Smlouva o provedeni klinického
hodnoceni

Ipsen Pharma SAS

spole€nost organizovana a existujici podle pravnich
predpist Francie, se sidlem 65 Quai Georges Gorse,
92100 Boulogne Billancourt, Francie

DIC: FR80308197185

dale jen ,zadavatel”
zastoupeny na zakladé povéfeni

Premier Research s.r.o.

se sidlem: Xaveriova 1900/10

150 00, Praha 5, Ceska republika

DIC: CZ 271 04 494

IC: 271 04 494

jednajici jednatelkou XXX

Zapsana v OR u Méstského soudu v Praze oddil C,
viozka 96548

dale jen , CRO"
a

Fakultni nemocnice Brno

se sidlem: Jihlavska 20, 625 00, Brno, Ceska
republika

zastoupena: XXX

IC: 65269705

DIC: CZ65269705

Bankovni spojeni: XXX

dale jen ,,zdravotnické zarizeni*
a

XXX
nar. XXX, bytem XXX, lékaf XXX Fakultni nemocnice
Brno, Ceska republika

dale jen ,hlavni zkousSejici“

smluvni strany uvedené vySe uzaviraji v souladu
s ustanovenim § 1746 odst. 2 zakona ¢. 89/2012 Sbh.,
ob¢anského zakoniku, ve znéni pozdéjSich predpisl
tuto smlouvu o provedeni Kklinického hodnoceni
humanniho IéCiva

(dale jen ,smlouva®):
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Contract for performance of a clinical study

Ipsen Pharma SAS

a company organised and existing under the laws of
France, with its seat at 65 Quai Georges Gorse, 92100
Boulogne Billancourt, France

VAT number: FR80308197185

hereinafter referred to as the “the Sponsor”
represented based on authorization by

Premier Research s.r.o.

Registered at address: Xaveriova 1900/10

150 00, Prague 5, Czech Republic

VAT No.: CZ 271 04 494

Business Registration Number: 271 04 494

Represented by: XXX

Registered at Commercial Register in Municipal Court in
Prague Section C, 96548

hereinafter referred to as the “CRO”

and

University Hospital Brno

registered business headquarters: Jihlavskad 20, 625 00,
Brno, Czech Republic

Represented by: XXX

Business registration no.: 65269705

VAT No.: CZ65269705

Bank details: XXX

hereinafter referred to as “the Medical Facility”
and

XXX
born in XXX, residence: XXX, physician of XXX University
Hospital Brno, Czech Republic

hereinafter “Principal Investigator”

in accordance with the provisions of Article 1746
Paragraph 2 of Act no. 89/2012 Coll., the Civil Code, as
amended, the Contracting Parties specified above have
concluded the following Contract for performance of a
Clinical Study on medication for human use

(hereinafter referred to as “the Contract”):
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Predmét a ucel smlouvy

1. Pfedmétem smlouvy je provedeni mezinarodniho

multicentrického klinického hodnoceni humanniho
léCiva ,Mezinarodni multicentrické prospektivni
klinické hodnoceni s jednim ramenem posuzujici
ucinek  na volni  pohyby u  pfipravku
AbobotulinumtoxinA 1500 U podavaného do
hornich i dolnich koncetin spolu s programem
fizené samostatné rehabilitace u dospélych se
spastickou hemiparézou“. (dale jen klinické
hodnoceni) a vztahy s provedenim klinického
hodnoceni souvisejici.

. Ugelem smlouvy je stanovit podminky k provedeni
klinického hodnoceni ve zdravotnickém zafizeni a
vymezit prava a povinnosti smluvnich stran pfi
pribéhu a zpracovani klinického hodnoceni.

Il.
Predpoklady uzavieni smlouvy

Provedeni klinického hodnoceni uvedeného v &l. |
odst. 1 je sponzorovano spole€nosti Ipsen
Pharma SAS, 65 Quai Georges Gorse, 92100
Boulogne Billancourt, Francie (dadle jen
.Zadavatel"), kterd povéfila Premier Research
s.r.o., Xaveriova 1900/10, 150 00, Praha 5,
Ceska republika (dale jen “CRO“), aby zajistil
jeho provedeni v Ceské republice.

. Klinické hodnoceni légiva bude provedeno na
zakladé pisemného souhlasu Statniho ustavu pro
kontrolu léCiv ze dne XXX pod €. XXX a
souhlasu Etické komise Fakultni nemocnice
Kralovské Vinohrady (stanovisko multicentrické
EK) ze dne XXX pod €.j.: XXX a stanovisko Etické
komise FN Brno (stanovisko lokalni EK) ze dne
XXX a dodatku ze dne XXX, pod ¢&.j.: XXX
(pfiloha €. 1, 2, 3 a 4).

M.
Misto a doba provedeni klinického hodnoceni

Klinické hodnoceni bude provedeno na XXX,
Fakultni nemocnice Brno, Ceska republika (dale
jen feSitelské pracovist&€”) hlavnim zkouSejicim
XXX (dale jen ,hlavni zkouSejici“) a dalSimi
osobami povéfenymi zdravotnickym zafizenim
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Subject and aim of the Contract

1. The subject of the Contract is performance of an

international multi-centre Clinical Study on medication
for human use "An International, Multicentre,
Prospective, Single-Arm Study to Assess the Effect on
Voluntary Movements of AbobotulinumtoxinA 1500 U
Administered in Both Upper and Lower Limbs in
Conjunction with a Guided Self-Rehabilitation Contract
in Adult Subjects with Spastic Hemiparesis®,
(hereinafter referred to as “the Clinical Study”) and
relations connected with performance of the Clinical
Study.

. The aim of the Contract is to lay down the conditions

for performance of the Clinical Study in the Medical
Facility and to define the rights and obligations of the
Contracting Parties during the performance and
processing of the Clinical Study.

Il.
Requirements for conclusion of the Contract

Performance of the Clinical Study specified under
Section | Paragraph 1 shall be sponsored by the
company Ipsen Pharma SAS, 65 Quai Georges Gorse,
92100 Boulogne Billancourt, France (hereinafter
referred to as “the Sponsor”) that has appointed
Premier Research s.r.o., Xaveriova 1900/10, 150 00,
Praha 5, Czech Republic (hereinafter referred to as
“the CRO") to arrange performance of the Clinical
Study in the Czech Republic.

The Clinical Study on the medication shall be
performed on the basis of written authorisation from
the Czech State Institute for Drug Control (Statni Ustav
pro kontrolu Ié¢iv) dated XXX reference no. XXX and
authorisation from the Ethics Committee (EC) of the
University Hospital Kralovské Vinohrady (opinion of EC
for the Multi-Centric clinical trials) dated XXX,
reference no. XXX and authorisation from the Ethics
Committee of the University Hospital in Brno (opinion
of EC for the local clinical trials) dated XXX and
amendment dated XXX reference no. XXX (Appendix
nos. 1, 2, 3 and 4).

Time and place of performance of the Clinical Study

1. The Clinical Study shall be performed at XXX,

University Hospital Brno, Czech Republic (hereinafter
referred to as “the Research Location”) by XXX
(hereinafter referred to as “the Principal Investigator”)
and any further individuals appointed by the Medical
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(dale jen ,feSitelsky tym®). SloZeni feSitelského
tymu musi byt uvedeno v pfislusné dokumentaci
klinického hodnoceni.

Klinické  hodnoceni  bude provedeno v
predpokladané dobé od podpisu této smlouvy
pfiblizné do XXX. Zavazek mienlivosti vSak
zUstava v platnosti po dobu péti (5) let od
ukonceni klinického hodnoceni.

