnost Hlavniho zkousSejiciho

nebo  Poskytovatele  provadét
Studii, véetng, mimo jiné, zmén
ve spolupracujich osobéch
zapojenych do Studie.

2) Povinnosti Poskytovatele:

a)

b)

c)

Poskytovatel se zavazuje, Ze jeho
spolupracujici osoby vynalozi své
nejlep$i usili na to, aby pfesné a

efektivné  vykonavaly  praci
vyplyvajici z této Smlouvy,
pficemz tyto cinnosti  budou

zahrnovat, mimo jiné, c¢innosti
pod pism. a) az f) v odst. 1 tohoto
¢lanku,

Poskytovatel se zavazuje k tomu,
aby bylo odpovidajici Regitelské
centrum, véetné vesSkerého
vybaveni, ale s vyjimkou toho,
které bude Poskytovateli
poskytnuto CRO Jjménem
Zadavatele, nezbytné a vhodné k
provedeni Studie, u Poskytovatele
k dispozici.

Poskytovatel ~ nesmi  uzaviit
subdodavatelskou smlouvu

tykajici se poskytovani sluzeb v
souvislosti se Studii bez



1y

2)

3)

the event that CRO on behalf of
Sponsor grant such consent, then
any agreement entered into by
Institution with the permitted third
party subcontractor shall
adequately contain Articles 11,
16, 18 and 19 of this Agreement,

d) Institution, after entering into
subcontract, shall remain liable
for provision of services delegated

to a subcontractor.

8.STUDY ASSESSMENT
SUBJECTS

Institution and Principal Investigator
shall make every effort to perform
enrolment and participation of Study
Subject in Study in accordance with
admission criteria and excluding
criteria and schedule as stated in
Protocol.  Expected number of
enrolled Study Subjects will beJJjij

The  Institution and  Principal
Investigator shall stop enrollment in
accordance with the instructions of
the Sponsor and/or CRO when the
total number of Study Subjects
enrolled as planned for in the Protocol
has been reached among all the sites
participating in the Study.

The Study Subjects can be enrolled in
the Study only following the written
Informed Consent being signed and
the necessary information being given
to them (Study Subjects under age of
majority shall be enrolled into the
Study only provided that their legal
representatives are provided with the
appropriate information and their
consent being obtained). Obtaining of
the consent from Study Subjects shall

1)

2)

3)

pfedchézejiciho pisemného
souhlasu CRO. V pfipadé, ze
CRO jménem Zadavatele takovy
souhlas udé¢li, pak jakdkoliv
smlouva uzaviena mezi
Poskytovatelem a tfeti stranou,
jako povolenym subdodavatelem,
musi piimétené obsahovat
ustanoveni ¢lanku 11, 16, 18 and
19 této Smlouvy,
d) Poskytovatel je i po uzavieni
subdodavatelské smlouvy
odpovédny za poskytnuti sluzeb
pievedenych na subdodavatele.

8. SUBJEKT KLINICKEHO
HODNOCENI

Poskytovatel a Hlavni zkouSejici
vynaloZi své nejlepsi dsili na to, aby
provedli ndbor a zapojeni Subjektli do

Studie v souladu se vstupnimi
a vyluCovacimi kritérii
a harmonogramem uvedenym

v Protokolu. Pfedpokladany pocet
zatazenych subjektt:J}

Poskytovatel a Hlavni zkouSejici
ukon¢i ndbor v souladu s pokyny
Zadavatele a/nebo CRO poté, co bude
dosazen celkovy planovany pocet
Subjekti hodnoceni dle Protokolu na
vSech reSitelskych centrech
ucastnicich se Studie.

Zatazeni Subjektl hodnoceni do
Studie bude mozné jen s jejich
pisemnym Informovanym souhlasem
a po jejich faddném pouceni (v ptipadé
nezletilych Subjektl hodnoceni jen po
patficném pouceni a se souhlasem
jejich zdkonnych zastupct). Vyzadani
souhlasu od Subjektli hodnoceni musi
byt ve shodé s etickymi principy a
spravnou klinickou praxi. K tomu:



4)

5)

be in compliance with the ethical
principles and Good Clinical Practice.
With regard to this:

a) The Sponsor and/or CRO declare
that the Principal Investigator has
been provided with the Informed
Consent form. The herein before
mentioned document shall be
enclosed hereto as Appendix No.
S, and may be amended during
course of Study by  Sponsor
and/or CRO and such amended
document is incorporated herein
by reference thereto upon receipt
by the Medical Care Institution
and Principal Investigator without
the need to further amend this
Agreement. Sponsor and CRO
agree to provide such amended
document without undue delay to
the Medical Care Institution and
Principal Investigator,

b) Before being enrolled into the

study the Study Subject will be

asked Principal Investigator to
sign the document mentioned in

paragraph 3, letter a.

The aforesaid document specified and
signed by the enrolled Study Subject
(or their legal representatives in case
of they being under age of majority)
regarding the Informed Consent in
accordance with paragraph 3 shall be
filed in the Study documentation kept
by the Principal Investigator.

If the Principal Investigator finds out
during the course of the Study that a
Study Subject enrolled into the Study
does not comply with the Study
criteria, he/she shall inform in writing
Sponsor and CRO immediately and
according to the mutual agreement
with the Sponsor and/or CRO exclude
such a Study Subject from the Study.

4)

5)

a) Zadavatel a/nebo CRO prohlasuje,
Ze predal Hlavnimu zkousSejicimu
formulét Informovaného souhlasu
Subjektu hodnoceni se zafazenim
do Studie. Tento dokument tvoii
piilohu ¢. 5§ této Smlouvy a mize
byt Zadavatelem a/nebo CRO
prabézné aktualizovan, pii¢emz
takto aktualizovany dokument se
stivd bez dalSiho soucasti této
Smlouvy poté, co bude dorucen
Poskytovateli a Hlavnimu
zkouS$ejicimu, aniZ by bylo nutné
vyhotovit zvlaStni dodatek této
Smlouvy. Zadavatel a CRO
souhlasi, Ze takto aktualizovany
dokument bude bez zbyte¢ného
odkladu doruc¢en Poskytovateli a
Hlavnimu zkouSejicimu,

b) Hlavni zkouSejici pred zafazenim

Subjektu hodnoceni do Studie v

pfipad€¢ jeho souhlasu pozdda o

podpis na dokumentu uvedeném v

odst. 3 pism. a.

VySe uvedeny dokument podepsany
Subjektem hodnoceni (u nezletilych
Subjektti hodnoceni jejich zdkonnymi
zastupci) tykajici se Informovaného
souhlasu pofizeného podle odst. 3
musi byt uloZen v dokumentaci o
Studii vedené u Hlavniho
zkousSejiciho.

Pokud Hlavni zkouSejici v pribéhu
Studie zjisti, Ze Subjekt hodnoceni
zafazeny do Studie nevyhovuje jejim
kritériim, neprodlené¢ o tom bude

pisemné  informovat Zadavatele
a/nebo CRO a po dohod¢ se
Zadavatelem a/mebo CRO jej z

prabéhu Studie vytadi.



1y

2)

3)

4)

9. AUDIT, MONITORING AND
INSPECTION

The Parties hereby acknowledge that
authorized representatives to conduct

audit, monitoring and inspection of

Study on behalf of CRO are,
including, but not limited to, |

Audit, monitoring and inspection,
especially related actions and lost
time, shall not be reimbursed by

Sponsor or by CRO to the subjects of

such audit, monitoring and inspection.

Institution and Principal Investigator
shall cooperate with CRO, Sponsor,
and any governmental or regulatory
authorities in their efforts to monitor,
audit, or inspect the progress of the
Study at the Institution. Authorized
representatives of CRO and Sponsor
shall have the right, upon reasonable
advance notice,

a) to examine and inspect the
Institution and Principal
Investigator’s facilities used for
the performance of the Study,

b) inspect and copy all data and
work products related to the
Study, and

examine source documents and
other medical records of Study
Subjects reasonably necessary to
monitor the Study.

c)

In the event Institution or Principal
Investigator receives notice that the
Institution or the Principal
Investigator shall be the subject of an
investigation or audit by any
governmental or regulatory authority,
the Party receiving such notice shall

1y

2)

3)

4)

9. AUDIT, MONITORING A
INSPEKCE

Strany berou na védomi, Ze
povéfenymi zdstupci vykondvat audit,
monitoring a inspekci Studie jménem
CRO jsou, mimo jiné,

Audit, monitoring a inspekce,
zejména ukony s tim spojené a usly
¢as nebudou subjektim  tomu
podléhajicim proplaceny Zadavatelem
ani CRO.

Poskytovatel a Hlavni zkouSejici musi
spolupracovat s CRO, Zadavatelem a
jakymikoli vladnimi ¢i regulatornimi
orgény ve snaze monitorovat, provést
audit nebo inspekci prib¢hu Studie u
Poskytovatele.  Povéfeni  zastupci
CRO a Zadavatele budou mit pravo,
na zdkladé ozndmeni ucinéného
s pfiméfenym piedstihem:

a) prohlédnout si a zkontrolovat
Poskytovatele a pracovisté
Hlavniho zkouSejictho pouzivané
k provedeni Studie,

b) zkontrolovat a provést kopie

vSech ddajd a  pracovnich

produktli spojenych se Studif, a

¢) prohlédnout si zdrojovou
dokumentaci a dal§i zdravotni
zdaznamy Subjektl  hodnoceni

pfiméfené nutné k monitorovani
Studie.

