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TRIPARTITE AGREEMENT
To Clinical Trial PRONOMOS

TRISTRANNA DOHODA
Ke Klinické Studii PRONOMOS

between

The Centre Hospitalier Universitaire (CHU) de Saint-
Etienne, having its head office at Hopital Bellevue -
42055 SAINT-ETIENNE <cedex 2 - France,
represented by its Director, Monsieur Frédéric
Boiron, duly authorized for the purpose of this
agreement,

hereafter refered to as ,Sponsor”,

The Company FGK Clinical Research s.r.o. , ID No.
241 81 056 having its office at Polska 1283/18, 120
00 Praha 2, represented by its Managing Director Dr.
Edgar Fenzl, appointed by the Sponsor with the
authority to sign and execute on its responsibility this
agreement in the name and on behalf of the Sponsor,

hereafter referred to as ,, CRO“,
and
Nemocnice Znojmo, piispévkova organizace
MUDr. Jana Janského 11
669 02 Znojmo
Czech Republic
hereafter referred to as “Institution”
represented by
prim. MUDr. Miroslav Kavka, MBA

Director
and

hereafter referred to as ,, Investigator

mezi

Centre Hospitalier Universitaire (CHU) v Saint-
Etienne, majici ustfedi v Nemocnici Bellevue -
42055 SAINT-ETIENNE cedex 2 - Francie,
zastupované feditelem, panem Frédéricem
Boironem, fadné poveéfenym pro tucely této
dohody,

nadéle jako “Zadavatel”,

Spolecnost FGK Clinical Research s.r.o.,
IC: 24181056, se sidlem Polska 1283/18, 120 00
Praha 2, zastoupend jednatelem Dr. Edgarem
Fenzlem, jmenovand Zadavatelem s pravomoci
podepsat a vykonat na svou vlastni odpovédnost
tuto dohodu jménem a ve prospéch Zadavatele,

nadale jako ,, CRO*“,
a

Nemocnice Znojmo, piispévkova organizace
MUDr. Jana Janského 11

669 02 Znojmo

Ceska republika

dale jako ,, Instituce ”
zastoupena
prim. MUDr. Miroslavem Kavkou, MBA

reditel
a

nadéle jako ,, Zkousejici

PREAMBLE
The CHU de Saint-Etienne as sponsor intends to
undertake a clinical trial with the investigational
product Rivaroxaban. The contracting parties
(Institution and Investigator) will cooperate in this
clinical trial as a study site and as an investigator
respectively. The study will be performed under

PREDMLUVA
CHU v Saint-Etienne ma jako zadavatel v
amyslu provést klinickou studii s vyzkumnym
lekem Rivaroxaban. Smluvni strana (Instituce a
Zkousejici) budou spolupracovat na této klinické
studii jako mistem studie a zkouSejicim. Studie

bude provedena pod vedenim |
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direction of prof I, <(cry bude

who will be the responsible principal investigator in
the centre, hereafter referred to as “Investigator”.
Therefore, the following agreement is concluded:

zodpovédnym hlavnim zkouSejicim centra,
nadale jako ,,Zkousejici“. Z tohoto divodu je
uzaviena nasledujici dohoda:

1. SUBJECT OF AGREEMENT
Subject of this agreement is the completion and
documentation of the clinical study:

A multicentre, randomised, double-blind, controlled,
phase Illb study to assess the efficacy and safety of
Rivaroxaban 10mg od versus Enoxaparin 4000 Ul for
VTE PROphylaxis in Non Major Orthopaedic
Surgery. The PRONOMOS study.

According to the study protocol of the Sponsor for the
PRONOMOS study, Version 1.6, dated on 19-OCT-
2015. The study protocol provides the base of this
agreement and may not be changed or amended
except by mutual agreement and with the approval of
the Sponsor (Amendments). The arrangements
determined in the study protocol and in any approved
amendment are substantial and binding.

The Sponsor/CRO shall not enter into any separate
agreement with the Investigator for the provision of
the services which are already included in this
agreement.

1. PREDMET DOHODY
Predmétem této smlouvy je dokonceni a
zdokumentovani této klinické studie:

Multicentricka, randomizovana, dvojite
zaslepena, kontrolovana studie faze Illb pro
zhodnoceni ucinnosti a bezpecnosti

Rivaroxabanu 10mg jedenkrat denné oproti
Enoxaparinu 4000 Ul jako prevence zilni
tromboembolie (VTE) u malych ortopedickych
operaci. Studie PRONOMOS.

V souladu s protokolem studie uréenym
Zadavatelem pro studii PRONOMOS, Verze 1.6,
ze dne 19. Fijna 2015. Studijni protokol tvoii
zéklad této dohody a nesmi byt zménén nebo
upraven, s vyjimkou v piipadé oboustranné
dohody a schvéleni Zadavatelem (Dodatky). Plan
uréeny v protokolu studie a v jakémkoliv
schvaleném dodatku je podstatny a zavazujici.
Zadavatel / CRO nevstoupi do zadné jiné dohody
se Zkousejicim na poskytovani sluzeb, které jsou
jiz zahrnuty v této dohodé.

2. LEGAL BASE

This clinical study will be carried out in compliance
with local laws and regulations and according to the
standards of Good Clinical Practice (GCP)
enforceable in the country where the Study is
conducted and as defined in the harmonized ICH
guideline  (CPMP/ICH/135/95), the Directive
2001/20/EC of the European Parliament and the
Council, dated on April 4, 2001, and the Directive
2005/28/EG of the Commission of the European
Communities, dated on April 8, 2005.

Furthermore, the recommendations of the World
Medical Association on Biomedical Research, issued
in 1964 in the Declaration of Helsinki, last revised in
2000 in Edinburgh (with additional clarifications in
Washington 2002, Tokyo 2004 and Seoul 2008),
apply as applicable in a respective country.

2. PRAVNI PODKLAD

Tato klinicka studie bude provedena v souladu s
mistnimi zdkony a piedpisy a podle norem
Spréavné klinické praxe (Good Clinical Practice -
GCP) vymahatelnych v zemi, ve které je Studie
vedena, a definovanymi  harmonizovanou
smérnici ICH (CPMP/ICH/135/95), smérnice
2001/20/EC Evropského parlamentu a Rady ze 4.
dubna, 2001, a smérnice 2005/28/EG Komise
Evropskych spolecenstvi z 8. dubna, 2005.

Krom toho plati doporuceni Svétové lekatské
asociace na biomedicinsky vyzkum, vydané v
roce 1964 v Helsinské deklaraci, naposledy
revidované v roce 2000 v Edinburghu (s
dodate¢nymi objasnénimi z Washingtonu v roce
2002, z Tokya v roce 2004 a Soulu v roce 2008),
podle potfeby v ptislusné zemi.
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Should any investigator be suspected of non-
compliance therewith, Sponsor and Institution shall
take immediate corrective action, which may include
termination of sites/investigator’s participation in the
study.

Pokud dojde k podezreni, ze kterykoli ZkouSejici
nedodrzi predpisy, Zadavatel a Instituce
podnikne okamzité opravné kroky, které mohou
vést k ukonceni spoluprice se zkouSejicim na
studii.

3. QUALIFICATION OF THE STUDY
SITE

The Institution agrees to perform this clinical study
and will cooperate with the Investigator and the
designated study team, being employees of the
hospital, for the purposes of the clinical study. The
Institution will provide the hospital premises,
equipment and materials which are appropriate for the
performance of the study.

The Investigator will provide evidence of his/her
gualification by means of an up to date scientific
curriculum vitae which certifies adequate experience
in carrying out clinical trials. Well trained personal
will be appointed to the study team only. The
Investigator is obliged to perform the procedures
required by the study protocol either him/herself or to
delegate them to qualified personal. The Investigator
will instruct the staff involved according to the study
protocol and with reference to legal requirements.
Personal data sheets must be provided to Sponsor for
all team members with responsible function in the
conduction of this study, trainings on study conduct
are to be documented appropriately.

