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— Provider — Investigator

Site number: CZ09

Pl name:

Country: Czech Repulic

Sponsor: Almirall Hermal GmbH

Instituce —Zkousejici

Cislo centra: CZ09

Jméno :

Zems: Ceska republika

Zadavatel: Almirall Hermal GmbH

CLINICAL STUDY AGREEMENT

Protocol No: H15/02 (“the Protocol”)
EudraCT No: 2015-004451-40
Investigational medicinal product (“the
IMP”): Tetrahydrocannabinol (THC),
cannabidiol (CBD)

Sponsor:

SMLOUVA O KLINICKEM
HODNOCENI

Protokol ¢.: H15/02 (“Protokol”)
EudraCT No: 2015-004451-40
Hodnoceny 1é¢ivy pripravek (,,Hodnocené
1é¢ivo*): Tetrahydrocannabinol (THC),
cannabidiol (CBD)

Zadavatel:

Almirall Hermal GmbH,Scholtzstral3e 3, 21465 Reinbek, Germany VAT: DE 255221376 acting
by its legally authorized representative / Almirall Hermal GmbH,Scholtzstrale 3, 21465
Reinbek, Némecko DIC: DE 255221376 jednajici prosttednictvim svého zastupce:

hereinafter “the Sponsor”,

dale jen ,,Zadavatel*,

represented upon the power of attorney zastoupeny na zakladé plné moci (Ptiloha ¢&. 3)

(Appendix No. 3) given to:

udé€lené spolecnosti:

EastHORN Clinical Services in CEE Limited
Kyvelis 7, Office 102, P.C. 1087, Nicosia, Cyprus / Kypr
Court Registration Number: HE 253002
Tax ID / DIC: CY10253002U
represented by Malgorzata Szerszeniewska, MD, Executive Head /zastoupena MUDr.
Malgorzata Szerszeniewska, jednatelem

and

CRO:

a

CRO:

EastHORN Clinical Services in CEE Limited
Kyvelis 7, Office 102, P.C. 1087, Nicosia, Cyprus / Kypr
Court Registration Number: HE 253002
Tax ID / DIC: CY10253002U
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Instituce —Zkousejici

Cislo centra: CZ09

Jméno :

Zems: Ceska republika

Zadavatel: Almirall Hermal GmbH

represented by Malgorzata Szerszeniewska, MD,

Executive Head / zastoupend MUDr.

Malgorzata Szerszeniewska, jednatelem

hereinafter “the CRO”,

and

Provider of Health Care:

dale jen,,CRO*,

Poskytovatel zdravotnich sluzeb:

Fakultni nemocnice v Motole
statni prispévkova organizace
Address / Adresa: V Uvalu 84, Praha 5, 150 06
Czech Republic / Ceska republika
ID / ICO: 00064203
Tax ID / DIC: CZ 00064203
represented by /
jednajici/zastoupena: Miloslav Ludvik, LLD. , Ing., MBA/ JUDr. Ing. Miloslavem
Ludvikem, MBA, feditelem, na zaklad¢ jmenovani 27.4.2000/ director, based on designation
on 27.4. 2000

hereinafter “the Provider”

The above defined parties have concluded
in accordance with

prov. no. 1746/2 of Act No. 89/2012 Coll.,
Civil Code, as amended (hereinafter “Civil
Code”), Act no. 378/2007 Coll., on Drugs
and amendments of other related acts, as
amended and prov. 12, section 2, Decree
No. 226/2008 Coll., on Good Clinical
Practice and detailed conditions for drug
trials, as amended,

this  Clinical Study Agreement on

dale jen “Poskytovatel*

Vyse uvedené smluvni strany uzaviraji v souladu
S

ustanovenim § 1746, odst. 2 zak. ¢. 89/2012
Sb., obcansky zakonik, v platném znéni (déle
jen “Obcansky zakonik™), zdkona ¢. 378/2007
Sb., o léCivech a o zménach nékterych
souvisejicich zédkont, v platném znéni a § 12,
odst. 2 vyhlasky ¢. 226/2008 Sb., o spravné
klinické praxi a blizSich podminkéch
klinického hodnoceni 1éCivych piipravka,
V platném znéni,
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Protocol number: H15/02

EastHORN study code: 10101

Type of contract: Clinical Study Agreement - Site contract:
— Provider — Investigator

Site number: CZ09

Pl name:

Country: Czech Repulic

Sponsor: Almirall Hermal GmbH

Cislo protokotu: H15/02
EastHORN ¢islo projektu: 10101
CRO
Instituce —Zkousejici

Cislo centra: CZ09

Jméno :

Zems: Ceska republika

Zadavatel: Almirall Hermal GmbH

evaluation of human medicinal
(hereinafter “the Agreement”)

drug

1. Subject and purpose of the

tuto Smlouvu o klinickém hodnoceni humanniho
1écivého pripravku (dale jen “Smlouva”)

1. Predmét a ucel Smlouvy

Agreement

a) The subject of this Agreement is the
performance of a clinical trial of human
medicinal drug “Sativex® as Add-on
therapy Vs. further optimized first- line
ANTispastics” (hereinafter “the
Study™).

b) The purpose of this Agreement is to
stipulate terms and conditions for

a) Predmétem této Smlouvy je provedeni
klinického hodnoceni humanniho 1é¢ivého
piipravku ,, Sativex® jako piidatna 1écba
v porovnani s dalsi optimalizovanou lé¢bou
antispastiky prvni volby” (dale jen ,,Klinické
hodnoceni*).

b) Ucelem této Smlouvy je stanovit podminky
k provedeni Klinického hodnoceni a vymezit
prava a povinnosti smluvnich stran pro pribéh

performance of the Study and to set Klinického hodnoceni a zpracovani jeho
forth rights and obligations for vysledku.
performance of the Study and
processing of its results.
2. Place and time of performance of the 2. Misto a ¢as provedeni Klinického
Study hodnoceni

(@ The Study will be conducted on the
basis of the Approval issued by the
State Institute for Drug Control
(Appendix No. 1 of this Agreement)
and Approval of the Ethics Committee
for Multicentre Trials and Local
Ethics Committee (Appendix No. 2 of
this Agreement).

The ProviderProvider undertakes to
conduct the Study at Neurology
department of Fakultni nemocnice
Motol, V Uvalu 84, Praha 5, 150 086,

(b)

(@ Klinické hodnoceni bude provedeno na
zakladg prislusného povoleni vydaného Statnim
ustavem pro kontrolu 1é¢iv (Piiloha ¢. 1 této
Smlouvy), souhlasu etické komise pro
multicentricka klinickd hodnoceni a mistni

etické komise (Piiloha ¢. 2 této Smlouvy).

(b) Poskytovatel se zavazuje provest Klinické
hodnoceni Neurologické klinice 2. LF UK a FN
Motol ve Fakultni nemocnice Motol, V Uvalu
84, Praha 5, 150 06, Ceska Republika ( déle jen

Czech republic ( hereinafter “the ,Misto hodnoceni) pod vedenim Hlavni
Site’) led by the Principal zkousSejici PInéni
Investigator. Performance of povinnosti Hlavniho zkousejiciho stanovenych
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Protocol number: H15/02 Cislo protokotu: H15/02
EastHORN study code: 10101 EastHORN ¢islo projektu: 10101
Type of contract: Clinical Study Agreement - Site contract: CRO Typ smlouvy: Smlouva 0 KH — Smlouva s centrem: CRO —
— Provider — Investigator Instituce —Zkousejici
Site number: CZ09 Cislo centra: CZ09
P1 name: Jméno :
Country: Czech Repulic Zems: Ceska republika
Sponsor: Almirall Hermal GmbH Zadavatel: Almirall Hermal GmbH
obligations  of  the Principal touto Smlouvou bude zajisténo

Investigator ]
established by this Agreement shall be
ensured by the ProviderProvider in the
capacity of his/her employer within
the labour law relations.
(c) The enrolment of Study subjects
(hereinafter “the Study subjects”) is
presumed to start in March 2016 and
will end in December 2016 or earlier
if the required number of Study
subjects is achieved, whichever
happens first. The Sponsor/CRO shall
inform the ProviderProvider about the
Study subjects enrolment progress, if

not tracked in the web-based IT
systems.
3. Elementary conditions for
performance of the Study
a) The Provider and the Principal

Investigator shall conduct the Study in
compliance with the applicable laws and
regulations of the Czech Republic,
including but not limited to, the Act on
Drugs No. 378/2007 Coll., as amended and
Act No. 372/2011 Coll., on health services,
as amended., Decree No. 226/2008 Coll.,
specifying Good Clinical Practice and
detailed conditions for drug trials, as
amended by subsequent regulations. The
Study will be carried out in compliance with
the basic conditions and principles specified
in the following documents:

(i) Approval to conduct the Study issued
by the State Institute for Drug Control
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Poskytovatelem, jakozto jeho zaméstnavatelem
V ramci pracovnépravnich vztahd.

(c) Nabor subjekta Klinického hodnoceni (dale
jen ,.Subjekty hodnoceni) by mél podle
predpokladu zacit v bieznu 2016 a skonCit
v prosinci 2016, piipadné dfive, pokud bude
dosazeno pozadovaného poctu  Subjekth
hodnoceni, a to podle toho, ktera skute¢nost
nastane diive. O vyvoji naboru Subjektt
hodnoceni bude Zadavatel/CRO Poskytovatele
informovat, pokud tak neni u¢inéno webovym
IT systémem.

3. Zakladni podminky provedeni Klinického
hodnoceni

a) Poskytovatel a Hlavni zkousejici jsou povinni
Klinické hodnoceni provést v souladu s platnymi
pravnimi predpisy Ceské republiky, zejména
zakonem o lé¢ivech ¢. 378/2007 Sh., v platném
znéni, a zdkonem ¢&. 372/2011 Sb., o zdravotnich
sluzbach, vplatném znéni, vyhladSkou ¢.
226/2008 Sb., o spravné klinické praxi a blizsich
podminkéch klinického hodnoceni 1écivych
ptipravki, v platném znéni. Klinické hodnoceni
bude dale provedeno v souladu se zakladnimi
podminkami a  principy  stanovenymi
v nasledujicich dokumentech:

(i) povoleni k provedeni Klinického hodnoceni
vydaném Statnim ustavem pro kontrolu 1é¢iv a
Fakultni nemocnice v Motole — MUDr.
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Site number: CZ09

Pl name:

Country: Czech Repulic

Sponsor: Almirall Hermal GmbH

Cislo protokotu: H15/02
EastHORN ¢islo projektu: 10101

Instituce —Zkousejici

Cislo centra: CZ09

Jméno :

Zems: Ceska republika

Zadavatel: Almirall Hermal GmbH

and other instutions listed in Article 2
(@) hereof;

(if) Protocol and any amendments or
supplements thereto;

(iii) Sativex SPC which was provided to
the Principal Investigator. The
Principal Investigator confirms that he
has read and understood the Sativex
SPC given to him and is sufficiently
informed about preclinical and clinical
safety data and the risks expected to
be associated with the Study. SPC is a
part of study documentation.

