Dr. Falk Pharma GmibH

SMLOUVAS
NEMOCNICI/ZKOUSEJICIM

HOSPITAL / INVESTIGATOR
AGREEMENT

pro klinické hodnoceni NUC-5/PSC

to Clinical Trial NUC-5/PSC

mezi

between

Dr. Falk Pharma GmbH
Leinenweberstr. 5
79108 Freiburg/Némecko
IC(ID) HRB 3266
Zastoupena
Dr. Markus Prols

Dr. Falk Pharma GmbH
Leinenweberstr. 5
79108 Freiburg/Germany
ID: HRB 3266
Represented by: Dr. Markus Prols

dale uvadéna jako ,,zadavatel*

hereafter referred to as ,,Sponsor®,

a

And

Krajska zdravotni a.s.

Socialni péce 3316/12A
40113 Usti nad Labem
IC: 25488627
DIC: CZ25488627

Krajska zdravotni a.s.

Socialni péce 3316/12A
40113 Usti nad Labem
ID: 25488627
Tax ID: CZ25488627

dale uvadéné jako ,,zdravotnické zatizeni‘

hereafter referred to as “Institution”

zastoupena

represented by

Ing. Petrem Fialou,
generalnim feditelem

Petr Fiala, General Director

a hlavnim zkouSejicim
MUDr. Jiti Stehlik

and the Principal Investigator
MUDr. Jiri Stehlik

dale uvadény jako ,,zkousejici*

hereafter referred to as “Investigator”

Uvodni ustanoveni

Preamble

Spole¢nost Dr. Falk Pharma GmbH jakoZto
zadavatel ma v umyslu provadét klinickou
studii s hodnocenym piipravkem — Kyselinou
norursodeoxycholovou. Smluvni  strana
(zdravotnické¢ zafizeni) bude na tomto
klinickém hodnoceni spolupracovat jako

Dr. Falk Pharma GmbH as sponsor intends to
undertake a clinical study with the investiga-
tional product norursodeoxycholic acid. The
contracting party (Institution) will cooperate in
this clinical trial as a study site. The study will
be performed under direction of MUDr. Jiri
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studijni pracovisté. Klinické hodnoceni bude
provadéno pod vedenim MUDr. Jiri Stehlik,
ktery bude odpovédnym hlavnim zkousSejicim
na centru. Proto se uzavird nasledujici
smlouva:

Stehlik who will be the responsible principal
investigator in the center. Therefore the
following agreement is concluded:

1. Predmét smlouvy

1.  Subject of the Agreement

Pfredmétem této smlouvy je dokonceni a
dokumentace klinického hodnoceni

Subject of this agreement is the completion
and documentation of the clinical study

Dvojité zaslepené, randomizované,
placebem kontrolované klinické hodnoceni
faze III, porovnavajici kyselinu nor-
ursodeoxycholovou s placebem v 1écbé
primarni sklerozujici cholangitidy

Double-blind, randomized, placebo-
controlled, phase IIl study comparing
norursodeoxycholic acid capsules with
placebo in the treatment of primary
sclerosing cholangitis

podle protokolu zadavatele pro klinické
hodnoceni NUC-5/PSC, verze 2.2, ze dne 11.
zaii 2017 a jakychkoliv néslednych dodatk.
Protokol klinického hodnoceni vcetné jeho
dodatkl poskytuje zéklad pro tuto smlouvu a
nesmi byt ménén ¢i doplnén jinak nez na
zékladé vzajemné dohody a se souhlasem
zadavatele (dopliky). Usporadani stanovena v
protokolu klinického hodnoceni a v
jakémkoliv schvaleném dopliiku je vyznamné
a zavazné.

according to the study protocol of the Sponsor
for the clinical trial NUC-5/ PSC, Version 2.2,
dated on 11.09.2017 and any subsequent
amendments. The study protocol including its
appendices 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.

2. Pravni zaklad

2. Legal Base

Tato klinicka studie bude provadéna v souladu
s pravnimi piedpisy CR a podle standardi
spravné klinické praxe (GCP), jak je
definovdno v harmonizovaném pokynu ICH v
platné verzi, v souladu se smérnici 2001/20/ES
Evropského parlamentu a Rady a pokud se to
uplatiiuje, v platném znéni ze dne 4. dubna
2001 a pokud se to uplatiuje, jakymkoliv
naslednym doplnénim, smérnici 2005/28/ES
Komise Evropskych spolecenstvi ze dne 8.
dubna 2005 a pokud se to uplatiuje,
jakymkoliv naslednym doplnénim.

This clinical study will be carried out in
compliance with the laws of the Czech
Republic and according to the standards of
Good Clinical Practice (GCP) as defined in the
harmonized ICH guideline in the latest current
version , the Directive 2001/20/EC of the
European Parliament, and if applicable, any
subsequent update, the Council, dated on April
4, 2001 and if applicable, any subsequent
update, the Directive 2005/28/EC of the
Commission of the European Communities,
dated on April 8, 2005, and if applicable, any
subsequent update.

Déle se pouziji doporuceni Svétové
zdravotnické asociace pro biomedicinsky
vyzkum vydana v roce 1964 v Helsinské
deklaraci, a to v platné verzi.

Furthermore, the recommendations of the
World Medical Association on Biomedical
Research, issued in 1964 in the Declaration of
Helsinki, in the last revised version, will apply.
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3. Kovalifikace studijniho pracovisté

3. Qualification of the Study Site

Zdravotnické zafizeni souhlasi s tim, ze
provede toto klinické hodnoceni a pro jeho
ucely bude spolupracovat se zkousejicim a
uréenym studijnim tymem sloZzenym ze
zaméstnancl ~ nemocnice. Zdravotnické
zafizeni poskytne nemocni¢ni objekty a
vybaveni a bézné materialy, které jsou pro
provadéni klinického hodnoceni vhodné.
Hodnoceny 1¢ék a materidly specifické pro

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 and equipment and
standard materials which are appropriate for
the performance of the study. Study
medication and study specific materials will be

zafizeni obsahuje odpovidajici pocet pacientl
s indikaci pozadovanou protokolem klinického
hodnoceni a zkousejici bude mit volnost
nabidnout Gi¢ast pacientim vhodnym k néboru.

klinické hodnoceni budou dodany | supplied by the sponsor.
zadavatelem.
Celkovy pocet pacientd zdravotnického | 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.

Zkousejici dolozi svoji kvalifikaci
aktualizovanym zivotopisem, ktery potvrzuje
odpovidajici  zkuSenosti s  provadénim
klinickych hodnoceni. ZkouSejici je povinen
plnit  postupy pozadované protokolem
klinického hodnoceni bud’ sam, nebo jejich
plnéni delegovat na kvalifikovany personal.
Zkousejici vyda pokyny dotéenému personalu
podle protokolu klinického hodnoceni a
zejména upozorni na pravni pozadavky na
klinicka hodnoceni. Zadavateli musi byt
poskytnuty osobni udaje vSech ¢lentt tymu,
kteti budou zodpovédni za provedeni tohoto
klinického hodnoceni.

The Investigator will provide evidence of
his/her qualification by means of an up to date
scientific curriculum vitae which certifies
adequate experience in carrying out clinical
trials. 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 will in particular point on
legal requirements applicable for clinical trials.
Personal data sheets must be provided to
Sponsor for all team members with responsible
function in the conduct of this study.

Zkousejici bude provadeét vSechna
diagnostickd opatteni, lékarské navstévy a
naslednou péc¢i podle platnych zdravotnich
standardli. ZkouSejici potvrzuje, Ze je nélezité
kvalifikovan a vyskolen pro tyto aktivity a Ze
pracovist¢ nabizi dostateCnou/odpovidajici
organizacni,  technickou a  persondlni
infrastrukturu.

The Investigator will perform all diagnostic
measures, medical attendance and follow-up
care according to the valid medical standards.
The Investigator confirms to be appropriately
qualified and trained for these activities and

that the site offers sufficient/adequate
organisational, technical and personal
infrastructure.

4.  Smluvni vyzkumna organizace

4. Contract Research Organization

Pomoc a podporu pfi vedeni tohoto klinického
hodnoceni bude poskytovat nasledujici
zadavatelem zmocnéna smluvni vyzkumna
organizace (CRO):

Assistance and support in the management of
this clinical trial will be provided by the
following Contract Research Organization
(CRO) authorised by the Sponsor:
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Ecron Acunova/Navitas Life Sciences
Hahnstrasse 70
60528 Frankfurt Main

Ecron Acunova/Navitas Life Sciences
Hahnstrasse 70
60528 Frankfurt Main

Némecko Germany
Telefon: +49 69 6680300; Fax: +49 69 Phone: +49 69 6680300/Fax: +49 69
66803029 66803029
dale uvadéna jako CRO. hereafter called CRO.

