CLINICAL STUDY AGREEMENT
SMLOUVA O PROVEDENI KLINICKE STUDIE

Protocol CXA-NP-11-04: A Prospective, Randomized, Double-
Blind, Multicenter, Phase 3 Study to Assess the Safety and
Efficacy of Intravenous Ceftolozane/tazobactam Compared
with Meropenem in Adult Patients with Ventilated
Nosocomial Pneumonia

Protokol
CXA-NP-11-04:

Prospektivni randomizované dvojité zaslepené
multicentrické Kklinické hodnoceni faze III hodnotici
bezpecnost a ucinnost intraven6zné podaného
ceftolozan/tazobactamu v porovnani s meropenemem u
dospélych pacienti s ventilatorovou nozokomialni
pneumonii
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CLINICAL STUDY
AGREEMENT

This  Clinical ~ Study  Agreement
(“Agreement”) is entered into by and
between

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

(CCCRO”)’
and

University Hospital Brno

Jihlavska 20

625 00 Brno

Czech Republic

Represented by: Roman Kraus, MD,
MBA, Director

Tax ID: CZ65269705

Reg. No.: 65269705

(“Medical
“Institution”),

Care Institution” or

and

Prof. Martin Smrcka, MD, PhD., MBA

SMLOUVA O PROVEDENI
KLINICKE STUDIE

Tato smlouva o provedeni klinické studie
(,,Smlouva‘) je uzaviena mezi

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

Ascot, Berkshire

SL5 8BJ

Velka Britanie

DIC: GB 666 1695 02

zastoupena Martinou Hanouskovou, na
zaklad¢ plné moci

(,,CRO*)
a

Fakultni nemocnice Brno

Jihlavska 20

625 00 Brno

Ceska republika

zastoupena: MUDr. Romanem Krausem,
MBA, feditelem

DIC: CZ65269705

IC: 65269705

(,,Poskytovatel),

a

Prof. MUDr. Martin Smrcka, PhD.,
MBA

Neurosurgery Department
University Hospital Brno

(“Principal Investigator™),

Neurochirurgicka klinika
Fakutni nemocnice Brno

(,,Hlavni zkouSejici®),

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

jednotlivé déle jako ,,Strana* a spolecné
jako ,,Strany*.
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WHEREAS, the company Cubist
Pharmaceuticals LLC, an indirect wholly-
owned subsidiary of Merck Sharp &
Dohme Corp., with its registered office at
2000 Galloping Hill Road Kenilworth, NJ
07033 USA (“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
Prospective, Randomized, Double-
Blind, Multicenter, Phase 3 Study
to Assess the Safety and Efficacy of
Intravenous Ceftolozane/tazobactam
Compared

with Meropenem in Adult Patients
with Ventilated 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
the mutual undertakings herein contained,
the Parties hereto agree as follows:

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin
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Obchodni spolecnost Cubist
Pharmaceuticals LLC, osoba propojena
se spolecnosti Merck Sharp & Dohme
Corp. se sidlem na adrese 2000 Galloping
Hill Road Kenilworth, NJ 07033 USA
(,,Zadavatel®) provozuje obchodni
aktivity v oblasti vyvoje a vyroby
farmaceutik,

CRO byla zmocnéna Zadavatelem
k vykondni sluzeb vzahujicich se ke
klinickému vyzkumu, jakoZzto nezavisly
dodavatel Zadavatele.

Poskytovatel chce vystupovat
zatizeni, kde bude Studie provedena,

jako

Hlavni zkouSejici chce provést studii
v souladu s Protokolem a dohlizet na
spolupracujici osoby v pribéhu trvani
Studie,

Zadavatel vytvofil Protokol a chce, aby
byla Studie fadn€ provedena v souladu
s podminkami této Smlouvy a Protokolu
nazvané¢ho “Prospektivni
randomizované  dvojité  zaslepené
multicentrické klinické hodnoceni faze
IIT hodnotici bezpe¢nost a ucinnost
intravenozné podaného
ceftolozan/tazobactamu v porovnani s
meropenemem u dospélych pacienti s
ventilatorovou nozokomialni
pneumonii”, tak jak je stanoveno
v ptiloze 1, pfipojené k této Smlouvé a
bez dalSiho vtélené do této Smlouvy
(,,Protokol®),

Strany této Smlouvy si cht€ji ujednat
podminky k provedeni Studie a ujednat
vzajemnd prava a povinnosti, podle nichz
bude Studie provedena a vysledky této
Studie budou zpracovany.

Se zfetelem na vzajemné zde obsazené
zavazky se Strany této Smlouvy dohodly
nasledovné:
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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:

)]

2)

3)

4)

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

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,

¢) 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.

Clinical Matters —

a) any scientific and medical
matters;

b) any matters regarding informed
consent;

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

Study Drug — human therapeutic
agent, Ceftolozane/tazobactam, as
specified in study protocol.

Protocol — any document drawn up
by Sponsor, titled as Protocol,
attached hereto as Appendix No. 1
and further specified in Article 3.

Smrcka

1. DEFINICE

Nize vymezené pojmy uzZité v této
Smlouvé budou mit nasledujici vyznam,
nebude-li vyslovné stanoveno jinak dale
v této Smlouve nebo v jejich ptilohach:

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

a) zjistit ¢ oveéfit  klinické,
farmakologické nebo jiné
farmakodynamické ucinky,

b) stanovit neZzadouci G¢inky,

¢) studovat absorpci, distribuci,
metabolismus nebo vylucovani
jednoho nebo nekolika
hodnocenych 1é¢iv s cilem ovérit
bezpecnost nebo uUc¢innost tohoto
hodnoceného 1éciva dale
specifikovaného v Clanku 1.

2) Klinické zalezitosti —

a) jakékoliv védecké a I€karské
otazky,

b) jakékoliv otazky tykajici se
informovaného souhlasu,

c) jakékoliv jiné otazky piimo
souvisejici s provadénim Studie a
vedenim zédznamil.

3) Hodnocené lé¢ivo — humanni 1€Civy
piipravek  Ceftolozan/tazobactam
specifikovany v studijnim protokolu.

4) Protokol — jakykoliv dokument
vyhotoveny Zadavatelem, oznaceny
Protokol, ktery tvoii ptilohu €. 1 této
smlouvy a ktery je dale specifikovany
v Clanku 3.
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5) Official Consent — any consent 5) Ukedni souhlas — jakykoliv souhlas

6)

7)

8)

9)

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

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

has signed an Informed Consent and
participates in the Study, either as a
recipient of the Study Drug or a
member of a reference or control
group to whom the Study Drug is not

Smrcka

6)

7)

8)

9)

10)

7

udéleny organem, tradem ¢i instituci
zfizenymi na zaklad¢ zékona.

Eticka komise - nezavisly organ
tvofeny  odborniky z  oblasti
zdravotnictvi a osobami bez vzdélani
z oblasti 1ékafstvi, jejichZ povinnosti
je chrénit prava, bezpecnost a zdravi
Subjekti hodnoceni a =zajistit tuto
ochranu 1 vyjadienim  svého
stanoviska k Protokolu, vhodnosti
Hlavniho zkousejiciho a Regitelského
centra (dale definovaného nize), k
metoddm a dokumentlim pouZivanym
pro informaci Subjektli hodnoceni a
ziskani jejich Informovaného
souhlasu.

Multicentricka eticka komise —
etickd komise zaujimajici stanoviska
k multicentrickym klinickym
hodnocenim.

SUKL - Statni ustav pro kontrolu
1é¢iv, spravni Gfad vykonavajici statni
spravu v oblasti humannich 1é¢iv.

Informovany souhlas - proces, ve
kterém konkrétni osoba dobrovolné
potvrzuje svoji ochotu podilet se na
konkrétnim  Klinickém hodnoceni
poté, co byla informovana o vSech
aspektech  Klinického hodnoceni,
které jsou dulezité pro rozhodnuti o
ucasti na Studii. Informovany souhlas
je dokumentovan formou pisemného,
podepsaného a datované¢ho formuléfe
a je sepsan v jazyce, jemuz subjekt
rozumi.

Subjekt hodnoceni - fyzickd osoba,
kterd podepsala Informovany souhlas
a kterd se ucastni Klinického
hodnoceni, bud jako pfijemce
Hodnoceného 1éciva, nebo jako ¢len
srovnavaci nebo kontrolni skupiny,



being administered.

11) Cooperating Staff - any trained and
instructed cooperating person who
conducts the Study under 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 Prospective, Randomized, Double-
Blind, Multicenter, Phase 3 Study
to Assess the Safety and Efficacy of
Intravenous Ceftolozane/tazobactam
Compared

with Meropenem in Adult Patients
with Ventilated Nosocomial
Pneumonia” Protocol Number: CXA-
NP-11-04 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
Article 4 of this Agreement.

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin
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kterému neni Hodnocené 1é¢ivo

podavéano.

11) Spolupracujici osoba — jakéakoliv

vyskolena a instruovana
spolupracujici osoba vykonavajici
Studii  pod dohledem Hlavniho

zkousejiciho a ktera je zaméstnancem
Poskytovatele.

12) Lékarna — nemocnic¢ni 1ékdrna, ktera
je soucasti Poskytovatele.

13) Refitelské centrum — oddgleni
Poskytovatele  (misto  provedeni
Studie) dale specifikované v Clanku 5
odst. 1 této Smlouvy.

2. SPECIFIKACE STUDIE

V souladu stouto Smlouvou bude
provedena nasledujici Studie:
“ Prospektivni randomizované dvojité
zaslepené  multicentrické  klinické
hodnoceni faze I hodnotici

bezpeCnost a Wcinnost intravendézné
podaného ceftolozan/tazobactamu v
porovhani S  meropenemem U
dospélych pacienti s ventilitorovou
nozokomialni pneumonii” Protokol ¢:
CXA-NP-11-04 humanniho 1é¢ivého
ptipravku dle Protokolu.

3. PROTOKOL
1) Zadavatel nebo/a CRO poskytne
Poskytovateli a Hlavnimu
zkousejicimu Protokol pred

uzavienim této Smlouvy.