V pripadé, ze Poskytovatel ¢i Hlavni
zkouSejici obdrzi ozndmeni, Ze
Poskytovatel ¢1 Hlavni zkouSejici
budou podléhat inspekci ¢i auditu
provadénym vladnim ¢i regulatornim
orgadnem, Strana, kterd obdrZzi takové
oznameni, o tom musi okamzité



5)

6)

notify CRO immediately. In the event
the Party does not receive prior notice
of said investigation or audit, the
Party shall notify CRO as soon as
practicable after receiving knowledge
of said investigation or audit.
Institution and/or Principal
Investigator will provide CRO and
Sponsor with copies of all Study
specific materials, external
correspondence, statements, forms
and records that Institution or
Principal ~ Investigator  receives,
obtains or generates in relation to any
such investigation. Institution and/or
Principal investigator provide CRO
and Sponsor with a reasonable
opportunity to comment in advance
on any correspondence generated by
Institution or Principal Investigator
and intended for the appropriate
authority.

The Principal Investigator must also
provide any information missing from
the CRFs (or eCRFs), correct any
data errors and complete hospital
records in order to assure maximum
accuracy with data entered into the
CRFs (or eCRFs). eCRFs shall be
completed no later than forty eight
(48) hours from the date of inspection
of authorised persons of CRO.

Sponsor may suspend enrolment of
Study Subjects if eCFRs remain
incomplete for more fourteen (14)
days from the date that Principal
Investigator is informed by Sponsor
or its representative (including CRO)
that any eCRFs are incomplete.
Queries made of Sponsor or any of its
representatives (including CRO) shall
be resolved by the Medical Care
Institution and Principal Investigator
no later than seventy two (72) hours

5)

6)

uvédomit CRO. V pfipadég, Ze Strana
neobdrzi pifedchozi ozndmeni o vySe
zminované inspekci ¢i auditu, Strana
musi CRO uvédomit hned poté, co se
dozvi o vySe uvedené inspekci nebo
auditu. Poskytovatel a/nebo Hlavni

zkouSejici  poskytnou CRO a
Zadavateli kopie vSech materidld,
externi korespondence, prohlaSent,

formuldfi a zdznama spojenych se
Studii, které Poskytovatel ¢i Hlavni
zkouSejici obdrzi, ziskd ¢i vytvoii na
zakladé  inspekce.  Poskytovatel
a/nebo Hlavni zkouSejici poskytnou
CRO a Zadavateli vhodnou piilezitost

vyjadiit se pfedem k veSkeré
korespondenci vytvorené
Poskytovatelem  nebo Hlavnim
zkouSejicim  ur¢ené  pfisluSnému
organu.

Hlavni zkouSejici musi rovnéz

poskytnout veSkeré informace, které
piipadné chybgji v zdznamech
Subjektti hodnoceni (CRFs) (nebo v
elektronickych zdznamech subjektl
hodnoceni (eCRF5s)), odstranit
piipadné chyby v datech a doplnit
nemocni¢ni zdznamy tak, aby zcela
odpovidaly uddajim zanesenym do
CRFs (nebo eCRFs). Elektronické
zaznamy Subjektli hodnoceni museji

byt  doplnény  nejpozd¢ji  do
osmactyficeti (48) hodin od data

navstévy povéienych zastupci CRO.

Zadavatel je oprdvnén pozastavit
ndbor Subjektl hodnoceni v piipad¢,
7ze eCFRs nebudou doplnény do
dalSich ¢trnécti (14) dnli od data, kdy
byl Hlavni zkouSejici Zadavatelem
nebo jeho zmocnéncem (vcetné CRO)
informovdn o nedostatcich  ve
vyplhovani eCRF. Poskytovatel a
Hlavni ZkouSejici jsou povinni
reagovat na  piipadné  dotazy
Zadavatele nebo jeho zdastupci
(v€etné  CRO)  nejpozdéji  do



7)

1y

2)

3)

from the date of issue.

Sponsor may suspend enrolment of
Study Subjects if queries remain
unresolved for more than fourteen
(14) days of the date of issue.

10.STUDY DRUG

Study Drug is an exclusive property
of the Sponsor. The Principal
Investigator and Institution shall use
the Study Drug only to conduct the

Study in accordance with the
Protocol, and for no other purpose.
The Sponsor shall provide the

Medical Care Institution and the
Principal Investigator with the Study
Drug specified in the Protocol free of
charge and the materials agreed to be
provided by Sponsor in writing which
are necessary to carry out the study

within the estimated timeframe
stipulated in Article 5 of this
Agreement.

Institution and Principal Investigator
acknowledge that the Study Drug is
experimental in nature, and that no
warranty, either expressly stated or
implied is made by Sponsor regarding
the Study Drug and therefore
Institution and Principal Investigator
shall ~ exercise  prudence  and
reasonable care in, and comply with
any standard procedures regarding,
the use, handling, secure storage,

transportation, disposition and
containment of the Study Drug,
including any derivatives thereof.

Institution agrees to limit access to
the Study Drug to only Cooperating
Staff who, under Principal
Investigator’s direct control, will be
engaged in using the Study Drug as
contemplated by the Protocol.

7)

1y

2)

3)

dvaasedmdesati (72) hodin od data
jejich vzneseni.

Zadavatel muze pozastavit nabor
Subjektti  hodnoceni v piipade, Ze
dotazy nebudou vyfeSeny do dalSich
¢trnacti (14) dnd od data jejich
vzneseni.

10. HODNOCENE LECIVO

Hodnocené 1é¢ivo je vylunym
vlastnictvim  Zadavatele. = Hlavni
zkouSejici a Poskytovatel je vyuzije
vyhradné¢ k  provedeni  studie
v souladu s Protokolem, jakékoliv
jiné vyuZiti je vylouceno.

Zadavatel bezplatné doda
Poskytovateli a Hlavnimu
zkouSejicimu  Hodnocené  1éc¢ivo

vymezené Protokolem a materidly,
k jejichz poskytnuti se Zadavatel
pisemné zavazal a které jsou nezbytné
k provedeni Studie tak, aby mohla byt
dodrzena  doba  trvani  Studie
pfedpokladand v €. 5 této Smlouvy.

Poskytovatel a Hlavni zkouSejici
berou na védomi, 7e Hodnocené
1é¢ivo je experimentdlni 1é¢ivo a Ze

Zadavatel neCini Zadnou zdruku
tykajici se Hodnoceného 1éCiva
vyslovné ani implicitné a proto

Poskytovatel a Hlavni zkouSejici musi
postupovat obezietné a opatrné a
dodrZzovat vSechny spravné postupy
tykajici se  pouziti, zachdzeni,
bezpe¢ného uchovavédni, pfenosu,
likvidace a ochrany Hodnoceného
1éCiva,  vcetn¢  jeho  derivati.
Poskytovatel se zavazuje k tomu, Ze
umozni pfistup k Hodnocenému
1éCivu pouze spolupracujicim
osobam, které, pod ptimym dozorem
Hlavniho zkousSejiciho, budou
s Hodnocenym  1é¢ivem  pracovat
v souladu s Protokolem. Poskytovatel



4)

5)

6)

7)

8) All the unused materials and Study 8) VeSkery

Furthermore, Institution and Principal
Investigator shall use, and Institution
guarantees that Cooperating Staff
shall use the Study Drug solely for
the conduct of the Study and in
accordance with the Protocol and
maintain a record of receipt and
dispensing of the Study Drug.

Any equipment and Study Drug
supplied by Sponsor or its designee
for use in the Study will be used
solely in connection with the Study
and will be returned to Sponsor or its
designee at the reasonable expense of
Sponsor promptly upon completion or
termination of the Study, unless
otherwise instructed in writing by
Sponsor.

Institution and Principal Investigator
bear the risk of loss or damage to
equipment as a result of negligent use
or maintenance of the equipment
provided.

Institution and Principal Investigator
agree that they will inform Sponsor in
writing about equipment which
malfunctions, is damaged or has
another defect and Sponsor agrees to
repair and/or replace such equipment
should its malfunction, damage or
defect be not caused by Institution
and/or Principal Investigator and/or
Cooperating Staff upon such written
notice.

The Medical Care Institution shall
grant Principal Investigator access to
any other facilities and resources
reasonably required in order to
conduct the Study and the Study shall
be conducted under the supervision
and management of the Principal
Investigator.

4)

5)

6)

7

a Hlavni zkouSejici budou pouzivat a
Poskytovatel zarucuje, ze
spolupracujici osoby budou pouZivat
Hodnocené 1é¢ivo vyhradné¢ za
ucelem provedeni Studie a v souladu
s Protokolem a budou vést zdznamy o
piijmu a vydeji Hodnoceného lé¢iva.

Jakékoli vybaveni a Hodnocené
1é¢ivo dodané Zadavatelem nebo jeho
povéfenym zastupcem pro ucely
realizace  Studie bude uZivano
vyhradné pro potieby Studie a bude
Zadavateli nebo jeho povérenému
zastupci na jeho pfiméfené ndklady
navraceno okamzit¢ po dokonceni
nebo ukonceni Studie, nebude-li
v tomto ohledu Zadavatelem pisemné
stanoven jiny postup.

Poskytovatel a Hlavni zkouSejici
nesou odpovédnost za ztrdtu nebo
poskozeni  vybaveni v disledku
nedbalostniho zachdzeni s timto
vybavenim.

Poskytovatel a Hlavni zkouSejici se
zavazuji, ze budou pisemn¢
informovat Zadavatele o nefunkCnim,
poskozeném ¢i  jinak  vadném
vybaveni a Zadavatel se zavazuje, Ze
opravi a/nebo  nahradi takové
vybaveni, pokud jeho nefunkcnost,
poskozeni ¢i vada neni zpisobena
Poskytovatelem  a/nebo  Hlavnim
zkouSejicim a/nebo  spolupracujici
osobou, na zdklad¢ tohoto pisemného
vyrozumeni.

Poskytovatel zpfistupni Hlavnimu
zkouSejicimu 1 dal$i odpovidajici

vybaveni a prostiedky k provadéni
Studie, pfiCemz  Studie  bude
realizovana pod dohledem a vedenim
Hlavniho zkousejiciho.

nepouzity  materidl a



9)

10) The

Drug shall be returned by the
Principal Investigator to the Sponsor
and/or shall be disposed of by the
Principal Investigator in accordance
with Sponsor’s written instructions,
all at the reasonable expense of the
Sponsor.  The  Medical  Care
Institution and Principal Investigator
will maintain records of receipt and
disposition of Study Drug.