Ke zméné mista (feSitelského pracovisté) nebo
hlavniho zkouSejiciho mize dojit jen na zakladé
pisemné dohody CRO a zdravotnického zafizeni.
Jakékoli zmény ve sloZeni feSitelského tymu
musi byt neprodlené zaznamenany v pfislusné
dokumentaci klinického hodnoceni.

Resitelské pracovisté a hlavni zkousejici timto
prohlauji, Ze ani FeSitelské pracovisté ani hlavni
zkouSejici nebyli a nejsou fyzickou osobou,
pravnickou osobou, sdruzenim, asociaci &i jinou
osobou, ktera by byla vylou¢ena na zakladé
rozhodnuti regulacnich organ (véetné napf.
Ufadu pro kontrolu potravin a Iékd USA).
Resitelské pracovisté a fesitelsky tym jsou
povinni ihned oznamit CRO, pokud se o takovych
okolnostech dozvédi.

V.
Zakladni podminky zpracovani klinického
hodnoceni

Hlavni zkouSejici provede klinické hodnoceni v
souladu s platnymi pravnimi predpisy CR, a to
zejména zakonem ¢&. 378/2007 Sb. o IéCivech, ve
znéni pozdéjsSich predpisu (dale jen ,zakon®),
pFislusnymi provadécimi pfedpisy tohoto zakona -
vyhlasky €. 226/2008 Sb., o spravné klinické praxi
a blizSich podminkach klinického hodnoceni
léCivych pfipravkd, zakonem ¢. 372/2011 Sh. o
zdravotnich  sluzbach, ve znéni platnych
predpisu, a ve shodé s podminkami a zasadami
stanovenymi v dokumentech uvedenych v ¢l. V.
odst. 2.

Hlavni  zkouSejici dale provede Klinické
hodnoceni v souladu s:
a) pisemnym souhlasem Statniho Ustavu

pro kontrolu 1é&Civ a souhlasem pfislusnych
etickych komisi.
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2.

Facility (hereinafter collectively referred to as “the
Research Team”). The constitution of the Research
Team must be specified in the relevant Clinical Study
documentation.

The Clinical Study is to be performed at the projected
time from the date of signature of the Contract to the
approximately to the XXX. However, the obligation to
confidentiality shall continue for five (5) years from the
close of the Clinical Study.

Changes in the site (Research Location) or the
Principal Investigator shall require written agreement
from the CRO and the Medical Facility. Any changes in
the constitution of the Research Team must be
recorded without delay in the relevant documentation
for the Clinical Study.

The Research Location and the Principal Investigator
warrant and represent that neither the Research
Location nor the Principal Investigator have been, or
are currently, an individual, corporation, partnership,
association, or entity that has been debarred by the
applicable regulatory authorities (including, without
limitation the United States Food and Drug
Administration). The Research Location and the
Research Team shall immediately notify the CRO if
they become aware of any such circumstances at any
time.

V.

Basic terms and conditions for processing the Clinical

1.

Study

The Principal Investigator shall perform the Clinical
Study in accordance with the valid legal provisions of
the Czech Republic, in particular Act no. 378/2007
Coll. on pharmaceuticals, as amended (hereinafter
referred to as “the Act”), the relevant statutory
instruments for this Act — Decree no. 226/2008 Coll.,
as amended, laying down Good Clinical Practice and
more detailed conditions for clinical trials on
pharmaceuticals, Act no. 372/2011 Coll. on health
services, as amended, and in accordance with the
conditions and principles laid down in the documents
specified under Section IV. Paragraph 2.

The Principal Investigator shall
Clinical Study in accordance with:

also perform the

a) the written authorisation from the State
Institute for Drug Control (Statni Ustav pro kontrolu
lé¢iv) and authorisation from the respective Ethical
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b) touto smlouvou a protokolem klinického
hodnoceni (€islo studie: XXX) v platném znéni,
jehoz pfipadné zmény Ize provést jen
prostfednictvim dodatkd, a to postupem, ktery je
v souladu se zédkonem.

c) souhrnem informaci pro zkousejiciho
oznaCovanym jako “Investigator’s Brochure”,
obsahujicim veSkeré v sou¢asné dobé& znamé
farmakologické informace o Ié€ivu pouZitém v
klinickém hodnoceni a jeho vlastnostech.
Investigator’s Brochure preda CRO
zkousejicimu a bude pfipojena k dokumentaci
klinického hodnoceni.

d) platnymi pokyny Mezinarodni konference
pro harmonizaci (ICH) a Helsinské deklarace
Svétové zdravotnické organizace (WHO).

CRO je odpovédna za informovani Statniho
Ustavu pro kontrolu lé€iv o zahajeni klinického
hodnoceni do 60 dnl od zahajeni klinického
hodnoceni, jakoz i za neprodlené informovani o
pfipadnych zménach podminek klinického
hodnoceni oproti podminkam, za nichz byl vydan
souhlas s jeho provedenim. CRO je dale povinna
informovat Statni Ustav pro kontrolu IéCiv o
novych poznatcich o hodnoceném I[éCivu v
souladu s platnymi smérnicemi Statniho ustavu
pro kontrolu IéCiv a o dalSich naleZitostech
stanovenych zakonem v platném znéni.

Dokumenty uvedené v odst. 2 pism. b) a c) jsou
divérné a informace o jejich obsahu mohou byt
vsouladu stouto smlouvou poskytnuty jen
¢lenim  feSitelského tymu  zdravotnického
zafizeni a pfisluSnym organim a institucim.

V.
Vybér subjektt pro klinické hodnoceni

Do klinického hodnoceni bude zafazeno pfiblizné
XXX  zpusobilych  hodnotitelnych  subjekti
na feSitelském pracovisti.

Zarazeni subjektt do klinického hodnoceni bude
mozné jen po jejich Fadném pouceni a s jejich
pisemnym informovanym souhlasem. Vyzadani
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Committees.

b) this Contract and the Protocol of the Clinical
Study (Study number: XXX) as amended, any
changes thereto must be performed by means of
amendments and using legally certified procedure.

c) the body of information for the Principal
Investigator IB, entitled the “Investigator's Brochure”,
which contains all pharmacological information
currently known about the medication used in the
Clinical Study and the characteristics of this
medication. The Investigator's Brochure shall be
presented to the Principal Investigator by the CRO
and shall be attached to the documentation for the
Clinical Study.

d) the directions applicable from the International
Conference on Harmonisation (ICH) and the Helsinki
Declaration of the World Health Organisation (WHO).

The CRO shall be responsible for notifying the State
Institute for Drug Control about the commencement of
the Clinical Study within 60 days of commencement of
the Clinical Study, and for providing immediate
notification with regard to any changes in the
conditions of the Clinical Study from the conditions
under which agreement to performance of the study
was issued. The CRO shall also be obliged to inform
the State Institute for Drug Control about new expertise
with regard to the evaluation of the medication in
accordance with the applicable directives of the State
Institute for Drug Control and with regard to further
relevant information stipulated by the Act in the
wording applicable.

The documents specified in Paragraph 2 b) and c)
shall remain confidential and information relating to the
contents of these documents may only be provided to
members of the Research Team of the Medical Facility
and relevant organs and institutions.

V.
Selection of Subjects for the Clinical Study

Approximately XXX eligible evaluable Research
Subjects are to be involved in the Clinical Study at
Research Location.

Research Subjects may only be involved in the Clinical
Study if they have been duly and properly informed
and have provided written informed consent.
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souhlasu od subjektd hodnoceni musi byt ve
shodé s etickymi principy a vsouladu se
Spravnou klinickou praxi. K tomu:

a) text pisemného souhlasu subjektu
hodnoceni se zafazenim do klinického
hodnoceni a text pisemného pouceni

(informace) pro subjekt hodnoceni zpracuje a
poskytne zkouSejicimu CRO. Oba dokumenty
musi splfiovat podminky stanovené zédkonem a
vyhlaskou.

b) podpis subjektl hodnoceni na
dokumentech uvedenych vodst. 2 pism. a)
zajisti hlavni zkouSejici.

c) podepsané dokumenty o poucéeni a
souhlasu subjektd hodnoceni, pofizené podle
odst. 2, musi byt ulozeny v dokumentaci o
klinickém hodnoceni vedené u zkouSejiciho.