2) Protokol mize byt ménén dodatkem
schvalenym  Zadavatelem a/nebo
CRO a tento dodatek bude ucinny,
jakmile  bude  podepsin  vySe
zminénymi  Stranami a  byly-li
udéleny tifedni souhlasy podle Clanku
4 této Smlouvy.
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3) Should the Protocol contain any 3) Bude-li Protokol obsahovat jakékoliv

4)

S)

)]

2)

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

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.:
sukls149980/2014, granted by the
SUKL on 14 May 2015,

b) Consent, ref. No.: KH54/0/2014

of the FEthics Committee

University Hospital Kralovske

Vinohrady granted on 01 October

2014 as the committee for

multicentre studies and local

Ethics Committee  University

Hospital Brno ref. No. 62/16

granted on 8 June 2016.

The aforesaid Official Consents shall
be provided to Institution and/or
Principal Investigator by Sponsor

Smrcka

4)

S)

)]

2)

9

ustanoveni v rozporu s pravem a/nebo
by mohl zplsobit Gjmu na zdravi
Subjektu hodnoceni, Strana, kterad
dospéje  k takovému  zaveru, je
povinna to okamzité¢ oznamit kazdé
Smluvni Strané. Nastane-li tato
situace,  Hlavni  zkouSejici a
Poskytovatel jsou povinni jednat
v souladu s platnou pravni upravou a
béZnou 1ékatskou praxi.

Zména a doplnéni Protokolu podle
¢lanku 3 odst. 2 nezakldda povinnost
ke zmén¢ a doplnéni této Smlouvy.

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

4. UREDNI SOUHLAS

Poskytovatel a Hlavni zkousSejici
budou postupovat vsouladu s
nasledujicimi Ufednimi souhlasy:

SUKL &

a) Souhlas )
ze dne 14.

sukls149980/2014,

kvétna 2015,
b) Souhlas Etické komise Fakultni
nemocnice Kralovské
Vinohrady ¢. KH54/0/2014 ze
dne 1. fijna 2014 v pozici Etické
komise pro multicentrické studie
a mistni Etické komise Fakultni
nemocnice Brno ¢. 62/16 ze dne
8. Cervna 2016.

Tyto Utedni souhlasy budou predany
Poskytovateli  a/nebo  Hlavnimu
zkouSejicimu Zadavatelem a/nebo



and/or CRO before starting Study and
are enclosed hereto as Appendices
No. 2, 3, 4 respectively.

3) 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
PERFORMANCE OF STUDY

1) Study shall
Neurosurgery

be carried out at

Department  of

Institution represented by Principal
Investigator.

6. BASIC CONDITIONS FOR
PERFORMANCE OF STUDY

1) 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
Harmonization of Technical
Requirements for Registration of
Pharmaceuticals for Human Use

(“ICH/GCP”), the Federal Food Drug
and Cosmetics Act, as amended
(USA);

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin
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CRO pied zahajenim Studie a vySe
uvedené dokumenty tvoii ptilohy ¢. 2,
3, 4 této Smlouvy.

3) Poskytovatel a Hlavni zkouSejici
nezahdji Studii, ani nezafadi Zadny
Subjekt hodnoceni, dokud SUKL,
Etick4 komise a Multicentricka eticka
komise neschvali Protokol, Formular
informovaného souhlasu (,,ICF*) a
CRO neobdrzi pisemnou kopii téchto
souhlast.

5. MISTO A DOBA PROVEDENI

STUDIE
1) Studie bude provedena na
Neurochirurgické klinice
Poskytovatele v cele s Hlavnim
zkousejicim.

’ I

6. ZAKLADNI PODMINKY PRO
ZPRACOVANI STUDIE

1) Poskytovatel a Hlavni
budou postupovat v souladu
s veSkerymi  odbornymi  postupy
I¢kai'ské praxe a se vSemi platnymi
mezinarodnimi  a  vnitrostatnimi
pravnimi  pfedpisy, nafizenimi a
smeérnicemi, mimo jiné s:

zkousejici

a) Smeérnici 0 klinickych
hodnocenich 2001/20/ES (ze dne
4. dubna 2001) Mezinarodni
konference 0 technickych
pozadavcich pro registraci 1éCiv
pro lidské wziti (,,ICH/GCP®),
americkym federdlnim zakonem o
potravinach, lécivech a
kosmetickych  pfipravcich  ve
znéni pozdéjsich predpist

10



b)

d)

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.

The Parties hereto declare that, at
the date of the entering into force
of the Agreement, have not
solicited or accepted any undue
pecuniary or other advantage of
any kind from any entity in any
way  connected  with  the
Agreement; and no undue
pecuniary or other advantage of
any kind has been offered,
promised, given, authorized to
any governmental authority or to
any entity in order to acquire
benefit of any kind.

The Parties hereto agree that, at
all times in connection with and
throughout the course of the
Agreement, they will comply with
this provision hereof and with all
applicable anti bribery legislation.

The Principal Investigator and the
Institution declare that their
medical judgement and treatment
of the Study Subjects shall not be
affected whatsoever by
remuneration received from the
Sponsor/CRO.

2) The Institution and  Principal
Investigator shall act in compliance
with the basic conditions and

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin
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2) Poskytovatel
budou

11

b)

d)

zakony a predpisy tykajicimi se
ochrany soukromi a osobnich
udaj,

se zakonem ¢. 378/2007 Sb., o
lé¢ivech, ve znéni pozdéjsich
predpisti, zdkonem ¢&. 372/2011
Sb., o zdravotnich sluzbach, ve
znéni pozdé&jSich predpisi, jakoZ 1
v souladu s vyhlaskou €. 226/2008
Sb., kterou se stanovi spravna
klinickd praxe a bliz§i podminky
klinického hodnoceni 1é&Civ, ve
znéni pozdéjsich predpist.

Smluvni strany prohlasuji, ze ke
dni  uzavieni této Smlouvy
nezéadaly ani nepfiijaly
neopravnénou vyhodu, penézitou
nebo jinou, od Zadného subjektu,
kterd by méla jakoukoliv spojitost
s touto Smlouvou, rovnéz
zadnému subjektu  nenabidly,
neslibily, nedaly ani neschvalily
zddnou neopravnénou vyhodu,
penéZzitou nebo jinou, s cilem
ziskat neopravnény prospéch.

Smluvni strany souhlasi, ze v
souvislosti s touto Smlouvou
budou po dobu jejiho trvani za
kazdych  okolnosti jednat v
souladu s timto ustanovenim a v
souladu se vSemi pouzZitelnymi
pravnimi ptedpisy postihujicimi
jakékoli korup¢ni jednéni.

Hlavni zkouSejici a Zdravotnické
zafizeni prohlaSuji, Ze jejich
lékatsky tsudek a 1écbu Subjekti
hodnoceni  neovlivni  odména
uhrazena Zadavatelem/CRO.

a Hlavni
postupovat

zkousejici
v souladu se

zakladnimi podminkami a zisadami



principles stipulated by:

a)

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

Protocol No. CXA-NP-11-04
issued by the Sponsor and entitled

“A  Prospective, Randomized,
Double-Blind, Multicenter,
Phase 3 Study
to Assess the Safety and
Efficacy of Intravenous

Ceftolozane/tazobactam

Compared
with  Meropenem in Adult
Patients with Ventilated

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. 5 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.

uvedenymi v:

a)

b)

12

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

Protokolu ¢. CXA-NP-11-04
vydanym Zadavatelem s nazvem
“ Prospektivni randomizované
dvojité zaslepené multicentrické
klinické hodnoceni faze III
hodnotici bezpe¢nost a ucinnost
intraven6zné podaného
ceftolozan/tazobactamu \4
porovnani s meropenemem u
dospélych pacientu s
ventilatorovou nozokomialni
pneumonii”, jehoz kopie byla

poskytnuta  Poskytovateli  a
Hlavnimu zkousejicimu
Zadavatelem a/nebo CRO,

Dokumentu Zadavatele nazvaném
»Informace pro zkousejiciho”
obsahujicim veSkera v soucasné
dobé znama data o Hodnoceném
1é¢ivu pouzitém ve Studii a jeho
vlastnostech.  Informace  pro
zkouSejictho  ptedd  Zadavatel
a/nebo CRO Poskytovateli a/nebo
ZkouSejicimu.  Informace pro
zkousejiciho budou pfipojeny k
dokumentaci  Studie a tvofi
ptilohu €. 5 této Smlouvy. Strany

souhlasi, Ze Informace pro
zkousejiciho mohou byt
Zadavatelem prabézné
aktualizovany, pficemz takto
aktualizované  Informace pro

zkousejiciho se stavaji bez dalSiho
soucasti této Smlouvy poté, co
budou bez zbyteéného odkladu
doruceny Poskytovateli a
Hlavnimu zkouSejicimu, aniZz by
bylo nutné vyhotovit zvlastni
dodatek této Smlouvy.



d) any Sponsor and/or CRO written

d) jakychkoliv pisemnych pokynech

instructions Zadavatele a/nebo CRO

3) Institution and Principal Investigator 3) Poskytovatel a Hlavni zkouSejici
shall act in compliance with the Good budou postupovat ve shodé se
Clinical Practice and the conditions spravnou klinickou praxi
based on the World Medical a podminkami vychdzejicimi
Association Declaration of Helsinki - z Helsinské deklarace Svétoveé
Ethical Principles for Medical 1ékatské asociace - Etické zasady pro
Research Involving Human Subjects, lékatsky vyzkum zahrnujici lidské
as revised. bytosti, v platném znéni.

4) The Documents listed in paragraph 2, 4) Dokumenty uvedené v odst. 2 pism.
letters b), c) shall be deemed b), ¢) jsou divérné a informace o
confidential and information jejich obsahu mohou byt poskytnuty
regarding their respective contents jen zaméstnancim  Poskytovatele
shall be disclosed solely to the poveéfenym ¢i jmenovanym podle cl.
employees of the  Institution 5 odst. 1 této Smlouvy pfi sou¢asném
authorised or assigned in accordance zachovani zavazkl mlcenlivosti dle
with Article 5 paragraph 1 hereof and této Smlouvy a organiim a institucim
subject to confidentiality obligations opravnénym provadét kontrolu dle
under this Agreement, and to the platnych pravnich ptedpist.
authorities and institutions authorised
to perform supervision as per
legislation.

