exQuisite Alliance®

Clinical Trial Agreement Ne

I /2003/Ins

Date: Bratislava

This Clinical Trial Agreement (the "Agreement™) is made by
and between

Fakultni nemocnice Brno
having its registered place of business at Jihlavska 340/20, 625
00 Brno, Czech Republic

governmental organization founded by the Ministry of Health,
without obligation of incorporation into the Business Register
registered in the Trade Licensing Office of Brno

ID no.: 65269705

VAT no. : CZ65269705

represented by director MUDr. Roman Kraus, MBA, director
(hereinafter referred as the ""Clinical Site™)

and

SanaClis s.r.0., a contract research organization having its
registered place of business at Staré Grunty 130, 841 04
Bratislava, Slovak republic, I1d. No.: 35804084 (for business in
the Czech Republic established organisation component
SanaClis s.r.0., organiza¢ni slozka, Id. No.: 22773215
(“hereinafter referred as ""CRO"”), acting for and on behalf of
Teva Pharmachemie (legal entity: Pharmachemie BV),
having its registered place of business at Swensweg 5, 2031
GA, Haarlem, The Netherlands (hereinafter referred as the
""'Sponsor").

and

(herein after referred as ,,Principal Investigator)
Subject of the Agreement

The subject of the Agreement is that the CRO assigns Clinical
Site and Principal Investigator and Clinical Site and Principal
Investigator accept this assignment to conduct the Trial

(the "Trial') and the purpose of the
Agreement is to determine conditions for the conduct of the
Trial and to define the rights and duties of the contractual
parties hereto for the performance and processing of the Trial.
Procedures and methods of the Trial are described in Protocol

(the ""Protocol") entitled

Smilouva o klinickém hodnoceni ¢islo

I 2003/ Inst

Datum:

Bratislava

Tato smlouva o klinickém hodnoceni (dale jenom ,,.Smlouva“)
upravuje vztah mezi

Fakultni nemocnice Brno
se sidlem v Jihlavska 340/20, 625 00 Brno, Ceska Republika

statni piispévkova organizace ztizena rozhodnutim
Ministerstva zdravotnictvi, bez povinnosti zapisu do
obchodniho rejstifku, zapsana v Zivnostenském tiadu mésta
Brna

IC: 65269705

DIC: CZ65269705

jednajici: MUDr. Roman Kraus, MBA - feditel
(dale jenom ,,Poskytovatel zdravotnich sluzeb*)

A

SanaClis s.r.0., smluvni vyzkumnou organizaci, se sidlem Staré
Grunty 130, 841 04 Bratislava, Slovenskd Republika, IC:
35804084 (pro podnikani na tzemi CR ziizena organizaéni
slozka SanaClis s.r.o., organizacni slozka, IC: 22773215 (dale
jenom ,,CRO®), kterd zastupuje zajmy spoleCnosti Teva
Pharmachemie (legal entity: Pharmachemie BV) se sidlem,
Swensweg 5, 2031 GA, Haarlem, Nizozemsko (dale jenom
»Zadavatel).

>

(dale jen ,,Hlavni zkouSejici*)

Pitedmét smlouvy

Predmétem smlouvy je povéfeni poskytovatele zdravotnich
sluzeb a hlavniho zkousejiciho ze strany CRO a souhlas
poskytovatele zdravotnich sluzeb a hlavniho zkousSejiciho s
povéienim provadét klinické hodnoceni

(dale jenom ,,Klinické hodnoceni®) a ucelem této smlouvy je
stanovit podminky pro provedeni klinického hodnoceni a
definovat prava a povinnosti smluvnich stran pro provedeni a
zpracovani klinického hodnoceni. Postupy a metody klinického

hodnoceni jsou popsany v protokolu s nazvem ,,-
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’

being inseparable part of this Agreement and attachments
hereto.

The trial will be conducted at Fakultni nemocnice Brno,
Jihlavska 340/20, 625 00 Brno, Czech Republic. Clinical Site,
CRO and Sponsor agree to assign
as Principal Investigator who will be responsible for the
conduct of the Trial.

Scope and nature of the scientific works is defined in the
Protocol which is considered as an integral part of the
Agreement.

1. General conditions

1.1 The Trial will be managed by CRO acting on behalf of
Sponsor, for the clinical evaluation of Sponsor's Investigational
Medical Product (hereafter “Trial Drug”) in accordance with
the Protocol.

1.2 Clinical Site / Principal Investigator is obliged to conduct
the Trial in accordance with the Protocol which is part of the
Investigator Site File (ISF). The Principal Investigator shall
adhere to all the guidelines and the documents that are
contained in the ISF and must maintain the ISF and keep it up
to date in accordance to the requests of CRO or Sponsor. The
Trial shall be conducted in accordance with the rules of ICH
GCP, the Declaration of Helsinki as well as all relevant laws
and regulations and requirements or written instruction of the
Sponsor communicated by CRO.

1.3 CRO (or Sponsor) is obliged to supply the Clinical Site
with the Trial Drug, Trial materials and Trial equipment free of
charge in amount, needed for conducting the Trial at this
Clinical Site. This Trial Drug, Trial materials and Trial
equipment and all information pertaining thereto given to
Clinical Site are exclusive property of Sponsor. Clinical Site
shall return all material and information immediately after
written request of Sponsor.

1.4 CRO (or Sponsor) is obliged to provide Principal
Investigator with final version of the Protocol as well as all
protocol amendments issued throughout the Trial course and
actual versions of Subject Information and Informed Consent
Forms and all other Trial documents. Sponsor is responsible to
provide an appropriate local insurance for the Trial.

1.5 Clinical Site guarantees that Trial Drug is used only for
Trial purposes and is adequately stored. Any commercial use of
the Trial Drug is prohibited.

“ (dale jenom ,,Protokol), ktery je
nedilnou soucasti této smlouvy a jejich priloh.

Hodnoceni se bude konat ve Fakultni nemocnici Brno,
Jihlavska 340/20, 625 00 Brno, Ceska Republika. Poskytovatel
zdravotnich sluzeb, CRO a zadavatel se dohodli, ze jako
hlavniho zkousejiciho, ktery bude zodpovédny za provedeni
klinického hodnoceni, jmenuji

Rozsah a charakter védeckych praci je definovan v protokolu,
ktery je nedilnou soucasti této smlouvy.

Rozsah a charakter védeckych praci je definovan v protokolu,
ktery je nedilnou souéasti této smlouvy.

1. VSeobecné podminky

1.1 Klinické hodnoceni bude vedeno CRO, jednajici jménem
zadavatele za ucelem klinického vyhodnoceni zadavatelem
zadaného hodnoceného 1é¢ivého piipravku (dale jenom
,Hodnoceny lé¢ivy pripravek™) v souladu s protokolem.

1.2 Poskytovatel zdravotnich sluzeb / hlavni zkouSejici je
povinen provadét klinické hodnoceni v souladu s protokolem,
ktery je soucasti spisu zkouSejiciho v centru Klinického
hodnoceni (Investigator Site File, ISF). Hlavni zkousejici musi
dodrzovat vSechny pokyny a udrZovat dokumenty, které jsou
obsazeny v ISF, v aktualnim stavu v souladu s pozadavky CRO
nebo zadavatele. Klinické hodnoceni musi byt provedeno v
souladu s pravidly ICH GCP a Helsinské deklarace, stejné jako
vsech pfislusnych zakont a predpisi a pozadavkd nebo
pisemného pokynu zadavatele sdéleného prostiednictvim CRO.

1.3 CRO (nebo zadavatel) je povinna pro poskytovatele
zdravotnich sluzeb bezplatné zabezpecit hodnoceny 1éCivy
ptipravek, material a vybaveni v dostate¢ném mnozstvi, které
je potiebné pro realizaci klinického hodnoceni v centru
poskytovatele zdravotnich sluzeb.Hodnoceny 1é¢ivy piipravek,
materidl avybaveni pro klinické hodnoceni a vSechny
informace, vztahujici se k hodnoceni, poskytnuté poskytovateli
zdravotnich sluzeb, jsou vyhradnim majetkem zadavatele.
Poskytovatel zdravotnich sluzeb musi veskery materidl a
informace vratit bezodkladné po obdrzeni pisemné zadosti
zadavatele.