The patient population of the Institution comprises an
adequate number of patients with the indication
required by the study protocol and the Investigator
will be free to offer participation to patients suitable
for recruitment.

3. KVALIFIKACE MISTA
KLINICKEHO HODNOCENI
Instituce souhlasi s provedenim této klinické
studie a bude spolupracovat se Zadavatelem a
studijnim tymem, pracovniky nemocnice, pro
ucely této klinické studie. Instituce poskytne
nemocniéni prostory, vybaveni a material, které

jsou vhodné pro provedeni studie.

Zkousejici poskytne dikaz o své kvalifikaci
pomoci aktualizovaného védeckého zivotopisu,
ktery potvrzuje odpovidajici zkuSenosti ve
vedeni klinickych studii. Pouze spravné skoleny
persondl bude jmenovan do studijniho tymu.
ZkouSejici je povinnen provadét postupy
pozadované protokolem studie nebo je povinnen
je delegovat na kvalifikovany personl.
Zkousejici pouc¢i pracovniky zapojené podle
protokolu studie a s odkazem na pravni
pozadavky. Osobni spisy vSech ¢lent tymu s
odpovédnou funkci ve vedeni studie musi byt
poskytnuty Zadavateli, vSechna $koleni ohledné
vedeni studie musi byt fadn€ zdokumentovana.

Instituce obsahuje dostate¢ny pocet pacientd S
indikaci pozadované protokolem studie a bude na
Zkousejicim, aby nabidl ucast pacientt
vhodnych pro nébor.

4. CLINICAL RESEARCH
ORGANISATION
Assistance and support in the management of this
clinical trial will be provided by the following
Clinical Research Organisation (CRO) authorised by
the Sponsor:

PSN Research
Calle Rufino Gonzélez 14, Esc. 13-2°D
28037 Madrid
SPAIN
+34 91 375 69 30

4. KLINICKA VYZKUMNI

ORGANIZACE
Pomoc a podpora ve vedeni Klinického
hodnoceni  budou  poskytnuty  nasledujici
Klinickou vyzkumnou organizaci (CRO)

opravnénou Zadavatelem:

PSN Research
Calle Rufino Gonzéalez 14, Esc. 13-2°D
28037 Madrid
SPAIN
+34 91 37569 30
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and/or by its local subcontractor
FGK Clinical Research s.r.o.
Polskéa 18
120 00 Praha 2

hereafter called CRO.

a/nebo jejim mistnim smluvnim partnerem
FGK Clinical Research s.r.o.
Polskéa 18
120 00 Praha 2

nadéle jako CRO .

5. TIME SCHEDULE
Patient recruitment is planned to start in the Q2 2016.
Duration of treatment will be from 2 weeks up to 12
weeks followed by 1-month safety follow up period.
The end of the clinical part of the study is expected in
the Q4 2017.

5. CASOVY PLAN
Zacatek naboru pacientd je pldnovan na 2.
ctvrtleti (Q2) 2016. Trvani 1écby bude od 2 tydnt
az po dobu 12 tydnil nasledované jednomési¢nim
bezpecnostnim sledovacim obdobim. Konec
klinické ¢asti studie se oc¢ekava ve Q4 2017.

6. PRECONDITIONS FOR STUDY START
Precondition for the start of the study is the approval
of the project by the competent authority which will
be applied by the CRO. Patient recruitment in the
centre may only start on condition that the competent
ethics commission has given its favourable opinion to
the clinical study and the Institution’s/Investigator’s
participation.

Where necessary CRO  will support the
Institution/Investigator in the application procedure
for the ethic commission’s opinion and notifications
to the authorities concerned on participation of the
Institution/Investigator as  required by local
regulations.

CRO will not deliver any study medication to the
study site unless confirmation is available that the
above mentioned demands are met.

6.1 Ethics Commission

CRO will provide all documents needed for
submission to the appropriate ethics commission. If
accepted by the ethics commission, CRO will apply
for the ethics committee’s opinion on behalf of the
Investigator and pass the procedures.

In case the ethics commission raises any objections
against the subject or any procedures of the planned
study, the contracting parties will discuss and propose
modifications which meet the concerns of the ethics
commission as well as the objectives of the study.

The study may not start in the centre unless written
evidence of approval of the appropriate ethics

6. PREDPOKLADY PRO ZAHAJENI
STUDIE

Ptredpokladem pro zahajeni studie je schvaleni
projektu piislusnym ufadem, o ktery pozada
CRO. Nabor pacientll miZe v centru zacit pouze
v piipadé, Ze prislusnd etickd komise udélila
kladné stanovisko ohledné klinické studie a
ucasti Instituce/Zkousejiciho.

v pripadé potieby podpoii CRO
Instituci/Zkousejiciho pfi podani Zzadosti o
stanovisko etické komise a pii odesilani
oznameni prislusnym 0 ucasti
Instituce/Zkousejiciho, jak vyzaduji mistni
predpisy.

CRO nedoru¢i studijni 1éky na studijni misto,

dokud vySe wuvedené pozadavky nebudou
splnény.
6.1 Eticka komise

CRO poskytne veskeré dokumenty potiebné pro
podani zadosti odpovidajici etické komisi. Pokud
budou pfijaty etickou komisi, CRO zazada
jménem Zkousejiciho etickou komisi o jeji
stanovisko a vyhovi jejim postuptim.

V pripadé, Ze etickd komise vznese jakékoliv
namitky oproti pfedmétu nebo jakymkoliv
postupim planované studie, smluvni strany
projednaji a navrhou Upravy, které spini jak
podminky etické komise, tak i cile studie.

Studie nesmi zacit v centru dokud nebude k
dispozici pisemny dukaz o souhlasu pfislusné
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commission is available.

The ethics commission must be informed on each
modification and/or additional statement concerning
the study protocol (amendments). CRO will provide
all necessary documentation and will assist the
Investigator in submission of any amendment or will
inform the ethics commission directly, if accepted by
the ethics commission.

6.2 Notification of the Authority(ies)

CRO will apply for study authorisation at the
competent health authority and, if applicable, notify
other authorities concerned on participation of the
Investigator/the study site as required by local
regulations and where necessary in agreement with
Investigator.

The Investigator will be informed in writing about the
notifications done by CRO. The study may not start
unless all needed approvals/confirmations by the
authority(ies) are available.

The responsible authorities may perform an
inspection of the study site to verify the correct
conduct of the study.

etické komise.

Eticka komise musi byt informovana ohledné
kazd¢ upravy a/nebo dal§iho stanoviska
souvisejiciho s protokolem studie (dodatky).
CRO poskytne veskerou dokumentaci a bude
asistovat Zkousejicimu v podani veskerych zmén
nebo bude piimo etickou komisi informovat,
pokud to budepro etickou komisi piijatelné.

6.2

CRO zazada o povoleni studie na piislusSném
zdravotnickém ufadu, a pokud je potieba,
obeznami dal§i ufady, kterych se tyka tucast
Zkousejiciho  /studijniho  mista, jak je
vyzadovano mistnimi piedpisy a v piipade
potieby se souhlasem Zkousejiciho.

Oznameni uradum

Zkousejici bude informovan v pisemné formé
ohledné¢ oznameni provedenych CRO. Studie
nesmi zacit dokud nejsou k dispozici vSechny
potfebna schvaleni/potvrzeni ufady.

Odpovédné utfady mohou provést inspekci mista
provedeni klinického hodnoceni, aby ovetily
spravnost vedeni studie.

7. PATIENT INFORMATION
INFORMED CONSENT FORM
The Investigator will inform the patients and obtain
their consent to participate in the study in accordance
with the local regulations and the recommendations
of GCP. This will include information about the
nature, significance and consequences of the study, its
expected duration, and the potential benefits and risks
of study participation. The information should also
refer to the handling of clinical data which will be
collected of the patient in the course of the study.