5) Institution and Principal Investigator 5) Poskytovatel a Hlavni zkouSejici
shall not concurrently conduct other nebudou soubézné provadét jiné
clinical study which would prevent klinick¢é hodnoceni, které by jim
them in any manner from due branilo jakymkoli zpusobem
performing of the Study as per this v fddném vykonu Studie podle této
Agreement. Smlouvy.

6) Institution and Principal Investigator 6) Poskytovatel a Hlavni zkouSejici
hereby declare that they have prohlasuji, Ze maji zkuSenosti,
practice, skills, equipment and schopnosti, vybaveni a dostatecnou
sufficient population of Study populaci subjekti a zdroje, mimo

7) Institution on behalf of itself and on 7) Poskytovatel

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.

Jing, dostatecny pocet
spolupracujicich osob k pfesnému,
efektivnimu a vcasnému provedeni
Studie profesiondlnim a fadnym
zpusobem, a po celou dobu vynalozi
nalezitou péci a poskytnou potiebny
personal a vybaveni k provedeni
Studie uvedené v této Smlouve
takovymto zplisobem.

prohlasuje, jménem
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behalf of its 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
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,
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svym a jménem spolupracujicich
osob zaclenénych do Studie, a Hlavni
zkousejici prohlasuje jménem svym
a svych spolupracujicich osob
zacClenénych do Studie, Ze 7adna
z vyse uvedenych osob:

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

ani jinak zainteresovana
zpisobem, ktery by mohl mit
dopad na nezavislost jejiho

jednani, a/nebo

b) nebyla rovnéz Utadem pro
potraviny a 1éCiva Spojenych stati
americkych nebo Jjinym
regula¢nim orgdnem vyloucena ¢i
zbavena zpisobilosti, co se tyka
prace ve farmaceutické nebo
biotechnologické spolecnosti,
vcetné poskytovani sluzeb
takovym spolecnostem, a ani se o

takovém vylouceni ¢i zbaveni
zpusobilosti v soucasné  dobé
neuvazuje.

7. POVINNOSTI HLAVNIHO
ZKOUSEJiCiHO A
POSKYTOVATELE

1) Povinnosti Hlavniho zkousejiciho:

Hlavni zkouSejici se zavazuje, zZe
vynalozi své nejlepsi usili na to, aby
pfesné¢ a efektivné vykondval praci
vyplyvajici z této Smlouvy, pficemz tyto
¢innosti budou zahrnovat, mimo jiné,
nasledujici:

a) uplatiovani nezavislého
1ékatského posudku, co se tyce
dodrzovani pozadavkil Protokolu
vSemi Subjekty hodnoceni, a
piijme veSkera opatieni k zajiSténi
bezpec¢nosti Subjektli hodnoceni
béhem trvani Studie,

14



b)

d)

e)
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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,

obtaining from each eligible
Study Subject prior to being
enrolled in the Study (and/or from
his/her legal representatives if
needed) the most up to date
signed and dated Informed
Consent form which:

1) has been approved by Ethics
Committee, Multicentre
Ethics Committee, SUKL and
Sponsor,

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

ii1) 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

15

b) nezahajovani

Studie u

Poskytovatele ani na Zzadném
jiném  pracovisti, dokud k
provedeni Studie nebudou

udéleny souhlasy podle ¢l. 4,

ziskdni od vSech vhodnych
Subjekti hodnoceni pted jejich
zafazenim do Studie (a/nebo dle
potieby od jejich zdkonnych
zastupcl) nejaktudlnéjsi formulaf
Informovaného souhlasu,
opatieny podpisem a datem,
ktery:

1) byl schvalen Etickou komisi,
Multicentrickou etickou
komisi, SUKL a Zadavatelem,

i1) obsahuje text, ktery umozni
regulatornim  orgdnim  a
Etické komisi a

Multicentrické etické komisi,
které mohou ptlisobit v dané
zemi nebo mimo ni,
Zadavateli, CRO a jejim
pfidruzenym  spole¢nostem
a/nebo  zastupcim  Uplny
piistup ke chranénym
zdravotnim zdznamim a jejich
pouziti vcetné opravnéni ke
sbéru, pouziti, prenosu a
zvetejnéni  vysledkl  Studie
pro ucely, které jsou v souladu
s informacemi uvedenymi v
informacich pro pacienta a

iii) vysvétluje jednotlivym

subjektim  hodnoceni, jak
spravné¢ Hodnocené 1é€ivo
pouzivat;

d) posuzovani ve  vyhovujicich
intervalech, zdali Subjekt
hodnoceni radné dodrzuje
pokyny,

e)

sbér dat, vysledkii a informaci



g)

h)

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,
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)
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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

g)

h)

ziskanych béhem Studie
(,,Studijni data®) za ucelem
vyplnéni formulafi pro zdznamy
subjektd hodnoceni (,,CRF*) v
souladu s Protokolem a ucinéni
pfislusnych opatfeni k zajiSténi
jejich spravnosti a uplnosti, dale
bezodkladna  kompletace a
pfedani CRO téchto kompletnich
CRF,

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

poskytovani v€asné odpovédi na
jakékoli otazky od CRO nebo
Zadavatele ohledn¢ jakychkoli
zalezitosti spojenych se Studii,

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

nebo  Poskytovatele provadét
Studii, v€etné, mimo jiné, zmén
ve spolupracujich osobach

zapojenych do Studie.

2) Povinnosti Poskytovatele:

a)

b)
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Poskytovatel se zavazuje, ze jeho
spolupracujici osoby vynaloZzi své
nejlepsi usili na to, aby pfesné a

efektivné  vykonavaly  préci
vyplyvajici z této Smlouvy,
pfiCemZz tyto cCinnosti budou

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

Poskytovatel se zavazuje k tomu,
aby bylo odpovidajici Regitelské
centrum, véetné veskerého
vybaveni, ale s vyjimkou toho,



CRO on behalf of Sponsor to the
Institution, necessary and
adequate for conducting the Study
are available at the Institution.

které bude Poskytovateli
poskytnuto CRO jménem
Zadavatele, nezbytné a vhodné k
provedeni Studie, u Poskytovatele
k dispozici.

c) Institution may not subcontract c) Poskytovatel  nesmi  uzavfit
any of the services to be rendered subdodavatelskou smlouvu
in relation to Study without tykajici se poskytovani sluzeb v
CRO’s prior written consent. In souvislosti  se  Studii  bez
the event that CRO on behalf of ptedchazejiciho pisemného

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

souhlasu CRO. V pfipad¢, Zze
CRO jménem Zadavatele takovy
souhlas udéli, pak jakakoliv
smlouva uzaviena mezi
Poskytovatelem a tfeti stranou,
jako povolenym subdodavatelem,
musi pfiméiené obsahovat
ustanoveni ¢lankt 11, 16, 18 and
19 této Smlouvy,
d) Poskytovatel je 1 po uzavieni
subdodavatelské smlouvy
odpovédny za poskytnuti sluzeb
prevedenych na subdodavatele.

8. SUBJEKT KLINICKEHO

SUBJECTS HODNOCEN{

1) Institution and Principal Investigator 1) Poskytovatel a Hlavni zkouSejici
shall make every effort to perform vynaloZi své nejlepsi Usili na to, aby
enrolment and participation of Study provedli nabor a zapojeni Subjekti do
Subject in Study in accordance with Studie v souladu se vstupnimi
admission criteria and excluding a vylucovacimi kritérii
criteria and schedule as stated in a harmonogramem uvedenym
Protocol. v Protokolu.

2) The Institution and Principal 2) Poskytovatel a Hlavni zkouSejici
Investigator shall stop enrollment in ukon¢i nabor v souladu s pokyny
accordance with the instructions of Zadavatele a/nebo CRO poté, co bude
the Sponsor and/or CRO when the dosazen celkovy planovany pocet
total number of Study Subjects Subjektti hodnoceni dle Protokolu na
enrolled as planned for in the Protocol vSech resitelskych centrech
has been reached among all the sites ucastnicich se Studie.
participating in the Study.

3) The Study Subjects can be enrolled in 3) Zafazeni Subjektii hodnoceni do
the Study only following the written Studie bude moZzné jen s jejich
Informed Consent being signed and pisemnym Informovanym souhlasem
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4)

S)

the necessary information being given
to them. Obtaining of the consent
from Study Subjects shall be in
compliance with the ethical principles
and Good Clinical Practice. With
regard to this:

a) 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. 6, 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. CRO agree to provide
such amended document without

a po jejich fadném pouceni. Vyzadani
souhlasu od Subjektti hodnoceni musi
byt ve shod€ s etickymi principy a
spravnou klinickou praxi. K tomu:

a) CRO prohlasuje, Ze predal
Hlavnimu zkouSejicimu formulaf
Informovaného souhlasu Subjektu
hodnoceni se zafazenim do
Studie. Tento dokument tvofi
ptilohu €. 6 této Smlouvy a mize
byt Zadavatelem a/nebo CRO
pribézné aktualizovan, piicemz
takto aktualizovany dokument se
stdva bez dalSiho soucasti této
Smlouvy poté, co bude dorucen
Poskytovateli a Hlavnimu
zkousejicimu, aniz by bylo nutné
vyhotovit zvlastni dodatek této
Smlouvy. CRO souhlasi, ze takto
aktualizovany dokument bude bez

undue delay to the Medical Care zbyteného  odkladu  dorucen
Institution and Principal Poskytovateli a Hlavnimu
Investigator, zkousejicimu,

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 4)

signed by the enrolled Study Subject
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

S)

b) Hlavni zkouSejici pfed zafazenim
Subjektu hodnoceni do Studie v
ptipad¢ jeho souhlasu pozadd o
podpis na dokumentu uvedeném v
odst. 3 pism. a.

Vyse uvedeny dokument podepsany
Subjektem hodnoceni  tykajici se
Informovaného souhlasu potizeného
podle odst. 3 musi byt uloZen v
dokumentaci o Studii vedené u
Hlavniho zkousejiciho.