(iv)all conditions specified in the
Statement of the Principal
Investigator;

(v) the ICH Harmonized Tripartite

Guideline for Good Clinical Practice
(“ICH Guidelines™).

4. Obligations of the Provider and the

dal$imi institucemi uvedenymi ve ¢lanku 2
pism. (a) této Smlouvy;

(ii) Protokolu a jeho dodatcich nebo doplncich;
(iii) SPC, které bylo poskytnuto Hlavnimu
zkouSejicimu. Hlavni zkouSejici potvrdi, Ze
piecetl a rozumi SPC Sativexu, které obdrzel a
je dostatecné¢ informovan o preklinickych a
klinickych bezpecnostnich datech a rizicich ,
ktera mohou byt ocekavana v Klinickém

hodnoceni. SPC je soucasti dokumentace
Klinického hodnoceni.
(iv) veskerych podminkach stanovenych

Vv Prohlaseni Hlavniho zkousejiciho;

(v) Harmonizované tripartitni smérnici ICH-
GCP pro spravnou klinickou praxi (,,smérnice
ICH®).

4. Povinnosti Poskytovatele a Hlavniho

Principal Investigator

The Provider and the

Investigator undertake:

Principal

(@) to obtain the necessary number of
Study subjects (see Article 5 (a)
hereof) — meeting the inclusion and
exclusion criteria specified in the
Protocol in a timely manner in order to
meet the Study schedule;

to conduct and supervise the Study at
the Site;

to fully cooperate with the Sponsor
and the CRO in the performance of the
Study, including, without limitation,
permitting Site visits, preparing and
submitting Case Report Forms on a
timely basis and providing access to

(b)
(©)

zkouSejiciho

Poskytovatel a Hlavni zkousejici se zavazuji:

(@) zajistit nezbytny pocet Subjekti hodnoceni
(viz ¢lanek 5 pism. (a) této Smlouvy)
vyhovujicich kritériim pro zatfazeni a
vylouéeni uvedenym v Protokolu tak, aby
byl dodrzen <¢asovy plan Klinického
hodnoceni;

(b) provadét a dohlizet na Klinické hodnoceni
v Misté hodnoceni;

(¢) k pIné soucinnosti se Zadavatelem a CRO

pti provadéni Klinického hodnocenti,

véetn¢ povoleni k navstévam Mista
hodnoceni, k véasné piipravé a predlozeni
zaznamu Subjektd hodnoceni (Case Report

Form) a k poskytnuti pfistupu k zaznamim
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Type of contract: Clinical Study Agreement - Site contract: CRO

— Provider — Investigator

Site number: CZ09

Pl name:

Country: Czech Repulic

Sponsor: Almirall Hermal GmbH

Cislo protokotu: H15/02
EastHORN ¢islo projektu: 10101
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Cislo centra: CZ09

Jméno :
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Zadavatel: Almirall Hermal GmbH

(d)

(€)

()

@)

Study Records;

to adhere to the Protocol during the (d)
Study and report any deviations from
the Protocol to the CRO and to keep
records of such deviations;

to guarantee that no member of the
Study team for this Study (i) is under a
contractual or other obligation or
limitation that would be incompatible
with their obligations under this
Agreement; (ii) has a financial or other
share in the CRO or Sponsor or a
financial or other interest in the result
of the Study that might influence its
independent result;

The Principal Investigator is obliged
to inform the CRO or indicated party
without delay in a way and within the
limit defined by the Protocol of any
serious adverse event occurring in the
course of the Study, except for the
events designated by the Protocol as
events not requiring immediate
notification. Further, the Principal
Investigator and the Sponsor/CRO act
in accordance with § 58 of the Act on
Drugs No. 378/2007 Coll.,, as
amended.

A continuous training of study
personnel and interprocess
communication through the Principal
Investigator must be ensured. All
requested certificates of qualification
of the study team including training
confirmation as well as Statement for
financial disclosure has to be
provided.

(€)

(f)

(9)
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Klinického hodnocent;

dodrzovat v pribéhu Klinického hodnoceni
Protokol a nahlasit veskeré odchylky od
Protokolu CRO a vést zaznamy o téchto
odchylkéch;

zajistit, aby zadny ¢len tymu Klinického
hodnoceni (i) nemé&l smluvni nebo jiny
zavazek, ktery by byl neslucitelny s jeho
povinnostmi podle této Smlouvy; (ii)
nemél finanéni nebo jiny podil ve vztahu k
CRO nebo Zadavateli ani finan¢ni nebo
jiny zdjem na vysledku Kilinického
hodnoceni, ktery by byl zpusobily ovlivnit
jeho objektivni vysledek;

Hlavni zkouSejici je povinen neprodlené
hlasit CRO nebo uréené strané zpusobem a
ve lhiteé stanovené Protokolem kazdou
zévaznou nezadouci ptihodu, ke které dojde
Vv prubéhu Klinického hodnocent,
s vyjimkou téch pfihod, které Protokol pro

zkousejiciho oznacuji za  ptihody
nevyzadujici neprodlené hlaSeni. Dale
Hlavni  zkouSejici a  Zadavatel/CRO

postupuji vsouladu s § 58 =zakona <.
378/2007 Sb., o 1écivech, v platném znéni.
Zajistit priibézny trening studijniho tymu a
meziprocesni komunikaci prostfednictvim
Hlavniho zkousSejiciho. Poskytnout vSechny
poZadované certifikaty kvalifikace
studijniho tymu a Statement for financila
disclosure.
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5. Study Initiation and

Subject 5. Zahajeni Klinického hodnoceni a nébor

Enrollment

Subjekti hodnoceni

(@) The anticipated/allowed number of (a) Piedpokladany/schvaleny pocet zatazenych

Study subjects enrolled shall be [}
The enrollment is competitive and
shall be terminated upon reaching the
desired total number of Study subjects
at the Site or, in the case of a
multicenter study, in total for the
Study.

Before enrolling each subject into the
Study, the Principal Investigator shall
obtain an approved Informed Consent
signed by each Study subject. All
patients participating in the study must
be listed in a Patient log for
identification.

(©)

(b)

If requested by the Sponsor or
the CRO, the Principal
Investigator shall attend and
participate in an Investigator’s
meeting or other initiation
meeting, if the Principal
Investigator receives a
compensation for reasonable
and necessary travel and
lodging expenses incurred to
attend such meeting(s).
Receipts for expenses incurred
to attend such meeting(s) must
be submitted according to the
instructions provided by the
Investigator meeting organizer.
Reimbursements  will be
provided within thirty (30)
days of receiving relevant and
approved detailed
documentation of such

(b)

©)
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Subjektd  hodnoceni je [} nébor je
kompetitivni a bude ukoncen po dosazeni
pozadovaného celkového poctu Subjekth
hodnoceni v Misté hodnoceni nebo v ramci
celkového mezindrodniho néaboru do
Klinického hodnoceni.

Pfed  zafazenim  kazdého  Subjektu
hodnoceni do Klinického hodnoceni musi
Hlavni  zkouSejici  ziskat  schvaleny
informovany souhlas podepsany Subjektem
hodnoceni. VSichni pacienti Ucastnici se
tohoto klinického hodnoceni musi byt
uvedeni ve formulaii Patient log pro
identifikaci.

Bude-li Zadavatel nebo CRO vyzadovat,
zaCastni se Hlavni zkousSejici schiizky
zkouSejicich nebo jiné zahajovaci schlizky,
a to za predpokladu, ze Hlavni zkousejici
obdrzi pfiméfené a nezbytné vydaje na
cestu a ubytovani spojené s tcasti na takové
schiizce (schiizkach). Uctenky vztahujici se
k takové schiizce (schiizkdm) museji byt
ptedlozeny v souladu s poskytnutymi
pokyny organizatora schiizky. Uhrada bude
poskytnuta do tticeti (30) dnti od doruceni
ptislusné podrobné dokumentace téchto
vydaju, jez bude ptedlozena a schvélena ve
sjednaném rozsahu a ujednané podobg.

Fakultni nemocnice v Motole — MUDr.
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expenses.

6. The IMP/ Supplies

(@) The Sponsor,
basis, shall supply directly or through
the CRO, or another duly authorized
agent of the Sponsor, the Provider and
the Principal Investigator with the
IMP described in the Protocol. The
IMP shall be treated in accordance
with par 19, section 1, subsection d) of
Decree no. 226/2008 Coll., on Good
Clinical Practice, as amended, and in
compliance with instructions of the
State Institute for Drug Control LEK-
12 and shall be used solely in
accordance with the Protocol and may
not be used for any other purposes.
The Provider shall comply with all
laws and regulations governing the
disposition and destruction of the IMP
and any instructions from the CRO
that are not inconsistent with such
laws and regulations.

(b) The Sponsor shall ensure the

destruction of unused IMP at its own

reasonable expense. The Sponsor /

CRO will provide deliveries of the

IMP to the pharmacy of the Provider to

the address: Nemocni¢ni lékarna, V

Uvalu 84, Praha 5, 150 06, Czech

Republic. The responsible person of

the pharmacy will take, check (e.g. for

damage or whether any requirements
for transportation have been met),
confirm receipt of the shipment and
store the IMP. The investigator will
then take delivery of the IMP on the

6. Hodnocené 1é¢ivo / Dodavky materialu

on a free-of-charge (a) Zadavatel

(b)
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poskytne zdarma ptimo i
prostiednictvim CRO, piipadné jiného
fadné zmocnéného zastupce, Poskytovateli
a Hlavnimu zkousejicimu Hodnocené
1é¢ivo popsané v Protokolu. S
Hodnocenym Ié¢ivem bude nakladano
v souladu s § 19, odst. 1, pism. d) vyhlasky
¢. 226/2008 Sb., o spravné klinicke praxi, v
platném znéni a dle pokynu SUKL LEK-12
a bude pouzito vyhradné v souladu
s Protokolem a nesmi byt uzito k jinym
ucelim. Poskytovatel je povinen dodrzovat
veskeré pravni predpisy a zakony, kterymi
se fidi naklddani s hodnocenymi 1éCivy a
jejich likvidace, a veskeré pokyny CRO,
Které nejsou s témito pravnimi piedpisy
V rozporu.

Zadavatel zajisti likvidaci
nespotiebovaného Hodnoceného 1éciva na
své vlastni pfiméiené néklady.