3. Dokonceny subjekt hodnoceni (dale jen
.,dokoneny  subjekt‘) pFedstavuje  subjekt
hodnoceni, ktery se zu€astnil klinického

hodnoceni v souladu s protokolem, a v souvislosti
s jeho ucasti v klinickém hodnoceni byly ziskany
vyhodnotitelné  (daje, jak je definovano
protokolem klinického hodnoceni.

4. Pokud hlavni zkouSejici &i zadavatel/CRO v
prabéhu klinického hodnoceni zjisti, Ze subjekt
zafazeny do klinického hodnoceni nevyhovuje
jeho kritériim, neprodlené o tom bude informovat
CRO a ve spolupraci snim a zadavatelem
rozhodne o jeho dalSi ucasti & pfipadném
vyfazeni z klinického hodnoceni.

5. Hlavni zousejici, zdravotnické zafizeni, zadavatel
i CRO jsou povinni v prabéhu Kklinického
hodnoceni i po jeho ukoneni dbat pfislusnych
pravnich predpisi CR stanovenych na ochranu
osobnich dat a informaci o osobnich pomérech
subjektd hodnoceni zafazenych do klinického
hodnoceni.

VI.
Odskodnéni
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Agreement must be requested from the Research
Subjects in accordance with ethical principles and
Good Clinical Practice. In addition to this the following
requirements shall apply:

a) The CRO shall draft the text of the Research
Subject’s written agreement to inclusion in the
Clinical Study and the text of the written notification
(information) for the Research Subject and supply
these texts to the Principal Investigator. Both
documents must comply with legally specified
conditions and the terms of the Decree and Act.

b) The Principal Investigator shall have the
Research Subjects sign the documents specified in
Paragraph 2 a).

c) The signed documents regarding the
notification and agreement of the Research Subjects,
drawn up in accordance with Paragraph 2, must be
filed in the documents on the Clinical Study held by
the Principal Investigator.

A Completed Research Subject (hereinafter referred to
as a “Completed Subject”) shall be taken to refer to a
Research Subject who has taken part in the Clinical
Study in accordance with the Protocol and about whom
assessable data has been collected, as defined in the
Protocol to the Clinical Study, as a result of his/her
participation in the Clinical Study.

Should the Principal Investigator or the Sponsot/CRO
establish, over the course of the Clinical Study, that the
Research Subject involved in the Clinical Study does
not meet the criteria required, he shall inform the CRO
about this without delay and decide in conjunction with
the CRO and the Sponsor about the Research
Subject’s continued participation in or possible
elimination from the Clinical Study.

The Principal Investigator, the Medical Facility,
Sponsor and the CRO shall be obliged, over the
course of the Clinical Study and after completion
thereof, to respect the relevant legal provisions of the
Czech Republic laid down for protection of personal
data and information regarding personal matters
relevant to the Research Subjects involved in the
Clinical Study.

VI.
Indemnity
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1. S vyhradou vSech ostatnich naroku, které

zadavatel/CRO muze pfipadné uplatnit na
zakladé obecného prava, ekvity nebo jinak,
zdravotnické zafizeni/hlavni zkouSejici v pfipadé
zavazné nedbalosti pfi provadéni klinické studie
nebo z jakéhokoli jiného ddvodu pfipadajiciho na
vrub zdravotnického zafizeni/hlavniho
zkouSejiciho, v jehoz dusledku bude studie
nepfijatelnd pro kontrolni ufad, kterému byla
pfedlozena Zzadost o povoleni klinické studie,
uhradi CRO vSechny ¢astky a jiné vydaje, které
CRO zaplati za provadeéni klinické studie.

Zdravotnické  zafizeni/hlavni  zkouSejici  se
zavazuji, ze odSkodni zadavatele/CRO a zbavi je
odpovédnosti v  souvislosti s veSkerymi
pfipadnymi néroky vyplyvajicimi ze zavazné
nedbalosti a/nebo umysiného poruseni povinnosti
na strané zdravotnického zafizeni/hlavniho
zkouSejiciho.

Zadavatel se zavazuje, Ze odSkodni zdravotnické
zarizeni/hlavniho zkouSejiciho a personal a zbavi
je odpovédnosti v souvislosti s veSkerymi
pfipadnymi naroky uplatnénymi z ddvodu umrti
nebo télesného zranéni jakéhokoli pacienta
Ucastniciho se klinické studie v dusledku podani
hodnoceného IéCiva bé&hem klinické studie v
pfisném souladu s ustanovenimi podle této
Smlouvy.

To neplati v pfipadé, Ze takové naroky vzniknou
na zékladé zavazné nedbalosti na strané
zdravotnického zafizeni/hlavniho zkouSejiciho
a/nebo  personalu. V  takovém  pfipadé
zdravotnické zafizeni/hlavni zkouSejici odSkodni
zadavatele/CRO a zbavi je odpovédnosti
v souvislosti s vySe uvedenymi naroky.

Smluvni strana, ktera pozZaduje od$kodnéni od
druhé strany, jak je uvedeno vySe

i) neprodlené informuje druhou smluvni stranu o
veSkerych  narocich  vznesenych tfetimi
stranami,

iy pfi feSeni téchto narokd plni vSechny
pfiméfené pokyny vydané druhou smluvni
stranou nebo, je-li to mozné, povoli druhé
smluvni strané pfimé feseni téchto naroku, a

iii) neuCini zadné pfiznani odpovédnosti a
nepfistoupi na kompromis nebo na soudni ¢i
mimosoudni urovnani, pokud tak nebude
pfedem pisemné schvaleno smluvni stranou.

VII.
Sledovani (monitorovani) a kontrola pribéhu
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1. Subject to any other claims the Sponsor/CRO may

have by law, equity or otherwise, the Medical
Facility/Principal Investigator shall, in the event of
major negligence in the performance of the Clinical
Study, or any other reason attributable to the
Medical Facility/Principal Investigator which is
likely to render the Clinical Study unacceptable to a
regulatory authority to which the Clinical Study is to
be submitted, refund to the Sponsor and/or the
CRO all amounts and other expenses paid by the
CRO for the performance of the Clinical Study.

The  Medical Facility/Principal  Investigator
undertakes to indemnify and hold harmless the
Sponsor/CRO from any claims arising out of major
negligence and/or wilful misconduct on the part of
the Medical Facility/Principal Investigator.

The Sponsor undertakes to indemnify and hold
harmless the Medical Facility/Principal Investigator
and the personnel from any claims by reason of
death or bodily injury of any patient participating in
the Clinical Study and resulting from the
administration of the Study Drug during the Clinical
Study in strict accordance with the provisions
under this Contract.

This does not apply in case such claims arise from
major negligence on the part of the Medical
Facility/Principal Investigator and/or the
personnel. In such case the Medical
Facility/Principal Investigator shall indemnify and
hold harmless the Sponsor/CRO from above
claims.

The Contracting Party which requires indemnity
from the other as provided fort above shall

i) promptly inform the other Contracting Party of
any claims brought forward by third parties,

ii) in handling such claims comply with any and
all reasonable instructions given by the other
Contracting Party or, if possible, permit the
other Contracting Party to directly handle such
claims, and

i) not make any admission of liability,
compromise or in- or out-of court settlement
unless approved in writing by the Contracting
Party beforehand.

VII.