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

criteria, he/she shall inform in writing pisemné  informovat  Zadavatele
Sponsor and CRO immediately and a/nebo CRO a po dohodé¢ se
according to the mutual agreement Zadavatelem a/mebo CRO jej z
with the Sponsor and/or CRO exclude pribéhu Studie vytadi.
such a Study Subject from the Study.
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9. AUDIT, MONITORING AND

9. AUDIT, MONITORING A

INSPECTION INSPEKCE

1) The Parties hereby acknowledge that 1) Strany berou na védomi, ze
authorized representatives to conduct povétfenymi zastupci vykondvat audit,
audit, monitoring and inspection of monitoring a inspekci Studie jménem
Study on behalf of CRO are, CRO jsou, mimo jiné,
including, but not limited to, F

2) Audit, monitoring and inspection, 2) Audit, monitoring a inspekce,
especially related actions and lost zejména ukony s tim spojené a usly
time, shall not be reimbursed by ¢as nebudou subjektim  tomu
Sponsor or by CRO to the subjects of podléhajicim proplaceny Zadavatelem
such audit, monitoring and inspection. ani CRO.

3) Institution and Principal Investigator 3) Poskytovatel a Hlavni zkouSejici musi
shall cooperate with CRO, Sponsor, spolupracovat s CRO, Zadavatelem a
and any governmental or regulatory jakymikoli vladnimi ¢i regulatornimi
authorities in their efforts to monitor, organy ve snaze monitorovat, proveést
audit, or inspect the progress of the audit nebo inspekci pribehu Studie u
Study at the Institution. Authorized Poskytovatele. Povéfeni  zastupci
representatives of CRO and Sponsor CRO a Zadavatele budou mit pravo,
shall have the right, upon reasonable na zékladé oznadmeni ucinéného
advance notice, s pfiméfenym predstithem:

a) to examine and inspect the a) prohlédnout si a zkontrolovat
Institution and Principal Poskytovatele a pracoviste
Investigator’s facilities used for Hlavniho zkouSejiciho pouZzivané
the performance of the Study, k provedeni Studie,

b) inspect and copy all data and b) zkontrolovat a provést kopie
work products related to the vSech daji a  pracovnich
Study, and produktli spojenych se Studii, a

¢) examine source documents and ¢) prohlédnout si zdrojovou
other medical records of Study dokumentaci a dalsi zdravotni
Subjects reasonably necessary to zaznamy  Subjekti  hodnoceni
monitor the Study. pfiméfené nutné k monitorovani

Studie.

4) In the event Institution or Principal 4) V pfipad¢, Ze Poskytovatel ¢i Hlavni
Investigator receives notice that the zkouSejici obdrzi ozndmeni, Ze
Institution or the Principal Poskytovatel ¢i Hlavni zkousejici
Investigator shall be the subject of an budou podléhat inspekci ¢i auditu
investigation or audit by any provadénym vladnim ¢i regulatornim
governmental or regulatory authority, orgadnem, Strana, ktera obdrzi takové
the Party receiving such notice shall oznameni, o tom musi okamzité
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S)

6)
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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.

S)

Sponsor may suspend enrolment of 6)

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

Smrcka

uvédomit CRO. V pfipad¢, Zze Strana
neobdrzi predchozi 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

zkou$ejici  poskytnou CRO a
Zadavateli kopie vSech materiald,
externi korespondence, prohlaseni,

formuldit a zdznaml spojenych se
Studii, které Poskytovatel ¢i Hlavni
zkousejici obdrzi, ziska ¢i vytvoii na
zaklad¢  inspekce.  Poskytovatel
a/nebo Hlavni zkouSejici poskytnou
CRO a Zadavateli vhodnou pfileZitost

vyjadiit se predem k veskeré
korespondenci vytvofené
Poskytovatelem  nebo  Hlavnim
zkouSejicim  uréené  pfisluSnému
organu.

Hlavni  zkouSejici musi rovnéz

poskytnout veskeré informace, které
ptipadné chybéji v zdznamech
Subjektti hodnoceni (CRFs) (nebo v
elektronickych zdznamech subjektt
hodnoceni (eCRFs)), odstranit
pfipadné chyby v datech a doplnit
nemocni¢ni zdznamy tak, aby zcela
odpovidaly tdajim zanesenym do
CRFs (nebo eCRFs). Elektronické
zaznamy Subjektli hodnoceni museji
byt  doplnény  nejpozdéji  do
osmactyficeti (48) hodin od data
navstévy poveétenych zastupcti CRO.

Zadavatel je opravnén pozastavit
nabor Subjektd hodnoceni v ptipadé,
ze eCFRs nebudou doplnény do
dalsich ctrnécti (14) dnli od data, kdy
byl Hlavni zkouSejici Zadavatelem
nebo jeho zmocnéncem (véetné CRO)
informovan o  nedostatcich  ve
vyplihovani eCRF. Poskytovatel a
Hlavni  ZkouSejici jsou povinni
reagovat na  piipadné  dotazy
Zadavatele nebo jeho zastupci
(véetné  CRO) nejpozdéji  do
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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.

CRO 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 CRO 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.

Smrcka

7)

)]

2)

3)

dvaasedmdesati (72) hodin od data
jejich vzneseni.

Zadavatel mulZe pozastavit nabor
Subjektd hodnoceni v pfipadé, Ze
dotazy nebudou vyteSeny do dalSich
¢trnacti (14) dntt od data jejich
vzneseni.

10. HODNOCENE LECIVO

Hodnocené¢ 1é¢ivo je  vyluénym
vlastnictvim  Zadavatele. = Hlavni
zkousejici a Poskytovatel je vyuzije
vyhradné k  provedeni  studie
vsouladu s Protokolem, jakékoliv
jiné vyuziti je vylouceno.

CRO bezplatn¢ doda Poskytovateli a
Hlavnimu zkousejicimu Hodnocené
lé¢ivo  vymezené Protokolem a
materidly, kjejichz poskytnuti se
CRO pisemné zavazalo a které jsou
nezbytné k provedeni Studie tak, aby
mohla byt dodrZzena doba trvani
Studie pfedpokladand v ¢l. 5 této
Smlouvy.

Poskytovatel a Hlavni zkouSejici
berou na védomi, ze Hodnocené
1é¢ivo je experimentdlni 1éCivo a Ze
Zadavatel necini Zzadnou zaruku
tykajici se Hodnoceného 1éCiva
vyslovné ani implicitné a proto
Poskytovatel a Hlavni zkouSejici musi
postupovat obezietné a opatrné a
dodrzovat vSechny spravné postupy
tykajici  se  pouziti, zachazeni,
bezpecného uchovavani, pienosu,
likvidace a ochrany Hodnoceného
1é¢iva,  vCetné¢  jeho  derivati.
Poskytovatel se zavazuje k tomu, Ze
umozni pfistup k Hodnocenému
1é¢ivu pouze spolupracujicim
osobam, které, pod pfimym dozorem
Hlavniho zkousejiciho, budou
s Hodnocenym  1é¢ivem  pracovat
v souladu s Protokolem. Poskytovatel
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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 and/or CRO 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 CRO in
writing about equipment which
malfunctions, is damaged or has
another defect and CRO agrees to
ensure that Sponsor shall 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.

Smrcka

4)

5)

6)

7)

a Hlavni zkousSejici budou pouzivat a
Poskytovatel zarucuje, ze
spolupracujici osoby budou pouzivat
Hodnocené¢ 1éCivo vyhradné¢ za
ucelem provedeni Studie a v souladu
s Protokolem a budou vést zaznamy o
pfijmu a vydeji Hodnoceného 1éciva.

Jakékoli vybaveni a Hodnocené
1é¢ivo dodané Zadavatelem a/nebo
CRO nebo jeho  povéfenym
zastupcem pro ucely realizace Studie
bude uzivano vyhradné pro potieby
Studie a bude Zadavateli nebo jeho
povéfenému  zastupci na  jeho
pfimétené naklady navraceno
okamzit¢ po  dokonfeni nebo
ukoncCeni Studie, nebude-li v tomto
ohledu Zadavatelem pisemné
stanoven jiny postup.

Poskytovatel a Hlavni zkousSejici
nesou odpovédnost za ztratu nebo
poSkozeni  vybaveni v dusledku
nedbalostniho zachdzeni s timto
vybavenim.

Poskytovatel a Hlavni zkousSejici se
zavazuji, Ze budou  pisemné
informovat CRO o nefunkénim,
poskozeném ¢i  jinak  vadném
vybaveni a CRO se zavazuje, Ze
zajisti, ze Zadavatel opravi a/nebo
nahradi takové vybaveni, pokud jeho
nefunk¢nost, poskozeni ¢i vada neni
zpisobend Poskytovatelem a/nebo
Hlavnim zkousejicim a/nebo
spolupracujici osobou, na zaklad¢
tohoto pisemného vyrozumeéni.

Poskytovatel zpfistupni Hlavnimu
zkouSejicimu 1 dalsi odpovidajici
vybaveni a prosttedky k provadéni
Studie, pficemz  Studie  bude
realizovana pod dohledem a vedenim
Hlavniho zkousejiciho.
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10) The

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

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.

CRO 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
Fakultni nemocnice  Brno,
Nemocnicni lekarna, Jihlavska
20, 625 00 Brno, Czech
Republic (hereinafter the

“Pharmacy”), contact person

(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

Smrcka

9)

10)
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nepouzity  material a
Hodnocené¢ 1éCivo vrati Hlavni
zkouSejici Zadavateli a/nebo snim
nalozi dle pisemnych pokynl
Zadavatele, to vSe na piiméfené
naklady Zadavatele. Poskytovatel a
Hlavni  zkouSejici  budou  vést
zaznamy o piebirani Hodnoceného
1é¢iva a nakladani s nim.

Pted prvni screeningovou navstévou
prvniho Subjektu hodnoceni CRO
zdarma dodd Hodnocené Iéivo
Lékarné urcené Poskytovatelem a
Hlavnim zkouSejicim jako Lékéarné
provadéjici 1ékarenskou cCinnost v
souvislosti s realizaci Studie.