1.4 CRO (nebo zadavatel) je povinna zabezpecit hlavnimu
zkouSejicimu kone¢nou verzi protokolu, spolu s dodatky
k protokolu, vydanymi v pribéhu realizace klinického
hodnoceni, a aktualni verzi Informaci pro subjekt a formulat o
informovaném souhlasu spolu se v§emi ostatnimi dokumenty
ke Klinickému hodnoceni. Zadavatel je zodpovédny za
zabezpedeni ptislusného pojisténi klinického hodnoceni.

1.5 Poskytovatel zdravotnich sluZeb se zarucuje, Ze hodnoceny
1é¢ivy piipravek bude spravné skladovan a bude pouzit pouze
k u¢elim klinického hodnoceni. Jakékoliv komeréni pouziti
hodnoceného 1é&ivého ptipravku je zakazano.
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1.6 Clinical Site is obliged to ensure that there are no changes
in the person of the Principal Investigator. Where changes
occur or are required by Sponsor, Clinical Site is obliged to
inform the CRO in writing no less than 45 (fortyfive) working
days before the date of leaving of the Principal Investigator
from the Trial. Clinical Site will make sure an appropriate
successor can be nominated whereupon Sponsor shall at its sole
discretion approve or reject any such replacement within a
reasonable time. In case, if new Principal Investigator is not
approved by the CRO and Sponsor, present Agreement may be
terminated in accordance with clause 4.2 of the present
Agreement.

1.7 Clinical Site is obliged to provide the subjects’ enrolment
in accordance with the Protocol. Subjects’ enrolment shall start
in November 2017 and will be stopped after the worldwide
recruitment goal has been achieved (hereafter "Enrolment
period”). Estimated Number of subjects (hereafter
“Recruitment Number”) to be recruited: 3 /treated: 2.

The recruitment of the Trial is a competitive one and. At any
time Sponsor may change Enrolment period, CRO retains the
right to discontinue the Trial prematurely due to insufficient
recruitment. This information has to be provided immediately
by CRO to the Clinical Site and Principal Investigator by
official CRO or Sponsor letter. The Parties agree that
Amendment to this Agreement will not be necessary to change
Enrollment period or Recruitment number.

Each subject shall be fully informed on the essence and
significance of the Trial and legally required informed consent
is received by Principal Investigator before participation in the
Trial.

1.8 In performing the Trial, Clinical Site is obliged to:

(@ fully cooperate with Sponsor and Principal Investigator on
the Trial and, in particular, provide adequate number of
qualified staff to conduct the Trial properly and safely and
provide necessary facilities for the conduct of the Trial;

(b) guarantee that other trials do not take essential subjects or
facilities away from the Trial;

(c) accept monitoring visits and source data verification in
agreed upon frequency;

(d) allow visits of local and foreign authorities and
representatives of Sponsor for the purpose of monitoring,
inspections, and audits including access to the Electronic Case
Record Forms (eCRFs) and hospital subject records and other
documentation for source data verification.

(e) Provide reimbursements to the trial subjects of expenses
related to the attended trial visits from 1 to 46 in the amount of
Il CZK per visit. (i.e. expenses might be related to parking,

1.6 Poskytovatel zdravotnich sluzeb je povinen zabezpedit, aby
nedoslo ke zméné hlavniho zkouSejiciho. Pokud ke zméné
dojde anebo je zména pozadovana zadavatelem, je
poskytovatel zdravotnich sluzeb povinen pisemné informovat
CRO nejpozdégji 45 (Ctyficetpét) pracovnich dni pfed dnem
ukonéeni Ugasti hlavniho zkousejiciho v klinickém hodnoceni.
Poskytovatel zdravotnich sluzeb zajisti vhodného nastupce,
ktery mlze byt jmenovan, nafez ho zadavatel schvali nebo
zamitne podle vlastniho uvazeni v pfiméfené 1hutg. V piipadg,
ze novy hlavni zkouSejici neni schvdlen CRO, tato smlouva
muize byt ukoncena v souladu s ustanovenim 4.2 této smlouvy.

1.7 Poskytovatel zdravotnich sluzeb je povinen zabezpedit
hlavnimu zkousejicimu vhodné podminky pro nabor subjektii
v souladu s protokolem. Nabor subjektti zaéne celosvétove
v listopadu 2017 abude zastaven, kdyz bude dosazen
celosvétovy cil ndboru (ddle jenom ,,obdobi naboru‘).
Odhadovany pocet subjekti (dale jen ,pocet zatazenych
subjektt), ktefi budou nabrani: 3 /1é¢eni: 2.

Nabor do studie je konkuren¢ni a Zadavatel muze kdykoli
zménit obdobi naboru, CRO si vyhrazuje pravo ptedcasn¢
ukon¢it klinické hodnoceni z divodu nedostate¢ného naboru.
CRO musi tuto informaci neodkladné sdélit poslytovateli
zdravotnich ~ sluzeb ahlavnimu  zkouSejicimu  formou
oficialniho dopisu CRO nebo oficialniho dopisu od zadavatele.
Smluvni strany souhlasi s tim, Ze pokud dojde ke zméné v
obdobi naboru ¢i poctu zarazenych subjektl, neni nutny
dodatek smlouvy.

Kazdy subjekt musi byt pln¢ informovan o podstaté a vyznamu
Klinického hodnoceni. Hlavni zkouSejici obdrzi zakonem
pozadovany informovany souhlas se zapo¢etim casti subjektu
v klinickém hodnoceni.

1.8 Pii realizaci klinického hodnoceni je poskytovatel
zdravotnich sluzeb povinen:

a) plné spolupracovat se zadavatelem a hlavnim zkousejicim na
Klinickém hodnoceni a, to zejména, poskytnout dostate¢ny
pocet kvalifikovaného persondlu na spravné a bezpecné
provedeni klinického hodnoceni a poskytnout potiebné zazemi
a vybaveni na provedeni klinického hodnocent;

(b) se zarudit, ze jiné klinické hodnoceni neovlivni 0cast
nezbytnych jiz zafazenych subjektd, nebo neovlivni vyuziti
vybaveni potiebného k provedeni hodnocenti;

(c) akceptovat monitorovaci vizity a ovéfovani zdrojovych dat
subjektii zafazenych do klinického hodnoceni v dohodnutych
terminech;

(d) umoznit vizity narodnich a zahrani¢nich spravnich ufadi a
vizity zastupcl  zadavatele, vykonanych za Ucelem
monitoringu,  kontroly a auditu. Umoznit pfistup
k elektronickym zaznamtiim subjektd hodnoceni (eCRF),
K nemocni¢nim zdznamim subjektu a k ostatnim dokumentim
potiebnym k ovétovani zdrojovych dat.

(e) Vyplatit subjektim hodnoceni nahradu vynalozenych
nakladi za navstévy 1 az 46, které byly stanoveny ve vysi
CZK za navstévu. (tj. naklady za parkovani, cestovni vydaje,
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travel, babysitting etc.) Financial amount for this purpose will
be provided to Clinical Site in form of advances on the basis of
a separate invoice.

Clinical Site agrees to conduct the Trial, to handle and store
any data and source documentation, connected to the Trial,
during the validity term and after expiration of the present
Agreement in compliance to applicable laws and regulatory
requirements, stipulated on the territory of Czech Republic,
requirements of ICH/GCP, and the requirements of Food and
Drug Administration USA (hereafter "FDA™) and European
Medical Agency (hereafter “EMA”).

Clinical Site is further obliged to guarantee that the entire
documentation of the Trial, e.g. protocol, eCRFs, ISF, Subject
Informed Consent, source data, list of subject identification,
will be kept on file for at least fifteen (15) years after the Trial
completion at Clinical Site. At no time during this period such
records shall be destroyed without the prior written consent of
Sponsor or its designated party. To avoid any possible errors,
Clinical Site shall contact CRO or Sponsor at least thirty (30)
days prior to the intended destruction of records.

Furthermore Clinical Site will guarantee that all requirements
for Remote Data Capture (RDC) are in place.

Clinical Site agrees that this Agreement may be forwarded to
Ethics Committee and/or regulatory authorities, if requested by
relevant legislation.