AND

The patient’s consent to participate will be
documented on the informed consent form prior to
his/her inclusion into the study. No study related
examinations may be performed unless a patient has
given his/her written informed consent before. For
patients who have not been informed and/or have not
given their written informed consent, neither CRO
nor Sponsor will take any responsibility.

The Investigator will enter the patient’s study

7. INFORMACE PRO PACIENTY A
INFORMOVANY SOUHLAS
Zkousejici bude informovat pacienty a ziska
jejich souhlas s ucasti ve studii v souladu s
mistnimi pfedpisy a doporu¢enim GCP. Bude to
také obsahovat informace ohledné¢ povahy,
dalezitosti a nasledkl studie, jeji predpokladané
trvani a mozné prinosy a rizika ucasti na studii.
Informace by také méla zminit zachazeni s
klinickymi (daji o pacientovi, které budou

ziskany v prub¢hu studie.

Souhlas pacienta s ucasti na studii bude
dokumentovan v podobé  informovaného
souhlasu pred zafazenim do studie. Zadna
vySetfeni souvisejici se studii nesmi byt
provedeny, dokud pacient neposkytne pisemny
informovany souhlas. Za pacienty, ktefi jesté
nebyli informovani a/nebo neposkytli pisemny
informovany souhlas, nebude brat CRO ani
Zadavatel zadnou zodpovédnost.

ZkouSejici zalozi uCast pacienta na studii do
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participation in the medical records/medical file, hand
out a copy of the written patient information and the
informed consent form to the patient and inform the
general practitioner and other attending physicians if
the patient agrees to that.

1€katské zpravy/spisu, poskytne pacientovi kopii
informace pro pacienty a informovaného
souhlasu, a informuje praktického lékare a dalsi
osetfujici lékate, pokud s tim bude pacient
souhlasit.

8. PATIENT INSURANCE
For all patients included in the study an insurance
cover will be effected in accordance with the legal
regulations. An insurance certificate and conditions
will be provided to the Investigator prior to start of
patient recruitment.

Insurance coverage refers to all patients participating
in the study and to any health damages caused by the
applied medication or by procedures performed on
the body of the insured person in connection with the
clinical study. The Sponsor declares and
acknowledges that, in accordance with Section 52,
paragraph 3, letter ) of the Act No 378/2007 Coll., on
Pharmaceuticals, as amended, he will ensure the
clinical trial insurance.

The Investigator will inform all patients about their
obligations arising from the general insurance
conditions:

1. During the course of the clinical study, the
patient must be informrmed by the
Investigator about any other medical
treatment he/she undergoes.

2. Any health injuries which may be a
consequence of the study must be notified
immediately to the insurance company.

Additionally the investigator will hand out a copy of
the insurance conditions if requested by local law.
The Investigator is obliged to notify immediately any
suspicious injuries/claims to the Sponsor’s project
manager.

8. POJISTENI PACIENTA
U vSech pacientd zafazenych do studie bude
zajisténo pojistné kryti v souladu s pravnimi
predpisy. Pojistny certifikdt a podminky budou
poskytnuty Zkousejicimu jesté pied zacatkem
naboru pacientti.

Pojistné kryti se vztahuje na vSechny pacienty
Ucastnici se studie a veskera poskozeni zdravi
zplisobené podanymi léky nebo procedurami
provedenymi na téle pojisténé osoby ve spojeni s
klinickou studii. Zadavatel prohlasuje a
potvrzuje, ze v souladu s ust. 8 52 odst. 3, pism.
f) zakona ¢. 378/2007 Sb., o 1éCivech, v platném
znéni, zajisti pojisténi klinického hodnoceni.

ZkouSejici bude informovat v8echny subjekty
hodnoceni ohledné jejich zavazka plynoucich ze
vseobecnych pojistnych podminek:

1. V prabéhu klinické studie, subjekt
hodnoceni musi byt informovéan
Zkousejicim ohledné dalsich 1ékatskych
osetfeni, ktera podstoupi.

2. Veskera poskozeni zdravi mohou byt
dasledkem studie, musi byt okamzité
oznameny zdravotni pojiStovne.

ZkouSejici navic poskytne kopii pojistnych
podminek, pokud je to vyzadovano mistnimi
zékony. Zkousejici je povinnen ihned ohlasit
veskera podezfeld zranéni/naroky projektovému
manazerovi Zadavatele.

9. SERIOUS ADVERSE EVENTS
Serious adverse events (SAEsS) experienced in the
course of the study need to be evaluated without
delay in the interest of the study patients. Therefore,
the Investigator must notify such events immediately
to the responsible representative of the CRO and to
the Sponsor’s Drug Safety Officer. Further
procedures, the definition of SAE, details on
notification, including communication data are

9. ZAVAZNE NEZADOUCI PRIHODY
Zavazné nezadouci ucinky (SAEs), ke kterym
dojde v pribéhu studie, je nutno v zajmu
pacientii studie bez odkladu posoudit. Proto musi
ZkouSejici tyto udalosti okamzité oznamit
zodpovédnému zastupci CRO a Drug Safety
Officer Zadavatele. Dalsi postupy, definice SAE,
podrobnosti ke hlaSeni, v¢etné udaji pro
komunikaci, jsou specifikovana ve studijnim
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specified in the study protocol.

protokolu.

10. LIABILITY

The Sponsor assures the Institution, the Investigator
and the subordinated personal involved the release of
any claims (incl. lawyer’s fee if justified) raised by
patients participating in the study, or their
representatives or legal successors, for any health
injury (subsequent damages included), death, or loss
of property in consequence or connection with the
study procedures. No demand on release will be
admitted in case of intentional and negligent violation
of obligations agreed to in this contract or of written
instructions of the Sponsor.

10. ODPOVEDNOST

Zadavatel zajisti Instituci, Zkousejicimu a
podfizenym zapojenym do studie osvobozeni od
veskerych narokd (véetné poplatkd za pravnika,
je-li to oduvodnéno), které byly vzneseny
pacienty, ktefi se castni studie, jejich zastupci
nebo pravnimi zastupci, z divodu jakéhokoli
poskozeni zdravi (v€etné nasledné skody), smrti
nebo ztradty majetku v disledku nebo souvisejici
se studijnimi postupy. V piipad€ timyslného nebo
nedbalého poruseni povinnosti schvalenych v
této smlouvé ¢i v pisemnych instrukcich od
Zadavatele nebude wuznan pozadavek o
osvobozeni od jakychkoli narokd.

11. MONITORING/AUDITS/INSPECTIONS
The Institution and the Investigator consent to regular
visits by authorized staff of CRO (Clinical Research
Associates, CRAS). A reasonable amount of time will
be set aside by the Investigator for these visits. The
CRAs will be authorized to view the clinic, practice
and laboratory facilities during their visits. They will
check the data entered in the electronic case report
forms (eCRFs), which should reflect the current
status of the clinical study for every single patient.
They will compare these entries with the original data
in the medical records of the patient to validate the
findings (source data verification). For this purpose
the Institution/Investigator will allow access to the
patient’s medical file.