Poskytovatel a ZkouSejici se timto
zavazuji, ze:

a) vyuziji sluzeb lékarny Fakultni
nemocnice Brno, Nemocni¢ni
lékarna, Jihlavska 20, 625 00
Brno, Ceska republika (dale jen
,L€karna®),  kontaktni  osoba

(dale  jen

,»L€karnik*), za ucelem obdrzeni,
skladovani a distribuce
Hodnoceného 1é¢iva.

b) s Hodnocenym lé¢ivem bude
zachazeno v souladu se spravnou
lékarenskou, skladovaci a
distribu¢ni praxi podle zakona ¢.
378/2007 Sb., o 1éCivech,
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
vyrobé¢ a distribuci 1é¢iv ve znéni
pozdéjsich predpisti.



)

2)

3)

)]

manufacture and distribution of
therapeutic agents, as amended.

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

11. ARCHIVACE DOKUMENTU

)

2)

3)

1))

Poskytovatel se zavazuje uchovat
veskerou dokumentaci uloZenou v
reSitelském svazku 1 dokumentaci
vztahujici se k Subjektim hodnoceni
a ke Studii nejméné po dobu 15 rokt
od data ukonceni Studie nebo i po
delsi dobu, vyzaduji-li to pfislusné
pravni predpisy.

Zadavatel pisemné vyrozumi
Poskytovatele Sest (6) mésicti pred
uplynutim lhiity uvedené v odst. 1 o
tomto uplynuti a poskytne
Poskytovateli pftilezitost k dal§imu
uchovani zaznama uvedenych v odst.
1, a to na naklady Zadavatele.

Vstoupi-li Poskytovatel do likvidace
bez pravniho néstupce, okamzité o
tom vyrozumi Zadavatele a poskytne
Zadavateli pfilezitost k dalSimu
uchovéani zdznaml uvedenych v odst.
1 na naklady Zadavatele.

12. OCHRANA ZAJMU STRAN

Poskytovatel a Hlavni zkouSejici
prohlaSuji, ze jiné klinické studie
provadéné u Poskytovatele nebudou
negativné ovliviiovat cile Studie.

13. UNEXPECTED EVENTS 13. NEOCEKAVANE PRiHODY

DURING THE COURSE OF THE
24
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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,
Principal  Investigator  or
Cooperating Staff to adhere

Smrcka

1))

2)

3)

4)

)

V PRUBEHU STUDIE

Hlavni  zkouSejici je  povinen
bezodkladné a v souladu s
Protokolem pisemné sdélit Zadavateli
a CRO jakoukoliv neocekéavanou
ptihodu, jakoz i nezddouci Ucinek, ke
kterym dojde v pribéhu Studie a
v kazdém pifipadé nejpozdéji do
dvaceti ¢tyt (24) hodin od okamziku,
kdy se dozvi o takové neocekavané
pfihodé ¢i neZzadoucim ucinku.

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

Pro tyto ucely se neocekdvanymi
udalostmi rozumi jakakoliv udalost,
ktera je povazovéana nebo popséana za
neocekavanou podle pravnich
predpist a/nebo v jakémkoli
dokumentu poskytnutém Hlavnimu
zkouSejicimu  Zadavatelem  nebo
CRO, nebo jakékoli udalost, ktera je
povazovana za neocekavanou
samotnym Hlavnim zkousSejicim.

Ustanoveni odstavce 3 se pouZzije na
termin nezadouciho uc¢inku obdobné.

14. ODSKODNENI

Poskytovatel  odskodni, poskytne
ochranu a zprosti odpovédnosti CRO,
Zadavatele a jejich zaméstnance,
pfidruZzené organizace a dodavatele,
co se tyCe odpovednosti, ztrat, Skody
a vydaji nebo nakladii v souvislosti
s jakymkoliv narokem nebo soudnim
sporem uplatnénym nebo zahdjenym
treti stranou z divodu:

a) skutecnosti, kdy Poskytovatel,
Hlavni zkousejici nebo
splupracujici osoby nedodrzi
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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
that may be made against Sponsor or
CRO, as applicable.

tuto Smlouvu, Protokol nebo
dohodnuté¢ dodatky, anebo
pisemné doporuceni a pokyny
CRO a/nebo Zadavatele,

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

¢) komisivniho nebo omisivniho

zanedbani nebo védomého
pochybeni ze strany
Poskytovatele, Hlavniho
zkousSejiciho nebo

spolupracujicich osob,

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

2) Poskytovatel bude v plném rozsahu

informovat CRO nebo Zadavatele a
jejich pravni néstupce o postupu pii
takovém naroku nebo takovém
jednani, také bude s nimi konzultovat
povahu obrany, kterd bude zahijena,
a nebude poskytovat plnéni Zadnym
narokim  nebo  jednanim  bez
pisemného souhlasu Zadavatele nebo
CRO (podle toho vi¢i komu byl
narok  vzneseny nebo  jednani
zahdjeno). Tento souhlas nebude
vyzadovan v piipadé, pokud jediné
poskytnut¢ plnéni bude penézité
odskodnéni, nedoslo-li k zjisténi nebo
pfiznani poruSeni aplikace prava nebo
prav  tfetich stran a nedoslo-li
k zddnému vedlejSimu ucinku na
jakykoliv jiny narok, ktery mize byt
vzneseny proti Zadavateli nebo CRO
(podle toho vi¢i komu mulze byt
narok vzneseny).
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3) Institution and Principal Investigator 3) Poskytovatel

4)
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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 or
Sponsor 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
Cooperating ~ Staff, of any
applicable legislation;

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

Smrcka

4)

a Hlavni zkousejici
berou na védomi a souhlasi, Ze
Hodnocené 1é¢ivo je experimentalnim
lé¢ivem a Ze Zadavatel nebo jina
Strana necini Zadnou zaruku tykajici
se Hodnoceného 1é€iva vyslovné ani

implicitné. S ohledem na tuto
skutecnost, Strany této Smlouvy
souhlasi, Ze zadna ze Stran ani

Zadavatel nebudou odpovédni druhé
Stran€ za skute¢nou Skodu ani za usly
zisk v souvislosti s touto Smlouvou,
Protokolem a Hodnocenym lé¢ivem
vyjma ustanoveni tykajicich se
davérych informaci a duSevniho
vlastnictvi.

Zadavatel  je odpovédny  za
odSkodnéni za Ujmu  vzniklou
Subjektu  hodnoceni piimo jako
vysledek u¢inkd Hodnoceného 1é¢iva
nebo léCivé procedury vykonané na
Subjektech  hodnoceni v prib&hu
uskutecnovani Studie, piiCemZ toto
ustanoveni se neuplatni:

a) vrozsahu jakékoliv
odpoveédnosti vzniklé
z poruseni této Smlouvy nebo
Protokolu ze strany
Poskytovatele, Hlavniho
zkousejiciho nebo

spolupracujicich osob,
b) zanedbani nebo pochybeni ze
strany Poskytovatele,
Hlavniho zkousejiciho nebo
spolupracujich osob,

¢) poruseni jakéhokoliv pravniho
ptedpisu v priibéhu Studie ze
strany Poskytovatele,
Hlavniho zkousejiciho nebo
spolupracujich osob,

d) v rozsahu pfiméfeném
prubéhu probihajici nemoci

nebo  existujictho  zranéni
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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

CRO declares that the Sponsor has

ensured 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
liability instance in amounts that are
reasonable and customary within their
respective industry. Proof of such
insurance shall be provided to CRO
or Sponsor upon request.

Smrcka

1)

2)

Subjektu hodnoceni,

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

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

ze Subjekt hodnoceni
nepostupoval podle pokynu
Protokolu nebo

spolupracujicich osob.

15. POJISTENI

CRO prohlasuje, ze Zadavatel zajistil
zakonné pojiSténi odpovédnosti za
Skodu zptisobenou provadénim Studie
v souladu s ustanovenimi § 52 odst. 3,
pism. f) zakona ¢. 378/2007 Sb., o
1écivech. Dlikaz o uzavieni takového
pojisténi bude Strandm k dispozici na
vyzadani.

Poskytovatel, ZkouSejici a veSkeré
spolupracujici osoby musi mit
pozadovand platnd opravnéni a
povoleni k provadéni klinickych
studii. Poskytovatel a Zkousejici musi
mit po celou dobu provadéni Studie v
plné platnosti a Uc€innosti pojisténi
profesni odpovédnosti za Skodu a
pojisténi obecné odpovédnosti za
Skodu ve vysi pfiméfené a obvyklé
v ramci piisluSného odvétvi. Dikaz o
uzavieni takového pojisténi bude
poskytnut CRO nebo Zadavateli na
vyzadani.
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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
Study.

Confidential Information shall be
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

Smrcka

)]

2)

3)

4)

16. DUVERNE INFORMACE

Pro tcely této Smlouvy se veskeré
informace, dokumenty, materidly,
analyzy, vysledky a udaje poskytnuté
Zadavatelem nebo CRO nebo v jejich
zastoupeni nebo pofizené,
shromazdéné ¢i  generované v
souvislosti se Studii nebo
Hodnocenym 1é¢ivem povazuji za
divérné informace Zadavatele (dale
jen ,,Divérné informace®).

Mezi Dlvérné informace bez omezeni
vySe uvedeného patii informace o
struktufe, sloZeni, pomocnych
latkach, vzorcich, know-how,
technickych postupech a procesech,
jakoz 1 jakékoli dalSi informace
povazované Zadavatelem za divérné.
Ziska-li kteradkoli Strana pfi jednani o
této Smlouvé Diivérné informace, je
povinna dbat o to, aby nebyly
zneuzity nebo aby nedoslo k jejich
prozrazeni bez zakonného divodu.
Porusi-li  kterdkoli ~ Strana tuto
povinnost a obohati-li se tim, je
povinna vydat druhé Stran¢ to, o€ se
obohatila.

Poskytovatel ani Hlavni zkousSejici
nemuze Dutvérné informace
zpfistupnit tfetim strandm, ani je
pouzivat zpusobem, ktery by byl
vrozporu  spisemnymi  pokyny
Zadavatele, ani je pouZzit pro jiné
ucely nez provedeni Studie.

Dlvérné  informace  budou ve
vyluéném vlastnictvi Zadavatele a
budou drZzeny Poskytovatelem a
Hlavnim zkouSejicim v tajnosti a na
misté pro takové informace urceném,
vyjma piipadi, kdy Poskytovatel
nebo Hlavni zkousSejici prokazou, Ze
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Principal Investigator prove that the
information 1is 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.