Clinical Site shall notify the Sponsor about every insurance
claim it has been notified of and consents that this Agreement
may be forwarded to the respective insurance company in case
of an insurance claim.

All Trial Drug and all information pertaining thereto given to
Clinical Site and/or Principal Investigator are exclusive
property of Sponsor. Clinical Site ensures that Principal
Investigator will return all trial material and information
immediately after the termination of the Trial or on written
request of Sponsor.

Clinical Site is fully responsible for complying with the
provisions of the Confidentiality Clause as set forth in clause
5.2 of this Agreement and will be held liable for any breach of
said Confidentiality Clause, no matter whether the breach of
said Confidentiality Clause is committed by leading officers of
the Clinical Site or one or more of its employees.

2. Terms of the Trial conduct
2.1 The Trial shall begin — in November 2017.

2.2 The term of the Trial is stipulated by the Protocol.

2.3 Trial shall be determined to be completed on the date, on

hlidani déti, apod.) Finanéni prostiedky k tomuto Géelu budou
poskytovateli zdravotnich sluzeb svefeny prostiednictvim
zalohy, a to na zakladé samostatné faktury.

Poskytovatel zdravotnich sluzeb souhlasi s tim, Ze bude
provadét klinické hodnoceni, zpracovavat a uchovavat jakakoli
data adokumenty souvisejici s klinickym hodnocenim
Vv prib&hu platnosti a i po ukonéeni této smlouvy v souladu
s platnymi pravnimi pfedpisy a jinou regulaci platnou na Gzemi
Ceské Republiky, s pozadavky ICH/GCP, s pozadavky Spravy
potravin a lé¢iv USA (dale jen ,,FDA®) a Evropské agentury
pro 1é¢iva (dale jen ,,EMA*)

Poskytovatel zdravotnich sluzeb je dale povinen zarudit
archivaci  veSkerych dokumentd klinického hodnoceni
napiiklad protokol, eCRF, ISF, informované souhlasy subjekti,
zdrojova data, identifikacni seznam subjektd V prub&hu
nejméné patnacti (15) let po formalnim ukonéeni Kklinického
hodnoceni hodnoceného 1é¢ivého ptipravku. V Zadném
okamziku béhem tohoto obdobi se tyto zaznamy nesmi zniCit
bez piedchoziho pisemného souhlasu CRO nebo zadavatele.
Aby se zabranilo pfipadné chybé, hlavni zkouSejici musi
kontaktovat CRO nebo zadavatele nejméné tficet (30) dnii pfed
zamyslenym znicenim zaznam.

Déle se poskytovatel zdravotnich sluzeb zarucuje, Ze vSechny
pozadavky pro vzdaleny zaznam udaji (Remote Data Capture,
RDC) jsou zajistény.

Poskytovatel zdravotnich sluzeb souhlasi s tim, ze tato smlouva
mize byt postoupena Etické komisi a/nebo jinym pfislusnym
organim, kdyZ je to pozadovano pfislusnymi pravnimi
predpisy.

Poskytovatel zdravotnich sluzeb je povinen informovat
zadavatele o kazdé hlasené pojistné udalosti a souhlasi s tim, ze
tato smlouva mtze byt predana piislusné pojistovné v piipadé
takové pojistné udalosti.

Veskery hodnoceny 1éCivy piipravek a vSechny informace,
vztahujici  se  k hodnoceni, poskytnuté  poskytovateli
zdravotnich sluzeb a/nebo hlavnimu zkou$ejicimu, jsou
vyhradnim majetkem zadavatele. Poskytovatel zdravotnich
sluzeb =zajisti, Ze hlavni zkouSejici vSechen material a
informace vrati bezodkladné po ukonéeni hodnoceni nebo po
obdrzeni pisemné zadosti zadavatele.

Poskytovatel zdravotnich sluzeb je plné zodpovédny za
dodrzovani ustanoveni o Dlvérnosti, jak je uvedeno v bodu 5.2
této smlouvy a bude se zodpovidat za poruseni mléenlivosti,
bez ohledu na to, zda se poruSeni ml¢enlivosti dopustil vedouci
pracovnik poskytovatele zdravotnich sluzeb nebo jeden ¢i vice
jeho zaméstnanci.

2. Podminky pro realizaci klinického hodnoceni
2.1 Klinické hodnoceni za¢ne — v listopadu 2017.

2.2 Podminky klinického hodnoceni

protokolem.

jsou stanoveny

2.3 Klinické hodnoceni bude dokonceno dnem, kdy bude
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which the last of the following will have occurred:

a) submission by the Clinical Site to CRO or Sponsor of all
data, correspondent queries and signed case report forms
relating to all subjects, participating in the Trial;

b) Sponsor’s written acceptance of the final versions of the
material submitted under clause (2) above.

3. Trial monitoring / reporting

3.1 CRO will be in charge of clinical monitoring (including
contacts with State Regulatory Authorities and Ethics
Committee), importation of clinical supplies and will provide
all necessary Trial supplies including Trial Drug to the Clinical
Site.

3.2 Clinical Site agrees to accept monitoring visits of the CRO
representatives (Clinical Research Associates and other CRO
staff) for the purpose of monitoring and source data verification
in agreed frequency.

3.3 Principal Investigator will provide the CRO periodically
and in a timely manner during the term of this Agreement with
the Trial data required by the Protocol in properly completed
case report forms. Principal Investigator will notify the CRO
and Sponsor about any serious and/or unexpected adverse event
within the specified timelines according to the Protocol,
Sponsor and/or CRO SOPs, national laws and international
requirements. Prinicipal Investigator will provide the
information in appropriate form in compliance with all
applicable legal and regulatory requirements.

3.4 Inspections/Audits. To inspect the progress of the Trial and
the quality of obtained results Clinical Site agrees to permit
representatives of the CRO and/or Sponsor, and/or any
regulatory authority to examine at any reasonable time during
normal business hours: Such an inspection or audit will be
announced in advance to the Clinical Site.

a) the facilities where the Trial is being conducted,;

b) raw Trial data including original subject records, if allowed
under the terms of the Informed Consent;

c) any other relevant Trial documents including but not limited
to results and materials necessary to confirm that the Trial is
being conducted in conformance with the Protocol, applicable
national/ state and local laws and regulations and in compliance
with applicable FDA and EMA regulations.

Clinical Site shall immediately notify CRO if any regulatory
authority schedules or, without scheduling, begins an
inspection and shall promptly provide Sponsor and CRO with a
copy of any regulatory correspondence related to any such
inspection except for any information concerning confidential
subject data and other confidential information which may not
be disclosed according to applicable local laws and regulations.

splnéna posledni z nasledujicich podminek:

a) Poskytovatel zdravotnich sluzeb piedlozi CRO nebo
zadavateli vSechna data, pfipominky, podepsané zaznamy
subjekti klinického hodnoceni, které se vztahuji ke vSem
subjektiim, ktefi se zGastnili klinického hodnoceni.

b) Zadavatel pisemn¢ odsouhlasi kone¢nou verzi pedlozenych
materiall v souladu s vyse uvedenym pism. (a).

3. Monitorovani klinického hodnoceni / hlaSeni

3.1 CRO odpovida za monitorovani klinického hodnoceni
(vCetné kontaktl se statnimi ufady a etickymi komisemi), za
dodani materiald na Kklinické hodnoceni a zabezpeGuje pro
poskytovatele zdravotnich sluzeb veskery material potiebny

pro Klinické hodnoceni, v¢etné hodnoceného 1é¢ivého
pripravku.
3.2 Poskytovatel zdravotnich sluzeb souhlasi, ze bude

akceptovat monitorovaci vizity pracovnikii CRO (pracovnici
povéteni monitoringem klinickych studii a jini zaméstnanci
CRO) za u¢elem monitorovani a ovéfovani zdrojovych tdaju
v domluvenych ¢asovych rozestupech.

3.3 Hlavni zkousSejici bude po dobu platnosti této smlouvy
CRO pravideln¢ a véas poskytovat tudaje vyZzadované
protokolem viadné¢ vyplnénych zaznamech  subjektd
hodnoceni. Hlavni zkousejici dale upozorni CRO a zadavatele
na jakékoliv vazné a/nebo neocekavané nezadouci uéinky ve
stanovenych lhatach podle protokolu, podle standardnich
provoznich postupti (SOP) zadavatele a/nebo CRO, podle
narodnich zakonti a mezinarodnich pozadavkd. Tyto informace
poda v nalezité formé v souladu se v§emi platnymi prdvnimi a
jinymi regulatornimi pozadavky.