Zadavatel / CRO bude poskytovat dodavky
Hodnoceného  1é¢iva  do Iékarny
Poskytovatele na adresu: Nemocni¢ni
lékarna, V Uvalu 84, Praha 5, 150 06,
Ceska Republika. Odpovédna osoba
lékdrny Hodnocené 1éCivo pievezme,
zkontroluje (pro ptipad poskozeni nebo zda
byly splnény vSechny pozadavky na
prepravu), potvrdi pfijeti zasilky a
Hodnocené 1é¢ivo uskladni. Pak zkouSejici
Hodnocené 1écivo pievezme na zakladé
Fakultni nemocnice v Motole — MUDr.
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basis of an order form to the Site,
where he/she takes full responsibility
for it. The Sponsor / the CRO is
obliged to notify the pharmacy about
the shipment in advance either by
email or telephone number 3 days in
advance.
(c) The Sponsor shall also provide “study
supplies” for the collection of blood,
urine, and other biologics.
(d) The Sponsor shall provide the
Provider and the Principal Investigator
with study documentation, including
the Investigator Brochure, the Protocol
and a template of the Case Report
Form (hereinafter “the CRF”).

(e) All drug procedures need to be
documented and held in the Study

documentation.

7. Study Medical Records

(@ The term “Study Medical Records”
shall mean all records related to Study
subjects and all documentation
stipulated by applicable legal
regulations (whether in written or
electronic format) related to the
conduct of the Study.

(b) All Study Medical Records must be

retained for a period of fifteen (15)

years from the completion of Study by

the Provider.
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objednavky na Misto hodnoceni, kde je za
néj plné odpovédny. Zadavatel / CRO je
povinen oznamit lékarn¢ zasilku pfedem a
to bud’ e-mailem nebo telefonicky, to tfi
(3) dny predem.

(c) Zadavatel také poskytne ,,studijni material®
pro odbér krve, moci a jin¢ho biologického
materialu.

(d) Zadavatel poskytne Poskytovateli a
Hlavnimu zkousSejicimu studijni
dokumentaci, v€etn¢ souboru informaci pro
zkousejiciho, Protokolu a formulafa
zaznamu Subjektu hodnoceni (dale jen

,CRF*).

(e) Veskeré procedury s Hodnocenym Ié¢ivem
museji byt zdokumentovany a uchovavany ve
studijni dokumentaci.

7. Studijni zdravotni zaznamy

(@) Pojmem ,.studijni zdravotni zaznamy* se

rozumi  veSkeré  zdznamy  Subjektl
hodnoceni a  veskerd  dokumentace
stanovena  pravnimi  predpisy  (af

V pisemném,
vztahujici  se
hodnoceni.

¢i elektronickém formatu)
k provadéni  Klinického

(b) Veskeré studijni zdravotni zaznamy museji
byt uchovavany po obdobi patnacti (15) let
od dokonceni Klinického hodnoceni
Poskytovatelem.
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(c) The Provider undertakes that all
information provided by the Provider
and the Principal Investigator on the
basis of this Agreement, including all
Study Medical Records and Study
results, shall be true, accurate and
complete.

8. Financial settlement

All payments, which the CRO provides to
the Provider on behalf of the Sponsor, are
specified in the budget attached to this
Agreement as Exhibit A, which upon this
reference represents an integral part of this
Agreement (hereinafter “the Budget”).
Contractual parties agree, that the total
amount, which can be paid under
condition of completed enrolment is
13 400 Euro.

9. Inspections and Audits

(@ The Sponsor and the CRO, or their
duly authorized agents, as well as
competent regulatory agencies, shall
upon prior notification have the right
to inspect the Site and all Study
Medical Records. Information
obtained from inspections performed
by the Sponsor or CRO may be shared
among the Sponsor, the CRO and their
respective duly authorized
representatives. Upon the CRO or the
Sponsor’s request, the Provider shall
provide the CRO and/or the Sponsor
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(c) Poskytovatel se =zavazuje, ze veSkeré
informace poskytnuté Poskytovatelem a
Hlavnim zkouSejicim na zakladé této
Smlouvy, vcetné veskerych studijnich
zdravotnich  zaznami a  vysledkd
Klinického hodnoceni, budou pravdive,
piesné a uplné.

8. Finanéni vyrovnani

Veskeré platby, které CRO jménem Zadavatele
uhradi  Poskytovateli, jsou stanoveny v
rozpoctu  pfilozeném k této Smlouvé jako
Priloha A, kterd ptedstavuje nedilnou soucast
Smlouvy (dale jen ,,Rozpocet®).

Smluvni strany timto sjednavaji, Ze celkova
Castka, kterd mize byt vyplacena pii
piedpokladu spInéni naboru je 13 400 Euro.

9. Inspekce a audity

(a) Zadavatel a CRO, piipadné jejich fadné
zmocnéni zastupci, stejné jako piislusné
kontrolni tifady, maji pravo po piedchozim
ozndmeni  provést  inspekci  Mista
hodnoceni a  vesSkerych  studijnich
zdravotnich zaznamu. Informace ziskané
z inspekci provedenych Zadavatelem nebo
CRO mohou byt sdileny mezi zadavatelem,
CRO a jejich fadn€ zmocnénymi zéstupci.
Na zadost CRO nebo Zadavatele poskytne
Poskytovateli CRO a/nebo Zadavateli kopie
veskerych informaci vyzadanych jakymkoli
pfislusSnym  kontrolnim  Gfadem, jim
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copies of any information requested
by, provided to or received by any
competent regulatory agency.
(b) If any such inspection discloses any
non-compliance with this Agreement,
the Sponsor and/or the CRO is entitled
to secure compliance in according to
Article 18, para. (b) letter i).

10. Debarment Certification

The Provider hereby certifies that neither
the Provider, and if such a fact may be
known by the exertion of reasonable
efforts, nor any of its employees, agents,
Sub-Investigators, contractors, or any
other person or entity used in any capacity
in connection with the Study has been
debarred from performing any clinical
trials of human drugs / medical devices or
otherwise prohibited or disqualified from
participating in the pharmaceutical
industry by regulatory authorities. If any
such person or entity becomes debarred or
is the subject of a debarment proceeding at
any time during this Study, the Provider
shall immediately notify the CRO in
writing.

11. Confidentiality and Non-Use.
Personal Data Protection

(@ All information provided to the
Provider by the CRO, the Sponsor or
any representative of either of them
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poskytnutych ¢i jimi obdrzenych.

(b) Pokud négktera takova inspekce odhali
nesoulad s touto Smlouvou, jsou Zadavatel
a/nebo CRO opravnéni postupovat podle

¢lanku 18, odst. (b) pism. i).

10. Potvrzeni o neexistenci zakazu ¢innosti

Poskytovatel ~ timto  potvrzuje, Ze ani
Poskytovatel, a pokud mu takova skute¢nost
muze byt pfi vynalozeni pfiméfeného usili
zndma ani zadnému zjeho zaméstnancu,
zéastupcd, spoluzkousSejicich, dodavatel ¢i
jinych osob nebo subjektd vyuzivanych
v jakékoli  funkci ve spojitosti s timto
Klinickym hodnocenim nebyl udélen zakaz
¢innosti v oblasti  provadéni  klinickych
hodnoceni humannich 1é¢ivych
ptipravki/zdravotnickych prostiedkt, ani jiny
podobny zakaz puasobeni ve farmaceutickém
prumyslu ze strany pfislusnych kontrolnich
ufadi. Pokud kdykoli v prabé¢hu tohoto
Klinického hodnoceni bude nékteré takové
osobé nebo subjektu udélena sankce zékazu
nebo se stane subjektem fizeni o udéleni
zakazu, musi o tom Poskytovatel neprodlené
pisemn¢ informovat CRO.

11. Duivérnost a zdkaz pouziti informaci.
Ochrana osobnich udajua

(a) Veskeré informace poskytnuté
Poskytovateli ze strany CRO, Zadavatele
nebo nékterého jejich zastupce (véetné mj.
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(including without limitation, the
terms of this Agreement, the Protocol,
the Investigator brochure, the IMP,
any trade secret) shall be deemed the
sole property and confidential
information of the Sponsor, and the
Provider shall not disclose to any third
party or use such information for any
purpose other than the conduct of the
Study.
(b) All information generated by the
Principal Investigator and/or the
Provider in connection with the Study
(including without limitation, all
Study Records and Case Report
Forms, but excluding study subject
records) shall be deemed the sole
property and confidential information
of the Sponsor and, from the date of
receipt until the Provider shall not
disclose to any third party or use such
information for any purpose other than
the conduct of the Study or the
publication of Study results in
accordance with Section 12.
(c) Notwithstanding the foregoing, the
obligation of confidentiality and non-
use set forth above in section (a) and
(b) above shall not apply to the extent
that:

(i) The Sponsor or the CRO gives
the Provider written permission
to use or disclose any such
confidential information; or

(i) particular information IS
required by law or regulation to
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(b)

(©

podminek této  Smlouvy, Protokolu,
souboru informaci pro zkousSejiciho,
Hodnoceného  1é¢iva a  jakéhokoli

obchodniho tajemstvi) jsou povazovany za
vyhradni vlastnictvi a divérné informace
Zadavatele a Poskytovatel nesmi tyto
informace sd€lovat tfetim osobam ani je
vyuzivat pro jiny ucel nez provadéni
Klinického hodnoceni.

Veskeré informace ziskané Hlavnim
zkousSejicim  a/nebo  Poskytovatelem
v souvislosti s Klinickém hodnocenim
(v€etné mj. veskerych studijnich zdznamu a
zaznami  Subjektd  hodnoceni, ale
s vylou¢enim zdravotnické dokumentace
Subjektd hodnoceni) budou povazovany za
vyhradni vlastnictvi a divérné informace
Zadavatele a od data jejich obdrzeni nesmi
Poskytovatel tyto informace sdélovat tfetim
osobam ani je vyuZivat pro jiny ucel nez
provadéni  Klinického hodnoceni nebo
zvetejnéni vysledka Klinického hodnoceni
v souladu s ¢lankem 12 této Smlouvy.

Bez ohledu na pfedchozi ustanoveni se tato
povinnost zachovani diivérnosti a nepouZiti
informaci shora stanovena v pism. (a) a (b)
neuplatni, jestlize:

(i) Zadavatel nebo CRO poskytne
Poskytovateli  pisemné  svoleni
pouzit nebo sdélit takové divérné
informace; nebo

(if) je sdéleni urcité informace etické
komisi,  Subjektu  hodnoceni,
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be disclosed to the Ethics
Committee, the Study subject,
competent regulatory authorities.
Sponsor and CRO hereby
ackowledge that the Institution
is obliged to publish this
Agreement pursuant to Act no.
340/2015 Sh., on Agreements
Register.  Information  which
constitutes trade secret of either
party is exempt from the
publication. Trade secrets for the
purposes of this Agreement
include, but are not limited to,
the design of individual visits
described in the payment table/s
in Attachment A, the minimum
enrollment  goal,  expected
number of study subjects
enrolled and the expected
duration of the study. Personal
data of individuals are also
exempt from publication, unless
they have been previously
published in another public
register. The Institution is
obliged to  publish  this
Agreement in accordance with
the article above. Should the
Insitution fail to publish this
Agreement within 30 days from
the Effective Date, it may be
published by the Sponsor or
CRO.