Such controls may also be performed within the
scope of an audit initiated by the Sponsor or an
inspection by the representative of a local or foreign
authority. Normally audits or inspections are carried
during the study, but they may also be demanded by
the regulatory authorities after completion of the
clinical trial. The Institution/Investigator is obliged to
inform the CRO promptly of any notification of an
inspection by the regulatory authorities. Provided it
has been informed at least fifteen days prior to the
intervention on the premises of the identity of the
auditor, the dates of the audit and its content, the
Institution and the Investigator undertake to assist the
CRO in the proper conduct of any audit or inspection,
on the study that is the subject matter of this
agreement, in accordance with all the statutory

11.MONITOROVANI/AUDITY/INSPEKCE
Instituce a Zkousejici souhlasi s pravidelnymi
navstévami opravnénymi zaméstnanci CRO
(Clinical Research Associates, CRAS). Pro tyto
navstévy bude predem stanoveno prfimerené
mnozstvi ¢asu ZkouSejicim. CRAs budou mit
béhem svychnavstév opravnéni vidét kliniku,
ordinaci a laboratorni  vybaveni. Budou
kontrolovat data zadand v elektronickém
zéznamu subjektu hodnoceni (electronic case
report forms, eCRFs), které by mély odrazet
aktualni stav klinické studie kazdého pacienta.
Budou porovnavat zapisy s originalnimi daty v

lékafskych ~ zdznamech  pacienta  (ovéfeni
zdrojovych dat). Pro tento ucel bude
Instituci/Zkousejicim  umoznén  pfistup  k

1ékarskému zaznamu pacienta.

Podobné kontroly mohou byt také provedy v
ramci auditu, ktery je iniciovan Zadavatelem,
nebo inspekce, z&stupcem mistnich nebo
zahrani¢nich ufadd. Obvykle jsou audity a
inspekce provadény béhem studie, ale mohou byt
také vyzadovany regulaénimi ufady po
dokonceni klinické studie. Instituce/Zkousejici je
povinnen ihned informovat CRO o veskerém
ozndmeni o inspekci planované regula¢nimi
organy. Za ptedpokladu, Zze Instituce/Zkousejici
byl informovan o totoznosti auditora, datu a
obsahu auditu alesponi 15 dni pfedem zavazuje se
pomahat CRO fadnému prabéhu jakéhokoli
auditu nebo inspekce, na studii, kterd je
pfedmétem této dohody, v souladu se vSemi
platnymi pravnimi predpisy, jimiz se ¥idi spravné
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provisions governing Good Clinical Practice.

Prior to enrolment in the study, each patient must be
informed and give his/her consent that representatives
of CRO, Sponsor or the regulatory authorities will be
authorised to review his/her medical file. All persons
who obtain knowledge of medical data are subject to
professional secrecy.

klinické praxe.

Pred zatazenim do studie musi byt kazdy pacient
informovan a musi poskytnout souhlas, Ze
zastupci CRO, Zadavatel nebo regulacni ufady
budou opravnény pirezkoumavat jejich zdravotni
Udaje. Vsechny osoby, které ziskaji znalosti o
medicinskych Udajich jsou vystaveny
mlcenlivosti (Iékatské tajemstvi).

12. STUDY DOCUMENTS AND STUDY
MEDICATION

The Sponsor will provide the Institution/Investigator
with the test drug, the active comparator and
matching placebo. The packaging will be prepared in
order to ensure the double-blinding. CRO will
provide the Investigator with the complete supplies
for documentation, relevant records compiled during
the trial and other material needed. At the end of the
study, all documentation and (residual) material
delivered to the study site must be returned to the
CRO.

The place of delivery of the study medication will be
the institutional pharmacy of the Institution.
Deliveries of study medication will be carried out on
workdays between 7.00 a.m. and 3.30 p.m. A member
of the study personnel will be a Pharmacist
responsible for handling the study medication in
accordance with good pharmacy practice. This
Pharmacist will be informed in advance of all the
deliveries of the study medication to the Institution.

The Principal Investigator or other Investigators will
confirm the receipt of delivery in IWRS.

The Institution will enable the Investigator to store
the medication at a safe place during the study. The
Investigator is obliged to accurately document the
dispense/administration and the return of the study
medication on the respective forms provided
therefore. The study medication may not be used for
purposes outside the remit of the protocol. Unused
medication will be returned to CRO after study
termination.

The unblinding procedure via the eCRF should be used
by the Investigator only in case of emergency. If any
code is broken, it must be documented and explained
by the Investigator.

12. STUDIJINI DOKUMENTY A
STUDIJNI LEKY

Zadavatel  poskytne  Instituci/Zkousejicimu
spole¢né s testovanym lékem i aktivni
komparator a vhodné placebo. Obal bude
pripraven tak, aby bylo zajisténo dvojité
zaslepeni studie. CRO poskytne Zkousejicimu
vSechno potfebné pro dokumentaci a spis
zkousejiciho s dokumenty nezbytnymi pro studii
a pro dalsi prislusné spisy shromazdéné b&¢hem
studie. Na konci studie musi byt veskera
dokumentace a studijni material, ktery byl
doruceny na misto studie, vraceny CRO.

Mistem dodani Studijniho 1éku bude UGstavni
lékarna Instituce. Dodavky Studijniho léku
budou realizovany v pracovnich dnech v dobé od
7,00 do 15,30 hod. Clenem Studijniho personalu
bude farmaceut zodpovédny za naklddani se
Studijnim  l1ékem v souladu se spravnou
Iékdrenskou praxi. Tento farmaceut bude
dopfedu informovdn o vSech dodavkach
Studijniho Iéku do Instituce.

Piijeti dodavky potvrzuje v IWRS hlavni
zkousejici nebo dalsi zkousejici 1ékafi.

Instituce umozni Zkousejicimu b&hem studie
uskladiiovat léky na  bezpetném  miste.
Zkousejici je povinen spravné dokumentovat
rozdéleni/podani a vraceni studijnich 1€kt s
prislusnymi formulafi, které k tomu byly pfedem
poskytnuty. Studijni léky nesmi byt pouZzivany
pro ucely nespadajici do pusobnosti protokolu.
Po ukonceni studie musi byt nepouzité léky
vraceny do CRO.

Odslepeni pies eCRF musi byt Zkousejicim
pouzito jen v piipadé nouze. Pokud dojde k
poruseni  jakéhokoli koédu, musi to byt
Zkousejicim zdokumentovano a vysvétleno.
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Unused study medication will be returned to the
Sponsor after clinical-study termination or it will be
destroyed at the Institution at the expense of the
Sponsor.

Nepouzity Studijniho 1ék se po ukonceni
klinického hodnoceni bud’ vrati Zadavateli, nebo
zlikviduje v Instituci na ndklady Zadavatele.

13. ARCHIVING

At end of the study a CD Rom containing the
completed eCRFs and other essential study documents
must be retained by the Institution for a period of at
least 15 years (if not agreed otherwise and in any case
until 2 years after elapse of the last approval of a
marketing application for the investigational product
in a country of the ICH region, or longer, if required
by the regulatory authority).

Documents facilitating the identification of the study
patients must be retained for at least 15 years after the
end or the premature termination of the study. The
medical files and other original records must be
retained for the longest time possible at the
Institution, but not less than 15 years.

The Institution will enable the Investigator to archive
the study documentation within its premises for the
required period.

13. ARCHIVACE

Na konci studie musi Instituce uchovéavat CD
Rom obsahujici vyplnéné eCRFs a ostatni
zakladni studijni dokumenty po dobu nejméné 15
let (neni-li do 2 let dohodnuto jinak, a v kazdém
ptipadé po uplynuti posledni schvaleni registrace
hodnoceného piipravku v zemi regionu ICH,
nebo déle, pokud to vyzaduje regulaéni aiad).

Dokumenty usnadiiujici identifikaci pacientl
musi byt ulozeny po dobu alesponi 15-ti let po
ukonceni nebo ptedCasném ukonceni studie.
Lékaiské zaznamy a dalSi originalni udaje musi
byt uchovany po nejdéle moznou dobu v
Instituci, ale ne méné nez 15 let.

Instituce umozni Zkousejicimu archivovat ve
svych prostorach studijni dokumentaci po
pozadovanou dobu.

14. INFORMATON ON

INVESTIGATIONAL PRODUCT
CRO will deliver an up to date “Summary of Product
Characteristics” for the test drug and the active
comparator to the Investigator in order to provide
current knowledge on the investigational products. It
includes the results of the pharmacological and
toxicological investigations.