3.4 Inspekce/ Audity. Za ¢elem kontroly pribéhu klinického
hodnoceni a kvality ziskanych vysledka souhlasi poskytovatel
zdravotnich sluzeb s tim, Ze po piedchozim oznameni umozni
zastupcim CRO a/nebo zadavateli a/nebo jakymkoli spravnim
ufadim vykonat kontrolu v kterémkoli rozumném cCase
Vv prub&hu pracovnich hodin:

a) kontrolu prostort, kde se realizuje klinické hodnocent;

b) kontrolu zdrojového materiadlu obsahujiciho originalni
zaznamy o subjektu, pokud to umoziuje Informovany souhlas
subjektu.

c¢) kontrolu jakychkoli jinych relevantnich dokumentd
klinického hodnoceni zahrnujici, ne vsak pouze, vysledky a
materialy potfebné pro potvrzeni, ze Klinické hodnoceni je
realizovdno v souladu s protokolem, s platnymi pravnimi a
jinymi pfedpisy a v souladu se smérnicemi FDA a EMA.

Poskytovatel zdravotnich sluzeb neodkladné informuje CRO,
jestlize mu néektery ze spravnich ufadti oznami, ze provede
inspekci, piipadné vykona neohlasenou inspekci a okamzité
poskytne zadavateli a CRO kopii jakékoli korespondence
s ufadem ohledné inspekce, s vyjimkou jakychkoli informaci
tykajicich se davérnych dat subjektd a dalSich duavérnych
informaci, které nemohou byt zvefejnény v souladu s platnymi
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Clinical Site shall cooperate with the representatives of such
authorities and report to CRO and Sponsor any findings during
such audit.

3.5 Corrective Action. Clinical Site agrees to take any
reasonable actions requested by the CRO to cure deficiencies
noted during an audit or inspection. In addition, CRO shall
have the right to review any correspondence to any applicable
regulatory authority generated as a result of an inspection prior
to submission by the Clinical Site.

3.6 Return of Materials. Clinical Site is obliged to return to the
CRO all used and unused Trial Drug, and packaging material
of used Trial Drug, Trial materials and equipment as well as all
Confidential Information, given by the CRO and/or Sponsor for
Trial purposes.

4. Terms and termination of the Agreement.

4.1 Terms of the Agreement. The terms of this Agreement shall
begin on the date of signing of the Agreement by all parties and
publication in the registry and end after closure of the clinical
site in the expected date. Unless sooner terminated in
accordance with the terms hereof or new Enrollment Period.
Terms of this Agreement may be updated according to new
Enrollment period by amending this Agreement.

4.2 Termination of the Agreement. CRO and/or sponsor may
terminate this Agreement effective immediately upon written
notice. The Clinical Site may terminate upon written notice if
circumstances beyond the Clinical Site's reasonable control
prevent the Clinical Site from completing the Trial, or if the
Clinical Site reasonably determines that it is unsafe to continue
the Trial. Upon receipt of notice of termination, the Clinical
Site shall immediately cease any subject recruitment, follow the
specified termination procedures, ensure that any required
subject follow-up procedures are completed in accordance to
the Protocol, except if the safety of such enrolled subjects could
be endangered or if the Principal Investigator is otherwise
instructed by Sponsor, and make all reasonable efforts to
minimize further costs. CRO shall make a final payment for
visits or milestones properly performed pursuant to this
Agreement in the amounts specified in the Appendix A;
provided, however, that ten percent (10%) of this final payment
will be withheld until final acceptance by Sponsor of all
subjects CRF pages and all data clarifications issued and
satisfaction of all other applicable conditions set forth in the
Agreement.

Upon any termination, Clinical Site shall ensure that any Trial
Drug, trial material and equipment will be returned or destroyed
as instructed by CRO or Sponsor.

zékony a narodnimi predpisy. Poskytovatel zdravotnich sluzeb
musi spolupracovat se zastupci téchto organt a informovat
CRO a zadavatele o jakémkoli zji$téni béhem tohoto auditu.

3.5 Opravna opatieni. Poskytovatel zdravotnich sluzeb souhlasi
s provedenim odiivodnénych opatfeni dle pozadavki CRO za
ucelem napravy nedostatkll zjisténych v prubéhu auditu nebo
inspekce. Kromé toho CRO bude mit pravo nahlédnout do
korespondence se spravnim ufadem, ktera je dusledkem
inspekce, jesté¢ pied jejim odeslanim  poskytovatelem
zdravotnich sluzeb.

3.6 Vraceni materidlu. Poskytovatel zdravotnich sluzeb je
povinen vratit CRO vSechny pouzité a nepouzité hodnocené
1é¢ivé pripravky, obalovy material pouzitych hodnocenych
1é¢ivych ptipravk, materidl avybaveni ke klinickému
hodnoceni ataké vSechny dokumenty obsahujici divérné
informace, které poskytlo CRO nebo zadavatel pro ucely
klinického hodnoceni.

4. Smluvni podminky a zruseni smlouvy

4.1 Smluvni podminky. Smlouva nabyva platnosti dnem, kdy
je podepsana vsemi smluvnimi stranami a u¢innosti nabude
dnem zvetejnéni v registru smluv. Jeji platnost konéi po
ukonceni hodnoceni u poskytovatele zdravotni péce
v predpokladaném terminu. Pokud nebude ukoncena diive
v souladu s podminkami uvedenymi niZe popiipadé z diivodu
nového obdobi naboru. Smluvni podminky mohou byt
aktualizovany podle nového obdobi naboru formou dodatku ke
smlouve.

4.2 Ukonceni Smlouvy. CRO a/nebo zadavatel muze tuto
smlouvu vypovédét sokamzitou platnosti na zakladé
pisemného ozndmeni. Poskytovatel zdravotnich sluzeb miZe
pisemné vypovédét tuto smlouvu, pokud mu okolnosti
znemoziuji dokonéit klinické hodnoceni, nebo pokud usoudi,
7ze neni bezpeéné pokracovat v klinickém hodnoceni. Po
pievzeti oznameni 0 vypovézeni smlouvy poskytovatel
zdravotnich sluzeb okamzit¢ ukonci nabor subjektd, bude se
fidit stanovenymi ukoncovacimi postupy, zabezpeéi, ze
jakékoli procedury potfebné pro subjekt budou dokonceny
v souladu s protokolem, s vyjimkou ptipadd, kdyby bezpeénost
téchto zatazenych subjektti mohla byt ohrozena nebo pokud ma
hlavni zkousSejici jiné pokyny od zadavatele a vynalozi
pfiméfené Usili pro minimalizaci dalSich nakladi. CRO zaplati
konec¢nou platbu za vizity nebo milniky fadné dosazené dle této
smlouvy ve vysi uvedené v piiloze A; deset procent (10%)
ztéto koneéné platby vSak bude zadrzeno do konecného
odsouhlaseni vSech formulait pifipadovych zdznami subjekti
klinického hodnoceni a vyjasnéni vSech vydanych udaji a
splnéni vSech dalSich podminek stanovenych ve smlouve.

Po jakémkoli ukonceni hodnoceni, poskytovatel zdravotnich
sluzeb je povinen zabezpecit, ze veskery hodnoceny 1éCivy
pripravek, material a vybaveni bude vraceno nebo zniceno
podle pokynti CRO nebo zadavatele.
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4.3. FORCE MAJEURE

4.3.1. The Parties shall be released from liability for failure to
perform or improper performance of their obligations hereunder
if such failure occurred due to the force majeure circumstances;
the fact of force majeure shall be confirmed in a due manner by
the competent public authorities (the Chamber of Commerce or
other competent authorities) if such circumstances prevented
directly the Parties from performing their obligations specified
in this Agreement. Herewith, the period for performance of
obligations specified in this Agreement shall be extended for a
period during which such circumstances were in effect.

4.3.2. For the purposes of this Agreement the following
circumstances shall be regarded as force majeure
circumstances: natural disasters, fires, floods, strikes,
hostilities, armed conflicts, states of emergency, man-caused
disasters and disasters of other origin, acts of terrorism,
sabotage and other events (situations) that occur independently
of the will of the Parties and the Parties could not prevent them.