The Sponsor will deliver Study Drug
at no cost prior to the first screening
visit of the first Study Subject to the
pharmacy designated by The Medical
Care Institution and  Principal
Investigator as the Pharmacy to
perform the pharmacological
activities in connection with the
Study.
Institution and
hereby undertakes:

Investigator

a) that they will use the pharmacy

Hospital Pharmacy of
University Hospital Hradec
Kralove (hereinafter the
“Pharmacy’”), contact person

B (hereinafter “Pharmacist”)
for  receipt, storage and
distribution of the Study Drug.

b) that the Study Drug shall be
handled in accordance with good
pharmacy, storage and
distribution practice according to
Act No. 378/2007 Coll.,, on
pharmaceuticals, which is further
governed by Regulation No.
226/2008 Coll., on good clinical
practice and the  detailed
conditions of the  clinical
assessment of therapeutic agents,
and in accordance to Regulation
No. 229/2008 Coll. on the
manufacture and distribution of
therapeutic agents, as amended.

9)

Hodnocené 1é¢ivo  vrati Hlavni
zkouSejici Zadavateli a/nebo s nim
nalozi dle pisemnych pokyna
Zadavatele, to vSe na piimétené
ndklady Zadavatele. Poskytovatel a
Hlavni  zkouSejici budou  vést
zaznamy o prebirdni Hodnoceného
1é¢iva a naklddani s nim.

Pfed prvni screeningovou navstévou

prvniho Subjektu hodnoceni
Zadavatel zdarma doda Hodnocené
1éCivo Lékarné urcené
Poskytovatelem a Hlavnim

zkousSejicim jako Lékarné provadéjici
lékarenskou cinnost v souvislosti
s realizaci Studie.

10) Poskytovatel a ZkouSejici se timto

zavazuji, ze:

a) vyuziji sluzeb 1ékarny
Nemocni¢ni lékarna Fakultni
nemocnice Hradec Kralové
(déle jen ,,Lékarna*), kontaktni
osoba

I (dilc jen
,.Lékarnik*), za ucelem obdrzeni,
skladovani a distribuce
Hodnoceného 1éciva.

b) s Hodnocenym 1éCivem bude
zachazeno v souladu se sprdvnou
Iékarenskou, skladovaci a
distribu¢ni praxi podle zdkona ¢.
378/2007 Sb.,, o lécivech,
upraveny vyhlaskou ¢. 226/2008
Sb., o spravné klinické praxi a
bliz§ich podminkach klinického
hodnoceni 1é¢iv a v souladu s
vyhlaskou ¢. 229/2008 Sb., o
vyrob¢ a distribuci 1é¢iv ve znéni
pozdéjsich predpist.
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11. ARCHIVING OF

DOCUMENTS
The Medical Care Institution shall
keep all the documents filed in

Principal Investigator Site File as well
as the documents related to the Study
Subjects and Study for at least fifteen
(15) years after completing the Study
or such longer period of time as
required under applicable law.

Six (6) months before expiration of
period stated in paragraph 1, the
Sponsor shall notify Institution in
writing of this expiration and provide
the Institution with an opportunity to
further store the documents stated in
paragraph 1 at Sponsor’s expense.

Should Institution be in process of
liquidation without legal successor it
will immediately notify Sponsor of
this Situation and provide Sponsor
with an opportunity to further store
such documents stated in paragraph 1
at Sponsor’s expense.

12. PROTECTION OF
INTERESTS OF PARTIES

The Sponsor is obliged not to
conclude any other agreement with
any employee of the Medical Care
Institution with respect to this
Clinical Study.

The Medical Care Institution and the
Principal Investigator declare that any
other studies in progress shall not
negatively impact the goals of the
Study.

13. UNEXPECTED EVENTS

11. ARCHIVACE DOKUMENTU

1y

2)

3)

1y

2)

Poskytovatel se zavazuje uchovat
veSkerou dokumentaci uloZenou v
feSitelském svazku i dokumentaci
vztahujici se k Subjektim hodnoceni
a ke Studii nejméné po dobu 15 roki
od data ukonceni Studie nebo i po
delsi dobu, vyZaduji-li to pfislusné
pravni predpisy.

Zadavatel pisemné vyrozumi
Poskytovatele Sest (6) mésicti pied
uplynutim lhity uvedené v odst. 1 o
tomto uplynuti a poskytne
Poskytovateli prilezitost k dalSimu
uchovani zdznaml uvedenych v odst.
1 a to na ndklady Zadavatele.

Vstoupi-li Poskytovatel do likvidace
bez pradvniho ndstupce, okamZzité o
tom vyrozumi Zadavatele a poskytne
Zadavateli pfilezitost k dalSimu
uchovéani zdznaml uvedenych v odst.
1 na ndklady Zadavatele.

12. OCHRANA ZAMU STRAN

Zadavatel se timto zavazuje, Ze
neuzavie na tuto Studii Zadnou jinou
smlouvu s Zddnym zameéstnancem
Poskytovatele.

Poskytovatel a Hlavni zkouSejici
prohlasuji, Ze jiné klinické studie
provadéné u Poskytovatele nebudou
negativné ovliviovat cile Studie.

13. NEOCEKAVANE PRIHODY



DURING THE COURSE OF THE

1y

2)

3)

4)

1y

STUDY

Principal Investigator is obliged to
inform in writing Sponsor and CRO
without delay and in accordance with
the Protocol on any unexpected event
or adverse reaction encountered in the
course of the Study and in any event
within 24 hours after learning of any
such unexpected event or adverse
reaction.

CRO and/or Sponsor undertakes to
inform Principal Investigator, the
SUKL and the appropriate Ethics
Committees in writing of any serious
unexpected event.

For the purposes hereof unexpected
event shall mean any event which is
considered or described as
unexpected as per law and/or in any
document provided to Principal
Investigator by Sponsor or CRO, or
any event which is considered as
unexpected by Principal Investigator
himself/herself.

The provision of paragraph 3 shall be
analogously applied to the term
adverse reaction.
14.INDEMNIFICATION
The Institution shall indemnify,
defend and hold CRO, Sponsor and
their employees, affiliates and
contractors harmless against any
liability, loss, damage, cost, and

expense in connection with any claim
or lawsuit brought by a third party
arising from:

a) Failure of the Institution,

1y

2)

3)

4)

1y

V PRUBEHU STUDIE

Hlavni  zkouSejici je  povinen
bezodkladné a v souladu S
Protokolem pisemné sdélit Zadavateli
a CRO jakoukoliv neocekavanou
pithodu, jakoZz i neZadouci ucinek, ke
kterym dojde v pribéhu Studie a
v kazdém piipadé nejpozdéji do
dvaceti Ctyt (24) hodin od okamZiku,
kdy se dozvi o takové neocekdvané
piithod¢ ¢i nezddoucim ucinku.

CRO a/nebo Zadavatel se zavazuje
pisemné informovat Hlavniho
zkouSejictho, SUKL a piislusné
Etické komise o jakékoli zdvazné
neocekavané piihod¢.

Pro tyto tucely se neocCekdvanymi
uddlostmi rozumi jakdkoliv uddlost,
ktera je povaZzovéana nebo popsdna za
neocekdvanou podle pravnich
predpist a/nebo v jakémkoli
dokumentu poskytnutém Hlavnimu
zkouSejicimu  Zadavatelem  nebo
CRO, nebo jakdkoli uddlost, kterd je
povazovana za neocekdvanou
samotnym Hlavnim zkouSejicim.

Ustanoveni odstavce 3 se pouZije na
termin nezddouctho uc¢inku obdobné.

14. ODSKODNENI

Poskytovatel  odSkodni, poskytne
ochranu a zprosti odpovédnosti CRO,
Zadavatele a jejich zaméstnance,
pfidruZené organizace a dodavatele,
co se tyCe odpovédnosti, ztrat, Skody
a vydajii nebo ndkladli v souvislosti
s jakymkoliv ndrokem nebo soudnim
sporem uplatnénym nebo zahdjenym
tret{ stranou z divodu:

a) skutecnosti, kdy Poskytovatel,



Principal  Investigator  or
Cooperating Staff to adhere
to the Agreement, the Protocol
or agreed amendments or
written recommendations and
instructions from CRO and/or
Sponsor;

b) Failure of Institution,
Principal  Investigator  or
Cooperating Staff to comply
with accepted medical
practice and with any and all
laws and/or  regulations
applicable to the performance
of their obligations under this
Agreement;

c) Negligent act or omission or
wilful misconduct of the
Institution, Principal
Investigator or Cooperating
Staff;

d) Breach of this Agreement by
the  Institution,  Principal
Investigator or Cooperating
Staff;

2) The Institution shall keep CRO or

Sponsor and their legal successors
fully informed of the progress of any
such claim or proceeding, will consult
fully with the same on the nature of
any defence to be advanced and will
not settle any such claim or
proceeding without the written
consent of Sponsor or CRO, as
applicable, provided that such consent
shall not be required where the sole
relief provided is monetary damages,
there is no finding or admission of
any violation of applicable laws or the
rights of any third party and no
adverse effect on any other claims

Hlavni zkousSejici nebo
splupracujici osoby nedodrZi
tuto Smlouvu, Protokol nebo
dohodnuté dodatky, anebo
pisemné doporuceni a pokyny
CRO a/nebo Zadavatele,

b) skutecnosti, kdyby
Poskytovatel, Hlavni
zkousSejici nebo spolupracujici
osoby nepostupovali v souladu
s pfijimanou lékarskou praxi a
jakymikoliv ~ zdkony nebo
nafizenimi pouZitelnymi pro
vykon jejich povinnosti dle
této Smlouvy,

¢) komisivniho nebo omisivniho

zanedbdni nebo védomého
pochybeni ze strany
Poskytovatele, Hlavniho
zkousejiciho nebo

spolupracujicich osob,

d) poruseni této Smlouvy ze
strany Poskytovatele,
Hlavniho zkouSejictho nebo
spolupracujich osob.