5. Casovy plan

5. Time Schedule

Nabor pacientl je naplanovan v obdobi od 4.
¢tvrtleti 2017 do 4. Ctvrtleti 2019 a bude trvat
priblizné 18 mésicti. PO screeningu a vstupni
navstévé  nasleduje  96tydenni  dvojité
zaslepena (DB) 1éCebna faze, po niz nésleduje
dvojite zaslepend 96tydenni prodlouzend
(DBE) faze. Proto se ptedpoklada, ze dvojité
zaslependa léCebna faze tohoto klinického
hodnoceni skonci ve 4. ¢tvrtleti 2021 a dvojité
zaslepena prodlouzena faze ve 4. Ctvrtleti
2023.

Patient recruitment is planned for the period of
3rd quarter 2018 up to 4th quarter 2019 and
will take around 15 months. Screening and
baseline visits are followed by a 96-week
double-blind treatment phase and a further 96-
week double-blind extension phase. Therefore,
the double-blind treatment phase is expected to
end in 4th quarter 2021 and the double-blind
extension phase in 4th quarter 2023.

6. Nutné predpoklady pro zahajeni
klinického hodnoceni

6. Preconditions for Study Start

Nutnym  pfedpokladem  pro  zahijeni
klinického hodnoceni je souhlas
kompetentniho organu, o ktery pozada
zadavatel. Nabor pacientil V centru lze zahajit
pouze pod podminkou, ze pfisluSna eticka
komise (EK) vydala ke klinickému hodnoceni
a Ucasti zdravotnického zafizeni/zkouSejiciho
souhlasné stanovisko.

Precondition for the start of the study is the
approval by the competent authority which
will be applied for by the Sponsor. Patient
recruitment in the center may only start on
condition that the relevant independent ethics
committee (IEC) has given its favorable
opinion to the clinical study and the
Institution’s/Investigator’s participation.

Zadavatel/CRO nedodaji na studijni pracovisté
z4adny hodnoceny ptipravek, pokud nebude k
dispozici potvrzeni o tom, Ze jsou shora
uvedené pozadavky splnény.

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

6.1 Eticka komise (EK)

6.1 Independent Ethics Committee (IEC)

Zadavatel/CRO poskytne vSechny dokumenty
pottebné  k  podani  pfislusné  EK.
Zadavatel/CRO pozada o souhlas EK jménem
zkousejiciho.

Sponsor/CRO will provide all documents
needed for submission to the appropriate IEC.
Sponsor/CRO will apply for the IEC’s opinion
on behalf of the Investigator and pass the
procedures.

V piipadé, Ze EK bude mit jakékoliv namitky
proti predmétu ¢i jakymkoliv postuplim
planované studie, smluvni strany je projednaji

In case the IEC raises any objections against
the subject or any procedures of the planned
study the contracting parties will discuss and
propose modifications which meet the
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a navrhnou upravy, které odstrani obavy EK a
soucasné splni cile studie.

concerns of the IEC as well as the objectives
of the study.

Klinick¢é hodnoceni nesmi Vv centru zadit,
pokud nebude k dispozici pisemny doklad o
souhlasu ptislusné EK.

The study may not start in the centre unless
written evidence of approval of the appropriate
IEC is available.

EK musi byt informovéna o kazdé¢ zméné
a/nebo  dodatecném  prohlaSeni ohledné
protokolu klinického hodnoceni (dodatky).
Zadavatel/CRO poskytne veskerou nezbytnou
dokumentaci a bude pomahat zkousejicimu pfi
podani jakéhokoliv dodatku, pfipadné bude
EK informovat pfimo.

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

6.2 Oznameni uradu (aiFadim)

6.2 Notification of the Authority(ies)

Zadavatel/CRO pozadéa o schvéleni studie na
kompetentnim zdravotnickém tGfadu (Statnimu
ustavu pro kontrolu 1é¢iv, dale jen ,,SUKL“) a,
bude-li to potfebné, uvédomi ostatni dotéené
organy o ucasti zkousejiciho/studijniho
pracovisté podle pozadavkl mistnich predpist.

Sponsor/CRO  will apply for study
authorisation at the Czech competent health
authority (State Institute for Drug Control;
hereinafter “SIDC”) and, if required, notify
other authorities concerned on participation of
the Investigator/the study site as required by
local regulations.

Zkousejici bude pisemné informovan o
oznamenich provedenych zadavatelem/CRO.
Klinické hodnoceni nesmi byt zahajeno, dokud
nebudou k dispozici vSechna potiebna
schvaleni/potvrzeni od tfadu (Gfadu).

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

Odpovédné organy mohou provést kontrolu
studijniho pracovisté, aby ovéfily spravné
provadéni studie.

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

7.  Informace pro
informovany souhlas

pacienta a

7. Patient Information and Informed
Consent

Informace  pro  pacienta a  ziskani
informovaného souhlasu bude provedeno v
souladu s pravnimi predpisy CR a
doporucenimi GCP. Je rovnéz zapotiebi, aby
informace také odkazovaly na stavajici
pojisténi klinického hodnoceni a zahrnovaly
vysvétleni, jak bude naklddano s klinickymi
udaji pacienta, které budou shromazdény v

The patient information and informed consent
procedure will be performed in accordance
with the Czech regulations and the
recommendations of GCP. The information
should also refer to the existing trial insurance
and include an explanation on the handling of
the patient’s clinical data which will be
collected in the course of the study. Sample

priubéhu klinického hodnoceni. Vzorové | information and approvals will be provided by
informace a souhlasy poskytne | the Sponsor/CRO.

zadavatel/CRO.

Biopsie Biopsy
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Protokol klinického hodnoceni stanovi, Ze
béhem klinického hodnoceni musi byt
provedeny biopsie. Zkousejici bere na védomi
konkrétni pravni pozadavky na zdravotni péci,
informovani a sledovani pacienti v souvislosti
s témito biopsiemi a na vhodnou sedaci s tim,
ze bude dodrzovat prislusné platné¢ zasady
kompetentniho 1¢karského sdruzeni. Bude
vyslovné informovat pacienty 0
bezpecnostnich otazkach, které se po sedaci
maji vzit v avahu.

The study protocol stipulates that biopsies
have to be done during the study. The
Investigator is aware of the particular legal
requirements in  medical  attendance,
information and surveillance of the patients
referring to these biopsies and the appropriate
sedation, and will follow the respective valid
guideline of the competent medical
association. He/She will explicitly inform the
patients on safety concerns to consider after
sedation.

Souhlas pacienta s ucasti v klinickém
hodnoceni bude zaznamenan na formulafi
informovan¢ho souhlasu pfed zatazenim
pacienta do klinického hodnoceni. Nesmi se
provadét zadna vysSetieni souvisejici se studii,
pokud pfedtim pacient neposkytl pisemny
informovany souhlas s ucasti v klinickém

hodnoceni. CRO a =zadavatel nepiebiraji
odpovédnost za pacienty, ktefi nebyli
informovani  a/nebo  neposkytli  svij

informovany souhlas.

The patient’s consent to participate in the
clinical study 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 to participate in the clinical study
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.

Pacient obdrzi kopii pisemné informace pro
pacienta a podepsany formulaf informovaného
souhlasu.

The patients will be given a copy of the written
patient information and the signed informed
consent form.

ZkouSejici zaznamena UCast pacienta V
klinickém  hodnoceni do  zdravotnich
zaznamu/zdravotnické dokumentace a bude
informovat praktického 1ékafe a dalsi
oSetfujici lékate, pokud s tim pacient bude
souhlasit.

The Investigator will enter the patient’s study
participation in the medical records/medical
file and inform the general practitioner and
other attending physicians if the patient agrees
to that.

8. Pojisténi a odpovédnost

8. Insurance and Liability

8.1 Pojisténi pacienta

8.1 Patient Insurance

V souladu s pravnimi ptedpisy bude pro
vSechny pacienty zafazené¢ do studie
zadavatelem/CRO sjednano pojisténi. Pted
zah4jenim ndboru pacientli bude zkousejicimu
piedano potvrzeni vcetné jména pojiStovny,
Cisla pojistné smlouvy a dalSich podrobnosti.

For all patients included in the study an
insurance will be effected in accordance with
legal regulations. Confirmation including the
name of the insurance company, the policy
number and other details will be provided to
the Investigator prior to start of patient
recruitment.