4.3.3. The Party for which the impossibility of performance of
its obligations hereunder has been arisen due to the force
majeure circumstances shall immediately notify another Party
of occurrence of such circumstances and termination of such
circumstances.

4.3.4. In case such circumstances are in effect more than thirty
(30) calendar days each Party has a right for the Agreement
termination. In such case one party could not require from
another party refunding of speculative damages except payment
of sums received for goods.

5. Intellectual property / patents / confidentiality / data
protection

5.1 Intellectual property/patents.

a)  As Principal Investigator is obliged to conduct the Trial
strictly according to the Protocol it is not intended that the Trial
leads to the generation of know-how, discoveries or patentable
inventions (“Inventions”). However, in the event any Invention
is made by Principal Investigator in connection with the
conduct of the Trial, this shall be promptly disclosed by
Principal Investigator to Sponsor. Principal Investigator is
obliged to assign his/her rights relating to the Invention to CRO
and/or Sponsor. All data and inventions resulting from the Trial
as well as all trial results shall be exclusively owned by
SPONSOR, who shall have the sole and exclusive right to
apply for world-wide patent rights in its own name and its own
costs, naming the inventor, and to make unlimited use of the
Inventions. Clinical Site is obliged to impose respective
obligations as set forth in this Agreement on Investigator and
all persons involved in the clinical trial.

b) The contracting parties hereby agree that any
compensation which may be due to the Principal Investigator
on the basis of any regulations for any Inventions is fully paid
up by the CRO respectively by the Sponsor by the financial
reimbursement to the Principal Investigator as agreed upon in

4.3. VYSSi MOC

4.3.1. Strany budou zbaveny odpovédnosti za nesplnéni svych
zavazkl, jestlize doSlo kjejich nesplnéni v dusledku
nepiedvidatelnych  okolnosti  (vy$§i moc); skuteénost
nepfedvidatelnych okolnosti musi byt potvrzena prukaznym
zpusobem pfislusSnymi organy vefejné moci (Hospodaiskou
komorou nebo jinym pfislusnym organem), pokud takové
okolnosti brani ptimo strandm v plnéni svych zavazkl
vyplyvajicich ztéto smlouvy. Timto se lhita pro plnéni
povinnosti stanovenych v této smlouvé prodluzuje o dobu, po
kterou tyto neptedvidatelné okolnosti byly v platnosti.

4.3.2. Pro ucely této smlouvy budou nasledujici okolnosti
povazovany za vyS$§i moc: pfirodni katastrofy, pozary,
povodné, stavky, nepfatelstvi, ozbrojené konflikty, stavy
nouze, katastrofy zpiisobené Clovékem a Kkatastrofy jiného
piivodu, teroristické ¢iny, sabotaze a jiné akce (situace), které
se vyskytuji nezavisle na vili smluvnich stran a strany jim
nemohou piedejit.

4.3.3. Strana, ktera by nemohla plnit své zavazky v dusledku
nepiedvidatelnych okolnosti (vy$$i moc) musi neprodlené
informovat o této skute¢nosti druhou stranu a to jednak o
vyskytu takovych okolnosti a 0 ukonéeni téchto okolnosti.

4.3.4. V ptipadg, ze tyto neptedvidatelné okolnosti trvaji déle
nez tficeti (30) kalendainich dntl, kazda z obou stran ma pravo
na ukon¢eni smlouvy. V takovém piipadé nemize jedna strana
od druhé vyzadovat nahradu §kod.

5. DuSevni vlastnictvi / patenty / diivérnost/ ochrana udaju

5.1 DuSevni vlastnictvi /patenty.

a) Protoze hlavni zkousSejici je povinen provést klinické
hodnoceni ptesné podle protokolu, nepiedpoklada se, Ze
Klinické hodnoceni povede k vytvaieni know-how, objevim
nebo patentovatelnym vynalezim ("vynalezy"). Nicméng,
v ptipadé, ze jakykoli vynalez je u¢inén hlavnim zkousejicim v
souvislosti s provadénim klinického hodnoceni, musi hlavni
zkouSejici neprodlené vysledky zvefejnit zadavateli. Hlavni
zkousejici je povinen postoupit sva prava tykajici se vynalezu,
CRO a/nebo zadavateli. Viechny idaje a vynalezy, vyplyvajici
z Klinického hodnoceni, stejné jako vSechny vysledky
klinického hodnoceni, jsou vyluéné vlastnictvim zadavatele,
ktery ma vyhradni a vylu¢né pravo pozadat po celém svété o
patentovani vynalezi na své vlastni jméno a své vlastni
ndklady, jmenovat vynalezce a uskuteéiiovat <&asové
neomezené vyuziti vynalezii. Poskytovatel zdravotnich sluzeb
je povinen ulozit pfislusné povinnosti mlcenlivosti, jak je
uvedeno vtéto smlouvé, zkouSejicim a vSem osobam
zapojenym do klinického hodnoceni.

b) Smluvni strany se dohodly, Ze veskeré naklady, které
vzniknou hlavnimu zkouSejicimu na zakladé jakychkoli
regulaci ohledné vynalezi, budou plné hrazeny CRO,
respektive zadavatelem, a to finanéni refundaci hlavnimu
zkousejicimu, jak bylo dohodnuto v ¢lanku 7 této smlouvy.
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Article 7 of this Agreement. Clinical Site is solely responsible
to compensate its employees and Principal Investigator for
intellectual property rights created in the performance of the
Trial.

c)  All projects, data, documents, information, experiences
and inventions resulting from the Trial are exclusively owned
by Sponsor. Accordingly Sponsor keeps all rights for
worldwide commercialization of its respective products and
licenses without any restrictions.

d) Clinical Site certifies that the above mentioned
obligations are not contradictory to any other agreement
concluded with his/her employees and/or third parties.

5.2 Confidentiality

a) All visual, oral, written and/or electronic information and
data on the Trial Drug (including, but not limited to,
documents, descriptions, data, CRFs, photographs, videos and
instructions), and materials provided to the Clinical Site by
CRO, Sponsor, or their agents, or generated pursuant to the
Trial, and all visual, oral, written and/or electronic data, reports
and information, relating to the Trial or its progress
(hereinafter, the "Confidential Information”) shall be treated
strictly confidential.

b) Clinical Site is fully responsible for complying with the
confidentiality obligation.

c) Disclosure of confidential information to Principal
Investigator, persons included in the clinical trial or to third
parties to whom it shall be necessary and essential for the
conduct of the Trial can follow only after the Clinical Site has
imposed respective obligations on such persons as set forth in
this Agreement.

d) Clinical Site’s obligations further include, but are not
limited to:

a. not disclosing the Confidential Information to any
third party without prior written consent by Sponsor,

b. not using the Confidential Information for any other
purpose but the one agreed herein.

e) The confidentiality obligation set forth in this Agreement
shall expand for a period of fifteen (15) years after termination
of the Agreement but shall not apply to Confidential
Information to the extent that it: 1) is or becomes publicly
available through no fault of the Clinical Site; 2) is disclosed to
the Clinical Site by a third party not subject to any obligation of
confidence; 3) must be disclosed to IECs, or applicable
regulatory authorities according to the applicable law; 4) must
be included in any subject's informed consent form according
to the applicable law; 5) is published in accordance with Article
6 or, 6) is required to be disclosed by applicable law.

Vyhradné poskytovatel zdravotnich sluzeb nese jakékoli
kompenzacni zavazky vici svym zaméstnancim a zkouSejicim
Vv souvislosti s pravy na ochranu dusSevniho vlastnictvi
vzniklého v prib&hu provadéni klinického hodnoceni.

¢) Vsechny projekty, tidaje, dokumenty, informace, zkusenosti
a vynalezy, které vzeSly zklinického hodnoceni, jsou
vyluénym vlastnictvim zadavatele. Proto si zadavatel
vyhrazuje vSechna prava na celosvétové komercializace svych
ptislusnych produktt a licenci bez jakychkoli omezeni.

d) Poskytovatel zdravotnich sluzeb potvrzuje, Ze vySe uvedené
povinnosti nejsou v rozporu se Zzadnou jinou smlouvou

uzavienou s jeho zaméstnanci nebo s tieti stranou.