Supervision (monitoring) and inspection of the
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klinického hodnoceni

Pribéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany odbornymi utvary C&i
osobami uréenymi a povérenymi
CRO/zadavatelem, kterym zdravotnické zafizeni
a zkousejici umozni pfistup ke vdem informacim
ziskanym vramci klinického hodnoceni i
k vysledktim laboratornich testll, zkousek a jinych
zdznam(l o subjektech zafazenych do klinického
hodnoceni. Osoby povéfené CRO musi byt
uvedeny v pfislusné dokumentaci klinického
hodnoceni. Pfipadné zmény musi byt neprodlené
Zzaznamenany.

Zdravotnické zafizeni i zkouSejici umozni pfistup
pfislusnym organdm CR, inspekci Statniho
ustavu pro kontrolu IéCiv, &i zahraninich
kontrolnich Ufadi ke zdrojovym dokumentim a
zpravam, a to pro ucely kontroly a audit(.

Subjekty hodnoceni musi byt kromé& jiného
informovany zkouSejicim, Ze (daje snimi
souvisejici,  ziskané v pribéhu klinického
hodnoceni, mohou byt pouZity pro ucely kontroly
a pfedloZeny pfislusnym statnim organtm CR.

Hlavni zkouSejici se =zavazuje v pribéhu
klinického hodnoceni zajistovat pfesné, upiné,
Citelné a neprodlené zaznamenavani udaju v
zaznamech subjektd hodnoceni a ve vSech
zpravach. Zaznamy hlavniho zkouSejiciho do
zaznamu subjektd hodnoceni musi byt v souladu
se zdrojovymi dokumenty. Zaznamenavat Udaje
do formulafd pro zaznamy subjektd hodnoceni
smeéji pouze osoby fesitelského pracovisté, které
byly timto ukolem povéfeny a jejichZ odpovédnost
byla nalezit¢ dokumentovana v k tomu uréeném
podpisovém formulafi.

VIII.
Nezadouci pfihody v pribéhu klinického
hodnoceni

Hlavni zkouSejici je ze zakona povinen
neprodlené hlasit zavazné nezadouci pfihody
CRO. Pfitom postupuje  podle  pokynu
stanovenych protokolem a v souladu s platnymi
zakonnymi ustanovenimi pravnich predpisu
Ceské republiky.

V pfipadé hlaSeného umrti subjektu hodnoceni
hlavni zkouSejici poskytne CRO a etické komisi
dopliujici informace, které si CRO nebo eticka
komise vyzada.
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progress of the Clinical Study

1. The progress and performance of the Clinical Study shall

be supervised and monitored by specialist units or
individuals designated and entrusted by the
CRO/Sponsor. The said specialist units or individuals
shall be granted access by the Medical Facility and
Research Team to all information obtained over the
course of the Clinical Study and to the results of
laboratory tests, experiments and other records about
the Research Subjects involved in the Clinical Study.
The individuals appointed by the CRO must be
identified in the relevant Clinical Study documentation.
Any changes must be recorded immediately.

2. The relevant authorities of the Czech Republic and the

inspectors of the Czech State Institute for Drug Control
and foreign supervisory bodies shall be granted access
by the Medical Facility and the Principal Investigator to
the source documents and reports for the purposes of
inspections and audits.

3. The Research Subjects must also be informed by the

Principal Investigator that the information relating to
them, obtained over the course of the Clinical Study,
can be used for inspection purposes and presented to
the relevant Czech state organisations.

The Principal Investigator undertakes, over the course
of the Clinical Study, to collect full, precise, legible and
promptly recorded information in the records on the
Research Subjects and in all reports. The Principal
Investigator 's records in the files on the Research
Subjects must correspond to the source documents.
Only individuals from the Research Location who have
been appointed with the respective task and whose
accountability has been duly documented in the
signature sheet designed for the purpose shall be
authorised to record information on the forms for
records relating to the Research Subjects.

VIII.

Adverse events over the course of the Clinical Study

By law the Principal Investigator shall be obliged to
notify the CRO without delay of any serious adverse
events, acting in accordance with the instructions laid
down in the Protocol and with valid legal provisions of
the laws of the Czech Republic.

In the event of a Research Subject being declared
dead, the Principal Investigator shall provide the CRO
and the Ethical Committee with supplementary
information requested by the CRO or the Ethical
Committee.
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Zavazné neocCekavané nezadouci ucinky, jakoz i 3.

nové skuteCnosti vztahujici se k bezpe&nosti
hodnoceného pfipravku, hlasi zadavatel/CRO
zkousejicimu, Statnimu ustavu pro kontrolu 1é€iv
a pfislusnym etickym komisim.

IX.
Nahrada Skody pfi poskozeni zdravi subjektu
hodnoceni

V souladu s ustanovenim § 52 odst. 3 pism. f) 1.

zakona ¢&. 378/2007 Sb., Ize klinické hodnoceni
provadét pouze tehdy, pokud zadavatel pfed jeho
zahajenim uzavfel pojisténi odpovédnosti za
Skodu pro zkouSejiciho a zadavatele, jakoz i
pojisténi subjektd hodnoceni pro pfipad Skody
vzniklé na zdravi v dUsledku provadéni klinického
hodnoceni.

Pojisténi subjektl klinického hodnoceni
pfipad Skody vzniklé na zdravi v dusledku
provadéni klinického hodnoceni, jakoZz i pojisténi
odpovédnosti za Skodu pro hlavniho zkouSejiciho
a sponsora bylo smluvné uzavfeno zadavatelem,
a to s pojistovnou XXX. Cislo pojistné smlouvy je
XXX. Kopie dokladu o pojisténi a vSeobecné
pojistné podminky jsou pfilohou €. 5 a €. 6 této
smlouvy. Touto pojistnou smlouvou jsou kryty
XXX

Zadavatel/CRO se zavazuje ohlasit
S8kodu, kterda bude uplatnéna subjektem
hodnoceni v souvislosti s klinickym hodnocenim
jako pojistnou udalost v ramci vySe uvedeného
sjednaného  pojisténi.  Zadavatel/CRO  se
zavazuje nahradit Skodu zplsobenou subjektu
hodnoceni v souvislosti s klinickym hodnocenim
v pfipadé, ze pojistovna odmitne vyplatit plnéni z
divodu, ze zadavatel/CRO pojistnou udalost
pojistovné nenahlasil fadné a vcas.

X.
Finanéni ujednani
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pro 2.

kazdou 3.

The Sponsor/CRO shall notify the Principal
Investigator, the Czech State Institute for Drug Control
and the relevant Ethical Committees with regard to any
serious unexpected side effects and new facts relating
to the safety of the investigational product.

IX.

Compensation in the event of detriment caused to the

health of the Research Subject

In accordance with the provisions of Article 52
Paragraph 3 f) of the Act no. 378/2007 Coll., the
Clinical Study can only be performed if, prior to
commencement of the study, indemnity insurance has
been taken out to cover the Principal Investigator and
the Sponsor and insurance has been taken out to
cover the Research Subjects against possible damage
to their health as a result of the performance of the
Clinical Study.

Insurance of the Research Subjects of the Clinical
Study against detriment caused to their health as a
result of the performance of the Clinical Study, and
indemnity insurance covering the Principal Investigator
and the Sponsor have been taken out by the Sponsor
with the insurance company XXX. The insurance policy
number is XXX. A copy of the insurance schedule and
the General Terms and Conditions of Insurance are
attached to the Contract under Appendix nos. 5 and 6.
This insurance policy covers XXX.

The Sponsor/CRO is obliged to report every damage
that will be claimed by the Research Subject in relation
to the Clinical Study as insurance event within above
mentioned insurance. The Sponsor/CRO is obliged to
indemnify damage caused to the Research Subject in
relation with the Clinical Study in case that the
insurance company refuses to compensate it because
of the Sponsor/CRO has not reported insurance event
to the insurance company properly and on time.