Zkousejici bude informovat vSechny pacienty
o jejich povinnostech vyplyvajicich z
vSeobecnych pojistnych podminek, které
obdrzi od zadavatele/CRO.

The Investigator will inform all patients about
their obligations arising from the general
insurance conditions, which shall be obtained
from the Sponsor/CRO.
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ZkouSejici je povinen ihned oznamit | The Investigator is obliged to notify

jakoukoliv podezielou ujmu na zadravi/naroky
na nasledujici adresu:

immediately any suspicious injuries/claims to
the following address:

Dr. Markus Proels
Dr. Falk Pharma GmbH
Leinenweberstr. 5
D-79108 Freiburg

Neémecko
Tel. +49761—-1514-199
Fax +49 761 — 1514 — 377

E-Mail: Markus.Proels@drfalkpharma.de

Pojisténi zadavatele

Smluvni strany berou na védomi, ze v souladu
s § 52 odst. 3 pism. f) zakona ¢. 378/2007 Sb.,
0 léCivech, ve znéni pozd¢jSich predpist
zajistil  zadavatel pojisténi ve prospéch
zadavatele a  zkousSejiciho  pokryvajici
odpovédnost za fyzickou Ujmu (véetné amrti),
onemocnéni vznikld v disledku nebo v
souvislosti s poddvanim  pfipravkd  ve
vyzkumu nebo v disledku ¢i v souvislosti

s jakymkoli  klinickym  zdkrokem nebo
postupem stanovenym nebo pozadovanym
Protokolem, jenz by subjekt klinického
hodnoceni nepodstoupil, pokud by se
klinického hodnoceni neucastnil. Kopie
pojistného  certifikatu  bude poskytnuta

zdravotnickému zatizeni. Zadavatel je povinen
udrzovat platnou a UCinnou smlouvu o
pojisténi dle tohoto ¢lanku po celou dobu
provadéni klinického hodnoceni. Strany timto
ujednavaji, Ze za piedpokladu dodrZeni
pozadavku pravnich predpist je zadavatel
opravnén pfislusnou pojistku v pribéhu
hodnoceni zménit ¢i upravit.

Pojisténi zdravotnického zafizeni.
Zdravotnické zatizeni podpisem této Smlouvy
potvrzuje, Ze ma sjednano pojisténi dle § 45
odst. 2 pism. n) zdkona ¢. 372/2011 Sb., o
zdravotnich sluzbach, ve znéni pozdéjsich
piedpist, které je platné a dostatecné pojisténi
odpov€dnosti  za  Skodu  zplsobenou
poskytovanim zdravotni péce v souladu

Dr. Markus Proels

Dr. Falk Pharma GmbH

Leinenweberstr. 5

D-79108 Freiburg

Germany

Tel. +49761—1514-199

Fax +49761 1514 - 377

E-Mail: Markus.Proels@drfalkpharma.de

Sponsor’s insurance coverage

The Contracting Parties hereby acknowledge
their awareness that under Section 52 (3) (f) of
Act No. 378/2007 Coll., on pharmaceuticals,
as amended, the Sponsor has ensured
insurance coverage benefiting the Sponsor and
the Investigator covering liability for physical
harm (including death), illnesses caused as a
result or in connection with the administration
of research product or as a result of or in
connection with any clinical intervention or
process defined or required by a Protocol,
which the subject of the clinical trial would not
undergo if the subject did not participate in the
clinical trial. A copy of the insurance
certificate will be provided to the medical
facility. The Sponsor is required to maintain a
valid and effective insurance policy in
accordance with this Article for the duration of
the clinical trial. The parties hereby agree that
under the condition of fulfilment of the
requirements of legislation, the Sponsor is
entitled to change or adjust the insurance
policy during the evaluation.

Insurance coverage for the medical facility:

The medical facility, by signing this
Agreement, confirms that it has arranged
insurance coverage in accordance with
Section 45 (2) (n) of Act No. 372/2011 Coll.,
on healthcare services, as amended, which is
valid, and sufficient coverage of liability for
damages caused by providing medical care in
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splatnymi pravnimi ptedpisy, které zahrnuje
pracovisté, kde bude hodnoceni provadéno a
jeho zaméstnance, ktefi budou hodnoceni
provadet.

accordance with valid legislation, which
includes workplaces where the evaluation will
be done and its employees, who will carry out
the evaluation.

8.2 Odpovédnost

8.2 Liability

Zadavatel zajisti odSkodnéni vuci jakymkoliv
narokiim (vcetné¢ poplatkit za pravni pomoc,
budou-li odiivodnéné) vznesenym pacienty
ucastnicimi se klinického hodnoceni, jejich
zastupci ¢ pravnimi nastupci  ohledné
jakékoliv iyjmy na zdravi (v€etné néslednych
Skod), imrti nebo ztraty majetku v disledku ¢i
v souvislosti s pouzitim hodnoceného
pfipravku vii¢i zdravotnickému  zafizeni,
zkouSejicimu a podfizenému personalu
podilejicimu se na klinickém hodnoceni.
Zdravotnické zafizeni musi neprodlené
informovat zadavatele o jakychkoliv hrozicich
a/nebo vznesenych ndrocich. Zdravotnické
zafizeni nesmi odsouhlasit zddné vyrovnani

The Sponsor ensures indemnity 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 application of the
investigational product to the Institution, the
Investigator and the subordinated personal
involved in the clinical study. The Institution
has to notify the Sponsor immediately of any
threatened and/or issued claims. The
Institution is not allowed to agree to any
settlement without prior written agreement to
the Sponsor.

poruSeni povinnosti odsouhlasenych v této
smlouvé nebo v pisemnych pokynech
zadavatele, a v pfipad¢, ze diagnosticka
opatteni, zdravotni péce a nasledné sledovani
pacientll nesplituje platné normy, se zadost o
odskodnéni neptipousti.

bez predchoziho pisemného  souhlasu
zadavatele.
V piipadé Gmyslného ¢i nedbalostniho | 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, or in case
the diagnostic measures, medical care and
follow-up of the patients did not meet the valid
standards.

9. Zavainé nezadouci piihody

9. Serious Adverse Events

Zavazné nezadouci piithody (SAE), které se
objevi v pribéhu klinického hodnoceni, musi
byt neprodlené vyhodnoceny v zdjmu pacienti
v klinickém hodnoceni. Proto musi zkouSejici
oznamit  takové  piihody  neprodlené
odpovédnému zastupci CRO a zadavatele. V
protokolu  klinického  hodnoceni  jsou
specifikovany dalSi postupy, definice SAE,
podrobnosti 0 0znameni vcetné udaji pro
komunikaci.

Serious adverse events (SAE) 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 the
Sponsor. Further procedures, the definition of
SAE, details on notification including
communication data are specified in the study
protocol.

ZkousSejici zajisti neprodlené informovani
vSech ¢lenil tymu o kazdém hlaseni SUSAR
(podezfeni na zavazny neocekavany ucinek)
nebo bezpec¢nostnim problému, o kterém byl

The Investigator assures to inform all staff
members immediately about each SUSAR
(Suspected unexpected serious adverse
reaction) report or safety issue he was
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informovan v kontextu klinického hodnoceni
nebo hodnoceného pripravku(it).

informed about in the context of the study or
its investigational product(s).

10. Monitorovani/audity/inspekce

10. Monitoring/Audits/Inspections

Zdravotnické zafizeni souhlasi s pravidelnymi
navstévami autorizovaného persondlu CRO
(Clinical Research Associates — monitofi
klinickych studii, dale ,,CRA*). ZkousSejici si
na tyto navstévy vyhradi pfiméfené mnozstvi
c¢asu. CRA budou opravnéni béhem svych
navstév  provést  prohlidku  klinického
pracovisté, ordinace a laboratoii, tj. prostor,
kde probiha klinické hodnoceni. Budou
kontrolovat udaje zadané do elektronickych
zdznami o vySetfeni subjektu hodnoceni
(eCRF) a budou tyto zdznamy porovnavat s
originalnimi 0idaji v zdravotnické dokumentaci
pacienta, aby potvrdili nalezy (ovéfeni
zdrojovych udajii). Za timto ucelem povoli
zdravotnické zatfizeni/zkouSejici pfistup do
zdravotnické dokumentace pacienta.

Ptistup pro ucely
monitorovani/auditu/inspekci bude umoznén v
bézné pracovni dobé zdravotnického zatfizeni
(8.00 — 15.00 hod.) pouze do prostor, ve
kterych se klinické hodnoceni provadi. Po
ukonceni klinického hodnoceni bude zadavatel
opravnén vstupovat pouze do prostor uréenych
zdravotnickym zafizenim za ucelem kontroly
dokumentace tykajici se klinického hodnoceni.