5.2 Duvérné informace

a) Vsechny vizualni, Gstni, pisemné a elektronické informace a
udaje ohledné hodnoceného 1é¢ivého piipravku (vcetné, ne
vSak pouze, tykajicich se dokumentl, popisd, dat, formulait
pfipadovych zdznamt subjekta  Klinického hodnoceni,
fotografii, videa a instrukci) a materidly poskytnuté
poskytovateli zdravotnich sluzeb CRO, zadavatelem nebo
jejich zastupcem, nebo vytvorené na zakladé klinického
hodnoceni a vSechny vizualni, Gstni, pisemné a elektronické
Udaje, zpravy a informace tykajici se klinického hodnoceni
nebo jeho postupu (dale jenom ,.Diveérné informace®) budou
zpracovany jako pfisné daveérné.

b) Poskytovatel zdravotnich sluzeb je plné odpovédny za
dodrzovani dtvérnosti a ochrany udaju.

c¢) Poskytnuti divérnych informaci zkouSejicim, osobam
zahrnutym do klinického hodnoceni anebo tietim stranam,
kterym to je nezbytné a dulezité pro provedeni klinického
hodnoceni, je mozné jenom v piipadé, Zze poskytovatel
zdravotnich sluzeb ulozi t€émto osobam pfislusné povinnosti
mlcenlivosti, jak je uvedeno v této smlouve.

d) Povinnosti poskytovatele zdravotnich sluzeb dale zahrnuji,
ne vSak pouze:

a. nezvefejiiovat divérné informace zadné tieti strané bez
ptedchoziho pisemného souhlasu ze strany zadavatele,

b. nepouzivat diivérné informace na zadné jiné Gicely neZ jaké
byly stanoveny v této smlouvé.

e) Povinnost zachovat duvérnost, jak je uvedeno v této
smlouvé, trva patnéct (15) let po ukonéeni platnosti smlouvy,
ale nevztahuje se na davérné informace v rozsahu, v némz: 1)
jsou, nebo se stanou vefejné dostupnymi bez zavinéni
poskytovatele zdravotnich sluzeb; 2) jsou poskytnuty
poskytovateli zdravotnich sluzeb tfeti stranou, kterd nepodléha
povinnosti zachovavat mlcenlivost; 3) musi byt poskytnuty
Etické komisi nebo pfislusnym spravnim ufadim v souladu s
platnymi pravnimi predpisy; 4) musi byt zahrnuty v nékterém
z informovanych souhlast pro subjekt klinického hodnoceni v
souladu s platnymi pravnimi piedpisy; 5) jsou zvefejnény
v souladu s ¢lankem 6 této smlouvy; nebo, 6) jejich poskytnuti
je pozadovano pravnimi predpisy.
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5.3 Data protection.

CRO and Clinical Site will provide for subject’s trial data
protection according to applicable law and pursuant to point 5.2
of this Agreement.

6. Publication

It is understood and agreed that any and all information, data or
discoveries resulting from, generated or developed by the Trial
is the property of Sponsor and may be used by Sponsor in
connection with any of its research, development, marketing or
promotional activities. Sponsor has unrestricted publication
rights on data resulting from the Trial. Sponsor may also give
data to third parties for publication. Sponsor has the right to
name co-authors.

Before submission for publication Principal Investigator must
provide all manuscripts to Sponsor for review and comment. In
order to ensure that Sponsor will be able to make comments
and suggestions where pertinent papers must be provided no
later than eight (8) weeks and abstracts no later two (2) weeks
before submission for publication. Sponsor will respond to such
submissions within a reasonable period of time, not to exceed
thirty (30) days. All reasonable comments made by Sponsor in
relation to a proposed publication must be incorporated into the
publication.

Having in mind that the trial is multi-centred, any publication
based on the results obtained at the Clinical Site (or a group of
Clinical Sites) shall not be made before the multi-centre
publication(s), i.e. before full Trial results publication. In
agreement with the Trial’s Principal Investigator (for sake of
clarity the term “Trial’s Principal Investigator” means the
worldwide responsible Principal Investigator) and Sponsor,
subject to the conditions set forth above, the participating
Investigators may publish on data they have contributed after
obtaining agreement with the Trial’s Principal Investigator and
Sponsor in writing.

7. Financial compensation

Compensation for Trial conducted under the present Agreement
is stipulated by the Appendix A of the present Agreement,
which is considered to be an integral part herein.

8. Financial disclosure / principles of co-operation

8.1 Clinical Site shall not employ, contract with or retain any
person directly or indirectly to perform the Trial under this
Agreement if such a person is debarred by the FDA under the
United States regulation 21 U.S.C. 335a (Section 306, Federal
Food, Drug and Cosmetic Act) if such a fact can be known to
him when he makes reasonable efforts. If CRO or Sponsor
provides financial disclosure forms to the Clinical Site pursuant
to U.S. regulatory requirements, then the Clinical Site agrees
that, for each investigator or sub-investigator listed or identified
in Trial staff list who is directly involved in the treatment or
evaluation of subjects, it shall promptly return to CRO a
Financial disclosure form that has been completed and signed
by such investigator or sub-investigator, which shall disclose

5.3 Ochrana Udaju

CRO a poskytovatel zdravotnich sluzeb zabezpecuji ochranu
dat subjektd v klinickém hodnoceni v souladu s platnou
legislativou a s bodem 5.2 této smlouvy.

6. Publikace

Ma se za to a souhlasi se s tim, ze veSkeré informace, udaje
nebo objevy, vyplyvajici z vytvofeného nebo vyvinutého
klinického hodnoceni, jsou majetkem zadavatele a mizou byt
pouzité zadavatelem v kterékoli z jeho vyzkumnych,
vyvojovych, marketingovych a propagaénich aktivit. Zadavatel
méa neomezené pravo publikovat Udaje vyplyvajici z klinického
hodnoceni. Zadavatel mtze taky poskytnout data treti stran¢ za
ucelem publikace. Zadavatel je opravnén uvést spoluautory.

Pied odeslanim pfispévku k publikaci je hlavni zkousejici
povinen poskytnout v§echny rukopisy zadavateli pro kontrolu a
ptipominkovani. Aby bylo zajisténo, Zze zadavatel bude moci
vznaset pfipominky a podnéty pokud jsou relevantni,
dokumenty musi byt dorueny nejpozdéji osm (8) tydnii a
abstrakty nejpozdéji dva (2) tydny pred podanim Zzadosti o
publikaci. Zadavatel bude reagovat na takové podani v
pfimétené lhuté, nepfesahujici tficet (30) dnt. VSechny
rozumné piipominky od zadavatele v souvislosti s navrzenou
publikaci musi byt zac¢lenény do publikace.

Majice na zieteli, Ze v pfipadé multicentrického Klinického
hodnoceni nesmi byt publikovany udaje zaloZené na vysledcich
dosaZenych vcentru poskytovatele zdravotnich sluzeb (nebo ve
skupiné center poskytovatelti zdravotnich sluzeb) dokud
nedojde k publikaci z multicentrického hodnoceni, tj. dokud
nedojde k publikaci tplnych vysledkt klinického hodnoceni.
Po dohodé s hlavnim zkousejicim pro klinické hodnoceni (pro
objasnéni terminu “hlavni zkousejici pro klinické hodnoceni”
znamena celosvétové odpovédny hlavni zkousejici) a
zadavatelem, za podminek uvedenych vySe, ucastnici se
zkouSejici mohou publikovat udaje, ke kterym pfispéli, po
pisemné dohod¢ shlavnim zkousejicim pro Klinické hodnoceni
a zadavatelem.

7. Finan¢ni odména

Odména za Kklinické hodnoceni provedené v souladu se
smlouvou je dohodnuta v ptiloze A této smlouvy, ktera je
soucasti smlouvy.