2) Poskytovatel bude v plném rozsahu

informovat CRO nebo Zadavatele a
jejich pravni nédstupce o postupu pii
takovém naroku nebo takovém
jedndni, také bude s nimi konzultovat
povahu obrany, kterd bude zahdjena,
a nebude poskytovat plnéni Zadnym
nirokim  nebo  jedndnim  bez
pisemného souhlasu Zadavatele nebo
CRO (podle toho vuc¢i komu byl
ndrok  vzneseny nebo  jedndni
zahdjeno). Tento souhlas nebude
vyZzadovan v piipadé, pokud jediné
poskytnuté plnéni bude penézité
odskodnéni, nedoslo-li k zjisténi nebo
pfiznani poruseni aplikace prava nebo



3)

4)

that may be made against Sponsor or
CRO, as applicable.

Institution and Principal Investigator
understands and agrees that the Study
Drug is experimental in nature and
that no warranty, either express or
implied, is made by Sponsor or any
other party regarding the Study Drug.
With regard to the this fact, the
Parties hereto agree that no Party
shall be liable to the other Party for
positive damage and loss of profit in
relation to this Agreement, Protocol
and Study Drug save for the
provisions on confidentiality and
intelectual property.

The Sponsor is responsible for the
damages for injuries to Study
Subjects caused directly as a result of
the effects of the Study Drug or the
Study procedures performed on Study
Subjects during carrying out the
Study except for and due to

a) the extent of any Liabilities
arising from breach of this
Agreement or Protocol by
Medical Care Institution,
Principal  Investigator  or
Cooperating Staff;

b) neligence or misconduct of
Medical Care Institution,
Principal  Investigator  or

Cooperating Staff;

c) violation during the Study by
the Medical Care Institution,
Principal  Investigator  or

3)

4)

prav tfetich stran a nedoSlo-li
k Zddnému vedlejSimu udcinku na
jakykoliv jiny ndrok, ktery muze byt
vzneseny proti Zadavateli nebo CRO
(podle toho viici komu muze byt
narok vzneseny).

Poskytovatel a Hlavni zkousSejici
berou na védomi a souhlasi, Ze
Hodnocené 1é¢ivo je experimentdlnim
léCivem a Ze Zadavatel nebo jind
Strana necini Zaddnou zdruku tykajici
se Hodnoceného lé¢iva vyslovné ani
implicitné. S ohledem na tuto
skutecnost, Strany této Smlouvy
souhlasi, Ze Zadna ze Stran nebude
odpovédnd druhé Strané za skutecnou
Skodu ani za uSly zisk v souvislosti
s touto Smlouvou, Protokolem a
Hodnocenym lécivem vyjma
ustanoveni tykajicich se duvérnych
informaci a duSevniho vlastnictvi.

Zadavatel  je odpovédny za
odSkodnéni za Gymu  vzniklou
Subjektu  hodnoceni piimo jako

vysledek uc¢inkli Hodnoceného 1é¢iva
nebo 1éCivé procedury vykonané na
Subjektech  hodnoceni v pribéhu
uskutecnovani Studie, pfi¢emZ toto
ustanoveni se neuplatni:

a) v rozsahu jakékoliv
odpovédnosti vzniklé
z poruSeni této Smlouvy nebo
Protokolu ze strany
Poskytovatele, Hlavniho
zkousSejiciho nebo

spolupracujicich osob,
b) zanedbédni nebo pochybeni ze
strany Poskytovatele,
Hlavniho zkouSejictho nebo
spolupracujich osob,

¢) poruseni jakéhokoliv pravniho
pfedpisu v pritbéhu Studie ze
strany Poskytovatele,



1)

2)

Cooperating  Staff, of any
applicable legislation;

d) the extent due to an
underlying illness or injuries
of Study Subject;

e) to the extent that such
personal injury (including
death) did not directly result
from the administration of the
Study Drug or any clinical
intervention or  procedure
required by, and administered
or provided in accordance
with, the Protocol to which the
Study Subject would not have
been exposed but for his/her
participation in the Study;

f) to the extent that such
personal injury was due to the
failure of the Study Subject to

follow directions of the
Protocol or  Cooperating
Staff.

15.INSURANCE

The Sponsor ensure legally required
liability insurance for harm caused by
performance of the Study in
compliance with provision of Sec. 52.
par. 3 lit. f) of Act No. 378/2007 Coll.
on Pharmaceuticals. Proof of such
insurance shall be available for
Parties upon request.

The Institution, the Investigator and
all Cooperating Staff shall have all
valid licenses and permits as may be
required to perform clinical studies.
Institution and Investigator shall
maintain in full force and -effect
throughout the performance of the
Study professional and general

1y

2)

Hlavniho zkouSejictho nebo
spolupracujich osob,

d) vrozsahu pfiméifeném
pribéhu probihajici nemoci
nebo  existujictho  zranéni
Subjektu hodnocent,

e) vrozsahu, ve kterém tato djma
fyzické osobé (zahrnujici 1
smrt) nevznikla piimo
z poddni Hodnoceného 1éc¢iva
nebo klinického zdsahu nebo
procedury  vyZzadované a
vykonané nebo poskytnuté
podle Protokolu, které by
Subjekt  hodnoceni  nebyl
vystaven, pokud by se
neucastnil Studie,

f) vrozsahu, ve kterém tato Gjma
fyzické osobé vznikla proto,

7e Subjekt hodnoceni
nepostupoval podle pokynu
Protokolu nebo

spolupracujicich osob.

15. POJSTENI

Zadavatel je povinen zajistit zdkonné
pojisténi  odpoveédnosti za Skodu
zpiisobenou provddénim Studie v
souladu s ustanovenimi § 52 odst. 3,
pism. f) zdkona ¢. 378/2007 Sb., o
l1é¢ivech. Dlkaz o uzavieni takového
pojisténi bude Strandm k dispozici na
vyzZadani.

Poskytovatel, ZkouSejici a veskeré

spolupracujici osoby musi mit
pozadovand platnd oprdvnéni a
povoleni k provadéni klinickych

studii. Poskytovatel a ZkouSejici musi
mit po celou dobu provadéni Studie v
plné platnosti a ucinnosti pojiSténi
profesni odpovédnosti za Skodu a



1y

2)

3)

liability  insurance in  amounts
appropriate to cover their liability and
obligations  hereunder of the
Institution, Investigator or
Cooperating Staff in the performance
of the Study. Proof of such insurance
shall be provided to CRO or Sponsor
upon request.

16. CONFIDENTIAL
INFORMATION

For the purpose hereof, all the
information, documentation,
materials, analysis, results, data
provided by or on behalf of the
Sponsor or CRO or created, collected
or generated in connection with the
Study or Study Drug shall be deemed
as confidential information of
Sponsor (“Confidential
Information”).

Without limiting the foregoing,
Confidential Information includes
information on the  structure,
composition, excipients, formulas,
know-how, technologies and
processes as well as any other
information considered as
confidential by the Sponsor. Should
any Party receive Confidential

Information in course of negotiation
of this Agreement, the Party shall be
obliged to prevent such information
from misuse or disclosure without
legal reason. Should any Party breach
the said duty and profit from it, the
Party shall be obliged to surrender the
profit to other Party.

Neither the Medical Care Institution
nor the Principal Investigator can
disclose the Confidential Information
to third parties nor use it contrary to
the Sponsor’s written instructions or
to use Confidential Information for
other purposes than conduct of the

pojisténi obecné odpovédnosti za
Skodu v pfislusné castce k pokryti
zavazkil a povinnosti Poskytovatele,
ZkouSejictho nebo  spolupracujich
osob ztéto Smlouvy pii provadéni
Studie. Dikaz o uzavieni takového
pojisténi bude poskytnut CRO nebo
Zadavateli na vyzadani.

16. DUVERNE INFORMACE

1y

2)

3)

Pro ucely této Smlouvy se veSkeré
informace, dokumenty, materidly,
analyzy, vysledky a ddaje poskytnuté
Zadavatelem nebo CRO nebo v jejich

zastoupeni nebo poftizené,
shromdzdéné ¢i  generované v
souvislosti se Studii nebo

Hodnocenym lé¢ivem povazuji za
davérné informace Zadavatele (dale
jen ,,Divérné informace*).

Mezi Dlvérné informace bez omezeni
vySe uvedeného patii informace o
strukture, sloZeni, pomocnych
latkach, vzorcich, know-how,
technickych postupech a procesech,
jakoz 1 jakékoli dalSi informace
povazované Zadavatelem za divérné.
Ziské-1i kterdkoli Strana pfi jednani o
této Smlouvé Duvérné informace, je
povinna dbat o to, aby nebyly
zneuzity nebo aby nedoSlo k jejich
prozrazeni bez zdkonného davodu.
Porusi-li  kterdkoli ~ Strana tuto
povinnost a obohati-li se tim, je
povinna vydat druhé Strané to, o€ se
obohatila.

Poskytovatel ani Hlavni zkouSejici
nemuze Duvérné informace
zptistupnit tfetim strandm, ani je
pouZzivat zpusobem, ktery by byl
vrozporu s pisemnymi  pokyny
Zadavatele, ani je pouZit pro jiné
ucely nez provedeni Studie.



4)

5)

6)

7)

Study.

Confidential Information
deemed the Sponsor’s exclusive
property and remain secret and kept
by the Medical Care Institution and
the Principal Investigator in a place
dedicated for such a purpose unless
the Medical Care Institution or the
Principal Investigator prove that the
information is accessible to the
general public without breach of this
Agreement.

Should there be any legal reason to
disclose Confidential Information, the
Medical Care Institution or the
Principal Investigator shall advise the
Sponsor accordingly in  writing
immediately once they learn about
this duty before such disclosure to
provide Sponsor with an opportunity
to limit the disclosure with the
reasonable assistance of Medical Care

Institution  and  the  Principal
Investigator.