The Institution consents to regular visits by
authorized staff of CRO (Clinical Research
Associates, CRASs). 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 (premises where the clinical trial will
take place) during their visits. They will check
the data entered in the electronic case report
forms (eCRF) and 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.

Access for the purposes of
monitoring/audit/inspection will be allowed
only during normal working hours of the
medical facility (8 a.m. to 3 p.m.) and only to
the areas where the clinical trial is conducted.
After the end of the clinical trial, the Sponsor
will be allowed to only enter the premises
designated by the medical facility for the
purpose of checking documentation relating to
the clinical trial.

Tyto kontroly je mozné rovnéz provadét v
rozsahu auditu zahdjené¢ho zadavatelem nebo
inspekce zastupcem mistniho ¢i zahrani¢niho
regulaéniho ufadu. Obvykle se audity nebo
kontroly provadi béhem klinického hodnoceni,
ale regulacni Ufady si je také mohou vyzadat
po  dokonceni  klinického  hodnoceni.
Zdravotnické zafizeni/zkouSejici je povinen
neprodlené¢ informovat zadavatele/CRO o
jakékoliv oznadmeni o kontrole regula¢nim
uradem.

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 regulatory authority. Usually, audits
or inspections are carried out 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 Sponsor/CRO promptly of
any notification of an inspection by a
regulatory authority.

Pted zatazenim do klinického hodnocenimusi
byt kazdy pacient informovan a musi udélit
souhlas s tim, Ze zastupci CRO, zadavatele
nebo regulacnich ufadl budou opravnéni
nahliZzet do jeho zdravotnické dokumentace.

Prior to enrolment into the study, each patient
must be informed and give his/her consent that
representatives of CRO, Sponsor or the
regulatory authorities will be authorized to
review his/her medical file. All persons who
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Veskeré osoby, kterym budou znamy
zdravotni  udaje, podléhaji  povinnosti
zachovéavat profesionalni tajemstvi.

obtain knowledge of medical data are subject
to professional secrecy.

11. Dokumenty klinického hodnoceni a

hodnoceny pripravek

11. Study Documents
Medication

and Study

Zadavatel/CRO  poskytne  zkousejicimu
hodnoceny pftipravek, uplné dodavky pro
dokumentovani a jiny potfebny material
specificky pro klinické hodnoceni. Na konci
klinického hodnoceni musi byt veSkery
(zbyvajici) material dodany na studijni
pracovisté vracen CRO.

Sponsor/CRO will provide the Investigator
with the study medication, the complete
supplies for documentation and other study
specific material needed. At the end of the
study, all (residual) material delivered to the
study site must be returned to CRO.

Zdravotnické zatizeni umozni zkouSejicimu v
prabéhu klinického hodnoceni uchovavat 1ék a
obalky s kody pro naléhavé situace na
bezpetném misté. Zkousejici je povinen
pfesné dokumentovat vydej/podéni a vraceni
hodnoceného pfipravku na piislusnych
formulédfich urcenych k tomuto ucelu.
Hodnoceny pfipravek se nesmi pouzivat pro
jiné ucely nez uvedené v protokolu. Nepouzity
1€k bude vracen dodavateli 1éku po ukonceni
klinického hodnoceni. Nepouzity 1€k bude
vracen Zadavateli (prostfednictvim
spolecnosti  NextPharma) po  ukonceni
klinického hodnoceni spolecné se veskerym
zbylym hodnocenym ptipravkem zanechanym
na studijnim pracovisti.

The Institution will enable the Investigator to
store the medication and the emergency code
envelopes 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 drug supplier after study
termination. It will be returned to Sponsor
(through NextPharma) after study termination
together with all residual study medication left
over at the study site.
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Zkousejici zajisti, ze bcéhem klinického
hodnoceni budou mit piistup k dodanym
obalkam s kody pro naléhavé situace pouze
opravnéné osoby. CRA po ukonceni
klinického hodnoceni zkontroluje a shromazdi
vSechny obdalky s kody pro naléhavé situace.
Pokud bude jakykoliv kéd porusen, musi to
zkouSejici  zadokumentovat a  vysvétlit
v souladu s postupem stanovenym Vv protokolu
klinického hodnoceni.

Zadavatel/CRO zajisti distribuci
hodnoceného 1éc¢iva do lékarny
zdravotnického zarizeni, kde je odpovédny
farmaceut prevezme a zkontroluje (jako
jiné zasilky - tzn. neni-li posSkozena, v
piipadé zvlastnich pozadavki na transport,
byly-li tyto poZadavky dodrZeny a prijem
zasilky potvrdi), nasledné si zkousejici na
Zadanku hodnocené 1écivo prevezme a je za
né plné zodpovédny.

Likvidaci ¢i sbér nevyuzitych 1€kt si
zadavatel zajisti na vlastni naklady.

Zadavatel/CRO  se zavazuje  zajistit
hodnocené 1éc¢ivo a placebo v mnozstvi a
casovych intervalech potrebnych pro radné
provedeni studie.

Zadavatel/CRO prohlasuje, Ze jsou splnény
veskeré podminky stanovené piisluSnymi
pravnimi pifedpisy pro vyrobu (dovoz)
dodavaného hodnocené¢ho 1éciva a jejich
distribuci do Zdravotnického zafizeni.

The Investigator ensures that during the study
the emergency envelopes provided will only be
accessible to authorized persons. All
emergency envelopes will be checked and
collected by the CRA after the end of the study.
If any code is broken it must be documented
and explained by the Investigator as stipulated
in the study protocol.

The Sponsor/CRO shall ensure distribution of
the evaluated pharmaceutical product to the
pharmacy of the medical facility, where the
responsible pharmacy will accept and inspect
it (like other parcels, to ensure that it is not
damaged, and in the case of special
requirements for transport, to ensure that they
have been fulfilled, and will confirm receipt of
the parcel). Then the Investigator will take
possession of the evaluated pharmaceutical
upon request and shall be fully responsible for
it.

Liquidation or collection of unused
pharmaceuticals will be ensured by the
Sponsor at its own expense.

The Sponsor/CRO undertakes to ensure the
evaluated pharmaceutical and placebo in the
quantity and at time intervals necessary for
proper conducting of the study.

The Sponsor/CRO hereby declares that all of
the conditions defined by relevant legislation
for the production (import) of the evaluated
pharmaceutical product delivered and its
distribution to the medical facility have been
fulfilled.

12. Archivace

12.  Archiving
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Vsechny zésadni studijni dokumenty musi
zkousejici/zdravotnické zatizeni uchovavat po
dobu nejméne¢ 15 let od konce nebo
pfed¢asného  ukoneni  studie  (vCetné
dokumentd umoziujicich uréeni totoznosti
pacientl v klinickém hodnoceni).

Poté budou skartovany.

V pripadé, Ze zadavatel /CRO maji zajem na
dalsi archivaci dokumentace, jsou povinni
svlj poZzadavek uplatnit pisemné u
Zdravotnického zatizeni nejméné dva
mésice pred uplynutim sjednané doby
archivace a zdravotnické zarizeni dalsi
archivaci na naklady CRO nebo zadavatele
zajisti, popf. jim dokumentaci vyda.

All essential study documents must be retained
by the Investigator/Institution for at least 15
years after the end or premature termination of
the study (incl. documents facilitating the
identification of the study patients).

Then they will be shredded.

In the event that the Sponsor/CRO is interested
in the further archiving of documentation, it
has to submit a request for this in writing to the
medical facility at least two months before the
expiration of the agreed archiving period, and
the medical facility shall then arrange further
archiving at the expense of CRO or the
Sponsor or will hand documentation over to
them.

Zdravotnické zafizeni umozni zkousSejicimu
archivovat studijni dokumentaci ve svych
objektech po pozadovanou dobu. Tyto objekty
by mély byt vhodné a musi mit kontrolovany
pristup omezeny pouze pro opravnéné osoby.

The Institution will enable the Investigator to
archive the study documentation within its
premises for the required period. These should
be suitable and shall have limited and
controlled access for authorized persons only.

ZkouSejici  zajisti  archivaci  studijni
dokumentace ve spolupraci se zdravotnickym
zafizenim. Kazda zména odpovédnosti za
archivovanou dokumentaci nebo jejiho
umisténi musi byt oznamena zadavateli. Bez
pisemného souhlasu zadavatele nesmi byt
zni¢ena zadnd studijni dokumentace pred
uplynutim archivacni doby.