(d) To the extent that any use or (d)
disclosure of such confidential
information is desired, the Provider
shall promptly notify the CRO in
writing and shall not use or disclose

pfislusnym  kontrolnim Ufadim
vyzadovano pravnim nebo jinym
pfedpisem. Zadavatel a CRO timto
berou na védomi, ze Zdravotnické
zafizeni je povinno zvefejnit tuto
smlouvu v souladu se zak. ¢.
340/2015, o registru  smluv.
Zvetejnéni nepodléhaji tidaje, které
tvoii obchodni tajemstvi nékteré ze
smluvnich  stran. ~ Obchodnim
tajemstvim se dle této smlouvy
rozumi zejména design
jednotlivych  navstév  uvedeny
v platebni tabulce / platebnich
tabulk&ch v pfiloze A, minimalni
cilovy pocet zatazeni, ocekavany
zafazeny  poCet  subjekti a
ocekavana délka trvani studie. Déle
nebudou zvetejnény osobni Udaje
fyzickych osob, ledaze jsou jiz
zvefejnény v jiném  vefejné
pfipstupném registru. Za zvefejnéni
této smlouvy dle predchoziho
odstavce odpovida Zdravotnické
zatizeni. Neni-li smlouva
zdravotnickym zafizenim
zvefejnéna ve lhaté 30 dnii od Data
ucinnosti, jsou k jejimu zvefejnéni
opravnéni CRO ¢i Zadavatel.

Jestlize je pozadovano  zpfistupnéni
takovych davérnych informaci,
Poskytovatel musi neprodlené¢ pisemnou
formou uvédomit CRO a nesmi tyto
informace pouzit ani zpfistupnit, dokud
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any such information until the CRO
gives written consent or, in the case of
legally required disclosure, exhausts
any legal actions it may take to
prevent or limit the requested
disclosure.
(e) The Provider shall be responsible for
ensuring  that its  employees,
contractors and agents are obligated to
these same terms of confidentiality
and non-use.
(f) The terms of confidentiality and non-
use set forth herein shall supersede
any prior terms of confidentiality and
non-use agreed to by the parties in
connection with this Study.

(9) All Confidential Information
containing personal data shall be
handled in accordance with all

applicable law, including, but not
limited to Personal Data Protection
Act No. 101/2000 Coll., as amended.

12. Data and Publications

(@ The Provider and the Principal
Investigator undertake to consult with
the Sponsor regarding the publication
of any document regarding the course
or results of the Study at least 60 days
before publishing it or before
lecturing. Complete or partial results
of the Study will not be published by
the Provider or the Principal
Investigator unless prior written

14 of 37

(€)

()

(9)

12.

CRO neposkytne pisemny souhlas nebo
dokud Vv piipadé zptistupnéni
vyzadovaného pravnimi predpisy
nevyCerpa veskeré pravni kroky, které
muze piijmout k zamezeni nebo omezeni
takto vyzadovaného zpiistupnéni.

Poskytovatel nese odpovédnost za to, Ze
zajisti, aby jeho zaméstnanci, dodavatelé a
zastupci byli zavazani stejnymi
podminkami  divérnosti a  nepouziti
informaci.

Podminky diivérnosti a nepouziti informaci
uvedené v této Smlouvé nahrazuji veskeré

vvvvvv

informaci dohodnuté smluvnimi stranami

v souvislosti s timto Klinickym
hodnocenim.
Veskeré¢ daveérné informace obsahujici

osobni Udaje musi byt zpracovavany
v souladu s veskerymi platnymi pravnimi
predpisy, vcetn¢ zdkona o ochrané
osobnich udaja ¢. 101/2000 Sb., v platném
znéni.

Udaje a publikovani

(a) Poskytovatel

a Hlavni zkouSejici se
zavazuji, Ze publikaci jakékoliv odborné
prace o prubéhu ¢i vysledcich Klinického
hodnoceni projednaji se Zadavatelem
nejméné 60 dni pfed pfeddnim publikace
do tisku nebo pfed konanim piednasky.
Vysledky Kilinického hodnoceni nebo
jejich ¢ast nebudou Poskytovatelem ¢i
Hlavnim zkouSejicim publikovany bez
ptedchoziho pisemného souhlasu
Fakultni nemocnice v Motole — MUDr.
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consent is obtained from the Sponsor.

The Provider and the Principal
Investigator understand that any
scientific ~ publication  regarding

discoveries or the IMP will not be
published by the Provider or the
Principal Investigator before the
Sponsor’s application for a patent,
providing such application for a patent
is applicable with regard to the
character of the Study results.

(b) The Sponsor shall have the right to
publish any data and information from
the Study (including data and
information generated by the Principal
Investigator) without the consent of the
Provider. The INVESTIGATOR
confirms that the name and the address
of the INVESTIGATOR and CENTER
may be named in the clinical trial
protocol, in the clinical trial report and
in publicly available databases (e.g.
EMA).

(c) The CRO and the Sponsor must
approve, in writing, any press
statements or answers to reporters or
financial analysts by the Provider
regarding the Study or IMP before the
statements are released.

The Provider shall not use the name of the
CRO, the Sponsor or any of their
respective employees or agents in any
advertising or a sales promotional material
or in any publication without the prior
written consent of the CRO or the
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Zadavatele.

Poskytovatel a Hlavni zkousejici berou na
védomi, ze zadnd odborna publikace
k objevim ¢i  hodnocenému 1é¢ivému
piipravku nesmi byt Poskytovatelem nebo
Hlavnim  zkouSejicim  vydéna  pied
podanim zadosti Zadavatele o patentovou
prihlaSku, pokud vzhledem k povaze
vysledki  Klinického hodnoceni bude
podani takové ptihlasky ptichazet v ivahu.

(b) Zadavatel ma pravo zveftejnit libovolné
Udaje a informace z Klinického hodnoceni
(véetné¢ Udaji a informaci vytvorenych
Poskytovatelem a Hlavnim zkousejicim)
bez souhlasu Zdravotnického zafizeni.
Hlavni zkousejici a Poskytovatel potvrzuji,
ze jejich jméno a adresa mohou byt
uvedeny v protokolu, ve zpravé o
Klinickém hodnoceni a ve vefejné databazi
(napt. EMA).

(c) Tiskova sdéleni, pripadné jakékoliv
odpovédi vici novinafim nebo finanénim
analytikim ze strany Poskytovatele,
tykajici se Klinického hodnoceni nebo
Hodnoceného 1é¢iva, musi byt pfed
zvetejnénim pisemné schvaleny CRO a
Zadavatelem.

Poskytovatel nesmi uzit jméno CRO,
Zadavatele ani Zadného jejich zaméstnance
nebo zastupce v zadném reklamnim ¢i
propagatnim  materidlu ani v zadné
publikaci bez pfedchoziho pisemného
souhlasu CRO, nebo Zadavatele. CRO a
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Sponsor, as the case may be. The CRO
and the Sponsor shall not use the name of
the Provider or any of its employees or
agents in any sales promotional material or
publication without prior written consent
of the Provider.

13. Anti-bribery Rules

(@ The Provider and the Principal
Investigator agree that the Provider
and the Investigator’s judgment with
respect to the advice and care of each
Study subject will not be affected by
the compensation the Provider
receives from this Agreement, that
such compensation does not exceed
the fair market value of the services
they are providing, and that no
payments are being provided to the
Provider for the purpose of inducing
the Provider to purchase or prescribe
any drugs, devices or other products.

(b) If the Sponsor or the CRO provide
any drugs, products or items for use in
the Study free of charge, the Provider
and the Principal Investigator agree
that the Provider will not bill any
Study subject, insurer or
governmental agency, or any other
third party, for such free products or
items. The Provider and Principal
Investigator agree that they will not
bill  any subject, insurer, or
governmental agency for any visits,
services or expenses incurred during
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Zadavatel nesmé&ji uzit jméno
Poskytovatele ani zadného  jeho
zaméstnance nebo zastupce v zddném

propagacnim materialu nebo publikaci bez
ptedchoziho pisemného souhlasu
Poskytovatele.

13. Protikorup¢ni zasady

(a) Poskytovatel a Hlavni zkousejici souhlasi,

7e usudek Zdravotnického zafizeni a

Hlavniho zkousejiciho, pokud jde o
poradenstvi a péfi o kazdy Subjekt
hodnoceni, nebude ovlivnhén uwhradou

ziskanou na zakladé¢ této Smlouvy, a dale
smluvni strany potvrzuji, ze kompenzace
dle této Smlouvy nepiesahuje realnou trzni
hodnotu  sluzeb, které  Poskytovatel
poskytuje a Ze zadné platby nejsou
poskytovany za Gc¢elem ptimét Poskytovatel
nebo Hlavniho zkousSejiciho k ndkupu nebo
predepisovani jakychkoliv 1éciv,
zdravotnickych prostiedktt nebo jinych
produkti.

(b) Pokud Zadavatel nebo CRO poskytnou

jakakoliv  1é¢iva, produkty nebo jiné
pfedméty  pro  pouziti v Klinickém
hodnoceni zdarma, Poskytovatel a Hlavni
Zkousejici souhlasi, Ze nebudou Zadat
Ghradu po zadném Subjektu hodnoceni,
pojistovné nebo jakékoli jiné treti strané za
tyto zdarma poskytnutd 1éciva, produkty
nebo jiné predméty. Poskytovatel a Hlavni
Zkousejici souhlasi, Ze nebudou zadat
thradu po Zadném Subjektu hodnoceni,
pojistovné nebo jiné tieti stran¢ za jakékoliv
navstévy, sluzby nebo vydaje vzniklé v
Fakultni nemocnice v Motole — MUDr.
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(©)

the Study for which the Provider has

received compensation from the
Sponsor or the CRO.
The Provider and the Principal

Investigator hereby declare that they
are aware that, in accordance with the
laws of the Czech Republic and
norms of international law, it is
completely prohibited to provide,
offer, or authorize the provision of
anything of value to any public
official, either directly or through
intermediaries, for the purpose of
influencing any act or decision or
other official action of the person, or
in order to obtain an unfair advantage.
This prohibition includes, but is not
limited to, providing, offering or
approving any transfer of financial
contribution, as well as the
performance of non-monetary, such as
gifts, grants or tenders to seek
employment, to influence a public
official or to seek an unfair advantage.