THE

14. INFORMACE OHLEDNE
VYZKUMNEHO PRODUKTU
CRO doru¢i Zkousejicimu aktualizovany
“Souhrn daji o ptipravku” pro testovany 1€k a
aktivni komparéator, aby poskytl aktualni znalosti
na zkoumané produkty. Obsahuje vysledky
farmakologickych a toxikologickych vysetieni.

15. PATIENT DATA
PROTECTION
The Institution will provide, at any time, upon request
of the Investigator, CRO or Sponsor the
documentation concerning patients enrolled to the
study insofar as it is necessary for a correct
performance of the study.

AND DATA

On the eCRFs which will be used for evaluation of
the clinical study, patient data will be documented in
anonymous form only, i.e. without naming the
patient. The name of the patient as well as other
person-related data will not be published by
Institution/Investigator nor by CRO or Sponsor.

The clinical data recorded during the clinical study

15. UDAJE O
OCHRANA DAT
Instituce kdykoli na pozadani ZkousSejiciho, CRO
nebo Zadavatele poskytne dokumentaci ohledné
zatazenych pacientll do studie, pokud je to pro
spravné provadéni studie nezbytné.

PACIENTECH A

V eCRFs, které budou pouzity pro vyhodnoceni
klinické  studie, budou data  pacienti
zdokumentovany pouze v podobé anonymniho
formuléate, tedy bez uvedeni jména pacienta.
Jméno pacienta, stejné jako dalsi osobni Udaje,
nebude Instituci/Zkousejicim ani CRO nebo
Zadavatelem zvetejnéno.

Klinické udaje zaznamenané béhem klinické
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may be transmitted for scientific evaluation or
inspection to the Sponsor, the Sponsor’s
representative (CRO), the study committees and to
governing health authorities. The data will be
transmitted and stored in anonymous form.

The Investigator will be responsible to inform the
patients about these procedures. Patients who do not
consent to the transmission of their anonymous data
as described may not be included into the study.

Should it be necessary for medical reasons to identify
the patient’s name in the course of the study, the
identity of the patient will be disclosed under
professional secrecy of the Investigator, the Sponsor
and CRO.

If it is necessary to process and store personal data of
patients because of imposed obligations or in order to
meet extensive demands, organisational action will be
taken to prevent transmission to unauthorised third
parties.

Sponsor and CRO accept the responsibility to regard
personal information about the investigator(s) and
any other persons involved directly or indirectly in
the clinical study as strictly confidential (e.g.
curriculum vitae).

studie mohou byt z divodu vyzkumného
hodnoceni nebo inspekce predany Zadavateli,
zastupci Zadavatele (CRO), studinim komisim a
spravnim uradim ve zdravotnictvi. Data budou
pfedana a wuchovana v podobé anonymniho
formulare.

ZkouSejici bude o téchto postupech informovat
pacienty. Pacienti, ktefi nebudou souhlasit se
Sifenim svych anonymnich dat, tak jak bylo
popsano, nesmi byt zafazeni do studie.

Pokud bude nutné z jakychkoliv 1ékaiskych
divodi zjistit jméno pacienta v priubéhu studie,
totoznost pacienta bude zvefejnéna pod
sluzebnim tajmenstvim Zkousejiciho, Zadavatele
a CRO.

Pokud je nutné zpracovat a uchovat osobni Udaje
0 pacientech z divodu ulozenych povinnosti
nebo za ucelem splnéni pozadavki, budou pfijata
organizaéni opatieni, aby se zabranilo pfenosu
neopravnénym tfetim stranam.

Zadavatel a CRO berou zodpovédnost za to, Ze
osobni informace o zkousejicich a veSkerych
dalsich osobach spojenych ptimo nebo neptimo s
klinickou studii jsou pftisné¢ daveérné (napf.
Zivotopis).

16. CONFINDENTIALITY/OWNERSHIP

PUBLICATION OF RESULTS
All information concerning the clinical study and the
study medication must be treated as strictly
confidential and may not be made accessible to third
parties. The Investigator will ensure that other staff
involved in the study will also keep strict
confidentiality.

The restrictions of confidentiality and nondisclosure
pursuant to this Article shall survive the term of this
Agreement and amendments hereto and thereto, and
as long as the Confidential Information have not been
disclosed.

Until publication of results all findings from the study
made available to the Institution/Investigator must be
treated as strictly confidential.

The results of the study shall be the whole and
exclusive property of the Sponsor. It is free to use
them as it deems fit.

16. DISKRETNOST/VLASTNICTVI/

PUBLIKACE VYSLEDKU
S veskerymi informacemi tykajici se klinické
studie a studijnich 1€kt musi byt zachazeno jako
s prisn¢ divérnymi a nesmi byt zpfistupnény
tretim stranam. ZkouSejici zajisti, ze 1 ostatni
zaméstnanci zapojeni do studie budou dodrzovat
ptisnou diskrétnost.

Omezeni z ddvodu utajeni a nezvefejnéni
informaci na zékladé tohoto Clanku by mély
zlstat i po uplynuti doby této Dohody a jejich
dodatki, a to tak dlouho, dokud Duvérné
informace nebudou zvefejnény. Az do chvile
zvetejnéni vysledki musi byt zachazeno se
vsemi  studijnimi  objevy  zpfistupnénymi
Instituci/Zkousejicimu jako s piisné dtvérnymi.

Vysledky studie budou zcela a vyluéné
vlastnictvim Zadavatele. Mohou byt pouzity, jak
bude uznano za vhodne.
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The Sponsor may file or procure the filing on its
behalf or in behalf of any person who may substitute
it, and on its behalf, any patent application relating to
the results of the Research or which incorporates
them in whole or in part, and more generally, protect
them as it deems fit.

The Institution/Investigator undertakes to take all
necessary measures in order to ensure that the
ownership of the results of the study can be vested to
the Sponsor.

The Institution/Investigator expressly agrees that the
results of the Study shall be published exclusively
under the coordination of the Sponsor so as to include
the results of all participating centres in the
publication. The Institution/Investigator undertakes
not to publish any articles concerning the Study,
whether scientific or not, without the written consent
of the Sponsor, or to create any direct or indirect
obstacles to the creation or processing of a marketing
authorization dossier or a new indication concerning
the product which is the subject of the Study.

Requests for publication or communication should be
made to the Sponsor by registered mail with
confirmation of receipt. The Sponsor undertakes to
reply thereto within a maximum period of 180 days.

If the Investigator wishes to make a publication or a
communication relating to the Study, the Sponsor
may, if there are serious and valid grounds with
respect to the scientific content of the communication
which seem to require it, ask for certain modifications
to be made, or for publication to be postponed for a
maximum period of eighteen (18) months.

The modifications may not in any event affect the
scientific value of the publication/presentation.

Inventions and ,.Know-how*

If in the course of the clinical study any patentable
discoveries are made, the Sponsor must be informed.
The Institution/Investigator will assist to obtain
patents or other protected rights for all inventions,
discoveries and improvements made during the study
or in connection with it. The Institution/Investigator
expressly agrees that the results of the clinical study
performed under this agreement shall be and remain

Zadavate] mlize svym jménem nebo jménem
jakékoli osoby, kterd ho zastupuje, podat nebo
zahdjit podani o patent vztahujici se ke
vysledkim vyzkumu, které jsou zahrnuté v jeho
celku ¢i jeho casti a obecné chranit vysledky, jak
uzné za vhodné.

Instituce/Zkousejici se zavazuje piijmout veskera
nezbytna opatieni s cilem zajistit, ze vlastnictvi
vysledku studie mtze byt svéteno Zadavateli.

Instituce/Zkousejici  vyslovné  souhlasi, ze
vysledky studie budou vyhradné publikovany ve
spolupréci se Zadavatelem, tak, aby byly v
publikaci ~ zahrnuty  vysledky ze  vSech
zucastnénych center.