X.
Financial provisions
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1. CRO se zavazuje uhradit zdravotnickému
zafizeni za provadéni klinického hodnoceni a za
plnéni povinnosti vyplyvajicich z této smlouvy
Castku ve vysSi XXX (slovy: XXX) za kazdy
dokonéeny subjekt klinického hodnoceni (subjekt
hodnoceni dle ¢l. V odst. 3, ktery kompletné
ukon¢i ucast v klinickém hodnoceni podle
protokolu). VySe c¢astky je odvisla od délky
klinického hodnoceni, resp. uskutecnéného poctu
studijnich navstév. Platba je bez DPH. DPH bude
pfipoCtena podle platné pravni Upravy vden
fakturace zdravotnickym zafizenim. Platba bude
provadéna na zakladé fakturace zdravotnickym
zafizenim dle kalkulace uskuteénénych navstév
vytvofené CRO a odsouhlasenych zkousejicim.
Datem zdanitelného piInéni je den doruceni
kalkulace do zdravotnického zafizeni.

2. Castka dle platného kalendafe pro zdravotnické
zafizeni v pfiloze ¢ 7 zahrnuje vesSkeré
pfedpokladané naklady zdravotnického zafizeni a
ostatni platby vzniklé v souvislosti s provadénim
klinického hodnoceni.

3. Castka bude zaplacena CRO na zakladé faktury
vystavené zdravotnickym zafizenim se splatnosti
XXX ode dne doru¢eni CRO. Zdravotnické
zafizeni je opravnéno fakturovat ¢astku dle odst.
1 Ctvrtletné, a to na zakladé navstév, které byly
kompletné dokonéeny a poté byla provéfena
spravnost udaju ve formulafich pro individualni
zaznamy subjektll hodnoceni vcéetné prevzeti
zaznamu zodpovédnym monitorem.

Fakturaéni adresa:

Premier Research s.r.o.

se sidlem:

Xaveriova 1900/10, 150 00, Praha 5, Ceska
republika

DIC: CZ 271 04 494

4. V pfipadé, Ze subjekt hodnoceni ukoné&i po
zahajeni 1é¢by ucast v klinickém hodnoceni
pfedéasné a bez zavinéni ze strany
zdravotnického zafizeni nebo zkouSejiciho a je
pfitom  vyhodnotitelny, obdrzi zdravotnické
zafizeni pomérnou ¢ast dohodnuté castky dle
odst. 1 a pfilohy &islo 7.

5. Vpfipadé pred€asného ukonceni klinického
hodnoceni podle ¢l. XIV odst. 2 pism. d) nebo
odstoupeni od této smlouvy vinou nebo z vile
CRO se CRO zavazuje uhradit zdravotnickému
zafizeni pomérnou ¢ast nakladd vynalozenych na
provedenou ¢ast klinického hodnoceni.
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1. CRO is obliged to disburse to the Medical Facility for

conduct of Clinical Study and fulfiment of all
requirements agreed in this Contract mean
compensation amounts XXX (in words: XXX) for each
completed patient (Research Subject as specified
under Section V Paragraph 3, who fully completes
participation in the Clinical Study in accordance with
the Protocol). Compensation depends on the Clinical
Study duration, i.e. it is based on patient visits
completed. The amount does not include VAT. VAT will
be added according to the applicable legislation on day
of invoice by the Medical Facility. Payment will be
made based on the invoice issued by the Medical
Facility according to the calculation of actually
conducted visits determined by the CRO and approved
by the Principal Investigator. The date of taxable
supply is day of delivery of calculations to the Medical
Facility.

The payment specified under the Budget table for the
Medical Facility in the Appendix No. 7 shall comprise
the anticipated costs incurred by the Medical Facility
and other payments in connection with performance of
the Clinical Study.

Payment shall be made by the CRO on the basis of an
invoice issued by the Medical Facility with a maturity of
XXX from the date of delivery to the CRO. The Medical
Facility shall be entitled to invoice for the payment
specified under Paragraph 1 on a quarterly basis,
based on patient visits fully completed and after
reviewing the accuracy of data in the case report
forms, including receipt of the case report forms by the
responsible monitor.

Invoice address:

Premier Research s.r.o.

Registered at address:

Xaveriova 1900/10, 150 00, Prague 5, Czech Republic
VAT No.: CZ 271 04 494

In the event of the Research Subject terminating
his/her participation in the Clinical Study early after
commencement of the treatment, without the Medical
Facility or the Principal Investigator being at fault, yet
providing assessable results, the Medical Facility shall
receive a proportional sum of the payment agreed
under Paragraph 1 and Appendix No. 7.

In the event of Early Termination of the Clinical Study
as specified in Section XIV Paragraph 2 d) or
withdrawal from this Contract through the fault or will of
the CRO, the CRO undertakes to pay back to the
Medical Facility a pro rata amount of the costs incurred
for the proportion of the Clinical Study performed.
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6. DalSi platby pro zdravotnické zafizeni (platba
XXX, bez DPH):

- Start-up poplatek (jednorazovy poplatek za praci
spojenou s moznosti realizace KH) XXX. Uhrada
po podpisu smlouvy na zakladé samostatné
vystavené faktury zdravotnickym zafizenim.

- PauSéalni poplatek — Nemocni¢ni Iékarna (za
kazdy zapocaty rok aktivni lé€by pacientd ve
studii) XXX.

- CRO poskytne zdravotnickému  zafizeni
jednoréazovou platbu za likvidaci studijniho Ié¢iva
(v pfipadé, Ze se realizuje) XXX a XXX za kazdy
kg zlikvidovaného lé&iva. Castka bude splatna ve
Ihité XXX od pfijeti faktury od zdravotnického
zafizeni.

- PauSalni poplatek — Oddéleni klinickych studii
(za kazdy zapocaty rok aktivni Ié€by pacientd ve
studii) XXX.

- PauSalni poplatek — Ekonomické oddéleni,
Zaméstnanecké odd., (za kazdy zapocaty rok
aktivniho naboru pacientd) XXX.

- Archivace dokumentace/subjekt hodnoceni -
XXX.

7. Zdravotnické zafizeni vyplati hlavnimu
zkouSejicimu a  studijnimu  tymu odménu
v souladu se svym vnitfnim pfedpisem.

XI.
Ostatni ujednani

1. Zadavatel/CRO poskytne zdravotnickému
zarizeni bezplatné dostatecné mnozstvi
testovaného pfipravku AbobotulinumtoxinA po
celou dobu prabéhu klinického hodnoceni (dale
jen ,studijni 1&¢ivo").

2. Zdravotnické zafizeni zajisti bezpe&né a spravné
skladovani a manipulaci se studijnim [éCivem.
Studijni 1éCivo bude uloZeno ve smyslu pokynu
LEK-12 vydaného 5. prosince 2008 Statnim
ustavem pro kontrolu 1éCiv.

3. Poskytnuté hodnocené I|éCivo (IMP) a ostatni
material zkousSejici pouzije pouze pro provedeni
klinického hodnoceni a o jejich vydeji a spotfebé
bude vést dokumentaci vrozsahu, ktery ur€i
CRO. Po ukon¢eni musi zkous$ejici vratit CRO,
na naklady CRO, v8echny nepouzité formulare
pro zaznamy subjektd hodnoceni, studijni IéCivo a
veSkery dalSi material; a informace poskytnuté
CRO a /nebo zadavatelem, nebo vzniklé béhem
studie (nebude-li stanoveno jinak po vzajemné
dohod8).
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6. Additional payments to the Medical Facility (Amount

XXX without VAT):

The lump sum payment of XXX (is Start up Fee
covering the costs related to the posibbilty of
realization of the Clinical Study). Payment shall be
made after formation of a Contract on the basis of a
separate invoice issued by the Medical Facility.
Pharmacy fee (lump sum payment per each initiated
year of active treatment of the Research Subjects in
the Clinical Study) XXX.