(c) Poskytovatel

prabé¢hu Klinického hodnoceni, za které
obdrzeli uhradu od Zadavatele nebo CRO.

a Hlavni zkouSejici timto
prohlasuji, ze jsou si védomi, ze v souladu
spravnim fadem Ceské republiky a
normami mezinarodniho prava je zcela
zakdzano poskytnout, nabidnout nebo
schvalit poskytnuti ¢ehokoliv cenného
ufednim osobdm, a to jak pfimo, tak
prostfednictvim  zprostiedkovatele, za
ucelem ovlivnéni jednani nebo rozhodnuti ¢i
jinych tkont ufedni osoby, nebo za tcelem
ziskani neopravnéné vyhody. Tento zakaz
se vztahuje zejména na  pfipady
poskytovani, nabizeni nebo souhlasu
s pitevodem penézniho plnéni, stejné jako
plnéni  nepenézitého, napiiklad dart,
ptispévki. nebo nabidek k pracovnimu
uplatnéni, za ucelem ovlivnéni Gfedni osoby
nebo ziskani neopravnéné vyhody.

Typ smlouvy: Smlouva 0 KH — Smlouva s centrem: CRO —

(d) Should the Sponsor ascertain that the
Provider  and/or  the  Principal
Investigator have violated obligations
set forth in this Article, the Sponsor
and/or the CRO may terminate this

(d) V pripade, ze
Poskytovatel a/nebo Hlavni zkousejici porusili
povinnosti
Zadavatel a/nebo CRO opravnéni ukoncit
platnost této Smlouvy v souladu s ¢l. 18 této

Zadavatel zjisti, Ze

uvedené vtomto ¢lanku, jsou

Agreement in accordance with Art. 18 Smlouvy.
hereof.
14. Inventions 14. Vynalezy

The Provider hereby acknowledges that
the Sponsor shall own the exclusive right
to any and all inventions or discoveries,
whether patentable or not, which are
conceived or reduced to practice during
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Poskytovatel timto potvrzuje, ze Zadavatel
bude mit vyhradni pravo ke vSem vynalezim
nebo objevim, bez ohledu na jejich
patentovatelnost, které budou Vv priub&hu
Klinického hodnoceni vypracovany nebo
Fakultni nemocnice v Motole — MUDr.
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the course of the Study by the Principal
Investigator or the Provider, any sub-
investigator or any of respective
employees or agents of the Provider. The
Provider shall promptly notify the CRO in
writing of any such invention or discovery
and shall fully cooperate with the Sponsor
and the CRO to transfer any rights therein
to the Sponsor and to obtain patents or
other legal protections thereon.  The
Provider shall undertake all actions,
including an agreement transferring
intellectual property rights, which are
necessary or advisable in order to transfer
all intellectual property rights to the
Sponsor. Agreements  transferring
intellectual property rights shall be
concluded free of charge.

15. Subject Injury Reimbursement

The Sponsor shall reimburse the Provider
for the following additional costs:

(@) all reasonable and customary costs
incurred by the Provider and
associated with the diagnosis of an
adverse event involving the IMP or
Protocol procedure; and

all reasonable and customary costs
incurred for a treatment of an injury to
the Study subject if this injury was
related to the participation of the
subject in the clinical trial; provided,
however, that:

(b)
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dovedeny do praxe Hlavnim zkouSejicim
nebo Poskytovatelem, jakymkoli
spoluzkousejicim nebo zaméstnanci nebo
zastupci Poskytovatele. Poskytovatel bude o
takovém vynalezu nebo objevu neprodlené
pisemn¢ informovat CRO a bude plné
spolupracovat se Zadavatelem a CRO, aby
prava k nému prevedl na Zadavatele a ziskal
pro né¢j patenty nebo jinou pravni ochranu.
Poskytovatel podnikne veskeré kroky, véetné
uzavieni  smlouvy  pfevadéjici  prava
duSevniho vlastnictvi, které jsou nezbytné
nebo tucelné¢ kpievodu prav duSevniho
vlastnictvi na  Zadavatele. ~ Smlouvy
prevadgjici prava dusevniho vlastnictvi budou
uzavirany bezplatné.

15. Nahrada Skody na zdravi Subjektu

hodnoceni

Zadavatel nahradi Poskytovateli nésledujici
dodatecné néklady:

(@) veskeré piimétené a obvyklé naklady
vynalozené Poskytovatelem a spojené
s diagnézou nezadouct ptihody
v souvislosti s Hodnocenym 1é¢ivem nebo
procedurou podle Protokolu; a

veSkeré pifiméfen¢ a obvyklé ndklady
vynalozené na 1éébu Ujmy na zdravi
Subjektu hodnoceni, jestlize dana Ujma
vznikla v diasledku  ucasti  subjektu
hodnoceni v klinickém hodnoceni., ovSem
za ptedpokladu, Ze:

Fakultni nemocnice v Motole — MUDr.
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(i) such costs are not reimbursable
by the Study subject’s medical
or hospital insurance or other
insurance coverage;

(i) the adverse event is not
attributable to the obvious
negligence or misconduct by the
Principal  Investigator, the
Provider, or any Subinvestigator
or agent of either of them;

(iii) the adverse event is not
attributable to any underlying
illness of the Study subject,
whether previously diagnosed
or not;

(iv) the IMP or the Protocol
procedure was administered in
accordance with the Protocol;
and

(v) the adverse event is not
attributable to the obvious
negligence, recklessness  or
willful misconduct of the Study
subject or the failure of the
subject to  follow the
instructions of the Principal
Investigator.

(vi) the injury (including death) has
not been caused wholly or
partly by the trial subject or by
his/her legal guardian. This
shall not apply in cases where
the Provider has consistently
and duly contested such
subject's claim for damages
incurred thereby in the relevant
litigation,  particularly by
stating and proving (in
cooperation with the Sponsor
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(i) tyto néklady nejsou proplatitelné ze
zdravotniho  pojisténi  Subjektu
hodnoceni, pojisténi Zdravotnického
zafizeni nebo jiného pojistného
Kryti;

(i) nezadouci piihoda neni zavinéna
védomym opomenutim nebo
pochybenim Hlavniho zkousejiciho,
Zdravotnického  zafizeni nebo
nékteré¢ho jejich spoluzkousejiciho ¢i

zastupce;
(iii) nezadouci piihoda neni zavinéna
jakymkoliv piedchozim

onemocnénim Subjektu hodnoceni,
bez ohledu na to, zda bylo ¢i nebylo
diive diagnostikovano;

(iv) Hodnocené 1é¢ivo nebo procedura
dle Protokolu byly aplikovany
v souladu s Protokolem; a

(v) nezadouci piihoda neni zavinéna
védomym opomenutim, nedbalosti
nebo svévolnym jednanim Subjektu
hodnoceni ani nedodrZzenim pokynt
Hlavniho zkous$ejiciho na strané
Subjektu hodnoceni.

(vi) poskozeni zdravi (véetn¢ smrti)
nebylo zpusobeno zcela nebo
Caste¢né subjektem hodnoceni nebo
jeho  zékonnym  zastupcem. To
neplati v ptipadech, kdy
Poskytovatel disledné a fadné
napadalo tvrzeni subjektu hodnoceni
v daném soudnim sporu, zejména
tim, Ze uvadélo a dokladalo (ve
spolupréci se Zadavatelem a / nebo
Hlavnim zkous$ejicim, v pfipadé¢
potieby) veskeré skutec¢nosti tykajici
se pochybeni, kdy subjekt hodnoceni
nebo jeho zéakonny zastupce zcela
nebo zcasti  zapfiinili  takové

Fakultni nemocnice v Motole — MUDr.
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and/or the Principal
Investigator, if required) all
facts concerning the fault
whereby the trial subject or
his/her legal guardian wholly
or partly caused such damage,
using all available means of
defense (including regular and
in  justified cases also
extraordinary remedies) and,
despite the foregoing, such trial
subject has been finally and
effectively awarded by the
relevant court the damages to
be paid by the Provider
notwithstanding  the  fault
whereby the trial subject
caused (contributed to) the
occurrence of such damage.

poskozeni, s  vyuzitim  vSech
dostupnych  prostfedki  obrany
(vCetné pravidelnych a %
oduvodnénych piipadech i
mimotradnych opravnych
prostiedki), a piesto byla subjektu
hodnoceni  pravomocné ptiznana
ptislusnym soudem néhrada ujmy,
kterd ma byt uhrazena
Poskytovatelem bez ohledu na
zavinéni, kdy subjekt hodnoceni
zpusobil (ptispél k) vznik takove
ajmy.

16. Insurance 16. PojiSténi

The Sponsor hereto acknowledges, that in  Zadavatel prohlasuje, ze v souladu s § 52, odst.
accordance with § 52, par. 3, letter f) Act 3, pism. f) zakona ¢. 378/2007 Sb., o 1é¢ivech,
on Drugs No. 378/2007 Coll., as amended, v platném znéni, zajistil na celou dobu
contract insurance of liability for damage provadéni Klinického hodnoceni pojisténi
for the Principal Investigator and the odpovédnosti za Skodu pro Hlavniho
Sponsor has been ensured for the Study. zkousejiciho a Zadavatele, jehoz
This policy also duly covers compensable prostiednictvim je zajisténo i odskodnéni
death of the Study subject or vpiipadé smrti Subjektu hodnoceni nebo
compensation of the subject in case of vpiipad¢ Gjmy vzniklé na zdravi Subjektu
injury resulting from and sustained in hodnoceni v dusledku provadéni Klinického

course of performance of the Study. hodnoceni.
17. Indemnification 17. Nahrada Skody
20 of 37 Fakultni nemocnice v Motole — MUDr.
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(@) In consideration of the performance of
the obligations set forth herein by the
Principal Investigator, the
ProviderProvider and employees of the

ProviderProvider (collectively,
“Indemnitees”), the  Sponsor  shall
indemnify each Indemnitee for any

damages and injury caused (collectively

“Loss”) which may arise from a Study

subject claim or suit alleging physical

injury to a Study subject arising as a result
of the participation in the clinical trial;
provided, however that:

(i) the Indemnitees shall have complied
with all applicable laws and
regulations  (including  obtaining
Informed Consents Form), the
Protocol and all recommendations
furnished by the Sponsor or the CRO
for the use and administration of any
IMP,  which  were  obviously
presented/delivered to them;

(ii) the Sponsor is promptly notified in
writing of any such claim;

(iii) the Indemnitees cooperate fully in the
investigation and defense of any such
claim;

(iv) the Sponsor retains the right to defend
any claim against him or suit in any
manner it deems appropriate; and

(v) the Sponsor shall have the sole right to
settle the claim; provided, however,
that the Sponsor shall not admit fault
on the Indemnitees’ behalf without the

(@) Se zietelem na plnéni povinnosti uvedenych
vtéto Smlouvé  Hlavnim  zkouSejicim,
Poskytovatelem a zamé&stnanci
Poskytovatele(spoleéné ,,Zajisténé  osoby*)
Zadavatel kazdou Zajisténou osobu odskodni
za Skodu a zplsobenou uUjmu (spolecné
,»Skoda“), které by mohly vyplynout z ndroku
Subjektu  hodnoceni nebo tfeti strany
pozadujicim ndhradu Gjmy na zakladé ujmy na
zdravi  Subjektu  hodnoceni  vyplyvajici
v disledku jeho tcasti na klinickém hodnoceni,
ovSem za predpokladu, ze:

(i) Zajisténé osoby dodrzely veskeré platné

pravni predpisy (vCetné ziskani
informovaného  souhlasu), Protokol a
veskera  pisemna  doporuceni  dana

Zadavatelem nebo CRO pro uzivani a
podavani Hodnoceného 1é¢iva, se kterymi
byly prokazelné seznameny/dodany ;

(if) Zadavatel bude o kazdém takovém naroku
neprodlené pisemné informovan;

(i) Zajisténé osoby budou u kazdého takového
naroku plné spolupracovat na vySetfovani a
procesni obrang;

(iv) Zadavatel si ponechava pravo procesné se
bréanit proti jakémukoli naroku ¢i Zalobé
vznesené vici jemu, a jak bude povazovat
za vhodné, a

(v) Zadavatel ma vyhradni pravo narok
vypotfadat, ovSem za predpokladu, zZe
nepfipusti zavinéni jménem ZajiSténych
osob bez predchoziho pisemného svoleni

Indemnitees’ advance written Zajisténych osob.
permission.
(b) Notwithstanding the aforementioned, (b) Bez ohledu na piedchozi Upravu se
the Sponsor’s obligation of Zadavatelova povinnost nahrady  Gjmy
21 of 37 Fakultni nemocnice v Motole — MUDr.
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indemnification shall not extend to any
Loss to the extent such Loss arises from
the negligence, willful malfeasance or
malpractice by any of the Indemnitees, it
being understood that the administration of
any substance in accordance with the
Protocol shall not constitute negligence or
malpractice  for  purposes of this
Agreement.

18. Study / Agreement Termination

(@) The Study shall be ended by delivering
completely and correctly filled data in
electronic case report forms (CRFs) of all
Study subjects, answering all queries and
clarifications by the Provider and the
Principal Investigator, and following full
source data verification by the clinical
monitor according to the monitoring plan.

(b) The Sponsor or the the Provider is
entitled to terminate the contract in written
way announcing this to other contracted
parties, effective on the day notice has
been delivered to the last of contracted
parties in cases as follows:

(i) any of the Contract parties does not
meet some provision of this
contract and does not eliminate
the discrepancies within 60 days
after obtaining a written request to
do so;

(if) a competent court adjudicates any
Contract party is bankrupted in
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nevztahuje na zadnou Ujmu v takové mife, ve
které vyplyva z védomé nedbalosti, tmysiného
protipravniho jednani nebo postupu non lege
artis n€které ze Zajisténych osob, pficemz se
rozumi, ze podani jakékoliv latky v souladu
s Protokolem nepfedstavuje pro tucely této
Smlouvy nedbalost ani neodborny postup.

18. Ukonéeni Klinického hodnoceni /
Smlouvy
(@ Klinické hodnoceni  bude ukon¢eno

pfedanim Upln€ a spravné vyplnénych dat
v elektronickych  formulatich  zaznamu
subjektti hodnoceni (CRF) vsech Subjektt
hodnoceni, zodpovézenim vsech dotazi a
vysvétleni ze strany Poskytovatele a
Hlavniho zkousejiciho, Gplnym ovéfenim
zdrojovych dat klinickym monitorem podle
monitorac¢niho planu.
(b) Zadavatel nebo  Poskytovatel  jsou
opravnéni odstoupit od této Smlouvy
pisemnym oznamenim této skutecnosti
ostatnim smluvnim stranam a to s G¢innosti
ode dne doruceni pisemného oznameni
posledni ze smluvnich stran, a to v
nasledujicich ptipadech:

(i) pokud néktera smluvni strana neplni
neékteré z ustanoveni této smlouvy
a neodstrani zdvadny stav ani ve lhité
60-ti dnli od doruceni pisemné vyzvy k
naprave;

(if) pokud pftislusny soud rozhodne, ze je
néktera smluvni strana v upadku dle
insolven¢niho zakona ¢. 182/2006 Sb.,

Fakultni nemocnice v Motole — MUDr.
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accordance with the Insolvency
Act no. 182/2006 Coll., as
amended;

(iii) any of the Contract parties ceases
to be authorised to pursue its
activities within the field in
concern;

(iv) the risk incurred by the subjects
increases significantly;

(v) the  necessary  authorisation,
approval, consent or exception are
revoked or suspended, or expires
without prolongation;

(vi) if the Provider and / or Principal
Investigator violates the
obligations laid down in Article
13 of the Agreement.

In any other case, the Agreement
may be terminated by written mutual
agreement or notice, with the period
of notice being 30 days from the day
following the day of delivery of the
notice to the last of Contract parties.

(c) If the Provider’s participation in the
Study or the Study itself is terminated, the
Provider shall not permit further
enrollment of Study subjects into the
Study, cause the Principal Investigator to
cease treatment with the IMP to the extent
medically permissible, and return or
destruct of all the IMP in accordance with
instructions provided by the CRO and
regulatory requirements.

(d) In the event of termination of the
Study, payments will be made for all
services required by the Protocol that have
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(©)

(d)

V platném znéni;

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

(iv) bude-li riziko pro Subjekty hodnoceni
neimérné zvyseno;

(V) pokud potiebné opravnéni, povoleni,
souhlas nebo vyjimka bude
revokovano, jeho platnost
suspendovana, nebo uplyne-li doba, na
kterou bylo vydéno bez piisluSného
prodlouZeni;

(vi) pokud Poskytovatel a/nebo Hlavni
zkousejici porusi zdvazky stanovené ve
¢l. 13 této Smilouvy.

V ostatnich pfipadech lze trvani smlouvy
ukoncit pisemnou dohodou nebo vypovédi,
pficemz vypovédni lhita ¢ini 30 dnl a
po¢ind béZet dnem ndasledujicim po
doruceni vypovédi posledni smluvni stran€.

Pokud ucast Poskytovatele v Klinickém
hodnoceni nebo  Klinické hodnoceni
samotné bude ukonceno, Poskytovatel
nesmi povolit dalsi nabor Subjektt
hodnoceni, musi zajistit, aby Hlavni
zkousejici ukonc¢il 1é€bu Hodnocenym
lé¢ivem do té miry, do jaké to bude
z medicinského hlediska ptipustné, a musi
veskeré Hodnocené 1éCivo vratit nebo
zlikvidovat v souladu s pokyny CRO a
zakonnymi pozadavky.

V ptipadé ukonéeni Klinického hodnoceni
budou provedeny thrady za vSechny sluzby
vyzadované  Protokolem, které  byly
Fakultni nemocnice v Motole — MUDr.
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been performed up to the effective date of
termination of the Study and in connection
with the Study as required under the
Protocol and contemplated in the Budget.
If any advance or other payments exceed
the amount owed for services performed
under the Protocol, the Provider shall
promptly return the excess balance to the
CRO.

19. Assignment

(@ Any assignment of this Agreement or

any rights or obligations hereunder by:

(i) The Provider to a third party
shall require the prior written
consent of the CRO and the

Sponsor; and

The CRO to any third party

other than the Sponsor shall

require the prior written consent
of the Sponsor, but shall not
require the approval of the

Provider.

(b) The Provider and the CRO hereby
acknowledge that the Sponsor may
assign to itself or a third party
responsibility for any or all of the
CRO’s rights and  obligations
hereunder by written notice to the
Provider and the CRO.

(i)

20. Governing Law

(@)

realizovany az do data U¢innosti ukonceni
Klinického hodnoceni v souvislosti s
Klinickym hodnocenim a v souladu s
pozadavky Protokolu a predpoklady
V Rozpoctu. Pokud jakékoli zalohové nebo
jiné platby ptesahnou dluznou c¢astku za
sluzby realizované podle  Protokolu,
Poskytovatel pieplatek neprodlené vrati
CRO.

19. Prevod

Jakykoli prevod této Smlouvy nebo
jakychkoli prav ¢i povinnosti podle této
Smlouvy:
(i) Poskytovatelem na tieti stranu
vyzaduje ptedchozi pisemny souhlas
CRO a Zadavatele; a
(i) CRO na jinou tfeti stranu nez

Zadavatele vyzaduje ptedchozi
pisemny souhlas Zadavatele, avsak
nevyzaduje schvaleni

Poskytovatelem.

(b) Poskytovatel a CRO timto potvrzuji, ze

Zadavatel je  opravnén  pisemnym
ozndmenim Poskytovateli a CRO ptevzit
¢1 na tfeti stranu pievést odpovédnost za
néktera nebo veSkerd prava a povinnosti
CRO podle této Smlouvy.

20. Rozhodné pravo

(2) This Agreement shall be interpreted in  (a) Tato smlouva bude vykladana v souladu
accordance with laws of the Czech S pravnimi  predpisy Ceské republiky,
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Republic collision
regulations.

Legal relations that are not specifically
regulated herein shall be governed by
applicable provisions of the Civil
Code.

Any disputes related to this contract
or connected to this contract unsettled
by a mutual cooperation will be
referred to and resolved by the
competent corresponding local court

of the Czech Republic.

excluding

(b)

(©)

21. Final provisions

(@) This Agreement is made in three
identical copies; each Party shall
receive one original.

(b) This Agreement may only be
modified and amended by common
consent, with a written amendment
hereto.

(c) In case of discrepancies between the
Czech and English versions of the
Agreement, the Czech version
prevails.

(d) All correspondence and reports in
connection with this Study shall be
sent to the address or fax number of
the company EastHORN Clinical
Services in CEE, Ltd., U Druzstva
prace 43/734, 140 00 Praha 4, Czech
Republic, fax: +420 244 462 271.

(e) The draft agreement containing
relevant parts has been submitted to
ethics committees and the favourable
opinion of the competent ethics
committee was obtained.
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(b)

(©)

vyjma jejich koliznich ustanoveni.

Pravni vztahy vyslovné neupravené v této
smlouveé se fidi pfisluSnymi ustanovenimi
Obcankého zakoniku.

K projednéni a rozhodovani ptipadnych
sporu, Vvyplyvajich ztéto smlouvy nebo
stouto  smlouvou  souvisejici, které
nebudou vyfeSeny vzdjemnou spolupraci
budou fteSeny pfed vécné a mistné
prislusnym soudem v Ceské republice.

21. Zavérefna ustanoveni

(@)

(b)

(©)

(d)

(€)

Tato Smlouva je vyhotovena ve tiech
stejnopisech; kazda smluvni strana obdrzi
jeden stejnopis.

Tuto Smlouvu Ize ménit a dopliovat pouze
dohodou smluvnich stran ve formé
pisemného dodatku k této Smlouve.

V ptipadé nesouladu mezi ceskou a
anglickou verzi této  Smlouvy je
rozhodujici ¢eska verze.