Instituce /Zkousejici se zavazuje, Ze nebude
publikovat Z7adné ¢lanky tykajici se studie, at’
védecké ¢&i nikoli, bez pisemného souhlasu
Zadavatele, nebo vytvaiet piimé nebo neptimé
prekdzky pro vytvoieni nebo zpracovani
dokumentace o registraci nebo nové indikace
tykajici se produktu, ktery je predmétem studie.

Pozadavky ohledné publikace nebo sdé€leni by
mély byt poslany Zadavateli doporucenou
zasilkou s potvrzenim o pfijeti. Zadavatel se
zavazuje, 7e na tyto pozadavky odpovi
maximaln€ do 180 dni. Pokud si Zkousejici pieje
vydat publikaci nebo sdéleni souvisejici se
Studii, Zadavatel mize pozadovat, aby byly v
pripadé€, Ze jsou pro to vazné a padné divody
vzhledem k védeckému obsahu zpravy, ktera to
vyZaduje, provedeny urlité tpravy, nebo aby
bylo vydani odlozeno az na maximalni dobu
osmnacti (18) mesict.

Upravy nesmi v zadém piipadé ovlivnit védecky
vyznam této publikace/prezentace.

Objevy a ..Know-how*

Zadavatel musi byt informovan, pokud budou v
prubéhu studie zjistény jakékoliv patentovatelné
objevy. Instituce/Zkousejici poskytne podporu
pro ziskani patenti nebo jinych ochrannych prav
pro vSechny vynalezy, objevy a zlepSeni, které
byly udélany béhem studie nebo ve spojeni s ni.
Insituce/Zkousejici  vyslovné¢  souhlasi, ze
vysledky klinické studie provedené na zakladé

Page 11 of 18




Confidential

Czech Republic/ Tripartite Agreement to Clinical Trial

I | \emochice Znojmo

the property of Sponsor.

této dohody budou a zistanou vlastnictvim
Zadavatele.

17. PREMATURE TERMINATION OF THE
STUDY

The competent authority may suspend or withdraw
the approval for conduction of a clinical trial of its
responsibility. In this case the clinical study may not
be continued. The Sponsor will inform the
Institution/Investigator immediately about such a
decision of the authority and instruct the Investigator
on treatment of patients still being in the study at the
time of interruption or premature termination.

17. PREDCASNE UKONRENI STUDIE
Odpovédné aifady mohou ze sveho postaveni
pozastavit nebo odvolat souhlas s provedenim
klinické studie. V takovém piipadé nesmi
klinicka studie pokracovat. Zadavatel bude o
tomto rozhodnuti ufadd okamzité informovat
Institituci/Zkousejiciho a pouc¢i Zkousejiciho
ohledné lécby pacientd, ktefi se ucastnili studie v
dobé preruseni nebo pred¢asného ukongeni.

18. RENUMERATION
Provided that the study is performed in accordance
with the study protocol and complete and evaluable
documentation is supplied to CRO according to the
predetermined time schedule, investigational fees of
1000 € will be paid per patient for whom the
documentation is complete.

These fees of 1000 € maximum per completed patient
include investigator’s fee, but also any pharmacy
fees, hospital over costs for study specific procedures
and any other costs related to the study. No fees will
be accepted for screen failures.

The investigational fees per patient will be 1000 €
The amount of remuneration for each act within the
trial is:

Screening/ Pre-treatment phase 250 €
(VO0):

Baseline/Randomization (V1): 150 €
Hospital Discharge (V2): 150 €
Final assessment (V3): 350 €
Safety Follow-up Phone contact 100 €

(V4):

The Institution fixed fee (administrative fixed costs,
project management, archiving...) will be 741 €

The contracting parties have agreed that all payments
will be made to the Institution.

The Institution is obligated to pay the fees of the
Investigator and his/her co-workers from the total
amount of remuneration in accordance with the

18. ODMENA
Pokud je studie provedena v souladu se studijnim
protokolem, Uplna a zhodnotitelnd dokumentace
je dodana CRO podle predem uréeného ¢asového
planu, bude vyplacena vyzkumna odména ve
vysi 1000 € za kazdého pacienta, u kterého je
dokumentace Uplna.

Tyto odmény v maximalni vysi 1000 € pro
kazdého dokonceného pacienta zahrnuji odmeénu
pro zkousejiciho, ale také veskeré poplatky za
lékarnu, dodate¢né nemocni¢ni poplatky za
specifické studijni postupy a veskeré dalsi
naklady souvisejici se studii. Zadné poplatky za
screen failures nebudou vyplaceny.

Studijni odména za pacienta bude 1000 €. Vyse
odmeény za jednotlivé tkony v ramci studie je:

Screening/ Predbézné vySetieni 250 €
(V0):

Baseline/Randomizace (V1): 150 €
Propusténi z nemocnice (V2): 150 €
Finalni posouzeni (V3): 350 €
Nésledny bezpecnostni 100 €

telefonat (V4):

Poplatek Instituce (administrativni fixni vydaje,
projektovy management, archivace...) bude Cinit
741 €.

Smluvni strany se dohodly, Ze veskeré platby
budou poukazany Instituci.

Z celkové Ghrady je Instituce povinna proplatit
odménu Zkousejicimu a jeho spolupracovnikiim
v souladu s vnitfni smérnici Instituce platnou ke
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Institution’s internal regulations that were in effect on
the day of signing this agreement.

Services requested by the study protocol may not be
invoiced to the patient’s insurance carrier. In case of
study protocol deviation which results in the patient’s
exclusion from evaluation (e.g., patient does not meet
the inclusion/exclusion criteria, missing and/or
implausible efficacy and safety data), no payment
will be made for the respective patient.

The amounts defined above will be paid to the
Institution on presentation of a revenue order or an
invoice issued by the Institution at least once a year
on the anniversary date of the signature of the
agreement, on the basis of the information provided
by the CRO (number of patients selected, number of
patients included, visits and actions actually
performed), after approval by the Institution to the
bank account entered below.

The revenue orders or invoices should mention the
name of the Study (PRONOMOS), Invoicing number,
VAT number, bank account details, detailed services
and should be issued for the attention of the Sponsor
(CHU de Saint-Etienne - Hépital Bellevue - 42055
SAINT-ETIENNE cedex 2 - France), but for
processing sent to FGK Clinical Research s.r.o
In case the Institution is obliged to VAT: Please
mention only the net amount on the invoice and
provide additionally the following items on the
invoice:

o International VAT ID-No. of the Institution

o Statement: “Within the Reverse-Charge
System of the European Union
VAT is payable by the
recipient of the benefit. The tax
is shifted to the beneficiary.”

The Sponsor undertakes to pay the revenue orders or
invoices issued for its attention by the Institution
within a maximum of 45 days of receipt.

The CRO undertakes to inform the Management of
the Institution of the completion of the Research and
to communicate the information required to invoice
(number of patients selected, number of patients
included, visits and actions actually performed). The
management of the Institution shall carry out the final

dni uzavteni této smlouvy.

Sluzby vyzadované studijnim protokolem nesmi
byt fakturovany pojistovné pacienta. V pfipadé
odchylky od studijniho protokolu, ktera by méla
za vysledek vylouceni pacienta z hodnoceni
(napf.: pacient nespliiuje zatazovaci/vylucovaci
kritéria, chybé&jici a/nebo nepravdépodobné udaje
o ucinnosti ¢i bezpecnosti), nebude platba za
prislusného pacienta provedena.

Vyse definované castky budou vyplaceny
Instituci po piedlozeni ptikazu k uhradé nebo
faktury vystavené Instituci nejméné jednou za
rok k vyroénimu datu podpisu smlouvy, na
zakladé informaci poskytnutych CRO (pocet
vybranych pacientli, po¢et zahrnutych pacientt,
navs§tévy a Cinnosti skute¢né provedeny), po
schvéleni Instituci, na nize uvedeny bankovni
ucet.