CRO undertakes to pay to the Medical Facility lump-
sum payment per destruction of Study Drug (if it si
performed) in amount of XXX and XXX /per each
destructed kilogram. The maturity is XXX from the
date of receiving the invoice by the CRO from the
Medical Facility.

Department of Clinical Studies (lump sum payment
per each initiated year of active treatment of the
Research Subjects in the Clinical Study) XXX.
Economy Department, Employment Department (lump
sum payment per each initiated year of active
enrollment of the Research Subjects) XXX.

Archiving fee/per Research Subject XXX.

7. The Medical Facility will pay to the Principal Investigator
and to the members of the Study Team remuneration in
accordance with its internal regulation.

XI.
Other provisions

1. The Sponsor/CRO shall provide the Medical Facility at

no cost with sufficient quantities of the study drug
AbobotulinumtoxinA for the whole duration of the
Clinical Study (hereinafter called the “Study Drug”).

The Medical Facility shall guarantee the safe and
proper storage and handling of the Study Drug. The
Study Drug will be stored in accordance with quideline
LEK-12 issued by State Institute for Drug Control on 5
December 2008.

The Principal Investigator shall only use the medication
(IMP) and other material provided for the performance
of the Clinical Study and shall document the outlay and
consumption thereof to the extent set by the CRO.
Upon termination the Investigator shall deliver to CRO,
at the expense of CRO, all unused case reports and
Study Drug, and all other material and information
provided by CRO and /or the Sponsor, or generated
during the Study (unless instructed otherwise by
mutual agreement).
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10.

Po ukonéeni nebo prfedéasném ukonceni
klinického hodnoceni bude veskeré
nespotfebované studijni IéCivo vraceno zadavateli
(nebude-li stanoveno jinak po vzajemné dohodé).
Mnozstvi studijniho 1éCiva vydaného pacientliim
stejné jako mnozstvi studijniho léciva vraceného
zadavateli musi byt dokumentovano.

Zdravotnické zafizeni se zavazuje uschovat
veSkerou dokumentaci stanovenou zakonem
nejméneé 5 let po ukonc&eni klinického hodnoceni.

CRO pisemné informuje etickou komisi o pribéhu

klinického hodnoceni, a to jednou rocné
zpGsobem stanovenym vyhlaSkou. ZkouSejici
neprodlené informuje zpravou CRO, etickou

komisi a zdravotnické zafizeni o jakychkoliv
zménach  vyznamné&  ovliviujicich  vedeni
klinického hodnoceni a nebo zvysujicich riziko
subjektd hodnoceni.

CRO prohlasuje, ze ve véci tohoto klinického
hodnoceni CRO ani zadavatel neuzavie Zadnou

dalSi smlouvu szadnym  zaméstnancem
zdravotnického zafizeni.
Subjektim  hodnoceni  budou zpétné po

predlozeni UCetnich dokladd proplaceny nahrady
vydajll souvisejici se studii, tedy cestovné a
parkovné. XXX. Nahrady vydajd budou subjektiim
hodnoceni vyplaceny prostfednictvim pokladny
zdravotnického zafizeni. Platba bude provadéna
CRO na zakladé fakturace zdravotnickym
zafizenim dle kalkulace vytvoifené CRO.
Splatnost je XXX ode dne doru€eni faktury
zdravotnickym zafizenim CRO. Nahrady budou
pacientim vyplaceny po Uhradé vystavené
faktury.

CRO, se jménem zadavatele, zavazuje uhradit
naklady zdravotnickému zafizeni spojené s tzv.
screening failure ve vySi XXX (bez DPH) na
zakladé vystavené faktury  zdravotnickym
zafizenim v souladu s podminkami této smlouvy.

CRO, se jménem zadavatele, zavazuje uhradit
naklady zdravotnickému zafizeni za kazdou
neplanovanou navstévu (pokud se uskutec¢ni a
pfimo souvisi nebo je vdUsledku provadéni
protokolu) na zakladé vystavené faktury
zdravotnickym zafizenim v souladu
s podminkami této smlouvy.
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4.

10.

Upon completion or discontinuation of the Clinical
Study any unused quantities of the Study Drug shall be
returned to the Sponsor (unless instructed otherwise
by mutual agreement). The quantities of Study Drug
dispensed to patients and the quantities of Study Drug
returned to the Sponsor must be documented.

The Medical Facility undertakes to keep all
documentation stipulated under the terms of the Act for
at least 5 years after termination of the Clinical Study.

The CRO shall inform the Ethics Committee, once a
year in writing, about the progress of the Clinical Study,
in the form stipulated under the terms of the Decree.
The Principal Investigator shall inform the CRO, the
Ethics Committee and the Medical Facility, via an
immediate report, about any changes which
significantly affect the performance of the Clinical
Study and/or increase the risk to which the Research
Subjects are exposed.

CRO declares that in the case of this Clinical Study
neither CRO nor the Sponsor conclude any other
contract with any employee of the Medical Facility.

Research Subject will be retrospectively reimbursed for
study-related expenses such as transport and parking
costs if they can provide an accounting documents.
XXX. Reimbursement of expenses to the Research
Subjects will be disbursed through the cash register of
the Medical Facility. The payment will be made based
on invoice issued by the Medical Facility according to
the calculation of determined by the CRO. The maturity
is XXX from the date of receiving the invoice by the
CRO from the Medical Facility. Study-related expenses
will be reimbursed after the payment of an invoice
issued.

CRO, on behalf of the sponsor, is obliged to disburse
to the Medical Facility costs per screening failure
amounting of XXX (without VAT) based on the invoice
issued by the Medical Facility in accordance with
conditions of this Contract.

CRO, on behalf of the sponsor, is obliged to disburse
to the Medical Facility costs per each unscheduled visit
(if it is applied and is directly related or due to the
protocol conduct), based on the invoice issued by the
Medical Facility in accordance with conditions of this
Contract.
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XIl.
Ochrana davérnych informaci

1. Duavérnymi informacemi (ve smyslu § 1730
zakona €. 89/2012 Sb., ob&ansky z&konik) se pro
Ucely této smlouvy rozumi veSkeré informace
poskytnuté zadavatelem/CRO a vztahujici se ke
klinickému  hodnoceni;  zahrnuji  zejména
informace o struktufe, slozeni, ingrediencich,
vzorcich, know-how, technickych postupech a
procesech, jakoz i jiné informace
zadavatelem/CRO oznacené jako duvérné.
VeSkeré tyto informace jsou predmétem
obchodniho tajemstvi zadavatele. Duvérné
informace budou zpfistupnény v pfipadech, kdy
je to stanoveno obecné& zavaznymi pravnimi
pfedpisy, popf. na zakladé rozhodnuti soudu,
statniho organu ¢&i zfizovatele zdravotnického
zarizeni. Zdravotnické zafizeni nesmi tyto
informace zpfistupnit tfetim osobam nebo je
pouzivat pro jiny ucel nez ureny v instrukcich
zadavatele/CRO, a ani ohrozit toto obchodni
tajemstvi. Tyto informace jsou ve vyluéném
vlastnictvi zadavatele/CRO a musi byt uloZeny na
bezpe&ném misté, aby bylo zabranéno pfistupu
tretich osob k témto informacim a jakémukoliv
zplsobu jejich zneuziti. Zdravotnické zafizeni a
zkouSejici jsou povinni informovat veSkeré osoby
zuCastnéné na provadéni klinického hodnoceni o
povinnosti mi¢enlivosti a 0 moznych nasledcich
jejiho poruseni.