The Investigator will arrange the archiving of
the study documentation in cooperation with
the Institution. Each change of responsibility
or location of the archived documentation must
be notified to the Sponsor. No study
documentation may be destroyed before the
expiration of the archiving period without
written agreement of the Sponsor.

13. Informace 0 hodnoceném

pripravku(cich)

13. Information on the Investigational

Product(s)

Zadavatel/CRO doruci aktualni ,,Pfiruc¢ku pro
zkousejici®, v niZ poskytne aktualni znalosti o
hodnoceném ptipravki(piipravcich). Prirucka
obsahuje vysledky farmakologickych a
toxikologickych vyzkumii a informuje o
o¢ekavanych rizicich klinického hodnoceni.

Sponsor/CRO will deliver an up to date
“Investigator’s Drug Brochure” in order to

provide current knowledge on the
investigational product(s). It includes the
results of the pharmacological and

toxicological investigations and informs about
the anticipated risks of the clinical trial.
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14. Udaje o pacientovi a ochrana uidaji

14. Patient Data and Data Protection

Zdravotnické zafizeni kdykoliv na zadost
poskytne zkousejicimu, CRO nebo zadavateli
dokumentaci tykajici se pacienti zafazenych
do klinického hodnoceni podle toho, jak to
bude nezbytné pro spravné provadéni
klinického hodnoceni.

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

V eCRF, ktery bude pouzit pro vyhodnoceni
udaju pacientd v klinickém hodnoceni, budou
data zaznamenany pouze v anonymni formé, tj.
bez uvedeni jména pacienta. Jméno pacienta
spole¢né s jinymi udaji tykajicimi se jeho
osoby nebude zvefejnéno ani zdravotnickym
zatizenim/zkousejicim ani CRO  nebo
zadavatelem. Pokud by bylo nezbytné z
Iékarskych divodu urcit totoznost pacienta v
prubéhu klinického hodnoceni, totoznost
pacienta bude zpfistupnéna v souladu se
zachovanim profesiondlniho tajemstvi
zdravotnického zatizeni/zkousejiciho,
zadavatele a CRO.

On the eCRF 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
neither be published by Institution/Investigator
nor by CRO or Sponsor. 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 Institution/Investigator, the
Sponsor and CRO.

Zaznamenané  klinické  udaje  b&hem
klinického hodnoceni mohou byt piedany pro
védecké  vyhodnoceni  nebo  inspekci
zadavateli, zastupci zadavatele (CRO) a
fidicim zdravotnickym organtim. Udaje budou
predavany a uchovavany v anonymni forme.

The clinical data recorded during the clinical
study may be transmitted for scientific
evaluation or inspection to the Sponsor, the
Sponsor’s  representative (CRO) and to
governing health authorities. The data will be
transmitted and stored in anonymous form.

Zkousejici bude informovat pacienty o téchto
procesech. Pacienti, ktefi nesouhlasi s
predanim svych anonymnich dat popsanym
zpiisobem, nesmi byt do klinického hodnoceni
zafazeni.

The Investigator will 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.

Pokud bude nezbytné zpracovat a ukladat
osobni udaje pacienti kvili uloZenym
povinnostem nebo s cilem splnit rozsahlé
pozadavky,  pfyjmou  smluvni  strany
organizac¢ni opatfeni, aby se zabranilo pfenosu
neopravnénym tfetim stranam.

If it is necessary to process and store personal
data of patients because of imposed obligations
or in order to meet extensive demands, the
Contracting Parties will take organizational
action to prevent transmission to unauthorized
third parties.

Zadavatel a CRO pfijimaji odpovédnost
ohledné osobnich informaci (napft. Zivotopis) 0
zkousejicim(ch) a jakychkoliv jinych osobach
pfimo €1 nepifimo zapojenych do klinického
hodnoceni. Tyto informace jsou pfisné
divérné.

Osobni udaje.

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).

Personal data.
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Osobnimi udaji se rozumi veSkeré informace,
na jejichz zékladé je mozné identifikovat
jednotlivce. Osobni udaje, které se tykaji
zdravotnich informaci, jsou citlivé osobni
udaje. Osobni udaje shromdzdéné ve spojeni
se studii budou zahrnovat osobni tidaje tykajici
se zkousejiciho, spoluzkousejicich,
vyzkumnych pracovnikli, tfetich stran a
subjekt hodnoceni (které by mohly obsahovat
citlivé osobni 1udaje) (spole¢n¢ déle jen
»osobni udaje“). Takové osobni idaje mohou
podléhat zvlastnim prdvnim predpisim
tykajicich se jejich zpracovani, uchovavani,
pfenosu a pouzivani. Smluvni strany budou
pfi Cinnostech souvisejicich s hodnocenim
dodrzovat vSechny pfislusné pravni predpisy
tykajici se ochrany a pouzivani osobnich udajt
a utajeni udajti, zejména Natizeni Evropského
parlamentu a Rady (EU) 2016/679 ze dne 27.
dubna 2016 o ochran¢ fyzickych osob v
souvislosti se zpracovanim osobnich udaji a o
volném pohybu téchto udaji a o zruseni
smérnice 95/46/ES (obecné nafizeni o ochrané
osobnich tdajinatizeni). Instituce, CRO a

zadavatel pfijmou veSkerd technicka a
organiza¢ni  opatieni, aby  zabranila
neopravnénému nebo nezakonnému

zpracovani, ndhodné ztraté¢, zniCeni nebo
poskozeni €i prozrazeni osobnich udaju, které
obdrzi v souvislosti s hodnocenim.

CRO a zadavatel jsou povinni zachovavat
mlcenlivost o osobnich identifikovatelnych
informacich o pacientech, se kterymi se
seznami v souvislosti s provadénim
hodnoceni a plnénim této smlouvy, a ucinit
vesSkeré potiebné kroky, aby tyto informace
nebyly zpristupnény tfetim osobam.
Stejnou povinnosti mlcenlivosti budou
vazany také zameéstnanci CRO a zadavatele a
dalsi osoby podilejicimi se na plnéni této
smlouvy z povéireni CRO nebo zadavatele
a/nebo provadéni hodnoceni. Za poruseni
této povinnosti tretimi osobami odpovida v
plném rozsahu CRO nebo zadavatel.

Personal data shall be understood as any
information based on which it is possible to
identify an individual. Personal data which
relate to health information are sensitive
personal data. Personal data collected in
connection with a study will include personal
data relating to the Investigator, co-
Investigators, research staff, third parties and
study subjects (which could contain sensitive
data) (hereinafter “personal data”). Such
personal data may be subject to special
legislation relating to their processing,
archiving, transfer and use. The Contracting
Parties shall comply with all relevant
legislation relating to the protection and use of
personal data and the protection of the
confidentiality of such data, particularly
Regulation of the European Parliament and of
the Council (EU) 2016/579 of 27 April 2016,
on the protection of natural persons with
regard to the processing of personal data and
on the free movement of such data and
repealing Directive 95/46/EC (General Data
Protection Regulation). The Institution, CRO
and the Sponsor shall take all necessary
technical and organizational measures to
prevent the unauthorized or unlawful
processing, accidental loss, destruction or
damage or disclosure of personal data obtained
in connection with the evaluation.

CRO and the Sponsor are required to protect
the confidentiality of personal identifiable
patient information they become aware of in
connection with conducting the clinical trial
and the fulfilment of this agreement, and to
take all necessary steps to ensure that such
information is not disclosed to third parties.
Employees of CRO will also be bound by the
same confidentiality obligation, as shall other
persons involved in the fulfilment hereof
entrusted by CRO and/or by the Sponsor
and/or the conduct of the clinical trial. CRO or
the Sponsor shall be fully responsible for any
breach of this obligation by third parties.
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15. Mlicenlivost/zverejnéni vysledkii

15. Confidentiality/Publication of
Results

Ke vSem informacim tykajicich se klinického
hodnocenia hodnocené¢ho ptipravku musi byt
pristupovano jako K ptisné divérnym a nesmi
byt zpfistupnény tietim strandm. Zkousejici
zajisti, ze persondl podilejici se na klinickém
hodnoceni  bude  rovnéz  zachovavat
mlcenlivost.

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.

Az do zvetejnéni vysledkl se musi se vSemi
informacemi  plynoucimi z  klinického
hodnoceni, které jsou pro zdravotnické
zafizeni/zkousejicitho dostupné, zachazet jako
s prisn¢ divérnymi.