Ptikaz k thradé by mél uvést nazev studie
(PRONOMOS), cislo faktury, DPH, detaily
bankovniho uctu, detailni sluzby a mél by byt
vydan pro Zadavatele (CHU de Saint-Etienne -
Hopital Bellevue - 42055 SAINT-ETIENNE
cedex 2 - France), ale pro zpracovani by mély
byt odeslany FGK Clinical Research s.r.o

V pripadé, Ze je instituce platcem DPH:
uved’te prosim pouze Cistou ¢astku na fakture
a uved’te dalsi nasledujici polozky na faktuie:

o Mezinarodni DPH ¢islo Poskytovatele

o  Prohlaseni: "V ramci systému danové
povinnosti Evropské unie DPH
odvédi piijemce davky. Dan se
presunula na piijemce. "

Zadavatel se zavazuje zaplatit z poslané
objednavky nebo faktury, nejpozdéji do 45 dna
od obdrzeni.

CRO se zavazuje informovat vedeni Instituce o
dokonceni vyzkumu a sdélit informace potrebné
k fakturaci (pocet pacientt vybranych, pocet
pacienti zahrnutych, navstévy a cinnosti
skute¢né provedeny). Vedeni Instituce musi
proveést kone¢ny vypocet dluzné ¢astky na tomto
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calculation of the amounts due on this basis and issue | zaklad¢, a vystavit fakturu nejpozdéji do 12
an invoice within a maximum of 12 months from | mésict ode dne obdrzeni pozadovanych
receipt of the required information. For the purposes | informaci. Pro tcely tohoto ustanoveni, se
of this clause, the end of the Research shall mean the | koncem Vyzkumu rozumi posledni navstéva
last visit of the last patient or healthy volunteer | posledniho pacienta, nebo zdravého
included to the Institution. The outstanding balance | dobrovolnika v Instituci. Zistatek se vyplati po
shall be paid on closure of the Research after a final | uzavieni vyzkumu po kone¢ném ovéteni
verification of the case report forms by the CRO. formulait zaznama ze strany CRO.

The investigational fees for Institution will be | Studijni odména pro Instituci bude odeslana na

transferred to the following bank account: nasledujici bankovni ucet:
Holder of Account Znojmo hospital, contributory Drzitel Nemocnice Znojmo,
organization bankovniho G¢tu: piispévkova organizace
Account number /  CZ96 0100 0000 0000 1453 Cislo u¢tu /IBAN CZ96 0100 0000 0000 1453
IBAN number* 8741 Cislo* 8741
Bank title Komer¢ni banka, a.s., Banka Komeréni banka, a.s.,
Bank address nam. Svobody 210/18 Adresabanky  nam. Svobody 210/18
City, ZIP, Country Znojmo, 669 02, Czech Meésto, PSC, stat  Znojmo, 669 02, Ceska
Republic Republika
Swift Code KOMBCZPPXXX Swift kod KOMBCZPPXXX
Variable symbol  Invoice number VS Cislo faktury
*mandatory for European Countries *povinné v Evropskych zemich
And if applicable (European countries only): V pripadé potieby (Pouze Evropské zemé):
VAT obligation? X yes O no Platce DPH? X ano One
(Please tick) (Prosim, zaskrtnéte)

In case the Institution is obliged to pay value added V ptipad¢, Ze je Instituce povina platit dan z
tax (VAT) it will be compensated by the Sponsor pfidané  hodnoty = (DPH), bude to

provided that the invoice contains all of the ||| vykompenzovano Zadavatelem za
following data. predpokladu, ze vSechmy nasledujici udaje

budou k dispozici.

e INSTITUTION has provided an invoice

to attention of CHU de Saint-Etienne, e POSKYTOVATEL poskytl fakturu
but sent to FGK Clinical Research s.r.o.. CHU de Saint-Etienne, kterd byla
This invoice bears all items demanded odeslana FGK Clinical Research
by local national law. s.r.o. Tato faktura obsahuje vSechny

polozky  poZadované  mistnimi
narodnimi predpisy.

If yes, please enter VAT-rate: 21 % Pokud ano, uvedte DPH: 21 %
If yes, please enter VAT-No.: CZ00092584 Pokud ano, uved’te DIC: CZ00092584
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If VAT obligation is cancelled at any time, the
Institution will inform the Sponsor and, if
applicable, restitute the overpaid amount.

Pokud je povinnost DPH kdykoliv zrusena,
bude Instituce informovat Zadavatele a v
ptipad¢ potieby vrati pieplatek.

If case of premature study termination in the
Institution, remuneration will be based on the pro rata
temporis schedule mentioned above.

V ptipadé¢ predCasného ukonceni studie u
Poskytovatele, bude odména zaloZzena na zaklade
vySe zminéného planu a rozdélena pomérnym
dilem.

19. TERMINATION OF THE STUDY

Patient recruitment for the study will be terminated
after the statistically required sample size will have
been reached. CRO will inform all study sites, as
soon as this goal will be achieved.

Both contracting parties are entitled to cancel this
agreement. The cancellation is effective on the day of
delivery of the announcement on cancellation to the
other party. The reasons for cancellation are as
follows:

e If any of the contracting parties does not fulfil
any provision of this agreement and does not
repair the defective state in the period of thirty
days from delivery of the request for correction,

e If any of the parties makes a settlement with its
creditors or if any of the parties is declared
bankrupt,

o If any of the parties loses its competency to act in
this area,

e When the risk for subjects of evaluation is higher
than it was expected before, or

e If all other related consents, permissions,
agreements or exceptions are revoked, their
validity suspended, or when no prolongation has
been concluded.

In any other cases it is possible to terminate this
agreement by an agreement or by a notice without
giving any reasons. In this case the notice period shall
be thirty days and shall commence the next day after
the delivery of the notice to the other party.

19. UKONCENI STUDIE

Nabor subjektt hodnoceni do studie bude
ukon¢en po dosazeni statisticky pozadované
velikosti vzorku. CRO bude informovat vsechny
studijni mista, jakmile dojde k dosazeni tohoto
cile.

Obé smluvni strany jsou opravnény ukongit tuto
smlouvu. Zruseni vejde v ucinnost v den
doruceni ozndmeni o ukonéeni druhé smluvni
stran€. Dtvody zruseni mohou byt nasledujici:

e Pokud jakakoliv ze smluvnich stran nesplini
jakakoliv ustanoveni uvedena v této smlouve
a nenapravi tento vadny stav v obdobi 30-ti
dnti od doruceni zadosti o opravu,

e Pokud dojde k wvyporadani jakékoliv ze
smluvnich stran s jejimi véfiteli nebo pokud
jakékoliv smluvni strana vyhlasi bankrot,

e Pokud jakékoliv strana ztrati kompetence
jednat v této oblasti,

e Pokud je riziko pro subjekty hodnoceni vyssi
nez se predpokladalo, nebo

e Pokud jsou zruSena vSechna dalsi souvisejici
povoleni, opravnéni, smlouvy nebo jsou
odvolany vyjimky, jejich platnost je
pozastavena nebo pokud jejich prodlouzeni
nebylo posouzeno.

V kterémkoliv jiném pfipad¢ je mozné ukoncit
tuto smlouvu smlouvou nebo vypovédi bez
uvedeni jakychkoliv divodi. V tomto piipade
bude vypovédni lhiita tricet dni, které zapocnou
nasledujicim dnem po doruceni vypovédi druhé
strané.

20. APPLICABLE LAW — COMPETENT
COURTS
This agreement is subject to Czech law and was
elaborated in accordance with it.
In the case of disagreement on the construction or

20. PRISLUSNE PRAVO —
OPRAVNENE SOUDY
Tato smlouva je predmétem ceského zakona a
byla vypracovana v souladu s nim.
V piipadé rozporu ohledn¢ vykladu ¢i provedeni
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performance of this agreement, the Parties shall try to
settle their dispute amicably.