XII.

Vlastnictvi vysledkt klinického hodnoceni a jeho
ochrana

1. Vysledek Kklinického hodnoceni je vyluénym 1.

vlastnictvim XXX.

2. XXX
3. XXX
4., XXX

XIV.
Predc¢asné ukonceni klinického hodnoceni

1. Je-li po zafazeni alespori jednoho subjektu
klinického hodnoceni do klinického hodnoceni
toto  klinické hodnoceni ukoneno pred
provedenim vS§ech ukon( stanovenych
protokolem (dale jen ,pfedCasné ukonceni®),
zkousejici o tom neprodlené informuje subjekty
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XIl.
Protection of confidential information

1. For the purposes of this Contract, confidential
information (as specified in 1730 of the Act No.
89/2012 Coll., the Civil Procedure Code) shall be
taken to include all information provided by the
Sponsor/CRO with regard to the Clinical Study. It
shall be taken to include, in particular, information
relating to the structure, composition, ingredients,
samples, expertise, technical processes and
procedures, and all other information classified as
confidential by the Sponsor/CRO. All this information
shall form the subject matter of the Sponsors’s trade
secret. Confidential information will be made
accessible in those cases when so determined by
generally binding legal regulations, or as the case
may be, based on a decision of the court,
state/governmental body, or incorporator of the
Medical Facility. The Medical Facility shall not make
this information available to third parties or use it for
purposes other than the purposes specified in the
Sponsor/CRQO'’s instructions, or risk a breach of the
trade secret. This information shall constitute the
Sponsor/CRO’s exclusive property and must be
stored in a safe place so as to prevent third parties
gaining access to the information and misusing it in
any way. The Medical Facility and the Principal
Investigator undertake to inform all individuals
involved in the performance of the Clinical Study
about the confidentiality obligation and about the
possible consequences of breach of that obligation.

XII.
Ownership of the findings of the Clinical Study and
protection thereof

The findings of the Clinical Study shall remain the
exclusive property of the XXX.

XXX

XXX

XXX

XIV.
Early Termination of the Clinical Study

If the Clinical Study is terminated, prior to performance
of all the operations set by the Protocol, after at least
one Research Subject has been included in the Clinical
Study (hereinafter referred to as “Early Termination”),
the Principal Investigator shall inform the Research
Subjects thereof without delay and shall ensure the
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hodnoceni a zajisti jejich dalsi [é¢bu a sledovani
zdravotniho stavu.

2. Klinické hodnoceni mlze byt predCasné
ukonceno
a) zZjisti-li zadavatel/CRO nedostatky v

provadéni klinického hodnoceni feSitelskym
tymem nebo zdravotnickym zafizenim, zvlasté
pak zavazna poruseni protokolu studie, zasad
Spravné klinické praxe ¢&i pravnich predpist
nebo ustanoveni smlouvy, provede neprodlené
opatfeni za uCelem zajisténi odstranéni
nedostatk(l. Jestlize monitorovani nebo audit
odhali nebo potvrdi zavazné nebo trvalé
nedostatky na strané zkouSejiciho (i
zdravotnického zafizeni, muze CRO nebo
Statni ustav pro kontrolu léciv ukoncit Ucast
feSitelského pracovisté v klinickém hodnoceni.
V takovém pfipadé o tom zkouSejici neprodlené
informuje zdravotnické zafizeni a etickou
komisi, které poskytne podrobné pisemné
vysvétleni.

b) zkouSejicim, pficemz zkousejici o
tom neprodlené informuje zdravotnické zafizeni,
CRO a etickou komisi. CRO a etické komisi
poskytne podrobné pisemné vysvétleni.

c) odvolanim souhlasu etické komise.
V takovém pfipadé o tom zkouSejici neprodlené
informuje zdravotnické zafizeni a CRO, kterému
poda podrobné pisemné vysvétleni.

d) zadavatelem kdykoli, toto vS8ak musi
pisemné oznamit zkouSejicimu a
zdravotnickému zafizeni. V takovém pfipadé
obdrzi zdravotnické =zafizeni pomérnou c&ast
dohodnuté odmény dle ¢l. X. odst.5.

XV.
Zavérecna ustanoveni

1. Tato smlouva nabyva platnosti a uc€innosti dnem
podpisu vSemi smluvnimi stranami.

2. Smluvni strany berou na vé&domi, Ze smlouva
bude v souladu se zakonem ¢&. 340/2015 Sb., o
registru  smluv,  zdravotnickym  zafizenim
zvefejnéna v registru smluv.
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a) if the

continued treatment and monitoring of the health of the
said Research Subjects.

The Clinical Study may be terminated early

Sponsor/CRO determines
shortcomings in the performance of the Clinical Study
by the Research Team or the Medical Facility, in
particular serious breaches of the Protocol of the
study, the principles of Good Clinical Practice or legal
regulations or the provisions of the Contract and does
not immediately implement measures aimed at
ensuring elimination of the shortcomings. If
monitoring or auditing reveals or confirms serious or
long-term shortcomings on the part of the Principal
Investigator or the Medical Facility, the CRO or the
Czech State Institute for Drug Control shall be
entitled to terminate the participation of the Research
Location in the Clinical Study. In such a case the
Principal Investigator shall inform the Medical Facility
and the Ethical Committee thereof without delay and
shall provide a detailed written explanation.

b) by the Principal Investigator, whereupon

the Principal Investigator shall inform the Medical
Facility, the CRO and the Ethical Committee thereof
without delay. The Principal Investigator shall provide
the CRO and the Ethical Committee with a detailed
written explanation.

c) by retraction of authorisation from the

Ethical Committee. In such a case the Principal
Investigator shall inform the Medical Facility and the
CRO thereof without delay and shall provide a
detailed written explanation.

d) by the Sponsor at any time, which the

CRO must notify in writing to the Principal
Investigator and the Medical Facility. In such a case
the Medical Facility shall receive a pro rata amount of
the agreed payment as laid down in Section X.
Paragraph 5.

XV.
Final provisions

This Contract shall assume validity and effect on the
date of signature by all Contracting Parties.

The Contracting Parties are aware that this Contract
will be in accordance with the law no. 340/2015 Coll.,
on the registry of contracts published in the registry of
contracts by the Medical Facility.
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3. Kterdkoliv ze smluvnich stran je opravnéna od
této smlouvy odstoupit, a to s uc€innosti ode dne
doruceni odstoupeni druhé smluvni strané, avsak
pouze pfi splnéni podminky stanovené v &l. XIV
odst. 1, jestlize v okamziku odstoupeni od
smlouvy se alespof jeden subjekt hodnoceni
zucastnuje klinické ¢asti hodnoceni a odstoupeni
od smlouvy tak pfedstavuje pfed€asné ukonceni
klinického hodnoceni. Nastane-li takova situace,
musi zkousSejici neprodlené informovat etickou
komisi o divodech odstoupeni.