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

Podle §42b némeckého zédkona o 1éku je
zadavatel povinen hlasit vysledky klinické
studie nadfizenému spolkovému
kompetentnimu organu BfArM k dal§imu
zvetejnéni prostfednictvim oteviené cCasti
oficidlni databaze BfArM na webovych
strankach DIMDI. Proto si zadavatel dovoluje
zkousejiciho pozadat o jeho souhlas se
zvefejnénim  osobnich  Udaji  (jméno,
zdravotnické zafizeni, adresa) jako soucast
zvetejnéni studijnich vysledkii popsanych
shora. Pokud zkousSejici nebude souhlasit,
zprava musi obsahovat pouze nazev
zdravotnického zatizeni. Zkousejici sdéli své
ptislusné rozhodnuti na formuléfi pfipojeném
k této smlouvé (viz ptiloha 1: CF-704A02F —
Ceska Sablona: Souhlas zkousejicitho s
ochranou dat).

According to §42b of the German Drug Law
the Sponsor is obliged to report clinical study
results to the superior federal competent
authority BfArM for further publication
through the open part of BfArM’s official
database on the DIMDI website. Therefore, the
Sponsor kindly asks the Investigator for his
consent to the publication of personal data
(name, institution, address) as part of the
publication of study results described above. If
the Investigator does not consent, the report
shall contain the institution’s name only. The
Investigator communicates his respective
decision on the form attached to this contract
(see attachment 1. CR-704A02F -English
Template: Consent of Investigator for data
protection).

Zadavatel podporuje publikovani tykajici se
klinického hodnoceni a jeho vysledku.
Podléhaji vSak predchozi kontrole zadavatele.
Predtim, nez bude takova prace prezentovana
¢i predlozena ke zvetejnéni, bude Gplna kopie
pfedana zadavateli nejméné tficet (30) dnli
pted predlozenim prace vydavateli. Zadavatel
po revizi neprodlen¢ sd€li své ptipominky
autorovi. Pokud bude zadavatel navrhovat
jakoukoliv Gpravu, tyto navrhy je nutné vzit v
uvahu, pokud nebudou mit vliv na védecky
charakter nebo neutralitu publikace. Zadavatel
ani zdravotnické zafizeni/zkousSejici nezptsobi
zpozdéni publikovani/prednasky vysledki
klinického hodnoceni bez opravnéného

Publications relating to the clinical study and
its results are encouraged by the Sponsor. They
are, however, subject to prior review by the
Sponsor. Before any such paper is presented or
submitted for publication, a complete copy
will be given to Sponsor at least thirty (30)
days prior to presenting the paper to the
publisher. The Sponsor will promptly
communicate his annotations to the author
after revision. If the Sponsor suggests any
modification, these suggestions should be
taken into consideration, unless there is an
influence on the scientific character or the
neutrality of the publication. Neither the
Sponsor nor the Institution/Investigator will
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duvodu. Protoze se jedna o | cause delay in publication/presentation of the
mezinarodni/multicentrickou studii,  je | study results without any justified reason. As
zamySleno  zvefejnit  vysledky  celého | this is a multi-national/multi-centre study, it is

klinického hodnoceni pouze po dokonceni
zpravy o klinickém hodnoceni.

intended to publish the results of the complete
study only after finalisation of the clinical
study report.

16. Vynalezy a ,,know-how*

16. Inventions and ,,Know-how*

Pokud se v prabéhu klinického hodnoceni
objevi jakékoliv patentovatelné objevy, musi 0
tom byt informovan zadavatel. Zdravotnické
zafizeni/zkousSejici bude pomahat pti ziskani
patenti nebo jinych chranénych prav pro
vSechny vynélezy, objevy a zlepSeni
provedena béhem klinického hodnoceninebo v
souvislosti S nim. Zdravotnické
zatizeni/zkousejici vyslovné souhlasi s tim, ze
vysledky klinického hodnoceni provedeného
podle této smlouvy budou a zlstanou
majetkem zadavatele.

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 agree that the results of the clinical
study performed under this agreement shall be
and remain the property of Sponsor.

17. Pred¢asné ukoncéeni Kklinického

hodnoceni

17. Premature Termination of the
Study

Kompetentni orgdn miize pozastavit nebo
stahnout souhlas s provadénim klinického
hodnoceni spadajici do jeho odpovédnosti. V
tomto ptipadé nesmi klinické hodnoceni
pokracovat. Zadavatel bude neprodlené
informovat zdravotnické zatizeni/zkousejiciho
o takovém rozhodnuti orgdnu a vyda
zkouSejicimu pokyn, jak postupovat u
pacientl, ktefi se v dob¢é pferuSeni Ci
pfedcasného ukonceni stale jeSté klinického
hodnoceni zucastni.

The competent authority may suspend or
withdraw the approval for conduct 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 how to proceed with patients
still being in the study at the time of
interruption or premature termination.

18. Odména

18. Remuneration

Pokud bude klinického hodnoceniprovadéno v
souladu s protokolem klinického hodnoceni a
bude-li ptfedana uplna a vyhodnotitelna
dokumentace, zdravotnickému zafizeni bude
zaplacena odmeéna.

Provided that the study is performed in
accordance with the study protocol and
complete and evaluable documentation is
provided a remuneration will be paid to the
Institution.

Odména bude ¢init [l € (véetn& rezijnich
nakladt) za pacienta, u néhoz bude k dispozici
uplna dokumentace podle pfedem stanoveného
¢asového harmonogramu.

Zdravotnické zafizeni obdrzi 30% z vySe
uvedené Castky, zbyvajici ¢ast bude vyplacena
zkouSejicimu.

The fee will be [l € (inclusive overhead)
per patient for whom the documentation is
complete and available according to the
predetermined time schedule.

The Institution will receive 30% of the above
mentioned amount, the rest being paid to the
Investigator.
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Administrativni  poplatek za osouzeni
klinického hodnoceni ve vysi € bude
uhrazen do 30 dni po randomizaci prvniho
pacienta. Krom¢ toho zdravotnické zafizeni
obdrzi za sluzby Iékdrny mésicni pausSalni
poplatek ve vysi ] € mésicné. Tento poplatek
v Iékarn¢ a bude fakturovan za nize uvedenych
podminek.

A start up fee of il € will be due 30 days
after randomization of the first patient. In
addition, the site will receive a monthly
pharmacy fee of ] € per month for the
handling of the study IMP. This fee will start
with the pharmacy initiation visit and has to be
invoiced as described below.

Za pacienty, kteti ukonc¢i klinické hodnoceni

For patients who discontinue the study prior to

predCasné, bude odmeéna zdravotnickému | completion the Institution’s fee will be pro
zafizeni uhrazena pomérné podle | rata, according to the following schedule:
nasledujiciho harmonogramu:
Institutiop / . Investigator /
Zdravotnické N Total Costs /
zarizeni Zkousejici Celkové nakady
(30%) (70%)
Visit 1 navétava 1: [ E < <
Visit 2 navitéva 2: [ E I < -
Visit 3 navétéva 3: < < | B
Visit 4 navatéva 4: B I < -
Visit 5 navitéva 5: < Il < -
Visit 6 navétéva 6: [ E < <
Visit 7 navitéva 7: [ E I < -
Visit 8 navétéva 8: B | B | B
Visit 9 navitéva 9: B - | B
Visit 10 navitéva 10: < I < <
Visit 11 navétéva 11: B B < B <
Visit 12 navétéva 12: | B | B | B
Visit 13 navétéva 13: | B | B B <
Visit 14 navétéva 14: < | E <
Treatment Phase | |é&ebna faze - € - € - €
Visit 15 navétéva 15: B B < B <
Visit 16 navétéva 16: | B | B | B
Visit 17 navétéva 17: | E < B <
Visit 18 navétéva 18: B < | E <
Visit 19 navétéva 19: B < B < B <
Visit 20 navétéva 20: B B < B <
Visit 21 navétéva 21: | E | B | B
Visit 22 navitéva 22; < < <
Extension Phase | pokragovaci faze - € - € - €
Visit Fee Total: - € (inclusive of overhead)
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za vsechny navitévy celkem: [l € _ (veetné resijnich nakiada) |

Odmeéna zahrnuje vsechny sluzby poskytované
zdravotnickym zafizenim pii provadéni tohoto
klinického hodnoceni vcetné¢ nakladi na
archivaci podle odstavce 12. Sluzby
pozadované protokolem klinického hodnoceni
nesmi byt fakturovany zdravotni pojistovné
pacienta.

The fee includes all services provided by the
Institution for the performance of this study
including costs for archiving according to
paragraph 12. Services requested by the study
protocol may not be invoiced to the patient’s
insurance carrier.