The Sponsor, the Medical Care
Institution  and  the  Principal
Investigator undertake to  bind
Cooperating Staff and persons

accessing to Confidential Information
to secrecy in accordance with this
Agreement. Such persons are equally
obliged to maintain confidentiality.

The Institution shall ensure that
Confidential Information is only
disclosed to Cooperating Staff who
have a need to know it for the
performance of the Study and who
have signed confidentiality
agreements containing terms  as
restrictive as those required in this
Agreement.

shall be 4) Duvérné

5)

6)

7)

informace  budou ve
vyluéném vlastnictvi Zadavatele a
budou drzeny Poskytovatelem a
Hlavnim zkouSejicim v tajnosti a na
misté pro takové informace uréeném,
vyjma piipadd, kdy Poskytovatel
nebo Hlavni zkouSejici prokadzou, Ze
se jednd o informace vefejné
pfistupné, aniz by se tak stalo
v dtsledku poruseni této Smlouvy.

Pokud je ze zdkonem stanovenych
divodi nutné Divérné informace
zptistupnit, Poskytovatel nebo Hlavni
zkouSejici toto neodkladné predem
pisemné ozndmi Zadavateli, aby tak
Zadavateli poskytl moznost
minimalizovat miru zpfistupnénych
informaci, a to za piiméfené
soucinnosti Poskytovatele a Hlavniho
zkousSejiciho.

Zadavatel, Poskytovatel a Hlavni
zkouSejici se zavazuji informovat
vSechny osoby zucastnéné na této
Studii a osoby, jimZz jsou Duvérné
informace zpfistupnény, o povinnosti

mlcenlivosti  vsouladu s touto
Smlouvou; takové osoby jsou pak
vazany stejnou povinnosti
mlcenlivosti.

Poskytovatel je povinen zajistit
poskytnuti  Duvérnych  informaci
pouze t€m spolupracujicim osobam, u
nichZz je nezbytné, aby byly
informovény v souvislosti
s provddénim  Studie, a které

podepsaly dohodu o mlcenlivosti
obsahujici smluvni podminky
odpovidajici pozadavkiim této
Smlouvy.



17. PERSONAL DATA OF
INVESTIGATOR AND
COOPERATING STAFF

1) Principal Investigator freely consents

to the Sponsor’s and CRO’s
collection (including third parties)
and processing of the Investigator’s
personal data and details relating to
his/her professional activities
(collectively “Personal Information™)
for the purposes of:

a) making them available to
affiliated companies of the
Sponsor and/or CRO, national,
foreign  and/or  international
authorities, organizations
specializing in the supervision,
evaluation, audit, and control of
clinical studies and/or registration
of investigational product,

b) identification of Principal
Investigator including storing in
an investigator database, for the
purposes of the current and the
selection of future clinical studies,

c) other related purposes and/or as
required by law or to comply with
any regulatory filings, including
but not limited to, ensuring
compliance with applicable laws
related to possible conflicts with
respect to financial issues.

2) Furthermore, Principal Investigator

freely consents to the Sponsor’s and
CRO’s transfer, use and storing of
Personal Information, for the above
mentioned purposes, to other states or
countries with less stringent data
protection laws as governed by this
Agreement.

3) Principal Investigator warrants that it

1) Hlavni

17. OSOBNi UDAE
ZKOUSEJCIHO A
SPOLUPRACUJ CH OSOB

zkousejici dobrovolné
souhlasi se sbérem a zpracovanim
osobnich dat a idaji spojenych s jeho
odbornymi  ¢innostmi  (souhrnné
,Osobni informace®) Zadavatelem a
CRO (vcetné tietich stran) pro tyto
ucely:

a) ucinit je  dostupnymi  pro
pfidruzené spole¢nosti Zadavatele
a/nebo CRO, narodni, zahrani¢ni
a/nebo  mezindrodni  organy,
organizace specializujici se na
monitorovani, hodnoceni, audit a
kontrolu klinickych hodnoceni
a/nebo registraci hodnoceného
1€Civa,

b) identifikaci Hlavniho zkousejiciho
véetné uchovavani jeho informaci
v databazi zkouSejicich pro ucely
soucasnych a vybéru budoucich
klinickych hodnocent,

c) dalSi souvisejici ucely a/nebo
ucely pozadované zakonem, nebo

ke splnéni zakonem
pozadovanych poddni, mimo jiné,
zajiSténi  dodrZovani  platnych
zakonl souvisejicich s moznymi
konflikty  ohledné¢  finan¢nich
otdzek.

2) Hlavni zkousejici déale dobrovolné

souhlasi s pfenosem, pouZitim a
uchovdvianim Osobnich informaci
Zadavatelem a CRO pro vySe
zminované ucely do jinych stati a
zemi, ve kterych plati méné piisné
zékony o ochran¢ dat, nez kterymi se
fidi tato Smlouva.

3) Hlavni zkouSejici potvrzuje, Ze od



4)

has obtained all the necessary
consents, in accordance  with
applicable data protection laws, of the
Cooperating Staff for the collection,
processing, use and storing of
Personal Information for the above
mentioned purposes in connection
with this Study.

The Principal Investigator and the
Cooperating Staff have the right to

a) request a copy of their Personal
Information provided,

b) correct their information,

¢) withdraw consent to further
collection and processing of their
Personal Information, in which
case CRO and/or Sponsor may be
unable to continue any activity for
which the Personal Information
was obtained and consequential
purposes,
d) prevent the further transfer of
their information to third parties
where they may be concerned that
there are inadequate  data
protection arrangements after they
have given written notice to
Sponsor and/or CRO.

18.INTELECTUAL PROPERTY

1y

The data, information and results of
the Study generated in connection
with the Study, including but not
limited to the completed eCRFs and
any reports prepared by the Medical
Care Institution, Principal
Investigator and/or Cooperating Staff
during course of Study shall be the
exclusive property of the Sponsor.
Neither anything herein contained nor
any delivery of any confidential
information to Institution shall be

4)

1y

spolupracujich osob obdrzel veSkerd
nutnd opravnéni v souladu s platnymi
zakony o ochrané dat za ucelem
sbéru, zpracovani, pouZziti a
uchovéavani Osobnich informaci pro
vySe zmitované ucely ve spojeni s
touto Studii.

Hlavni zkouSejici a spolupracujici
osoby maji pravo
a) pozddat o  ziskdni
poskytnutych
informaci,

kopie
Osobnich

b) opravit své informace,

odvolat souhlas s dal§im sbérem a
zpracovanim  svych  Osobnich
informaci, v takovém piipad¢
nebude CRO a/nebo Zadavatel
moci pokracovat v Zddné ¢innosti,
pro kterou byly Osobni informace
ziskdny (a nasledné ucely),

d) zabrdnit dalSimu pfenosu svych
informaci tfetim stranam, u
kterych maji obavy, Ze nemaji
dostateCnd opatfeni na ochranu
udajii poté, co poskytli pisemné
vyrozuméni Zadavateli a/nebo
CRO.

18. DUSEVNI VLASTNICTVI

Data, informace a vysledky Studie
generované v souvislosti se Studii,
mimo jiné, vyplnénych eCRFs a
jakychkoli dalSich vykazi,
zpracovanych Poskytovatelem,
Hlavnim zkousSejicim a/nebo
spolupracujici osobou v prabéhu
Studie jsou vyluénym vlastnictvim
Zadavatele. Zadné ustanoveni této
Smlouvy a Zadné piedani Divérnych
informaci  Poskytovateli  nebude
pokladdno za udéleni prava nebo



2)

3)

4)

5)

deemed to grant to Institution any
rights or licenses to any know-how,

technology, inventions or other
intellectual ~ property  rights  of
Sponsor, except as necessary for

Institution to perform the Study.

The Parties agree that Sponsor shall
own all right, title and interest to any
improvements, developments, know
how, information, ideas, inventions or
discoveries (whether patenable or not)
arising out of the conduct of the
Study, the use of the Study Drug or
Confidential Information
(“Invention”).

If Medical Care Institution, Principal
Investigator and/or Cooperating Staff
make any Invention, the Medical Care
Institution shall immediately disclose
such information to the Sponsor in
written.

The Medical Care Institution and the
Principal Investigator agree that all
rights to Inventions shall be the
property of Sponsor and hereby
assigns, and will ensure that inventors
will assign, all interest to any
Invention to Sponsor, free of any
obligation or consideration beyond
that provided for in this Agreement.

The Medical Care Institution and
Principal Investigator will provide
reasonable assistance to Sponsor in
filing and prosecuting any patent
applications relating to Inventions, at
Sponsor’s expense.

19. PUBLICATION OF STUDY
RESULTS

2)

3)

4)

5)

licence  Poskytovateli  k Zadnému
know-how, technologii, vyndleziim ¢i
jinym pravim duSevniho vlastnictvi
Zadavatele, nebude-li to potiebné pro
Poskytovatele k provedeni Studie.

Smluvni strany se dohodly, ZzZe
Zadavateli piisluSi vSechna prdva,
niroky a podily na jakémkoli
zlepSeni,  vyvoji, know  how,
informaci, ndpadu, vyndlezu nebo
objevu (at’ uz mohou byt predmétem
patentové  piihlasky ¢1  nikoli),
plynoucich z provadéni Studie,
pouzivini Hodnoceného 1éCiva ¢i
Duvérnych  informaci (ddle jen
,Vynélez*).

Ucini-li Poskytovatel, Hlavni
zkouSejici  a/nebo  spolupracujici
osoby jakykoli Vyndlez, Poskytovatel
je  povinen o této skuteCnosti
Zadavatele  neprodlené¢  pisemné
informovat.