8. Informace o finanénich zajmech / principy spoluprace

8.1 Poskytovatel zdravotnich sluzeb nezaméstna, neuzavie
obchodni smlouvu, ani pfimo nebo nepifimo nezapoji do
realizace Kklinického hodnoceni podle této smlouvy osobu
vylou¢enou FDA v souladu s nafizenim Spojenych stati
americkych 21 U.S.A. 335a (sekce 306, Federalni zakon
o potravinach, lécich akosmetice), pokud mu takova
skute¢nost muze byt pfi vynalozeni pfiméfené¢ho Usili znama.
Jestlize CRO nebo zadavatel poskytne poskytovateli
zdravotnich sluzeb formuléfe o finanénich zajmech v souladu
s pravnimi pfedpisy Spojenych statl americkych, souhlasi
poskytovatel zdravotnich sluzeb stim, Zze pro kazdého
zkousejicitho uvedeného nebo identifikovaného na seznamu
zkousejiciho personalu, ktery je pfimo zapojen do 1éCeni nebo
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any applicable interests held by those investigators or sub-
investigators or their spouses or dependent children. CRO may
withhold payments if it does not receive a completed Financial
disclosure form from each such investigator and sub-
investigator. The Clinical Site shall ensure that all such
Financial disclosure forms are promptly updated as needed to
maintain their accuracy and completeness during the Trial and
for one (1) year after its completion. The Clinical Site agrees
that the completed Financial disclosure forms may be subject to
review by governmental or regulatory agencies, Sponsor, CRO,
and their agents, and the Clinical Site consents to such review.
The Clinical Site further consents to the transfer of its Financial
disclosure forms to the Sponsor's country of origin, and to the
U.S., even though data protection may not exist or be as
developed in those countries as in the Clinical Site's own
country.

8.2 Both prior to and during the course of the Trial, the Investigator
and his/her teams may be called upon to provide personal data.
This data falls within the scope of the law and regulations
relating to the protection of personal data. For the Investigator, this
personal data may include names, contact information, work
experience and professional qualifications, publications, resumes,
and educational background for the following purposes: (i) the
conduct of clinical trials, (ii) verification by governmental or
regulatory agencies, the Sponsor, CRO, their agents and
affiliates, (iii) compliance with legal and regulatory
requirements, (iv) publication on official websites and
databases that serve a comparable purpose; and (v) storage in
databases to facilitate the selection of Investigators for future
clinical trials. Names of members of Clinical Site staff may be
processed in CRO' Trial contacts database for Trial-related
purposes only. The Sponsor shall be the data controller for such
personal data except that, if CRO deals with any personal data
under this Agreement in the manner of a data controller, CRO
shall be the data controller of such personal data to the extent
of such dealings. CRO may process "personal data", as defined
in the Data Protection Directive 95/46/EC and applicable
legislation (collectively "Data Protection Legislation™), of the
Investigator and Clinical Site staff for Trial-related purposes
and all such processing will be carried out in accordance with
the Data Protection Legislation.

9. Dispute resolution

In case of occurrence of any disputes between the contractual
parties based on the present Agreement, the contractual parties
undertake to resolve them by negotiations. In the event if
during negotiations it was not possible to reach the agreement,
dispute shall be transferred on considerations of competent
Court of Czech Republic.

10. Other provisions

10.1 The present Agreement is formed and signed in three (3)
copies. Each contracting party receives one original.

vysetfovani subjektd klinického hodnoceni, okamzit¢ vrati
CRO vyplnény Formuladf o financnich zajmech podepsany
danym zkousejicim, kde uvede vSechny relevantni skute¢nosti
a finanCni zajmy, které mize mit dany zkousejici pripadné
jejich partnefi/partnerky nebo déti. CRO muize pozdrzet platby,
neobdrzi-li vyplnény formulat o finanénich zajmech od
kazdého zkousejiciho uvedeného VSeznamu zkousejiciho
personalu. Poskytovatel zdravotnich sluzeb zabezpeéi, aby
vSechny tyto formulafe byly v piipadé potfeby okamzité
aktualizovany, v zajmu zabezpedeni jejich ptesnosti a Uplnosti
v dobé trvani klinického hodnoceni a jeden (1) rok po jeho
ukonéeni. Poskytovatel zdravotnich sluzeb souhlasi s tim, ze
vyplnény formulaf mize byt podroben kontrole statnimi utady,
zadavatelem, CRO a jejich zastupci a umozni tuto Kkontrolu.
Poskytovatel zdravotnich sluzeb také wumozni pfepravu
formulait do stitu sidla zadavatele ado Spojenych statd
americkych a to i v pfipadé, Zze v danych statech neni zajisténa
nebo rozvinuta takova ochrana udaji jako ve staté sidla
poskytovatele zdravotnich sluzeb.

8.2 V pribéhu i po ukonéeni klinického hodnoceni mize byt
zkousejici a jeho/jeji tym vyzvan k poskytnuti osobnich udaja.
Tyto udaje jsou zahrnuty do oblasti ochrany osobnich udaji
v souladu s pravnimi pfedpisy. U zkousejiciho mohou tyto
osobni Gdaje zahrnovat jména, kontaktni informace, pracovni
zkusSenosti a odbornou  kvalifikaci, publikacni innost,
zivotopisy a vzdélavani za ucelem: (i) provadéni Klinického
hodnoceni, (ii) provéfeni statnimi organy, zadavatelem, CRO
a jejich z&stupci a partnery, (iii) ovéteni souladu s poZadavky
pravnich piedpisu, (iv) publikace na oficidlnich webovych
strankéch a databazich, které slouzi k Géelu porovnani; a (v)
uchovani v databazich pro ulehéeni vybéru zkousejicich pro
budouci klinické hodnoceni. Jména zaméstnancii poskytovatele
zdravotnich sluzeb mohou byt zpracovana v databazi kontakti
pro Klinické hodnoceni CRO jenom za uéelem souvisejicim
s klinickym hodnocenim. Zadavatel bude spravcem téchto
osobnich udajii, kromé ptipadu, kdy CRO zpracuje osobni
Udaje v souladu s touto smlouvou jako spravce osobnich tdajt;
v takovém pfipadé bude CRO spravcem osobnich udaju
Vv rozsahu daného zpracovani. CRO muze zpracovavat osobni
udaje zkousejiciho a zaméstnanci centra klinického hodnoceni
pro potteby klinického hodnoceni dle smérnice 95/46/EC
0 ochrané¢ udaji aplatnych pravnich predpisi (spolecné:
,predpisy o ochrané osobnich udaji) a vSechny udaje budou
zpracovany v souladu s piedpisy 0 ochrané osobnich tidaju.

9. Reseni spori

V piipadé vzniku jakychkoliv spori mezi smluvnimi stranami,
se smluvni strany zavazuji feSit je prostfednictvim jednani.
V ptipadg, ze v prubéhu jednani nebude dosazeno dohody, spor
bude rozhodnut piislusnymi soudy Ceské republiky.

10. Jina ustanoven{

10.1 Tato smlouva je vypracovana a podepisovana ve trojim
(3) wvyhotoveni, pii¢emz kazda smluvni strana obdrzi po
jednom.
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10.2 The present Agreement is issued and signed in English
and Czech languages. The parties hereto agree that the Czech
version shall prevail over the English one for all matters of
interpretation and construction.

10.3 The present Agreement is governed by current Czech
legislation.

10.4 The present Agreement may be changed, modified or
amended by signing of the corresponding document by both
parties of the Agreement.

10.5 This Agreement shall constitute the entire agreement
between the parties. If there is any conflict between the
provisions of this Agreement and the provisions of the
Protocol, the provisions of the Protocol shall govern and
prevail, including its terms relating to confidentiality.

10.2 Tato smlouva je vyhotovena a podepsana v anglickém
avceském jazyce. Smluvni strany timto souhlasi, ze
rozhodujici je verze v c&eském jazyce pro vSechny ucely
interpretace a vykladu.

10.3 Tato smlouva se fidi platnymi pravnimi piedpisy Ceské
Republiky.

10.4 Tato smlouva muze byt zménéna nebo doplnéna
podepsanim  pfislusného dokumentu obéma smluvnimi
stranami.

10.5 Tato smlouva obsahuje Uplnou dohodu mezi smluvnimi
stranami. Jestlize nastane konflikt mezi ustanovenimi této
smlouvy a protokolu, ustanoveni protokolu jsou povazovana za
rozhodujici a nadfazena Smlouvé, vcetné podminek
vztahujicich se k zachovani diivérnosti.
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Parties signatures

Clinical Site

Fakultni nemocnice Brno

MUDr. Roman Kraus, MBA
Director

Signature

Date

Principal Investigator

Signature

Date

CRO

SanaClis s.r.o.