Veskera korespondence a oznameni ve
spojitosti s timto Klinickym hodnocenim
musi byt zasilany na adresu nebo faxové
Cislo spolecnosti EastHORN  Clinical
Services in CEE, s.r.o., U DruzZstva Prace
43/734, 140 00, Praha 4, Ceska republika,
fax: +420 244 462 271.

Navrh smlouvy obsahujici relevantni
informace byl pfedlozen etickym komisim
a 7e bylo obdrZzeno schvéleni pfisluSné
etické komise.
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(1) Sponsor / Zadavatel:

20 July 2016
na zakladé plné moci Date / Datum
based on the power of attorney
EastHORN Clinical Services in
CEE Limited
Malgorzata Szerszeniewska, MD
Executive Head / Jednatel
(2) CRO:
20 July 2016
MUDr. Malgorzata Szerszeniewska Date / Datum
Executive Head / Jednatel
(3) Provider/ Poskytovatel :
17 Aug 2016
Director/ (Statutarni organ nebo Date / Datum
zplnomocnéna osoba)
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(4) Principal Investigator / Hlavni
zkousSejici:

|, I rrincipal
Investigator confirm that | have
properly studied the Agreement to
the clinical trial and | undertake to
ensure compliance  with  the
obligations resulting therefrom.
| further undertake not to disclose
information regarding this
corresponding  Study without the
prior written consent of the
Sponsor, to keep confidential all
Confidential Information, and to
use the Confidential Information
only for the purpose of this Study.

As the investigator, | agree that the
Sponsor (and the CRO if
applicable)  will  collect, use,
process and disclose my personal
information,  including  name,
qualification and experience in
clinical trials, my financial data
including but not limited to the
information on provided
remuneration and financial
compensation as well as other
personal data for administrative
purposes in connection with the
Study, and if necessary for
submission to ethics committees
and to the government authorities
and | undertake to ensure that such
consent is given also by the co-

Nize podepsand | N RN
jako hlavni zkousejici potvrzuji, Ze jsem
se fadné seznamila se smlouvou a
pfislusnou dokumentaci ke klinickému
hodnoceni 1é¢iva a zavazuji se zajistit
dodrzovani  povinnosti z nich
vyplyvajicich. Déle se  zavazuji
nezvetfejiiovat informace tykajici se
predmétného klinického hodnoceni bez
pfedchoziho  pisemného  souhlasu
Zadavatele, zachovavat mlcCenlivost o
vSech  poskytnutych  informacich,
povazovat tyto za diveérné a zdrZet se
jakéhokoliv ~ jiného  wuziti  téchto
informaci a vysledkii nez pro ucely
tohoto  Kklinického hodnoceni. Jako
zkousSejici souhlasim s tim, ze zadavatel
(a popt. i CRO) bude/budou
shromazd’ovat, pouzivat, zpracovavat a
zvetejiovat mé osobni udaje, vcetné
jména, kvalifikace a  zkuSenosti
v klinickém hodnoceni, mé financni
Gdaje  vztahujici se mimo jiné
k obdrzené odmeéné a finan¢ni nahrad¢ a
dalsi osobni udaje k administrativnim
ucelim v souvislosti s klinickym
hodnocenim, popt. k poskytnuti etickym
komisim a statnim ufadiim a zavazuji se
zajistit  tento  souhlas i od
spoluzkousejicich a ostatnich c¢leni
studijniho tymu.

investigator(s) and other members 29 August 2016
of the study staff
P Date / Datum
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Appendixes: Piilohy:
Appendix No. 1. Approval of the State Piiloha ¢. 1: Povoleni Statniho Ustavu pro
Institute for Drug Control kontrolu 1é¢iv

Appendix No. 2: Approval of the Ethic Pfiloha ¢. 2: Schvaleni etickou komisi pro
Committee for Multicentric Trials and Local multicentrickd klinick& hodnoceni a mistni

Ethics Committee etickou komisi

Appendix No. 3: Power of Attorney: Ptiloha ¢. 3: PIn&d moc:

EastHORN Clinical Services in CEE EastHORN Clinical Services in CEE Limited
Limited EastHORN Clinical Services in CEE, s.r.o.

EastHORN Clinical Services in CEE, s.r.o.
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Budget and payment conditions / Rozpocet a platebni podminky
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Payment details:

(a) Payment of the remuneration will be made
by bank transfer to the following account:

Platebni Udaje:

(a) Platby tihrad budou provadény bankovnim
pirevodem na nasledujici tcet:

Account holder:

Drzitel uétu: Fakultni nemocnice v Motole

Fakultni nemocnice v Motole

Account no.:

Cislo uctu:

Bank: / Komer¢ni banka a.s.,

Banka: Komer¢ni banka a.s.,

Stefanikova 22, Praha 5, 150 00, Czech
Republic

Stefanikova 22, Praha 5, 150 00, Ceska
republika

BIC (SWIFT) Code:

Kod BIC (SWIFT):

IBAN:

IBAN:

Tax number, if applicable: CZ00064203

Danové ¢islo, je-li pfidéleno: CZ00064203

(b) The CRO shall make a payment for
performance of this Study in accordance with
these conditions:

(i) The budget defines the maximum
amount that will be paid for the performance
of the Study.

(i) Remuneration will be eligible for
payment/payble only for the actual number of
visits and  procedures performed in
accordance with the Protocol, this Agreement
and entered into an electronic data capture
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(b) CRO poskytne finan¢ni Uhradu za
provedeni Klinického hodnoceni na zakladé
téchto podminek:

() Rozpocet stanovi maximalni ¢astku,
ktera bude vyplacena za provedeni
Klinického hodnoceni.

(i)  Unhrada bude provedena pouze za

skuteny pocet navstev a  vySetfeni
provedenych v souladu s Protokolem, touto
Smlouvou a zadanych do elektronického
systému pro sbér dat pomoci elektronického
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system by electronic CRF and verified by the
monitor according to the applicable
Monitoring Plan. In no event shall payment
for such visits and procedures exceed the
maximum budget per the Study subject.

(i)  To be eligible for the payment, all
data submitted must be complete and correct.
For data to be complete and correct, each
Study subject must have signed an EC-
approved Informed Consent Form and all
procedures designated in the Protocol must
have been carried out in accordance with the
Protocol.

(iv) The amount per visits includes/covers:

- remuneration for examinations which
are part of the Study according to the
Protocol; these are not separately
specified,

- remuneration for providing copies of
certificates and other documents
(including updated versions) which
are necessary for performance of the
Study,

- healthcare
applicable,

- any fee for using the Provider’s and/or
Principal Investigator’s computers
and software for the purpose of
maintaining the Study medical
records, reporting and  Study
communication. The Provider and the
Principal Investigator confirm that
they have obtained all necessary
license rights and permission to use
the external vendor’s software for the
purposes of the Study.

regulatory  fees, if
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CRF a zkontrolovanych monitorem v souladu
s platnym monitorovacim planem. Platba za
tyto navstévy a vySetieni v zaddném piipadé
nepfesahne maximalni rozpocet na jeden
Subjekt hodnoceni.

(iif)  Narok na uhradu vznikne tehdy, budou-
li pfedana uplna a spravna data. Aby byla
data uplna a spravna, musi kazdy Subjekt
hodnoceni podepsat formular informovaného
souhlasu schvaleny etickou komisi a veskeré
procedury urcené v Protokolu museji byt
provedeny v souladu s Protokolem.

(iv) Platby za navstévy zahrnuji/pokryvaji:

- uhrady za vySetfeni, ktera jsou dle

Protokolu soucasti Klinického
hodnoceni a nejsou samostatné
specifikovana,

- Uhrady za  poskytovani  kopii

osvédceni a jinych dokladi (vcetné
aktualizovanych verzi), které jsou
potiebné pro provedeni Klinického
hodnocent,

- ptipadné regulaéni poplatky,

- jakykoliv poplatek za pouzivani
pocitace a softwaru Zdravotnického
zafizeni a/nebo Hlavniho
zkouSejictho za ucelem uchovani
Studijnich  zdravotnich  z&znamd,
hlaSeni a studijni komunikace.
Poskytovatel a Hlavni zkouseji
potvrzuji, ze ziskali veskera nezbytna

licencni prava a opravnéni k
pouzivani softwaru externiho
dodavatele za ucelem provedeni

Klinického hodnoceni.
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Payment for screen failures will be made by
CRO after CRO has received and reviewed
all appropriate eCRFs (data has been entered,
or documentation of procedures completed)
in addition to any other information that is
requested by Sponsor to appropriately
document the Study subject screening
procedures. Payment for all screen
compensation will be paid with the next
scheduled payment owed to the Investigator.

Early withdrawals
means the subjects who meet the criteria for
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Platba za nelspésné

skrininky  bude
provedena Smluvni vyzkumnou organizaci
(CRO) poté, co CRO obdrzi a zkontroluje
vSechny pfislusné eCRF (udaje musi byt

vyplnény nebo
dokumentace pro splnéné
ptipadné¢  doplnény  dalsi
poZadované Sponzorem, tak aby byly
zdokumentovany  vSechny  skrininkové
procedury u daného Subjektu hodnoceni.
Platba za vSechny netspésné skrininky bude
provedena s nejbliz§i planovanou platbou
dle platebniho rozvrhu pro zkousejiciho.

pfedlozena  kompletni

procedury)
informace

Piedcasné ukonceni
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entry into Phase A and/or Wash-out, but have
not been randomised into the study Phase B
or stopped the participation prior to
completion of 12-week, double-blind
randomized period (during Phase B). The site
will be reimbursed for all completed patient
visit as per payment schedule.

Start Up fee

On basis of the original invoice, CRO shall
make a one-time payment to the Institution
after site initiation in the amount of 1300
EUR. This fee includes economic and legal
aspects related to processing of this
Agreement, co-ordination of involvement
of Pharmacy, and Study feasibility
assessment within the Institution. The
aforesaid fee shall be payable within 45
days from the Agreement execution based
on receipt of original invoice in CRO.

Pharmacy Services

The Institution hereby represents and
warrants that it will ensure the performance
of Pharmacy Services, as below described,
in accordance with the Protocol on its own
responsibility and liability. CRO will
reimburse Institution a one-time pharmacy
set-up fee of 75 EUR due within 45 days
after initiation of the Study in the
Institution, which means conduction of site
initiation visit and fee of 30 EUR for every
IP shipment receipt to the Pharmacy,
hereafter fee of 30 EUR for every IP
outgoing to the site, fee of 20 EUR for
every month of IP storage in the Pharmacy,
fee of 150 EUR for one time IP destruction,
fee of 38 EUR for subsequent IP
destruction in the pharmacy and fee of 30
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znamena subjekty, ktefi splnili kriteria pro
vstup do Faze A a/nebo Wash-out, ale
nebyli randomizovani do Faze B nebo
ukon¢ili ucast pred dokonCenim 12-
tydenniho dvojité zaslepeného obdobi (Faze
B). Centru budou proplaceny vsechny
dokoncené  navstévy  subjekti  podle
platebniho rozvrhu.