Poskytovatel a Hlavni
souhlasi stim, Ze veSkerd prava
k Vyndlezim  jsou  vlastnictvim
Zadavatele a postupuji timto veskery
podil na jakémkoli takovém Vynélezu
Zadavateli a souCasné se zavazuji, Ze
totézZ provedou autofi takového
Vyndlezu, a to bez jakychkoli
zdvazkll a ndrokll na odménu vyjma
téch, které vyplyvaji z této Smlouvy.

zkousSejici

Poskytovatel a Hlavni zkouSejici jsou
povinni poskytnout Zadavateli
pfiméfenou soucinnost pii podavani a
uplathovani piipadnych patentovych
pfihlasek ve vztahu k Vyndleziim, a
to na néklady Zadavatele.

19. PUBLIKOVANI VYSLEDKU

STUDIE



1) The full or partial results of the Study 1) Vysledky Studie nebo jejich cast

2)

3)

4)

5)

shall not be presented or published or
otherwise made public by the Medical
Care Institution or the Principal
Investigator unless prior written
Sponsor’s permission is obtained.

The parties agree that the Study is
part of a multicentre study and it is
the intent of the parties that the first
publication and/or presentation of the
results of the Study will be made in
conjunction with the presentation of a
joint, multicentre publication of the
complete multicentre study results.

Being subject to Sponsor’s written
consent, Medical Care Institution and
the Principal Investigator will not
submit the results of the Study for
publication or presentation until
publication of multicentre study
results or prior to any of the following
alternatives:

a) Sponsor’s confirmation there will
be no multicentre publication; or

b) eighteen (18) months after the
completion of the data analysis
for the entire multicentre Study.

The Medical Care Institution and the
Principal Investigator will provide a
copy of the publication or
presentation 45  days  before
submission for publication or public
disclosure for Sponsor’s review so
that Medical Care Institution and
Principal Investigator shall delete any
Confidential Information requested
by Sponsor.

If the Sponsor notifies the Medical
Care Institution and the Principal
Investigator that it wants to file any
patent applications, the Medical Care
Institution and/or the Principal

2)

3)

4)

5)

nebudou Poskytovatelem ¢i Hlavnim
zkouSejicim prezentovany ani
publikovany ¢i jinak zvefejiovany
bez ptredchoziho pisemného souhlasu
Zadavatele.

Smluvni strany souhlasi stim, Ze
Studie je soucasti multicentrické
studie a Ze zdmérem Smluvnich stran
je, aby k prvnimu publikovani a/nebo
prezentovani vysledkt Studie doslo v
ramci spolecného multicentrického
uvefejnéni vysledkti multicentrické
studie jako celku.

Bez pisemného souhlasu Zadavatele
Poskytovatel a Hlavni zkouSejici
neposkytnou vysledky Studie
k publikovdni ¢i zvetejnéni, dokud
nedojde k zvefejnéni vysledki
multicentrické studie jako celku nebo

pfedtim, nez nastane nékterd
z néasledujicich alternativ:
a) Zadavatel potvrdi, Ze nebude

provedena 7addnd multicentricka
publikace nebo
b) uplyne osmnict (18) mésici od
ukonceni analyz dat v ramci
multicentrické studie jako celku.

Poskytovatel a Hlavni zkouSejici
poskytnou Zadavateli ke schvaleni
kopii publikace nebo prezentace, a to
45 dni pfed pfedloZenim takového
materidlu k publikaci ¢i uvefejnéni,
aby Poskytovatel a Hlavni zkouSejici
odstranili jakékoliv Diivérné
informace poZadované Zadavatelem.

V piipad€, Ze Zadavatel vyrozumi

Poskytovatele a Hlavniho
zkouSejictho v tom smyslu, Ze hodla
podat patentové piihlasky,
Poskytovatel a/nebo Hlavni



6)

Investigator will defer the
publication, presentation or public
disclosure for an additional ninety
(90) days to permit Sponsor to apply
for a patent application.

Sponsor is entitled to use, refer to and
disseminate reprints of scientific,
medical and other published articles
relating to the Study, including such
reprints that disclose the name of
Principal Investigator and/or
Institution.

20. REIMBURSEMENT

6)

zkousSejici odlozi publikovéni,
prezentovani nebo jiné zvefejnéni
vysledkti Studie o dalSich devadeséat
(90) dni, aby tak Zadavateli umoznil
podat patentovou piihlaSku.

Zadavatel je oprdvnén pouZivat,
citovat a dale rozSifovat pretisky
védeckych, Ilékafskych a jinych
publikovanych clanki tykajicich se
Studie, vcetné takovych pretiskd,
znichz je patrné jméno Hlavniho
zkousSejiciho a/nebo Poskytovatele.

20. FINANCNIi VYROVNANI







21.TERM AND TERMINATION
OF THE AGREEMENT

1y

2)

3)

4)

This Agreement is valid and effective
as of the date of last signature by
either Party.

The Sponsor/CRO may suspend the
Study or terminate this Agreement
without any reason upon thirty (30)
days prior written notice to Institution
and Principal Investigator.

Sponsor/CRO reserves the right to
terminate this Agreement without
notice period with termination being
effective as of the day of receipt of
termination notice by other Party, if
Principal Investigator has failed to
recruit or enrol a sufficient number of
Study Subjects in order to perform
Study.

Either Party may terminate this
Agreement by written notice to the
other Party, which will take effect as
of the day of receipt of termination

notice by other Party, if the
authorisation, permit, consent or
exception concerned, which are

necessary for execution of Study, are
revoked or suspended or expire

21.DOBA TRVANI A UKONCENI

1)

4)

SMLOUVY

Tato Smlouva nabyva platnosti a

ucinnosti dnem podpisu posledni
Stranou.
Zadavatel/CRO je opravnén

pozastavit Studii nebo vypovedeét tuto
Smlouvu s tficeti denni vypoveédni
dobou, ato i bez udani duvodu, na
zékladé pisemné vypovédi dorucené
Poskytovateli a Hlavnimu
zkouSejicimu.

Zadavatel/CRO si vyhrazuje pravo
vypovédét tuto  Smlouvu  bez
stanoveni vypovédni doby s ucinky
zéniku Smlouvy ke dni doruceni
vypoveédi druhé Stran¢é, pokud se
Hlavnimu zkouSejicimu  nepodafii
provést nabor nebo zapojit do Studie
dostate¢ny pocet Subjekti hodnoceni
za ucelem provedeni Studie.

Po ptfedchozim pisemném ozndmeni
druhé Strané¢ mizZe kterdkoli Strana s
okamzitou platnosti odstoupit od této
Smlouvy s t¢inky odstoupeni ke dni
doruceni pisemného ozndmeni druhé
Stran¢, pokud potiebné opravnéni,
povoleni, souhlas nebo vyjimka nutné
pro provadéni Studie bylo zruSeno,
jeho platnost byla pteruSena nebo



5)

6)

7)

without prolongation.

Sponsor/CRO may terminate this
Agreement without notice period with
termination being effective as of the
day of receipt of termination notice
by other Party, if Principal
Investigator becomes unable to work
for the Study and no replacement of
him/her acceptable to Sponsor or
CRO is available.

Upon receiving a termination notice,
Medical Care Institution and Principal
Investigator will take all reasonable
steps to cease the conduct of the
Study as soon as reasonably possible
to protect the welfare of the Study
Subjects participating in the Study.
Within thirty (30) days of termination
of this Agreement or completion of
the Study (whichever comes first), the
Principal Investigator will submit a
final report to Sponsor or Sponsor’s
designee. The rights and obligations
of the parties which by intent or
meaning have validity beyond such

termination  (including, but not
limited to, rights with respect to
monitoring/auditing, regulatory
inspections, inventions,

confidentiality and publication, the
compensation of damages to health
incurred by the Study Subjects, and
financial compensation) shall survive
termination of this Agreement.

Should  Study be  terminated
prematurely or interrupted, Medical
Care Institution and  Principal

Investigator shall stop enrolling Study
Subjects in the Study, and shall stop
treatment with Study Drug and
conducting Study procedures, to the
extent medically permissible for
Study Subjects, or otherwise wind up

5)

6)

7)

vyprsi doba, na kterou bylo vydano,
bez ptisluSného prodlouZzeni.

Zadavatel/CRO muze vypovédét tuto
Smlouvu bez stanoveni vypovédni
doby s t¢inky zdniku Smlouvy ke dni
doruceni vypovédi druhé Strang,
pokud Hlavni zkousSejici neni schopen
Studii provadét a neni k dispozici
zadna ndhrada  za Hlavniho
zkouSejiciho, kterd by byla pro
Zadavatele nebo CRO pfijateln4.

Neprodlen¢ po doruceni vypovédi
této Smlouvy piijmou Poskytovatel a
Hlavni zkouSejici veskera
odpovidajici opatieni k ukonceni
realizace Studie, jakmile to bude,

sohledem na ochranu zdravi a
bezpe¢nosti  Subjekti  hodnoceni
podilejicich se na Studii,
z objektivnich divodua mozZné.

Nejpozdeji do triceti (30) dnii od
zéniku této Smlouvy nebo dokonceni
Studie (podle toho, kterd z téchto
alternativ nastane dfive) piedlozi
Hlavni zkouSejici Zadavateli nebo
jeho povéfenému zastupci zavérecnou
zpravu. Prdva a povinnosti smluvnich
stran, jejichZz platnost neni, at uz
piimo ¢i nepiimo, dotena takovymto
zanikem Smlouvy (v€etné mimo jiné

prav tykajicich se
monitorovani/auditd, kontroly
regulacnich organd, vynélezil,
divérnosti informaci a publikovéni,
nidhrady za poSkozeni Subjektu
hodnoceni, financniho vyrovnéni),

zlstavaji zachovdna 1 po ukonceni
platnosti této Smlouvy.

Bude-1i Studie pfedCasné¢ ukoncena
nebo preruSena musi Poskytovatel a
Hlavni zkouSejici zastavit nabor
Subjektii hodnoceni do Studie a
zastavi 1écbu Hodnocenym léCivem a
vykondvani  Studijnich  procedur
v rozsahu lékafsky piipustném pro
Subjekty hodnoceni ¢i jinak ukonci



8)

9)

treatment.