Ing. Arch. Juraj Fecanin
Chief Executive Officer

Signature

Date

Podpisy stran
Poskytovatel zdravotnich sluzeb

Fakultni nemocnice Brno

MUDr. Roman Kraus, MBA
Reditel

Podpis

Datum

Hlavni zkouSejici

Podpis

Datum

CRO

SanaClis s.r.o.

Ing. Arch. Juraj Fecanin
Vykonny feditel

Podpis

Datum
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Appendix A to the Agreement No: Piiloha A ke smlouvé ¢islo:
RISPEOSHL17EU/42003/Ins RISPEO5SHL17EU/42003/Inst

1. Compensation 1. Odména

CRO is obliged by Sponsor to provide the compensations for CRO je zadavatelem povéfena poskytnout odménu za klinické
the Trial, which shall be provided for every completed hodnoceni, ktera bude vyplacena za kazdy ukonceny subjekt
subject under Protocol and shall be calculated in accordance v souladu s protokolem a bude vypocitana na zakladé poctu
to the number of subjects enrolled as of enrolment date. For subjekt nabranych do klinického hodnoceni od data naboru.
every subject enrolled in accordance with inclusion criteria Za kazdy subjekt nabrany v souladu s kritérii pro nabor do
of the Protocol and completed subject, Clinical Site shall be klinického hodnoceni, uvedenymi v protokolu, a ukonéen
paid the sum of 2400 EURO on the basis of the following subjekt, bude poskytovateli zdravotnich sluzeb vyplacena
payment schedule per visit and actually performed visits. c¢astka 2400 EUR. Platby budou realizovany na zakladé nize
Payment to the Clinical Site covers all costs of the Clinical uvedeného rozpisu a skute¢né vykonanych vizit. Platba
Site in connection with the Trial. poskytovateli zdravotnich sluzeb kryje vSechny naklady pro
poskytovatele zdravotnich sluzeb v souvislosti s Kklinickym
hodnocenim.
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1.1 Payment will be performed twice a year according to the
completed eCRF screenshots per visit and summary list of
visits performed till 30 of June and 31 of December. The last
payment will be done at the end of the Trial as soon as all
queries and data clarification forms are resolved and no
further are to be expected.

1.2 Payments will be made on the basis of an invoice. The
invoice will be issued by the Clinical site on the basis of the
calculation (all budget items) created by the sponsor or CRO,
within 15 days of the date of delivery of the calculation to the
Clinical site, which is also the date of the taxable transaction.
The sponsor or CRO is obliged to consistently indicate the
variable symbol (23482017 or invoice number) for each
payment, and will report it to the recipient for a payment from
abroad. The invoice maturity is 30 days from their issue. In
the case of late payment, the Clinical Site is entitled to charge
interest for late payment at the statutory level. Bank charges:
SHA - the payer pays the fees of the bank's payer, the payee
pays the fees of the payee's bank, intermediary banks.

1.3 Clinical Site will have 30 (thirty) calendar days from the
receipt of final payment to dispute any payment discrepancies
during the course of the Trial.

1.4 Clinical Site agrees, that sums above mentioned include
all applicable taxes which have to be paid in accordance with
actual legislation.

1.5 Clinical Site is responsible for payment of any taxes and
fees, stipulated by the current legislation of Czech Republic.

2. Additional expenses

2.1 Any additional expenses connected to the Trial shall be
reimbursed to the Clinical Site only if such expenses were
previously approved by the Sponsor and CRO. Compensation
of expenses shall be provided only on the basis of given
invoices.

2.2 CRO shall not reimburse any additional expenses, which
were carried by the Clinical Site without previously written
approval of the CRO or Sponsor.

3. Providing of payments

All payments connected to the Trial shall be provided by the
CRO by bank transfer to the settlement account of the
Clinical Site mentioned below:

Account name: Fakultni nemocnice Brno
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1.1Platby budou realizovany dvakrat roéné¢ na zékladé
vyplnénych  formulaidt pfipadovych zdznamt subjektd
Klinického hodnoceni z kazdé vizity a souhrnného vykazu
vykonanych vizit v elektronické podobé do 30. Cervna a 31.
prosince. Posledni platba bude provedena na konci studie,
jakmile budou vyporadany vSechny pfipominky a objasnény

vSechny udaje a dalsi jiz nebudou ocekavany.

1.2 Platby budou provadény na zakladé faktury. Faktura bude
vystavena Poskytovatelem zdravotnich sluzeb na zaklade
kalkulace (na veskeré polozky uvedené v rozpoctu) vytvorené
zadavatelem nebo CRO, a to do 15 dnu ode dne doruceni
kalkulace do centra Poskytovatele zdravotnich sluzeb, ktery je
zaroven datem zdanitelného plnéni. Zadavatel nebo CRO je
povinen pii kazdé platbé dusledné uvadét variabilni symbol
(23482017 nebo ¢islo faktury), pti platbé ze zahrani¢i jej bude
uvadét do zpravy pro piijemce. Splatnost faktury ¢ini 30 dni od
jejich vystaveni. V piipadé pozdni thrady je Poskytovatel
zdravotnich sluZeb opravnén G¢tovat urok z prodleni v zdkonné
vysi. Bankovni poplatky: SHA — platce hradi poplatky banky
platce, piijemce hradi poplatky banky pfijemce, popf.
zprostiedkujicich bank.

1.3 Poskytovatel zdravotnich sluzeb bude mit lhttu 30 (tficet)
kalendainich dni od obdrzeni posledni platby na reklamaci
jakychkoliv nesrovnalosti v platbach v pribéhu klinického
hodnoceni.

1.4 Poskytovatel zdravotnich sluzeb souhlasi s tim, Zze vyse
uvedené sumy zahrnuji vSechny piipadné dané a poplatky,
které musi byt placeny v souladu s platnymi pravnimi piedpisy.

1.5 Poskytovatel zdravotnich sluzeb je odpovédny za zaplaceni
dani a poplatkl stanovenych platnymi pravnimi predpisy Ceské

Republiky.

2. Dodate¢né naklady

2.1 VsSechny dodate¢né naklady spojené s klinickym
hodnocenim  budou  poskytovateli  zdravotnich  sluZeb
proplaceny jenom v pfipadé, Ze byly dfive schvaleny

zadavatelem a CRO. Né&klady budou proplaceny jenom na
zakladé vystavenych faktur.

2.2 CRO neproplati zadné dodatecné naklady, které vznikly
poskytovateli zdravotnich sluzeb bez predchézejiciho souhlasu
CRO nebo zadavatele.

3. Poskytovani plateb

Vsechny plathy, spojené s klinickym hodnocenim, budou
vyplaceny prostiednictvim CRO formou bankovniho pfevodu
na nize uvedeny ucet poskytovatele zdravotnich sluzeb.

Nazev uctu: Fakultni nemocnice Brno
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In case of changes in the bank details, Clinical Site is obliged
to inform the CRO in 15 (fifteen) banking days term from the
moment when such changes come in force, by sending a
written notification. Parties agree, that in case of any changes
in bank details of the Clinical Site, addendum to Appendix A
of Agreement will be issued.

V piipadé zmén v Gdajich banky je poskytovatel zdravotnich
sluzeb povinen pisemné informovat CRO do 15 (patnacti)
pracovnich dni od okamziku, kdy jsou tyto zmény platné.
Smluvni strany se dohodly, ze v pfipadé jakychkoliv zmén
v bankovnich Gdajich poskytovatele zdravotnich sluzeb, bude
vydan dodatek k priloze A této smlouvy.
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Parties signatures Podpisy stran

Clinical Site Poskytovatel zdravotnich sluzeb
Fakultni nemocnice Brno Fakultni nemocnice Brno
MUDr. Roman Kraus, MBA MUDr. Roman Kraus, MBA
Director Reditel

Signature Podpis

Date Datum

CRO CRO

SanaClis s.r.0. SanaClis s.r.0.

Ing. Arch. Juraj Fecanin Ing. Arch. Juraj Fecanin
Chief Executive Officer Vykonny feditel

Signature Podpis

Date Datum
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