V ptipadé odchyleni se od protokolu
klinického hodnoceni, které bude mit za
nasledek vytazeni pacienta z hodnoceni (tj.
pacient  nesplituje  zafazovaci/vylucovaci
kritéria, chybé&jici a/nebo nevérohodna data o
ucinnosti a  bezpeCnosti), nebude za
prislusného pacienta vyplacena zadna platba.

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.

V pripad¢ predcasného ukonceni klinického
hodnocenibude celkova odména zaloZena na
shora uvedeném harmonogramu pomérné k
uplynulé dob¢.

In case of premature study termination as a
whole remuneration will be based on the pro
rata temporis schedule mentioned above.

Platby budou provadény dvakrat rocné po
potvrzeni CRO, ze je k dispozici Uplna a
vyhodnotitelnd dokumentace.

Payments will be effected twice a year, after
confirmation of the CRO that complete and
evaluable documentation is available.

Odmeéna zdravotnickému zafizeni bude

pfevedena na nésledujici bankovni ucet:

The Institution’s fee will be transferred to the
following bank account:
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Majitel uctu: /Holder of
Account: Krajska zdravotni, a.s.

Nazev banky: /Name of the

Bank: ]

IBAN: /IBAN: I

SWIFT (BIC): [/ SWIFT

(BIC): I

Diivod pievodu: / Reason

for Transfer:
Podléha DPH? [ 1ne [X]ano /(prosim zaskrtndte)/
Liable to VAT? no yes

Pokud ano, uved'te DIC zdravotnického zafizeni: / If yes, please enter the Institution’s
international VAT Reg. No.: CZ25488627

Odmeéna zkousejicimu bude pievedena na | The Investigator’s fee will be transferred to the
nasledujici bankovni ucet: following bank account:

Majitel uctu: /Holder of
Account: MUDir. Jitfi Stehlik

Nazev banky: /Name of the

Bank: ]

IBAN: /IBAN: I

SWIFT (BIC): / SWIFT

(BIC): I

Dutvod ptevodu: / Reason
for Transfer:

Podléha DPH? [ Ine [Xano /(prosim zaskrtnéte) /
Liable to VAT? no  yes

Pokud ano, uvedte DIC: / If yes, please enter the international VAT Reg. No.:
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Platby provede spole¢nost Dr. Falk Pharma
GmbH po doruCeni faktury vydané
zdravotnickym zafizenim nebo zkousejicim,
ktera spliuje nasledujici pozadavky:

Faktura zdravotnického zafizeni je adresovana
na spole¢nost Dr. Falk Pharma GmbH a
obsahuje nasledujici polozky:
e Jméno piijemce plnéni (véetné jeho
DIC):
Ptijemce plnéni:
Dr. Falk Pharma GmbH
Leinenweberstr. 5
79108 Freiburg/Némecko
DIC: DE 142104856
o (islo faktury
e Vyznaleni povinnosti hradit DPH:

[ Jne [ Jano

(zaskrtnuto)

V piipadé, Ze je zdravotnické zafizeni nebo
zkouSejici platcem DPH: uved’te na fakturu
pouze istou ¢astku a na fakturu uved’te
nasledujici polozky:

o DIC zdravotnického zafizeni /
zkousejiciho

Prohlaseni: ,,V ramci

systému pienesené

danoveé povinnosti

Evropské unie plati DPH
pfijemce plnéni. Danova
povinnost je pfenesena na
piijemce plnéni."

amount on the

Payments will be done by Dr. Falk Pharma
GmbH after receipt of an invoice issued by the
Institution or the Investigator which meets the
following requirements:

Invoice is addressed to Dr. Falk Pharma GmbH
and contains the following items:
e Name of Beneficiary (including its
VAT ID-No.):
Beneficiary:
Dr. Falk Pharma GmbH
Leinenweberstr. 5
79108 Freiburg/Germany
VAT Reg. No.: DE 142104856
e Invoice No.
e Indication of VAT obligation:

[ ] no []yes

(ticked)

In case the Institution or Investigator is
obliged to VAT : Please mention only the net
invoice and provide
additionally the following items on the
invoice:

° International VAT ID-No. of
the Institution/Investigator
° 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.”

Pokud bude povinnost k DPH kdykoliv
zruSena, zdravotnické zatizeni / zkousSejici 0

tom bude informovat zadavatele.

If VAT obligation is cancelled at any time, the
Institution/Investigator ~ will  inform  the
Sponsor.

Zdravotnické zafizeni refunduje vydaje
pacienta (cestovni vydaje) vzniklé v prabéhu
klinického hodnoceni na Zadost pacienta a
proti stvrzenkam o vydajich. Spole¢nost Dr.
Falk Pharma GmbH ptevede ptisluSnou ¢astku
na bankovni ucet uvedeny v této smlouvé.

The institution compensates patient’s expenses
(travel expenses) incurred during the course of
the clinical study, on request of the patient and
against expense vouchers. Dr. Falk Pharma
will transfer the respective amount to the bank
account listed in this agreement.
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19. Ukonéeni klinického hodnoceni

19. Termination of the Study

Nabor pacientt pro klinického hodnoceni bude
ukoncen po dosazeni statisticky pozadované
velikosti vzorku. Jakmile bude tohoto cile
dosazeno, zadavatel/CRO o tom bude
informovat vSechna studijni pracoviste.

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

Ob¢ smluvni strany maji pravo tuto smlouvu
zru$it. ZruSeni bude ucinné ke dni doruceni
oznameni o zruSeni druhé strané. Duvody ke
zruSeni jsou nasledujici:

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 pokud kterdkoliv ze smluvnich stran
nesplni jakékoliv ustanoveni této smlouvy
a neodstrani tento vadny stav v obdobi
tficeti dnli od doruceni zadosti o napravu

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 pokud kterakoliv ze stran dohodne
vyrovnani se svymi véfiteli, nebo pokud
kterakoliv ze stran vyhlasi konkurz

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

e pokud kterdkoliv ze stran ztrati svoji
zpusobilost v této oblasti jednat

e ifany of the parties loses its competency to
act in this area

¢ kdyz bude riziko pro subjekty hodnoceni
vy$$i, nez se diive piredpokladalo, nebo

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

e pokud budou zruSeny vSechny ostatni
souhlasy, povoleni, smlouvy nebo
vyjimky, nebo bude-li pozastavena jejich
platnost nebo nebudou-1i prodlouzeny.

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

V jakychkoliv jinych ptipadech je mozné tuto
smlouvu ukoncit dohodou nebo ozndmenim
bez uvedeni divodt. V tomto piipadé bude
vypovédni lhtita tficet dnil a zacne béZet dalsi
den po doruceni oznameni druhé stran¢.

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.

20. Platné pravo — kompetentni soudy

20. Applicable Law -

Courts

Competent

Tato smlouva se ¥idi pravnimi predpisy Ceské
republiky a byla vyhotovena v souladu s nimi.
Kompetentnim soudem je mistné ptislusny
soud.

This agreement is subject to Czech law and
was elaborated in accordance with it. The
competent court is the court appropriate to
Institution’s place of business.
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21. Dolozka o oddélitelnosti

21. Severability Clause

Pokud je jakékoliv ustanoveni této smlouvy
neucinné, nebo pokud se takovym stane,
ucinnost ostatnich ustanoveni tim nebude
dotéena. Netcinné ustanoveni bude
nahrazeno jinym ustanovenim, které je
pfijatelné podle zakona a nejlépe odpovida
zaméru zruSené¢ho ustanoveni.

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.

22. Dalsi povinnosti zdravotnického
zarizeni

22. Further the

Institution

Obligations  of

Podpisem této smlouvy zastupce
zdravotnického zatizeni zarucuje, ze:

By signature the Institution’s representative
assures:

- zkouS$ejicimu a studijnimu tymu je
ptidélen dostatecny Cas na provedeni
tohoto klinického hodnoceni

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

-k provedeni tohoto klinického hodnoceni
je k dispozici vhodny personal a vhodna
zafizeni,

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

- zkousejicimu bude poskytnuta pomoc v
organizac¢nich, administrativnich,
odbornych a jakychkoliv jinych vécech
spojenych s provedenim klinického
hodnoceni,

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

- klinické hodnoceni bude provadéno v
souladu s platnym protokolem klinického
hodnocenia ve shodé¢ s pravnimi piedpisy
a podle spravné klinické praxe,

~ that the study will be conducted in
accordance with the valid the study
protocol and in compliance with legal
regulations and in line with the Good
Clinical Practice,

- budou respektovana doporuceni
Helsinské deklarace,

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

- provadéni klinického hodnoceni je ve
shodé se zaméstnavatelskymi
podminkami zdravotnického zafizeni,

- that conduct of the clinical trial is in
agreement with the institution’s employer
conditions,

- soubézné neni provadéno zadné
konkuren¢ni klinického hodnoceni,

- that no competing study is carried out
contemporaneously,

- bude pfijato monitorovani a ovérovani
zdrojovych dat,

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

- zdravotnické zatizeni souhlasi s
audity/inspekcemi ze strany zastupct
zadavatele/CRO nebo spravnich organt.