If the dispute remains, the court with territorial
jurisdiction shall be the court of the Czech Republic.

této smlouvy, Smluvni strany se budou snazit
vyiesit rozpor pratelsky.
Ptipadné pietrvavajici spory, bude fesit prislusny
soud v Ceské republice.

21. SEVERABILITY CLAUSE
If any regulation of this contract is or becomes
ineffective, the effectiveness of other regulations will
not be concerned. The ineffective regulation will be
replaced by another regulation which is accepted by
law and corresponds best to the intention of the one
cancelled.

21. KLAUZULE ODDELITELNOSTI
Pokud jakékoliv natizeni této smlouvy je nebo se
stane neucinnym, ucinnost dalsich nafizeni
nebude predmétem zajmu. Neucinné natizeni
bude nahrazeno jinym natizenim, které je pfijato
zakonem a nejlépe odpovida zadméru nafizeni,
které bylo zruseno.

22. FURTHER OBLIGATIONS
By signature the Institution assures:

- that sufficient time is granted to the Investigator
and the study team to perform this study,

- to instruct investigator to inform all his staff
members immediately about each SUSAR report
or safety issue he was informed about in the
context of the study or its investigational
products

- that there is suitable personnel and suitable
facilities are available to perform this study,

- that assistance will be rendered to the
Investigator in organisational, administrative,
professional and any other matters connected
with the performance of the study,

- that the study will be conducted in accordance
with the study protocol and in compliance with
legal regulations and in line with the guidelines
of Good Clinical Practice,

- that the recommendations of the Declaration of
Helsinki will be respected,

- that monitoring as well as source data
verification will be accepted,

- that Institution agrees to audits/inspections by
representatives of the Sponsor /CRO or
authorities.

By his/her signature the Investigator assures:

- to have read the clinical study protocol and its
appendices and to recognize their contents as the
base of clinical trial conduction,

- to have sufficient time, suitable personnel and
suitable facilities to perform this study,

—  to use all of his/her resources to reach the

22. DALSI POVINNOSTI
Podpisem se Poskytovatel zarucuje, Ze:

- ma udélen dostatek casu poskytnuty
Zkousejicimu a studijnimu tymu k provedeni
této studie,

- poucil Zkousejiciho, aby ihned informoval
vSechny své Zzaméstnance, 0 kazdém
hlaseném  SUSAR  nebo  otazkach
bezpecnosti, 0 kterych byl informovan v
ramci  studie nebo jeho hodnocnych
pripravkl

- ma vhodny personal a vyhovujici vybaveni
pro provedeni studie,

- bude poskytnuta pomoc Zkousejicimu Vv
organiza¢nich, administrativnich, odbornych
a dalsich zalezitostech spojenych s
provadénim studie,

- studie bude provadéna v souladu se
studijnim protokolem a pravnimi piedpisy a
podle pokynti Spravné klinické praxe,

- bude ctit doporuc¢eni Helsinské deklarace

- bude akceptovat monitorace a ovétovani
zdrojovych dat,

- Poskytovatel souhlasi s audity/inspekci od
zadavatele/CRO nebo regula¢niho tGfadu.

Svym podpisem Zkousejici zarucuje, Ze:

- si precetl klinicky studijni protokol s jeho
doplitky a uznal jejich obsah jako zaklad k
vedeni klinického hodnoceni,

- ma dostatek ¢asu, vhodny studijni tym a
vhodné vybaveni k provedeni této studie,
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provisional enrolment of 20 patients,

- not to participate in a competing study
contemporaneously,

- to complete appropriately, at first request, a
financial disclosure form,

- to collect all data in due time and to record and
file them correctly and completely in the study
eCRF,

- to work in compliance with legal regulations and
according to the guidelines of Good Clinical
Practice,

- to respect the recommendations of the
Declaration of Helsinki,

- that neither he/she nor his/her study collaborators
have been debarred by the FDA or any other
competent authority, nor that they are currently,
to the best of Investigator’s knowledge, the
subject of such a debarment proceeding.

- To promptly notify Sponsor/CRO should he/she
or any of his/her study collaborators become
subject of such debarment proceeding

- to accept the monitoring as well as the source
data verification,

- to inform the responsible person named in the
study protocol immediately when a serious
adverse event has occurred,

~ to inform all his staff members immediately
about each SUSAR report or safety issue he was
informed about in the context of the study or its
investigational products

- to have received a copy of the SmPCs and to be
informed about their contents,
- to sign the PRONOMOS study protocol, Version

1.6 dated on 160ct2015 and to cooperate in this
clinical study on the base of this document.

- pouzije vSechny své prostiedky k dosazeni
prozatimniho  zafazeni 20  subjekth
hodnoceni,

- nebude soucasné provadét konkurenéni
studii

- ptimé&fené¢ dokonci na prvni zadost financial
disclosure form

- ziskd veSkeré¢ Udaje vCas a zaznamena je
spravné a kompletné do studijnich eCRF,

- bude pracovat v souladu s pravnimi predpisy
a podle pokyni Spravné klinické praxe,
- ctit doporuceni Helsinské deklarace,

— ani on/ona nebo jeho/jeji spolupracovnici na
studii nebyli vylouceni FDA ani jinou dalsi
kompetentni autoritou nebo podle nejlepsiho
védomi ZkousSejiciho nejsou v této chvili
predmétem tohoto procesu vylouceni.

- okamzit¢ vyrozumi Zadavatele/CRO v
ptipadé, Ze se on/ona nebo jeholjeji
spolupracovnici stanou predmétem takového
procesu vylouceni.

- bude akceptovat monitorace a ovérovani

zdrojovych dat,

- bude ihned informovat odpovédnou osobu
zminénou ve studijniho protokolu kdyz se
objevi zavazny nezadouci ucinek,

- bude ihned informovat vSechny své
zameéstnance, 0 kazdém hlaseném SUSAR
nebo otazkach bezpecnosti, 0 kterych byl
informovan v ramci studie nebo jeho
hodnocnych ptipravki

- obdrzel kopi SPC a ze byl obeznamen s jeho
obsahem

- ze podepiSe protokol studie PRONOMOS,
Verze 1.6 datované 16. fijna 2015 a bude
spolupracovat na této klinické studii v
souladu s timto dokumentem.

23. FINAL PROVISIONS
This agreement shall take effect from the date of its
signature and is concluded for the period of the study
duration. Any changes of the agreement or any
ancillary arrangements must be done in writing. In
case of discrepancies between English and Czech
versions of the agreement, the Czech version prevails.

23. KONECNA USTANOVENI
Tato smlouva se stane platnou v den podepsani a
je uzaviena po dobu trvani studie. Veskeré
zmény této smlouvy nebo ujednani musi byt
provedeny pisemné.VV ptipadé rozporu mezi
anglickou a c¢eskou verzi této smlouvy ma
piednost a je rozhodujici verze ¢eska.
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In three originals.

For the Institution

Znojmo Hospital, contributory organization
Represented by MUDr. Miroslav Kavka, MBA

Executed in Znojmo, on...............

For the Investigator

Executed in Znojmo, on...............

For FGK Clinical Resaearch, s.r.o., on behalf of the

Ve trech originalech.

Za Poskytovatele

Nemocnice Znojmo, prispévkova organizace
Representované MUDr. Miroslavem Kavkou,
MBA

Provedeno v Znojmo, dne...............

Pro ZkousSejiciho

Provedeno v Znojmo, dne...............

Pro FGK Clinical Resaearch, s.r.o., jménem

Sponsor

Dr. Edgar Fenzl, Managing Director

Executed in Munich, on...............

Zadavatele

Dr. Edgar Fenzl, Jednatel

Provedeno v Mnichové, dne...............
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