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 1is 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.

17. PERSONAL DATA OF
INVESTIGATOR AND
COOPERATING STAFF

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

Smrcka

S)

6)

7)

)

se jednd o informace vefejné
pfistupné, aniz by se tak stalo
v disledku poruseni této Smlouvy.

Pokud je ze zdkonem stanovenych
divodli nutné Duavérné informace
zptistupnit, Poskytovatel nebo Hlavni
zkousSejici toto neodkladné predem
pisemné oznami Zadavateli, aby tak
Zadavateli poskytl moznost
minimalizovat miru zpfistupnénych
informaci, a to za pifiméfené
soucinnosti Poskytovatele a Hlavniho
zkousejiciho.

Poskytovatel a Hlavni zkousSejici se
zavazuji informovat vSechny osoby
zuCastnéné na této Studii a osoby,
jimz jsou Duavérné  informace
zptistupnény, 0 povinnosti
mlcenlivosti  vsouladu s touto
Smlouvou; takové osoby jsou pak
vazany stejnou povinnosti
mlcenlivosti.

Poskytovatel je povinen =zajistit
poskytnuti ~ Davérnych  informaci
pouze tém spolupracujicim osobam, u
nichz je nezbytné, aby byly
informovany v souvislosti
s provadénim  Studie, a  které
podepsaly dohodu o mlcenlivosti
obsahujici smluvni podminky
odpovidajici pozadavkiim této
Smlouvy.

17. 0SOBNI UDAJE
ZKOUSEJiCiHO A
SPOLUPRACUJICH 0SOB

Hlavni zkousejici dobrovolné
souhlasi se sbérem a zpracovanim
osobnich dat a udaja spojenych s jeho
odbornymi  ¢innostmi  (souhrnné
,»Osobni informace) Zadavatelem a
CRO (v€etné tfetich stran) pro tyto
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(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,

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.

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.

CRO warrants that it shall request 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.

2)

3)

The Principal Investigator and the 4)

Cooperating Staff have the right to

a) request a copy of their Personal

Smrcka
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ucely:

a) uCinit je  dostupnymi  pro
pfidruZzené spolecnosti 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
1éCiva,

b) identifikaci Hlavniho zkousejiciho

vcetné uchovavani jeho informaci

v databazi zkousSejicich pro ucely

soucasnych a vybéru budoucich

klinickych hodnocenti,

c) dalsi souvisejici ucely a/nebo
ucely pozadované zdkonem, nebo
ke splnéni zakonem
pozadovanych podani, mimo jiné,
zajisténi  dodrzovani  platnych
zakond souvisejicich s moznymi
konflikty  ohledné¢  financnich
otazek.

Hlavni zkousSejici déale dobrovolné

souhlasi s pfenosem, pouzitim a
uchovavanim Osobnich informaci
Zadavatelem a CRO pro vyse

zminované ucely do jinych stati a
zemi, ve kterych plati méné piisné
zakony o ochrané dat, neZ kterymi se
fidi tato Smlouva.

CRO potvrzuje, Zze od spolupracujich
osob vyzada veskera nutnd opravnéni
v souladu s platnymi zdkony o
ochran€é dat za uclelem sbéru,
zpracovani, pouziti a uchovavani
Osobnich  informaci pro  vySe
zminované ucely ve spojeni s touto
Studii.

Hlavni zkouSejici a spolupracujici

osoby maji pravo

a) pozadat o  ziskdni  kopie



Information provided,

b) correct their information,

c¢) 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

1)

2)

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

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
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

Smrcka

)

2)

poskytnutych Osobnich

informaci,

b) opravit své informace,

¢) odvolat souhlas s dalsim sbérem a
zpracovanim svych  Osobnich
informaci, v takovém piipade
nebude CRO a/nebo Zadavatel
moci pokracovat v zadné Cinnosti,
pro kterou byly Osobni informace
ziskany (a nasledné ucely),

d) zabranit dalSimu pfenosu svych
informaci tfetim stranam, u
kterych maji obavy, Ze nemaji
dostatecnd opatfeni na ochranu
udaji 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 vykazl,
zpracovanych Poskytovatelem,
Hlavnim zkousejicim a/nebo
spolupracujici osobou v pribéhu
Studie jsou vyluénym vlastnictvim
Zadavatele. Zadné ustanoveni této
Smlouvy a zadné predani Divérnych
informaci  Poskytovateli  nebude
poklddano za udéleni prava nebo
licence  Poskytovateli  k Zadnému
know-how, technologii, vynaleziim ¢i
jinym pravim duSevniho vlastnictvi
Zadavatele, nebude-li to potfebné pro
Poskytovatele k provedeni Studie.

Smluvni strany se dohodly, Ze
Zadavateli pfislusi vSechna prava,
naroky a podily na jakémkoli
zlepSeni,  vyvoji, know  how,
informaci, ndpadu, vyndlezu nebo
objevu (at’ uZ mohou byt pfedmétem
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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

The full or partial results of the Study
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.

Smrcka

3)

4)

S)

patentové  piihlaSky €1 nikoli),
plynoucich z provadéni Studie,
pouzivani Hodnoceného I1éciva ¢i
Divérnych  informaci (dale jen
,»Vynalez*).

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

Poskytovatel a Hlavni zkouSejici
souhlasi stim, Ze vesSkerd prava
k Vyndlezim  jsou  vlastnictvim

Zadavatele a postupuji timto veskery
podil na jakémkoli takovém Vyndlezu
Zadavateli a soucasn¢ se zavazuji, zZe
totéz provedou autofi takového
Vyndlezu, a to bez jakychkoli
zavazkl a narokil na odménu vyjma
téch, které vyplyvaji z této Smlouvy.

Poskytovatel a Hlavni zkousejici jsou
povinni poskytnout Zadavateli
pfiméfenou soucinnost pii podavani a
uplatnovani ptipadnych patentovych
ptihlaSek ve vztahu k Vyndlezim, a
to na ndklady Zadavatele.

19. PUBLIKOVANI VYSLEDKU

1))

2)

STUDIE

Vysledky Studie nebo jejich cést
nebudou Poskytovatelem ¢i Hlavnim
zkousejicim prezentovany ani
publikovany ¢i jinak zvefejnovany
bez ptedchoziho pisemného souhlasu
Zadavatele.

Strany souhlasi stim, ze Studie je
soucasti multicentrické studie a Ze
zam¢érem Smluvnich stran je, aby
k prvnimu publikovani a/nebo
prezentovani vysledklli Studie doslo v
ramci  spolecného multicentrického
uvetejnéni vysledkli multicentrické
studie jako celku.
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6)
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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
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.

Smrcka

4)

S)

6)

Poskytovatel a Hlavni zkouSejici
neposkytnou vysledky Studie
k publikovani ¢i zvefejnéni, dokud
nedojde k zvetejnéni vysledkt
multicentrické studie jako celku nebo

pfedtim, nez nastane  ncktera
z nasledujicich alternativ:
a) Zadavatel potvrdi, Ze nebude

provedena zadnd multicentricka
publikace nebo
b) uplyne osmnact (18) meésici od
ukonceni analyz dat v ramci
multicentrické studie jako celku.

Poskytovatel a Hlavni zkousSejici
poskytnou Zadavateli ke schvaleni
kopii publikace nebo prezentace, a to
45 dni pted ptredlozenim takového
materidlu k publikaci ¢i uvefejnéni,
aby Poskytovatel a Hlavni zkousejici
odstranili jakékoliv Divérné
informace poZadované Zadavatelem.

V ptipadé, ze Zadavatel vyrozumi
Poskytovatele a Hlavniho
zkousejicitho v tom smyslu, Ze hodla
podat patentove ptihlasky,
Poskytovatel a/nebo Hlavni
zkouSejict odlozi publikovani,
prezentovani nebo jiné zvefejnéni
vysledkit Studie o dalSich devadesat
(90) dni, aby tak Zadavateli umoznil
podat patentovou piihlasku.

Zadavatel je opravnén pouZzivat,
citovat a dale rozSifovat pretisky
védeckych, lékatskych a jinych
publikovanych ¢lanka tykajicich se
Studie, vcetné¢ takovych pretiska,
znichZz je patrné jméno Hlavniho
zkousSejiciho a/nebo Poskytovatele.
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20. REIMBURSEMENT 20. FINANCNI VYROVNANI

2)

3)

4)

S) S)
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21. TERM AND TERMINATION

)]

2)

3)

4)
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OF THE AGREEMENT

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

CRO may suspend the Study or
terminate this Agreement without any
reason upon thirty (30) days prior
written notice to Institution and
Principal Investigator. Either Party
may terminate the Agreement with a
notice period of 30 days from receipt
of written notice, if a health risk for
Study subjects disproportionately
increased.

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
without prolongation.

Smrcka

21. DOBA TRVANI A UKONCENI
SMLOUVY

1))

2)

3)

4)

Tato Smlouva nabyva platnosti a
ucinnosti dnem podpisu posledni
Stranou.

CRO je opravnéna pozastavit Studii
nebo vypoveédét tuto Smlouvu s tficeti
denni vypovédni dobou, ato i
bezudani divodu, na zakladé
pisemné vypovedi dorucené
Poskytovateli a Hlavnimu
zkousejicimu. Kterakoliv Strana mtze
tuto Smlouvu vypovédét s vypoveédni
dobou 30-ti dnli od doruceni pisemné
vypovédi druhé Stran€, bude-li
zdravotni  riziko pro  Subjekty
hodnoceni neimérné zvyseno.

CRO si vyhrazuje pravo vypovedét
tuto  Smlouvu  bez  stanoveni
vypovédni doby sucinky zaniku
Smlouvy ke dni doruceni vypovédi
druhé Stran¢, pokud se Hlavnimu
zkousejicimu nepodaii provést nabor
nebo zapojit do Studie dostateCny
pocet Subjektli hodnoceni za ucelem
provedeni Studie.