Should  Study be  terminated
prematurely or interrupted, Medical
Care Institution and  Principal

Investigator shall continue informing,
treating and monitoring Subjects to
the extent necessary for medical
reasons as determined on the basis of
reasonable medical judgement and
with respect to the standard medical
practice.

Sponsor/CRO may terminate this
Agreement if Institution or Principal
Investigator breach any term of this
Agreement which is not remedied
within thirty (30) days of written
notice of such breach, such
termination will take effect by mere
lapse of time for remedy.

22. WARRANTIESOF THE

PARTIES AND ASSIGNATION OF

1)

2)

THE AGREEMENT

The relationship among the Parties is
that of independent contractors.
Medical Care Institution and Principal
Investigator shall not assign or
subcontract any rights and obligations
under this agreement without prior
written  consent  of  Sponsor.
Institution and Principal Investigator
hereby agree that Sponsor and/or
CRO may assign this Agreement, in
whole or in part.

Otherwise, this Agreement shall not
be assignable by any party, except as
specifically provided herein. This
Agreement shall be binding upon and
shall inure to the benefit of the parties
hereto and their respective successors
and permissible assignees.

8)

9)

1y

2)

1é¢bu.

Bude-li Studie ptfedcasné ukoncena
nebo preruSena, musi Poskytovatel a
Hlavni zkouSejici, v rozsahu nutném z
Iékarského hlediska na zakladé
racionalniho 1ékafského tusudku a
v souladu s béZnou lékaiskou praxi,
Subjekty hodnoceni nadéle
informovat, 1é¢it a sledovat.

Zadavatel/CRO muze odstoupit od
této Smlouvy, porusi-li Poskytovatel
¢ Hlavni  zkouSejici  jakékoli
ustanoveni této  Smlouvy, které
nebude napraveno ve 1hité¢ 30 dni od
pisemného ozndmeni o tomto
poruSeni, a to suc¢inky odstoupeni
k marnému uplynuti vySe uvedené
lhity k naprave.

22.ZARUKY STRAN A
POSTOUPENI SMLOUVY

Vztah mezi Stranami je vztahem
nezdvislych  smluvnich  partnerti.
Poskytovatel a Hlavni zkouSejici
nesméji  postoupit nebo  ucinit
pfedmétem subdoddvky 7idné ze
svych prav a povinnosti dle této
Smlouvy bez piedchoziho pisemného
souhlasu Zadavatele. Poskytovatel a
Hlavni zkouSejici timto vyslovné
souhlasi s tim, ze Zadavatel a/nebo
CRO jsou opravnéni tuto Smlouvu
Jjako celek nebo jeji ¢asti postoupit.

Za jinych okolnosti nemtze 7Zadna ze
stran tuto Smlouvu postoupit vyjma
piipadi konkrétn€é upravenych touto
Smlouvou. Tato Smlouva je zdvazna
a uCinnd vici vSem strandm této
Smlouvy a  jejich  piisluSnym
ndstupciim a povolenym



1y

2)

23. DECLARATION OF THE
PARTIES

The Sponsor declares having no place
of business or premises registered in
the Czech Republic.

Should it be impossible to construe
the meaning of any provision hereof
due to its incomprehensibility or
vagueness, the Parties pledge to make
every effort to perform subsequent
clarification of such provision.

24.NOTICES

Any notice hereunder:

1y

2)

3)

must be given in writing to such an
address as stated in the preamble or as
has been notified by the Party in
question to the other Party,

must be handed over to the respective
Party or sent by registered letter with
return receipt or by courier delivery
service company,

will be effectively served:

a) on the day of receipt where any
hand delivered letter or Iletter
delivered by registered mail is
received during normal working
hours on a working day,

b) on the day following the day of
receipt where any hand delivered
letter or letter delivered by
registered mail is received either
on a working day after normal
working hours or on a day of the
public holiday;

1y

2)

postupnikiim.

23. PROHLASENI STRAN

Zadavatel prohlasuje, Ze v CR nemi

evidovino misto podnikdni ani
provozovnu.
Nebude-li mozné ani vykladem zjistit

pro neurcitost nebo nesrozumitelnost
obsah jakéhokoliv ustanoveni této

Smlouvy, zavazuji se  Strany
vynaloZit maximalni usili
k dodatecnému  vyjasnéni  obsahu

takového ustanoveni.

24. OZNAMENI

Jakékoli ozndmeni ucinéno podle zde
sjednanych podminek:

1)

2)

3)

musi byt podano pisemné na adresu
tak jak je uvedena v zdhlavi této
Smlouvy, nebo na adresu, kterou
piisluSnd Strana ozndmila druhé
Strané,

musi byt pfedano osobné piislusné

Stran¢ nebo zasldno doporucené
s dodejkou nebo kuryrni spolecnosti,

bude povazovano za dorucené:

a) vden pfijeti, je-li  osobné
doruceny dopis nebo dopis zaslan
doporucené piijat béhem obvyklé
pracovni doby v pracovni den,

b) vden nasledujici po pfijeti, je-li
osobné doruceny dopis nebo dopis
zaslan doporucené piijat
vpracovni den po obvyklé
pracovni dobé nebo vden

pracovniho klidu;



4) may be given also -electronically
pursuant to the provisions of
Appendix No. 8 hereto.

25. GOVERNING LANGUAGE

This Agreement has been drawn up in
English and Czech language versions.
Should there be any discrepancy, the
Czech language version shall prevail.

26. APPLICABLE LAW AND
JURISDICTION

This Agreement and the Recitals and
Appendices hereto shall be governed by
and construed in accordance with the
laws of Czech Republic. All disputes
arising herefrom and related hereto shall
be settled by the District Court in Hradec
Kralove, Czech Republic.

27.HEADINGS

Headings contained herein are for
convenience of reference only and are not
intended to define, limit or describe the
scope or intent of any provisions of this
Agreement.

28. SEVERABILITY

The invalidity, illegality or
unenforceability of one or more of the
provisions of this Agreement in any
jurisdiction shall not affect the validity,
legality or enforceability of the remainder
of this Agreement in such provision in
any other jurisdiction. The parties hereby
agree to supersede such an invalid, illegal
or unenforceable provision by a new
valid, legal and enforceable provision that
most closely matches the intent and the
purpose and meaning of the original
provision.

4) muZze byt ucinéno také elektronicky
v souladu s ustanovenimi ptilohy €. 8
této Smlouvy.

25. RiDiCi JAZYK

Tato Smlouva je vyhotovena v anglické a
Ceské jazykové mutaci. V piipadé
jakéhokoli rozporu ma piednost Ceska
jazykova verze.

26. POUZITELNE PRAVO A
SOUDNI PRAVOMOC

Tato Smlouva, jeji uvodni ustanoveni a
jeji prilohy se tidi a je vykldddna podle
ceského  prava. Vsechny spory
vyplyvajici z této Smlouvy a s touto
Smlouvou souvisejici se budou feSit u
Okresniho soudu v Hradci Kréalové, Cesk4
republika.

27.NADPISY

Nadpisy obsazené v této smlouvé slouzi
pouze pro lepSi orientaci vtextu a
nepiedstavuji definici, omezeni i popis
rozsahu ¢i zdméru jakéhokoli ustanoveni
této Smlouvy.

28. SALVATORSKA KLAUZULE

Neplatnost, protipravnost ¢i
nevymahatelnost  jednoho ¢i  vice
ustanoveni této Smlouvy v jakékoli
jurisdikci nemé vliv na platnost, soulad s
pravem ¢i  vymahatelnost ostatnich
ustanoveni této Smlouvy v jakékoli jiné

jurisdikci. Smluvni strany se zavazuji

takovéto  neplatné,  protipravni  Ci
nedc¢inné ustanoveni nahradit novym
platnym a  uU¢innym  ustanovenim

v souladu s pravem, které bude co neblize
odpovidat udcelu a smyslu pivodniho
ustanoveni.



29. APPROVAL OF ENTERING
INTO AGREEMENT

Sponsor, CRO and Institution hereby
declare that entering into this Agreement
and performing all the duties under this
Agreement have been duly approved by
the relevant company bodies of the
parties in compliance with legislation, by-
laws and other internal regulations of the
Parties, and that no other approval or
consent shall be required in this respect.

30. FURTHER ASSURANCES

1) Parties agree to respect the legitimate
interests of the other party, shall act in
accordance with the purpose of this
Agreement and shall not counteract
such purpose and they shall perform
all legal and other actions that may
prove necessary to reach the purpose
of this Agreement.

2) Parties hereby declare that they will
make every effort to settle all
potential disputes arising from this
Agreement. This shall not limit any
rights of Parties hereunder to seek
relief through the courts.

Parties acknowledge and agree that any

disputes where out-of-court settlement

cannot be reached will be referred to the
jurisdiction of the competent court in

Hradec Kralove.

31.SURVIVAL

The provisions of Articles 11 and 16 shall
survive  the termination of this
Agreement.

29. SCHVALENI UZAVRENI
SMLOUVY

Zadavatel, CRO a  Poskytovatel
prohlaSuji, Ze uzavieni této Smlouvy a
plnéni  vSech  povinnosti z  ni
vyplyvajicich bylo nélezit¢ schvileno
pfisluSnymi orgdny Smluvnich stran v
souladu s pravnimi pfedpisy, stanovami a
ostatnimi vnitinimi pfedpisy Smluvnich
stran, a nevyZaduje, ani nebude
vyzadovat dal$i souhlas ¢i schvélent.

30.ZAVAZEK SOUCINNOSTI

1) Strany se =zavazuji, Ze budou
respektovat oprdvnéné zdajmy druhé
Smluvni strany, budou jednat v
souladu s ucelem této Smlouvy a
nebudou jej mafit, pti¢emz uskutecni
veSkeré pravni a jiné ukony, které se
ukdzi byt nezbytné pro dosazeni ucelu
této Smlouvy.