- that Institution agrees to audits/inspections
by representatives of the Sponsor/CRO or
authorities
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Zkousejici vlastnoru¢nim podpisem zarucuje,
ze:

By his/her signature the Investigator assures:

si precetl protokol klinického hodnoceni a
jeho dodatky a uznava jeho obsah jako
zaklad K provadéni klinického hodnocenti,

— to have read the clinical study protocol and
its appendices and to recognize their
contents as the base of clinical trial conduct

bude shromazd’ovat veskeré tidaje v¢as a
spravné je zaznamend a v celém rozsahu
zaeviduje,

— to collect all data in due time and to record
and file them correctly and completely

bude pracovat v souladu s pravnimi
piedpisy a podle spravné klinické praxe,

— to work in compliance with legal
regulations and according to the Good
Clinical Practice,

bude dodrzovat doporuceni Helsinské
deklarace,

— to respect the recommendations of the
Declaration of Helsinki,

v ptipadé, ze se vyskytne zavazna
nezadouci piihoda, bude ihned informovat
odpovédnou osobu jmenovanou Vv
protokolu klinického hodnoceni,

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

obdrzel kopii Ptirucky pro zkouSejici
tykajici se hodnoceného pfipravku a je
informovén o jejim obsahu,

— to have received a copy of the
investigator’s brochure concerning the
investigational product and to be informed
about its contents,

podepiSe platny protokol klinického
hodnocenia bude spolupracovat na tomto
klinickém hodnoceni na zaklad¢ tohoto
dokumentu.

— to sign the valid study protocol and to
cooperate in this clinical study on the base
of this document.
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23. Zavérecna ustanoveni

23. Final Provisions

Jakékoliv zmény smlouvy nebo jakychkoliv
dopliiyjicich smluv musi mit pisemnou

podobu.

Any changes of the agreement or any
ancillary arrangements must be done in
writing.

Tato smlouva se uzavirda na dobu trvani
klinického hodnoceni.

Zdravotnické zatizeni zvetejni tuto smlouvu v
registru smluv vedeném u Ministerstva vnitra
(,,registr smluv) v souladu se zakonem ¢.
340/2015 Sb., o registru smluv. Zdravotnické
zafizeni predd CRO doklad o zvefejnéni
upravené¢  smlouvy, jakmile to bude
proveditelné. Pokud CRO neobdrzi doklad o
zvetejnéni upravené smlouvy ve lhaté 15 dni
od pfedani smlouvy ke zvetejnéni, CRO a nebo
zadavatel budou opravnéni  zvefejnit
upravenou smlouvu v registru smluv samy.
Smluvni strany uznavaji, Ze Smlouva nebude
ucinna, dokud nebude zvefejnéna v registru
smluv a nasmlouvané c¢innosti souvisejici
s Klinickym hodnoceni nebudou zahdjeny,
dokud obé smluvni strany neobdrzi potvrzeni
0 zvefejnéni.

This agreement is concluded for the period of
the study duration.

The medical facility shall publish this
Agreement in the Contract Registry
maintained by the Czech Ministry of Interior
(“Contract Registry”) in accordance with Act
No. 340/2015 Coll., on the Contract Registry.
The medical facility shall provide CRO with a
document proving publication of the amended
Agreement as soon as possible. If CRO does
not receive documentation of publication of
the revised agreement within 15 days from the
handover of the agreement for publication,
CRO and/or the Sponsor will be entitled to
publish the revised Agreement in the Contract
Registry on their own. The parties hereto
acknowledge their awareness that the
Agreement shall not be effective unless it is
published in the Contract Registry, and
contractually agreed activities relating to the
clinical trial will not be commenced if the
parties do not receive confirmation of
publication.

Smluvni strany vyslovné potvrzuji, ze tato
smlouva neovliviluje a nebude nijak
ovlivitovat chovani pifi predepisovani 1€kt
nebo cenova jednani o 1é¢ivych piipravcich.

The contracting parties expressly confirm that
this agreement does not and will not have any
influence on prescription behavior or price
negotiations for medicinal products.
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Site 203

Usti nad Labem,
Jméno zastupce/Name of Datum /Date
RepresentativeNazev zdravotnického
zafizeni/Name of Institution

Usti nad Labem,
MUDr. Jiri Stehlik Datum /Date
Hlavni zkousejici /Principal Investigator

Freiburg,
Dr. rer. nat. Markus Proels Datum /Date
Project Manager Clinical Research /Project
Manager Clinical ResearchDr. Falk Pharma
GmbH
Piiloha 1: /Attachment 1. Formulaf ,,Souhlas s pfenosem osobnich udaji podle §42b

AMG* /Form “Consent to the transmission of personal data
pursuant to section §42b of AMG”
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Site 203

Dr. Falk Pharma GmbH
Leinenweberstralie 5

79108 Freiburg — Némecko
Cislo faxu: ++49 761 1514 377

Dr. Falk Pharma GmbH
Leinenweberstral3e 5

79108 Freiburg — Germany
Fax-number: ++49 761 1514 377

Podepsany formulat zaslete zpét spolecnosti Dr. Falk
Pharmal
C. faxu: ++49(0)761/1514-377

Please return the signed form to Dr. Falk
Pharmal!
Fax-no.: ++49(0)761/1514-377

Kod studie: NUC-5/PSC

Study Code: NUC-5/PSC

C centra 203

Centre No 203

Souhlas s prenosem Vasich
osobnich udaji na nadfizeny
spolkovy organ podle §42 b

némeckého zakona o Iéku (AMG)

Consent to the transmission of
your personal data to the
superior federal authority
pursuant to Section 42 b

German Medicines Act (AMG)

1. Souhlasim s tim, aby mé osobni udaje
(jméno a adresa podniku) ziskané
béhem klinického hodnoceni ,,Dvojité
zaslepené, randomizované, placebem
kontrolované klinické hodnoceni faze
ITII, porovnavajici tobolky Kkyseliny
norursodeoxycholové s  tobolkami
placeba pri 1é¢bé primarni sklerozujici
cholangitidy* spole¢nosti Dr
FalkPharma GmbH byly odeslany
néméckému kompetentnimu
nadfizenému  spolkovému  organu
BfArM [Spolkovy ustav pro Iéky a
zdravotnické prostiedky| a byly zapsany
do databaze (Lékovy informacni
systém/AMIce) v Deutsches Institut fiir
Medizinische ~ Dokumentation  und

Information (DIMDI) [Némecky ustav

1.

I agree that my personal data (name
and business address) collected during
the clinical trial entitled “Double-blind,
randomized, placebo-controlled, phase
11 study comparing
norursodeoxycholic acid capsules with
placebo in the treatment of primary
sclerosing  cholangitis” by Dr
FalkPharma GmbH are sent to the
German competent superior federal
authority BfArM [Federal Institute for
Drugs and Medical Devices] and are
entered in the database (Drugs
Information System/AMIce) at the
Deutsches Institut fiir Medizinische
Dokumentation und  Information
(DIMDI) [German Institute of Medical

Documentation and Information].
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Site 203

pro zdravotnickou dokumentaci a
informace].
Souhlasim s tim, aby mé osobni tudaje | 2. | agree that my personal data described
podrobnéji popsané shora mohly byt in more detail above may be saved in
uloZeny v této obecné pristupné databazi this generally accessible database and
a zaregistrovany na PharmaNet.Bund. registered on PharmaNet.Bund.
Tento souhlas nevyZaduje Zadnou dalsi | 3. This consent does not require any
¢innost. further actions.
Miij souhlas s prenosem a ukladanim | 4. My consent to the transmission and
udaju je dobrovolny. storage of data is voluntary.
Byl/a jsem informovan/a, ze podle 5. |havebeeninformed thatl|do nothave
zakona nemusim svuj souhlas udélit. to give my consent by law.

Misto, datum /Place, Date

Podpis zkousejiciho /Signature investigator

861_NUC-5_FalkPharma_InvA_HospA_Czech site 203_Stehlik_final_anonymized Page 27 of 27