Po ptedchozim pisemném oznadmeni
druhé Strané¢ mize kterdkoli Strana s
okamzitou platnosti odstoupit od této
Smlouvy s ucinky odstoupeni ke dni
doruceni pisemného ozndmeni druhé
Stran¢, pokud potifebné opravnéni,
povoleni, souhlas nebo vyjimka nutné
pro provadéni Studie bylo zruSeno,
jeho platnost byla pteruSena nebo
vyprsi doba, na kterou bylo vydano,
bez ptislusného prodlouzeni.
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5) CRO may terminate this Agreement 5) CRO muze vypovédét tuto Smlouvu

6)

7)

8)
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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
treatment.
Should

Study  be

Smrcka

6)

7)

bez stanoveni vypovédni doby
sucinky zaniku Smlouvy ke dni
doruCeni vypovédi druhé Strané,

pokud Hlavni zkousSejici neni schopen
Studii provadét a neni k dispozici
7zadnd  ndhrada za  Hlavniho
zkousejiciho, ktera by byla pro
Zadavatele nebo CRO piijatelna.

Neprodlené¢ po doruceni vypovédi
této Smlouvy piijmou Poskytovatel a
Hlavni zkousejici veskera
odpovidajici  opatfeni  k ukonceni
realizace Studie, jakmile to bude,

sohledem na ochranu zdravi a
bezpecnosti  Subjekti  hodnoceni
podilejicich se na Studii,
z objektivnich divodi mozne.

Nejpozdéji do tficeti (30) dnl od
zaniku této Smlouvy nebo dokonceni
Studie (podle toho, ktera z téchto
alternativ nastane dfive) predlozi
Hlavni zkouSejici Zadavateli nebo
jeho povéfenému zastupci zdveérecnou
zpravu. Prava a povinnosti smluvnich
stran, jejichZz platnost neni, at’ uz
pfimo ¢i nepiimo, dot¢ena takovymto
zanikem Smlouvy (v€etné mimo jiné

prav tykajicich se
monitorovani/auditi, kontroly
regulacnich organd, vynalezu,
diavérnosti informaci a publikovani,
nahrady za poskozeni Subjektu
hodnoceni, finan¢niho vyrovnani),

zUstavaji zachovana 1 po ukonceni
platnosti této Smlouvy.

Bude-li Studie pfedcasné ukoncena
nebo preruSena musi Poskytovatel a
Hlavni zkouSejici zastavit nabor
Subjektd  hodnoceni do Studie a
zastavi 1écbu Hodnocenym lé€ivem a
vykonavani  Studijnich  procedur
v rozsahu lékafsky pfipustném pro
Subjekty hodnoceni ¢i jinak ukonci
lécbu.

terminated 8) Bude-li Studie pfedcasné¢ ukoncena
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9)

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, however, Sponsor and CRO
shall not be obligated to make further
payments after the termination of the
Study,

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. WARRANTIES OF THE

PARTIES AND ASSIGNATION OF

)]

2)
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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 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.

Smrcka

9)

)]

2)

nebo prerusena, musi Poskytovatel a
Hlavni zkouSejici, v rozsahu nutném z
Iékarského hlediska na zdkladé
raciondlniho 1ékaiského usudku a
v souladu s b&Znou lékatskou praxi,
Subjekty hodnoceni nadale
informovat, 1éCit a sledovat, nicméné
Zadavatel ani CRO nebudou mit
povinnost hradit dal§i platby po
ukonceni Studie.

CRO mlze odstoupit od této
Smlouvy, porusi-li Poskytovatel ¢i
Hlavni zkouSejici jakékoli ustanoveni
této  Smlouvy, které  nebude
napraveno ve lhat¢ 30 dnG od
pisemného  ozndmeni o tomto
poruseni, a to sucinky odstoupeni
k marnému uplynuti vySe uvedené
lhity k naprave.

22.ZARUKY STRAN A
POSTOUPENI SMLOUVY

Vztah mezi Stranami je vztahem
nezavislych  smluvnich  partneri.
Poskytovatel a Hlavni zkousSejici
nesméji  postoupit nebo  ucinit
pfedmétem subdodavky Zadné ze
svych prav a povinnosti dle této
Smlouvy bez ptedchoziho pisemného
souhlasu Zadavatele. Poskytovatel a
Hlavni zkouSejici timto vyslovné
souhlasi s tim, Ze CRO je opravnén
tuto Smlouvu jako celek nebo jeji
¢asti postoupit.

Za jinych okolnosti nemize Zadna ze
stran tuto Smlouvu postoupit vyjma
pfipadli konkrétné¢ upravenych touto
Smlouvou. Tato Smlouva je zdvazna
a uCinnd vici vSem stranam této
Smlouvy a  jejich  pfislusnym
nastupctim a povolenym
postupnikiim.
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23. DECLARATION OF THE
PARTIES

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. SPONSOR

The Parties hereto acknowledge and
agree that the Sponsor is athird party
beneficiary to this Agreement, and in this
capacity, can enforce any terms hereof as
if it were a party hereto.

25.NOTICES

Any notice hereunder:

1) 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,

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

3) will be effectively served:

a) on the day of receipt where any
hand delivered letter or letter
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

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin
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23. PROHLASENI STRAN

Nebude-1i mozné ani vykladem zjistit
pro neurcitost nebo nesrozumitelnost
obsah jakéhokoliv ustanoveni této

Smlouvy, zavazuji se  Strany
vynalozit maximalni usili
k dodate¢nému  vyjasnéni  obsahu

takového ustanoveni.
24. ZADAVATEL

Smluvni strany berou na védomi a
souhlasi, ze Zadavatel je beneficientem —
treti stranou ztéto Smlouvy a v tomto

postaveni muze prosazovat plnéni
Smlouvy, jako by byl stranou této
Smlouvy.

25. 0ZNAMENI

Jakékoli oznédmeni ucinéno podle zde
sjednanych podminek:

1) musi byt podano pisemné na adresu
tak jak je uvedena v zihlavi této
Smlouvy, nebo na adresu, kterou
pfisluSna Strana ozndmila druhé
Stran¢,

2) musi byt pifeddno osobné piislusné
Stran¢ nebo zasldno doporucené
s dodejkou nebo kuryrni spole¢nosti,

3) bude povazovano za dorucené:

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

b) vden nasledujici po piijeti, je-li
osobn¢ doruc¢eny dopis nebo dopis
zaslan doporucené piijat
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registered mail is received either
on a working day after normal
working hours or on a day of the
public holiday;

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

26. 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.

27. 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 and each Party

hereby irrevocably submits to the
jurisdiction of the Czech courts in
connection herewith.

28. 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.

29. 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
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v pracovni  den
pracovni  dob¢
pracovniho klidu;

obvyklé
v den

po
nebo

4) muize byt uinéno také elektronicky
v souladu s ustanovenimi pfilohy ¢. 8
této Smlouvy.

26. RIDICI JAZYK

Tato Smlouva je vyhotovena v anglické a
Ceské jazykové mutaci. 'V ptipadé
jakéhokoli rozporu ma prednost ceska
jazykova verze.

27. POUZITELNE PRAVO A
SOUDNI PRAVOMOC

Tato Smlouva, jeji Givodni ustanoveni a
jeji prilohy se tidi a je vykladéna podle
Ceského prava, v této se
zaroven kazdd Strana neodvolatelné
podvoluje pravomoci ¢eskych soudi.

souvislosti

28. NADPISY

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

29. SALVATORSKA KLAUZULE

Neplatnost, protipravnost ¢i
nevymahatelnost  jednoho ¢i  vice
ustanoveni této Smlouvy v jakékoli

jurisdikci nema vliv na platnost, soulad s
pravem ¢i  vymahatelnost ostatnich
ustanoveni této Smlouvy v jakékoli jiné
jurisdikci. Smluvni strany se zavazuji

takovéto  neplatné, protipravni  ¢i
neuéinné ustanoveni nahradit novym
41



valid, legal and enforceable provision that
most closely matches the intent and the
purpose and meaning of the original
provision.

30. APPROVAL OF ENTERING
INTO AGREEMENT

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.

31. 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.

3) 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 Zlin.

32. SURVIVAL

The provisions of Articles 11 and 16 shall
survive  the termination of this
Agreement.
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plathnym a  Gfinnym  ustanovenim
v souladu s pravem, které bude co neblize
odpovidat ucelu a smyslu plvodniho
ustanoventi.

30. SCHVALENI UZAVRENI
SMLOUVY

CRO a Poskytovatel prohlasuji, ze
uzavieni této Smlouvy a plnéni vSech
povinnosti z ni vyplyvajicich bylo
nalezit¢ schvéleno pfisluSnymi organy
Smluvnich stran v souladu s pravnimi
predpisy, stanovami a ostatnimi vnitinimi
ptedpisy Smluvnich stran, a nevyzaduje,
ani nebude vyzadovat dal§i souhlas ¢i
schvaleni.

31. ZAVAZEK SOUCINNOSTI

1) Strany se zavazuji, Ze budou
respektovat opravnéné zajmy druhé
Smluvni strany, budou jednat v
souladu s tucelem této Smlouvy a
nebudou jej mafit, pficemz uskutecni
veSkeré pravni a jiné ukony, které se
ukdzi byt nezbytné pro dosazeni ti¢elu
této Smlouvy.

2) Strany prohlasuji, Ze vynalozi veskeré
usili, aby wvyfesili pifipadné spory
vzniklé ztéto  Smlouvy. Toto
neomezuje jakékoli pravo Stran této
Smlouvy fesit spor soudni cestou.

3) Smluvni strany berou na védomi a
souhlasi, Ze projednani a rozhodovani
pfipadnych sport, které nebudou
vyfeSeny smirem, bude feSeno s
pomoci piislusného soudu ve Zlinég.

32. PRETRVANI PLATNOSTI

Ustanoveni c¢lanktt 11 a 16 zUstavaji
v platnosti 1 po ukonceni této Smlouvy.
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33. 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
and in particular by Pharmaceuticals Act

No. 387/2007 Coll. and
by statutory instrument - Decree No.
226/2008 Coll.

34. COUNTERPARTS

This Agreement shall be executed in
three (3) counterparts each of which shall
be deemed an original but all of which
together shall constitute one and the same
instrument. Each Party shall receive one
counterpart.

35. 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) 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.