2) Strany prohlasuji, Ze vynaloZi veskeré
usili, aby wvyfeSili ptfipadné spory
vzniklé ztéto  Smlouvy. Toto
neomezuje jakékoli pradvo Stran této
Smlouvy fesit spor soudni cestou.
Smluvni strany berou na védomi a
souhlasi, ze projedndni a
rozhodovéni pfipadnych sport, které
nebudou vyfeSeny smirem, bude
feSeno s pomoci piislusného soudu v
Hradci Kralové.

31. PRETRVANI PLATNOSTI

Ustanoveni ¢lankd 11 a 16 zistdvaji
v platnosti 1 po ukonceni této Smlouvy.



32. LEGAL REGIM

Legal relationship between Parties arisen
from this Agreement is regulated in
particular by Act No. 89/2012, Civil
Code, as amended, and other relevant
legal regulations of the Czech Republic

33. COUNTERPARTS

This Agreement shall be executed in four
(4) counterparts each of which shall be
deemed an original but all of which
together shall constitute one and the same
instrument.

34. GENERAL PROVISIONS

1) Words in this Agreement importing
the singular shall include the plural
and vice versa and words importing
any gender shall include all other
genders.

2) Recitals hereto shall form part hereof
and shall have the same effect as
provisions of Articles of this
Agreement.

3) This Agreement sets forth the entire
agreement between the Parties hereto
with respect to the subject matter
hereof, and may not be altered,
amended or modified in any manner
except by the document in writing,
entitled as Amendment and provided
with serial number, duly executed by
the Parties hereto, except as otherwise
provided.

32. PRAVNI REZIM

Pravni vztah stran této Smlouvy se fidi
zejména zédkonem ¢. 89/2012,
Obcanskym  zdkonikem, ve  znéni
pozd¢jsich predpist a dalSich piislusnych
pravnich predpisi Ceské republiky.

33. STENNOPISY

Tato Smlouva je podepsdna ve Ctyfech
(4) stejnopisech, znichz kazdy je
poklddén za origindl, ale které tvoii jeden
a tyZ dokument.

34. VSEOBECNA USTANOVENI

1) V této Smlouvé slova majici jednotné
¢islo zahrnuji 1 mnoZné a naopak a
slova majici jakykoli rod zahrnuji 1
vSechny jiné rody.

2) Uvodni ustanoveni této Smlouvy tvoii
Cast této Smlouvy a maji takovou
ucinnost, jako ustanoveni ¢lanka této
Smlouvy.

3) Tato Smlouva zaklada Gplnou dohodu
mezi  Stranami  této  Smlouvy
s ohledem na jeji pfedmét a nemuze
byt ménéna ¢i dopliiovana jinak nez
pisemné¢, dokumentem oznacenym
jako Dodatek, opatfenym potradovym
Cislem a  podepsanym  vSemi
Stranami, neni-li stanoveno jinak.



IN WITNESS WHEREOF, the Parties
have caused this Agreement to be
executed as of the day and year
subscribed to signatures, but effective as
of the day, month and year first above
written

FOR AND ON BEHALF OF SPONSOR:

NA DUKAZ CEHOZ Strany tuto
Smlouvu podepisuji dne, mésice a roku
pfipsanych k podpisim s Gc¢innosti od
dne, mésice a roku uvedeného v zahlavi

FOR AND ON BEHALF OF CRO:

ZA A JMENEM ZADAVATELE: ZA A JMENEM CRO:

[NAME / IMENO] Martina Hanouskova

[POSITION / FUNKCE] Clinical Operations Manager

[DATE / DATUM] [DATE / DATUM]

HEREUNTO DULY ATHORIZED HEREUNTO DULY ATHORIZED
KPODEPSANI  SMLOUVY  RADNE KPODEPSANI ~ SMLOUVY  RADNE
OPRAVNEN OPRAVNEN

FOR AND ON BEHALF OF PRINCIPAL INVESTIGATOR:
INSTITUTION: HLAVNI ZKOUSEJICI:

ZA A JMENEM POSKYTOVATELE

prof. MUDr. Roman Prymula, CSc., Ph.D. ]

Director/feditel Principal  Investigator/Hlavni  zkouSejici

[DATE/DATUM]

HEREUNTO DULY ATHORIZED
K PODEPSANI  SMLOUVY
OPRAVNEN

RADNE

[DATE/DATUM]
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APPENDIX NO. 7 MEANS OF
COMMUNICATION BETWEEN
THE PARTIES

1. COMMUNICATION VIA
ELECTRONICMAIL (“E-MAIL”)

With reference to the provision of Article 24
par. 4, the Parties hereby agree that for the
period of Agreement being in effect the
communication between Parties may be
conducted via e-mail.

2. SPECIFICATION OF E-MAIL
ADDRESSES

In order to be accepted by addressee as a
notice pursuant to Article 24 and considered
trustworthy, the e-mail must be sent as
follows:

1) When sent by Sponsor, the e-mail address
must include following second-level
domain and top-level domain:
@cubist.com

2) When sent by CRO, the e-mail address
must include following second-level
domain and top-level domain:
@pharm-olam.com

3) When sent by Medical Care Institution,
the e-mail address must include following
second-level domain and top-level
domain:

@fnhk.cz

4) When sent by Principal Investigator, the
following e-mail address must be used:

PRILOHA ¢.7 ZPUSOBY
KOMUNIKACE MEZI
STRANAMI

1. KOMUNIKACE
PROSTRIEDNVICTVI' M
ELEKTRONICKE POSTY (,,.E-MAIL”)

S odkazem na ustanoveni ¢lanku 24, odst. 4
Strany souhlasi, Ze po dobu trvani Gcinnosti
Smlouvy, mohou mezi sebou komunikovat
prostfednictvim e-maild.

2. VYMEZENI E-MAILOVYCH
ADRES

Aby byl e-mail pfijat adresitem jako
ozndmeni podle ¢lanku 24 a aby byl pokladan
za  davéryhodny, musi byt odesldn
nasledovné:

1) Je-li e-mail zaslan Zadavatelem, e-
mailovd  adresa  musi  obsahovat
nasledujici doménu druhého ftadu a
doménu nejvyssiho fadu:

@cubist.com

e-mailova
nésledujici
doménu

2) Je-li e-mail zaslan CRO,
adresa musi obsahovat
doménu druhého 7fadu a
nejvyssiho fadu:
@pharm-olam.com

3) Je-li e-mail zaslan Poskytovatelem, e-
mailovd  adresa  musi  obsahovat
nasledujici doménu druhého ftadu a
doménu nejvyssiho fadu:

@fnhk.cz

4) Je-li e-mail zasldn Hlavnim zkousSejicim,
musi byt pouZita ndsledujici adresa:



3.

5)

6)

DECLARATION OF THE PARTIES

The Parties hereby declare that they
acknowledge following risks when using

un-coded e-mails as a use of

communication:

a) danger of spreading malicious
software

b) no guarantee of confidentiality

¢) no guarantee of authenticity
d) interception of e-mails by third parties
(worldwide)

e) forgery of the address of the sender of
e-mails

f) manipulation of the contents of e-
mails by third parties without having
the possibility to ascertain that it has
happened

making copies of e-mails without
detecting if, or that it has happened

g

h) the absence, or poor standard of
professional secrecy on the part of
providers when routing the e-mails

through different countries

1) the possibility of intrusion by
unauthorized third parties (“hackers”)
into the computer of the sender or the
recipient

J) spreading of a message worldwide via
intrusion by hackers

k) no guarantee and no possibility to

examine that e-mail was received

The Parties hereby declare that they will
not claim each other liable if any of
aforementioned situations will occur,

7

8)

3. DEKLARACE STRAN

Strany timto prohlaSuji, Ze berou na
védomi  ndsledujici rizika  pouZiti
nekédovanych e-mailtt jako prostiedku
komunikace:

a) riziko $ifeni Skodlivého softwaru

b) zadna zaruka zachovani divérnosti

c) Zzadna zéruka pravosti

d) zadrZzeni e-maill tfetimi stranami

(celosveétove)

e) padélani adresy odesilatele e-mailu

f) manipulace s obsahem e-mailu tfetimi
stranami, aniZ by existovala moZnost
zjistit takovou situaci

vytvafeni kopii e-maild, aniZ by bylo
mozno zjistit, Ze k takové situaci
doslo

g

h) absence, nebo nizky standard
profesntho  tajemstvi na  strané
provideri pfi routovdni e-mailt pfes

razné zemé

1) moZnost neoprdvnéného  vniknuti
neoprivnénymi  tfetimi  stranami
(,,hackery*) do pocitace odesilatele ¢i
piijemce

J) rozSiteni zpravy celosvétové po
vniknuti hackerii

zadna zaruka ani zadna mozZnost
zjistit, Ze byl e-mail pfijat

k)

Strany prohlasSuji, Ze se nebudou Ccinit
odpovédnymi v pfipad¢, Ze nastane
jakdkoli vySe zminénd situace, nebude-li



unless it would be caused by intentional
wrongdoing and/or negligence of any
Party.

4. DELIVERY OF E-MAILS

The provision of Article 24 par. 4 shall be
applied to delivery of e-mails analogously.

5. CONFIDENTIAL INFORMATION

Any information considered as confidential
pursuant to this Agreement may be
transferred via e-mail.

6. NOTICE ON TERMINATION OF
AGREEMENT

Notice on termination of Agreement may be
performed only in writing as stated in Article
24.

takovd situace zpusobena dmyslnym ¢i
nedbalostnim jedndnim kterékoli Strany.

4. DORUCOVANI E-MAILU

Ustanoveni ¢lanku 24, odst. 4 se uZije na
dorucovani e-maild obdobné.

5. DUVERNE INFORMACE

Jakédkoli informace, jez je pokldddna za
divérnou podle této Smlouvy, milzZe byt
pfenaSena e-mailem.

6. OZNAMENI O VYPOVEZENI
SMLOUVY

Ozndmeni o vypovézeni Smlouvy miiZze byt
ucinéno pouze pisemné, tak jak je stanoveno
v Clanku 24.