Start Up poplatek
Na zakladé doruceni originalni faktury,

CRO uhradi  jednorazovou platbu
Zdravotnickému  zafizeni po iniciaci
centra, a to ve vysi 1300 EUR. Tento
poplatek  zahrnuje  Uhradu  nékladid

ekonomického a pravniho charakteru v
souvislosti s vyjednanim této Smlouvy,
koordinaci  zapojeni lékarny a s
vyhodnocenim proveditelnosti studie ve
Zdravotnickém zafizeni. Shora uvedena
platba bude splatnd ve lhité¢ 45 dnl od
ptijeti faktury CRO.

Lékarenské sluzby
Zdravotnické zafizeni se zavazuje, ze na
vlastni odpové€dnost a v souladu s
Protokolem zajisti provedeni lékarenskych
sluzeb, jez jsou niZe definovany. CRO
poskytne Zdravotnickému zatizeni
jednorazovou tvodni ¢astku za 1ékarenské
sluzby ve vysi 75 EUR, a to do 45 dni po
zahjeni  Studie ve Zdravotnickém
navstévy v misté hodnoceni a ¢astku 30
EUR za kazdy piijem zasilky studijni
medikace do 1ékarny, dale ¢astku 30EUR
za kazdy vydej studijni medikace na
Kliniku, ¢astku 20 EUR za kazdy mésic
skladovani medikace v 1ékarné, ¢astku 150
EUR za jednordzovou destrukci medikace
Fakultni nemocnice v Motole — MUDr.

Czech Republic
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EUR for every hour of the monitoring visit
due within 45 days after site close out visit.
Without limiting the foregoing, payments
for the Pharmacy services shall be made in
accordance with the provisions set forth in
Schedule A.

These amounts include payments for:
e Product delivery acceptance and
confirmation
e Storage of Product until to transfer to
site,  recording, preparing  for
destruction where appropriate (then
according to the Sponsor/CRO
instructions),
e Supply of Product to the site,
All other duties performed by the Pharmacy
in accordance with the Protocol and
supporting documentation throughout the
course of the Study.

Archiving fee

CRO shall further make to the Institution a
payment in amount of 150 EUR as a
reimbursement of incurred archiving expenses
for a term of 15 years. This one-off payment
shall be made on the basis of the original
invoice delivery after the contract execution.

(vi) When data are reviewed by the monitor
during a scheduled Site visit, the Principal
Investigator shall have all available data
obtained up to the end of the preceding day
complete and ready for evaluation.

(vii) No payment will be made for visits of
Study subjects found ineligible upon review
of their Case Report Forms and source
documents.
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a castku 38 EUR za nasledujici destrukci
medikace v 1ékarné a castku 30 EUR za
kazdou hodinu monitorovaci navstévy
splatnou do 45 dnui po provedeni uzaviraci
navstévy v mist¢ hodnoceni. Bez
jakéhokoli omezeni ve vztahu k vysSe
uvedenému budou veskeré platby za
Lékarenské sluzby poskytnuty v souladu s
podminkami stanovenymi v Pfiloze A.
Tyto ¢astky zahrnuji platby za:

e Piijem a potvrzeni Produktu

e Uskladnéni do doby dodani na

misto hodnoceni, evidenci,
pfipravu na destrukci v piipadé
potteby (pak podle instrukei
zadavatele/CRO)

e dodani  Produktu na  misto
hodnoceni,

dalsi odpovédnosti Lékarny v souladu se
studijnim Protokolem a instrukcemi po celou
dobu prubéhu Studie

Archivacni poplatek

CRO se dale zavazuje uhradit Poskytovateli
castku ve vysi 150 EUR a to kuhrade¢
nakladt spojenych s archivaci po dobu 15
let. Tato jednordzova Uhrada bude
poskytnuta na zadklad¢ doruceni originalni
faktury po podpisu smlouvy.

(vi) Pti kontrole dat b&éhem planované
navstévy Mista hodnoceni monitorem musi
mit Hlavni zkouSejici veskera dostupna data
ziskana az do konce piedchoziho dne a to
kompletni a pfipravena k vyhodnoceni.

(vil) Navstévy Subjekti hodnoceni, které
byly na zaklad¢ kontroly CRF a zdrojové
dokumentace vyhodnoceny jako nevhodné,
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(viii) The CRO agrees to reimburse the
Provider on behalf of the Sponsor for the
costs of Study subject travel at a rate of 500,-
CZK per visit at maximum. The Provider
agrees to transfer to each enrolled Study
subject compensation for its travel expenses
in the amount 500,- CZK per visit in the
form of meal vouchers. The handover of the
meal vouchers to clinical trial site will be
documented in the Handover protocol, next
documentation and biling will be checked by
clinical study monitor based on the study
expense form.

(ix) Payments for services will be made in
the currency of the Agreement and the
invoice must be issued in the currency of
Agreement. If necessary local currency might
be mentioned as well Other pass through
costs shall be paid in local currency.

(x) All the amounts listed above are hereto
defined including any taxes. The exception is
the VAT which is processed, if applicable,
via reverse charge mechanism by the CRO.

(xi) Payments will be processed at least in 6-
month intervals. The CRO will send to the
Principal Investigator a Payment Form with
the fee calculation. Each Payment Form will
cover only visits completed and procedures
which have been monitored by a monitor and
approved by the Sponsor during the period
July - December of the preceding year, or
January - June of the -current year
respectively. The Principal Investigator shall
review and approve in written the fee
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nebudou hrazeny.

(viii) CRO se  zavazuje uhradit
Zdravotnickému  zafizeni Vv  zastoupeni
Zadavatele cestovni néaklady  Subjektt

hodnoceni v hodnoté maximalné 500,- CZK
za navstévu. Poskytovatel se zavazuje
proplatit kazdému zafazenému Subjektu
hodnoceni cestovni vydaje ve vysi 500,- CZK
za navstévu ve formé stravenek. Predani
stravenek centru Klinického hodnoceni bude
dokumentovdno v Pfeddvacim protokolu,
dalsi evidence a vyuctovani bude provedeno
monitorem klinickych hodnoceni na zakladé
vydajového  formulafe  pro  klinické
hodnoceni.

(ix) Platby za sluzby budou provedeny ve
méné stanovené touto Smlouvou a faktura
musi byt vystavena v méné této Smlouvy.
Pokud to je nutné, mize byt rovnéz uvedena
mistni ména. Dal§i prubézné naklady (pass
through costs) budou hrazeny v mistni méné.

(X) Vsechny castky uvedené vySe jsou
uvedeny véetné veskerych dani. Vyjimkou je
DPH, kterd bude odvedena, pouzije-li se,
prostfednictvim  mechanismu  pfeneseni
danové povinnosti u CRO.

(xi) Platby budou probihat minimaln¢ v 6-ti
mési¢nich intervalech. CRO zasle Hlavnimu
zkouSejicimu Platebni formulaf s kalkulaci
odmény. Kazdy Platebni formuldt bude
obsahovat pouze dokon¢ené navstévy a
postupy, které  byly  odmonitorovany
monitorem a schvalené Zadavatelem v
pribéhu obdobi od cervence do prosince
ptedchazejiciho roku, nebo od ledna do
cervna pfislusného roku. Hlavni zkouSejici
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calculation within 5 working days of
receiving it. Only after the Principal
Investigator approval is obtained on the
Payment Form, the CRO will request the
Provider to issue a invoice/tax document for
the approved amount. The Provider shall be
obliged to issue the invoice within 14 days
from the day of receipt of the request. The
CRO or Sponsor are not liable for any delays
caused by lack of timely approval by the
Principal Investigator. If the 14-day-deadline
is missed the payment will be made during
next payment cycle. The invoice must contain
all  requirements specified by legal
regulations and Study Protocol Number. The
invoice is payable within 30 days from the
date of its issue by the Provider. The date of
the taxable event is the date of delivery of a
notice to issue an invoice to the Provider.

(xii) An invoice/ tax document shall be issued
in name of EastHORN, EastHORN Clinical
Services in CEE Limited, Kyvelis 7, Office

102, P.C. 1087, Nicosia, Cyprus Tax ID:
CY10253002U.
(xiii) Shipment Address is EastHORN

Clinical Services in CEE, s.r.o., U DruzZstva
prace 43, 140 00 Praha 4, Czech Republic.

(xiv) Any payment shall not fall below the
amount of 1000 €. The amounts calculated in
the Payment Form below this limit will be
added to the next payment. The final payment
will be made without this amount limit within
30 days of termination of the Study.

(xv) Bank charges: SHA - the payer pays the
fee of the payer's bank, the payee pays the
fees of the payee’s bank.
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zkontroluje a pisemné schvali kalkulaci
odmény do 5 pracovnich dnti od jeho
obdrzeni. Teprve po schvaleni Platebniho
piehledu Hlavnim zkousSejicim, pozada, CRO
Poskytovatel o vystaveni faktury / daového
dokladu na schvalenou c¢astku. Poskytovatel
je povino vystavit fakturu do 14 dnti ode dne
obdrzeni pfislusné vyzvy. CRO nebo
Zadavatel nejsou odpovédni za zpozdéni
zpusobena nedodrzenim vcasného schvaleni
na stran¢ Hlavniho zkouSejiciho. Jestlize
nebude dodrzena 14-denni lhuta k vystaveni
faktury, bude piislusna platba uskutecnéna
s nasledujici platbou. Faktura musi obsahovat
veskeré nalezitosti stanovené pravnimi
pfedpisy a ¢islo protokolu Klinického
hodnoceni. Faktura je splatna 30 dni ode dne
jejiho vystaveni Zdravotnickym zafizenim.
Datem zdanitelného plnéni je den doruceni
vyzvy kvystaveni faktury Zdravotnickému
zafizeni.

(xii) Faktura / danovy doklad bude vystavena
/ vystaven na EastHORN Clinical Services in
CEE Limited, Kyvelis 7, Office 102, P.C.
1087, Nicosia, Kypr, DIC: CY10253002U.

(xiii) Dorucovaci adresa je EastHORN
Clinical Services in CEE, s.r.o., U Druzstva
prace 43, 140 00 Praha 4, Ceska republika.

(xiv) Jakékoliv uhrady nesmi klesnout pod
Castku 1000 €. Céstky pod timto limitem
vypoctené v Platebnim formulafi  budou
pfipoCteny k nésledujici thrad€. Zavérena
Uhrada bude provedena bez vztahu k vyse
uvedenému limitu do 30 dnli od ukonceni
Klinického hodnoceni.

(xv) Bankovni poplatky: platce hradi
poplatky banky platce, piijemce hradi
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poplatky banky piijemce.
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