4. Odstoupit od smlouvy Ize zejména
z nasledujicich davodu:
a) néktera ze smluvnich stran porusi

nékteré z ustanoveni této smlouvy a poruseni
nenapravi ani do 30 dnl ode dne doruceni
upozornéni na toto poruseni.

b) pozbude opravnéni k c&innosti
souvisejici stouto smlouvou, nebo ukongi
podnikani (€innost) v dlsledku zruSeni,
likvidace nebo jinych skute€nosti, nebo
v pfipadé podani navrhu na prohlaseni
konkurzu.

c) bude-li riziko Gjmy na zdravi subjektt
hodnoceni neimérné zvyseno.

d) bude-li potfebné opravnéni, povoleni
Ci souhlas s provadénim klinického hodnoceni
odvolano, odebrano, ¢&i uplyne doba jeho
platnosti bez pfisluSného prodlouzeni.

e) v dalSich  pfipadech
zakonem nebo touto smlouvou.

stanovenych

V ostatnich pfipadech lze smlouvu ukoncit
dohodou. V takovych pfipadech je vSak nezbytné
dodrzet podminku stanovenou v odst. 2, nastane-
li situace, Ze v okamziku odstoupeni od smlouvy
se alespon jeden subjekt zG&astriuje klinické Casti

hodnoceni.
5. Prava a povinnosti smluvnich stran touto
smlouvou vyslovné neupravené se fidi

ustanovenim zakona ¢&. 89/2012 Sb, ob&anského
zéakoniku, v platném znéni, zakonem &. 378/2007
Sh. vplatném znéni a souvisejicimi pravnimi
predpisy Ceské republiky.

6. Smlouva se fidi a je interpretovana v souladu s
pravnimi predpisy Ceské republiky. PFipadné
spory vzniklé v souvislosti stouto smlouvou
budou feSeny u vécné a mistné pfislusného
soudu Ceské republiky.
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3.

4.

Either of the Contracting Parties shall be entitled to
withdraw from this Contract with effect from the date of
delivery of withdrawal from the Contract to the other
Contracting Party, providing the conditions stipulated in
Section XIV Paragraph 1 have been fulfilled, if at least
one Research Subject is taking part, at the time of
withdrawal from the Contract, in the clinical part of the
study and withdrawal from the Contract therefore
constitutes Early Termination of the Clinical Study.
Should such a situation come to pass, the Principal
Investigator must inform the Ethical Committee without
delay as to the reasons for withdrawal.

Withdrawal from the Contract shall especially be
possible on the following grounds:

a) either Contracting Party breaches any of
the provisions of the present Contract and neglects to
rectify this breach within 30 days from the date of
delivery of notification of the said breach.

b) either Contracting Party loses its
entitlement to perform activities connected with this
Contract, or ceases business as a result of
dissolution, liquidation or other factors, or in the event
of a petition for bankruptcy being filed.

c) if the risk of detriment to the health of the
Research Subjects is increased disproportionately.

d) if the required entitlement, permission or
authorisation to perform the Clinical Study is
rescinded or withdrawn or if the period of validity
thereof expires without the relevant extension.

e) in any other cases stipulated by law or
under the terms of this Contract.

In other cases the Contract can be terminated by
agreement. In such cases, however, the condition
specified in Paragraph 2 must be complied with should
the situation arise that, at the time of withdrawal from
the Contract, at least one Research Subject is taking
part in the clinical part of the Clinical Study.

The rights and obligations of the Contracting Parties
not explicitly regulated under the terms of the present
Contract shall be governed by the provisions of the Act
no. 89/2012 Coll., Civil Code, as amended, Act no.
378/2007 Coll.,, as amended, and the related legal
regulations of the Czech Republic.

The present Contract will be governed and interpreted
under Czech law. Potential disputes which are not
resolved in an amicable manner will be heared and
decided by the competent courts in the Czech
Republic.
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7. Tato

smlouva je vyhotovena ve ftfech
stejnopisech, pficemz kazda ze smluvnich stran
obdrzi po jednom vytisku. Smlouvu je mozno
ménit pouze formou pisemnych dodatku
podepsanych vSemi smluvnimi stranami.

Tato smlouva je vyhotovena v Ceské a anglické
jazykové verzi, v pfipadé rozporG mezi nimi je
rozhodujici verze ¢eska.

9. Nedilnou souc¢asti smlouvy jsou tyto pfilohy:

Priloha €. 1: Povoleni Statniho Ustavu pro kontrolu
[éCiv, vydaného dne XXX pod €&.j. XXX

Priloha €. 2: Souhlas Etické komise Fakultni
nemocnice Kralovské Vinohrady ze dne XXX pod
C.j.o XXX

Priloha €. 3 a 4: Souhlas Etické komise FN Brno
ze dne XXX a dodatku ze dne XXX pod &.j.: XXX.

Ptiloha €. 5: Doklad o pojisténi
Priloha €. 6: VSeobecné pojistné podminky

Priloha €. 7: Platebni kalendar pro zdravotnické
zarizeni
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This Contract has been drawn up in three copies, each
having the value of an original, one of which shall be
retained by each of the Contracting Parties. The
Contract may only be modified in the form of written
amendments, signed by all Contracting Parties.

This Contract has been drawn in Czech and English
version, in case of any conflict between them, the
Czech version is decisive.

The following Appendices shall constitute an integral
part of the Contract:

App. no. 1: Authorisation of the Czech State Institute
for Drug Control, issued on XXX reference no. XXX

App. no. 2: Authorisation of the Ethics Committee of
the University Hospital Kralovské Vinohrady dated XXX
reference no. XXX

App. no. 3 a 4: Authorisation of the Ethics Committee
of the University Hospital in Brno dated XXX and
amendment dated XXX reference no. XXX.

App. no. 5: Insurance Certificate
App. no.6: General Terms and Conditions of Insurance

App. no. 7: Budget table for the Medical Facility
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V Praze dne

Za CRO: XXX

In Prague date ...............

On behalf of the CRO: XXX

V Brnédne.........co........

Za zdravotnické zarizeni: XXX

.Nize podepsany, XXX jako hlavni zkouSejici
potvrzuje, Zze se fadné seznamil se smlouvou a
pfislusnou dokumentaci ke Kklinickému hodnoceni
léCiv(a) a zavazuje se zajistit dodrzovani povinnosti z
nich vyplyvajicich. Dale se zavazuje nezvefejhovat
informace tykajici se predmétného klinického
hodnoceni bez pfedchoziho pisemného souhlasu
zadavatele, zachovavat ml€enlivost o v3ech
poskytnutych informacich, povazovat tyto za davérné
a zdrzet se jakéhokoliv jiného uziti téchto informaci a
vysledkl nez pro ucely tohoto klinického hodnoceni.
Jako zkouSejici souhlasim s tim, zZe zadavatel (a
popf. i CRO) bude/budou shromazdovat, pouZivat,
zpracovavat a zvefejiiovat mé osobni udaje, v€etné
jména, kvalifikace a zkuSenosti v klinickém
hodnoceni, mé finan¢ni Udaje vztahujici se mimo jiné
k obdrzené odméné a finan¢ni nahradé a dalSi osobni
Udaje k administrativnim uc€elim v souvislosti s
klinickym hodnocenim, popf. k poskytnuti etickym
komisim a statnim ufadim a zavazuji se zajistit tento
souhlas i od spoluzkous$ejici(ho/ch) a ostatnich ¢lenu
studijniho tymu.

In Brno date: ................

On behalf of the Medical Facility: XXX

The undersigned, XXX as the Principal Investigator, hereby
confirms that he has duly familiarized himself with the
Contract and related documentation of the Clinical Study of
medicinal product(s) and undertakes to meet the duties
resulting therefrom. In addition, he undertakes to not
publish any information related to the Clinical Study in
question without prior written consent from the Sponsor, to
not disclose any information obtained, to keep it
confidential, and to refrain from any use of such information
and results other than for the purposes of this Clinical
Study. As the investigator, | do consent to the Sponsor (or
as the case may be, CRO) collecting, using, processing
and publishing my personal data, including my name,
qualification, and experiences in the Clinical Study, my
financial data related inter alia to remuneration received
and financial compensation and other personal data for
administrative purposes related to the Clinical Study, or for
provision of this data to ethics committees and state
authorities, and undertake to obtain such consent also
from the co-investigators and other members of the Study
Team.

V Brnédne...................

Hlavni zkouSejici: XXX
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In Brno date: ................

Principal Investigator: XXX
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