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

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

Smrcka

33. PRAVNI REZIM

Pravni vztah stran této Smlouvy se fidi
zejména zakonem ¢. 89/2012,
Obcanskym  zdkonikem, ve  znéni
pozdéjsich piedpist a dalSich ptisluSnych
pravnich predpisi Ceské republiky, a
zejmeéna zdkonem ¢. 378/2007 Sb., o
léivech a  provadéci vyhlasky ¢.
226/2008 Sb.

34. STEJNOPISY

Tato Smlouva je podepsana ve ttech (3)
stejnopisech, z nichz kazdy je pokladan
za original, ale které tvoii jeden a tyz
dokument. Kazd4 smluvni Strana obdrzi
jeden stejnopis.

35. VSEOBECNA USTANOVENI

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

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

NA DUKAZ CEHOZ Strany tuto
Smlouvu podepisuji dne, mésice a roku
pfipsanych k podpisim s G€innosti od
dne, mésice a roku uvedeného v zahlavi
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FOR AND ON BEHALF OF FOR AND ON BEHALF OF CRO:
INSTITUTION: ZA A JIMENEM CRO:
ZA A IMENEM POSKYTOVATELE

MUDr. Roman Kraus, MBA. Martina Hanouskova

Director/Reditel Clinical Operations Manager
[DATE/DATUM] [DATE / DATUM]

HEREUNTO DULY ATHORIZED HEREUNTO DULY AUTHORIZED

K PODEPSANI  SMLOUVY RADNE KPODEPSANI SMLOUVY RADNE
OPRAVNEN OPRAVNEN

PRINCIPAL INVESTIGATOR:
HLAVNI ZKOUSEJICI:

Prof. MUDr. Martin Smr¢ka, PhD.,MBA
Principal  Investigator/Hlavni  zkousSejici
[DATE/DATUM]
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Appendix 7 Priloha 7
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APPENDIX NO. 8 MEANS OF
COMMUNICATION BETWEEN
THE PARTIES

1. COMMUNICATION VIA
ELECTRONIC MAIL (“E-MAIL")

With reference to the provision of Article 25
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 25 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:

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

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

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

PRILOHA ¢&. 8 ZPUSOBY
KOMUNIKACE MEZI
STRANAMI

1. KOMUNIKACE
PROSTREDNICTVIM
ELEKTRONICKE POSTY (,E-MAIL”)

S odkazem na ustanoveni ¢lanku 25, odst. 4
Strany souhlasi, ze po dobu trvani G¢innosti
Smlouvy, mohou mezi sebou komunikovat
prostiednictvim e-maild.

2. VYMEZENI E-MAILOVYCH
ADRES

Aby byl e-mail pfijat adresitem jako
oznameni podle ¢lanku 25 a aby byl pokladan
za  davéryhodny, musi byt odeslan
nasledovné:

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

e-mailova
nasledujici
doménu

2) Je-li e-mail zaslan CRO,
adresa musi obsahovat
doménu druhého Tfadu a

nejvyssiho fadu:

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

4) Je-li e-mail zaslan Hlavnim zkousSejicim,
musi byt pouzita ndsledujici adresa:
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3. DECLARATION OF THE PARTIES

3. DEKLARACE STRAN

1) The Parties hereby declare that they 1) Strany timto prohlaSuji, Ze berou na

2)

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,
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2)

védomi  nésledujici rizika  pouZiti
nekddovanych e-mailtl jako prostfedku
komunikace:

riziko Sifeni Skodlivého softwaru

a)

zadna zaruka zachovani duvérnosti
zadna zaruka pravosti

zadrZzeni e-mailu tfetimi stranami

(celosvétove)

padélani adresy odesilatele e-mailu

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

vytvafeni kopii e-mailQ, aniz by bylo
mozno zjistit, ze ktakové situaci
doslo

g)

absence, nebo nizky standard
profesniho  tajemstvi na  strané
provider pfi routovani e-maild pies
rizné zemé

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

j) rozsifeni zpravy celosvétove

vniknuti hackert

po

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

k)

Strany prohlasuji, Ze se nebudou Ccinit
odpovédnymi v pfipadé¢, ze nastane
jakakoli vySe zminénd situace, nebude-li
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unless it would be caused by intentional
wrongdoing and/or negligence of any
Party.

4. DELIVERY OF E-MAILS

The provision of Article 25 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
25.
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takova situace zplsobena Umyslnym ¢i
nedbalostnim jednanim kterékoli Strany.

4. DORUCOVANI E-MAILU

Ustanoveni c¢lanku 25, odst. 4 se uZije na
dorucovani e-maild obdobné.

5. DOVERNE INFORMACE

Jakakoli informace, jez je pokldddna za
divérnou podle této Smlouvy, mlze byt
pienasena e-mailem.

6. 0ZNAMENI O VYPOVEZENI
SMLOUVY

Oznameni o vypovézeni Smlouvy miize byt
uc¢inéno pouze pisemné, tak jak je stanoveno
v ¢lanku 25.

CXA-NP-11-04 CZE Clinical Study Agreement University Hospital Brno site 22008 Prof. Martin

Smrcka



	Table of Contents / Obsah
	CLINICAL STUDY AGREEMENT
	1. DEFINITIONS
	2. SPECIFICATION OF STUDY
	3. PROTOCOL
	4. OFFICIAL CONSENTS
	5. LOCATION AND PERIOD OF PERFORMANCE OF STUDY
	6. BASIC CONDITIONS FOR PERFORMANCE OF STUDY
	7. OBLIGATIONS OF PRINCIPAL INVESTIGATOR AND INSTITUTION
	8. STUDY ASSESSMENT SUBJECTS
	9. AUDIT, MONITORING AND INSPECTION
	10. STUDY DRUG
	11. ARCHIVING OF DOCUMENTS
	12. PROTECTION OF INTERESTS OF PARTIES
	13. UNEXPECTED EVENTS DURING THE COURSE OF THE STUDY
	14. INDEMNIFICATION
	15. INSURANCE
	16. CONFIDENTIAL INFORMATION
	17. PERSONAL DATA OF INVESTIGATOR AND COOPERATING STAFF
	18. INTELECTUAL PROPERTY
	19. PUBLICATION OF STUDY RESULTS
	20. REIMBURSEMENT
	21. TERM AND TERMINATION OF THE AGREEMENT
	22. WARRANTIES OF THE PARTIES AND ASSIGNATION OF THE AGREEMENT
	23. DECLARATION OF THE PARTIES
	24. SPONSOR
	The Parties hereto acknowledge and agree that the Sponsor is a third party beneficiary to this Agreement, and in this capacity, can enforce any terms hereof as if it were a party hereto.
	25. NOTICES
	26. GOVERNING LANGUAGE
	27. APPLICABLE LAW AND JURISDICTION
	28. HEADINGS
	29. SEVERABILITY
	30. APPROVAL OF ENTERING INTO AGREEMENT
	31. FURTHER ASSURANCES
	32. SURVIVAL
	33. LEGAL REGIM
	34. COUNTERPARTS
	35. GENERAL PROVISIONS

	SMLOUVA O PROVEDENÍ KLINICKÉ STUDIE
	1. DEFINICE
	2. SPECIFIKACE STUDIE
	3. PROTOKOL
	4. ÚŘEDNÍ SOUHLAS
	5. MÍSTO A DOBA PROVEDENÍ STUDIE
	6. ZÁKLADNÍ PODMÍNKY PRO ZPRACOVÁNÍ STUDIE
	7. POVINNOSTI HLAVNÍHO ZKOUŠEJÍCÍHO A POSKYTOVATELE
	8. SUBJEKT KLINICKÉHO HODNOCENÍ
	9. AUDIT, MONITORING A INSPEKCE
	10. HODNOCENÉ LÉČIVO
	11. ARCHIVACE DOKUMENTŮ
	12. OCHRANA ZÁJMŮ STRAN
	13. NEOČEKÁVANÉ PŘÍHODY V PRŮBĚHU STUDIE
	14. ODŠKODNĚNÍ
	15. POJIŠTĚNÍ
	16. DŮVĚRNÉ INFORMACE
	17. OSOBNÍ ÚDAJE ZKOUŠEJÍCÍHO A SPOLUPRACUJÍCH OSOB
	18. DUŠEVNÍ VLASTNICTVÍ
	19. PUBLIKOVÁNÍ VÝSLEDKŮ STUDIE
	20. FINANČNÍ VYROVNÁNÍ
	21. DOBA TRVÁNÍ A UKONČENÍ SMLOUVY
	22. ZÁRUKY STRAN A POSTOUPENÍ SMLOUVY
	23. PROHLÁŠENÍ STRAN
	25. OZNÁMENÍ
	26. ŘÍDÍCÍ JAZYK
	27. POUŽITELNÉ PRÁVO A SOUDNÍ PRAVOMOC
	28. NADPISY
	29. SALVÁTORSKÁ KLAUZULE
	30. SCHVÁLENÍ UZAVŘENÍ SMLOUVY
	31. ZÁVAZEK SOUČINNOSTI
	32. PŘETRVÁNÍ PLATNOSTI
	33. PRÁVNÍ REŽIM
	34. STEJNOPISY
	35. VŠEOBECNÁ USTANOVENÍ

	APPENDIX NO. 8 MEANS OF COMMUNICATION BETWEEN THE PARTIES
	1. COMMUNICATION VIA ELECTRONIC MAIL “E-MAIL”
	2. SPECIFICATION OF E-MAIL ADDRESSES
	3. DECLARATION OF THE PARTIES
	4. DELIVERY OF E-MAILS
	5. CONFIDENTIAL INFORMATION
	6. NOTICE ON TERMINATION OF AGREEMENT

	PŘÍLOHA č. 8 ZPŮSOBY KOMUNIKACE MEZI STRANAMI
	1. KOMUNIKACE PROSTŘEDNICTVÍM ELEKTRONICKÉ POŠTY „E-MAIL”
	2. VYMEZENÍ E-MAILOVÝCH ADRES
	3. DEKLARACE STRAN
	4. DORUČOVÁNÍ E-MAILŮ
	5. DŮVĚRNÉ INFORMACE
	6. OZNÁMENÍ O VYPOVĚZENÍ SMLOUVY




