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SOURCE TEXT TRANSLATION
HOSPITAL / INVESTIGATOR SMLOUVA SE ZDRAVOTNICKYM
AGREEMENT ZARIZENIM / ZKOUSEJiCIM

to Clinical Trial NUT-3/NAS

ke klinické studii NUT-3/NAS

between Dr. Falk Pharma GmbH

mezi Dr. Falk Pharma GmbH

Leinenweberstr. 5

Leinenweberstr. 5

79108 Freiburg/Germany

79108 Freiburg/Némecko

hereafter referred to as ,,Sponsor*,

dale jen ,,zadavatel*,

and Fakultni nemocnice Plzen

a Fakultni nemocnice Plzen

Edvarda Benese 1128/13
305 99 Plzen
Czech Republic

Edvarda Benese 1128/13
5 305 99 Plzen
Ceska republika

hereafter referred to as ,,Institution*

dale jen ,,zdravotnické zafizeni‘

represented by

zastupovanym

MUDr. Vaclav gimének, Ph.D.

MUDr. Vaclavem giménkem, Ph.D.

Director

Reditelem

and the Principal Investigator ~MUDr. Véaclav

Hejda

a hlavnim zkouSejicim MUDr. Vaclavem Hejdou

hereafter referred to as ,,Investigator*

dale jen ,,zkousejici‘

Preamble

Uvod

Dr. Falk Pharma GmbH as sponsor intends to
undertake a clinical study with the investiga-
tional product norursodexycholic acid. The
Institution will cooperate in this clinical trial as
a study site. The study will be performed under
direction of Investigator who will be the
responsible principal investigator in the
Institution. Therefore, the following agreement
is concluded:

Dr. Falk Pharma GmbH jakoZto zadavatel
zamysli provést klinickou studii s hodnocenym
1é¢ivem kyselinu norursodeoxycholovou.
Zdravotnické zatizeni bude na této klinické
studii spolupracovat jako studijni pracoviste.
Studie bude provadéna pod vedenim
zkousejiciho, ktery bude zodpovédnym hlavnim
zkousSejicim ve zdravotnickém zatizeni. Za timto
ucelem se uzavird tato smlouva:
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16. Subject of the Agreement

1. Piedmét smlouvy

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

Predmétem této smlouvy je provedeni
a dokumentace klinické studie

Double-blind, randomised, placebo-
controlled, phase IIb trial on the efficacy
and safety of norursodeoxycholic acid
tablets in patients with non-alcoholic
steatohepatitis (NASH)

Dvojité zaslepena, randomizovana, placebem
kontrolovana studie faze IIb hodnotici
ucinnost a bezpec¢nost tablet kyseliny
norursodeoxycholové u pacienti

s nealkoholickou steatohepatitidou (NASH)

according to the study protocol of the Sponsor
for the clinical trial NUT-3/NAS, Version 2.0,
dated on 21.12.2018and any subsequent
amendments. The study protocol including its
appendices provides the base and is an integral
part of this agreement and must 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.

v souladu s protokolem studie od zadavatele
klinické studie NUT-3/NAS, verze 2.0, ze dne
21.12.2018 a ptipadnych néslednych dodatki.
Vychodiskem a nedilnou soucasti této smlouvy
je protokol studie, ktery 1ze zménit nebo doplnit
pouze na zdklad¢ vzajemné dohody a se
schvélenim zadavatele (,,dodatky*). Ujednani
stanovend v protokolu studie a v jeho
schvélenych dodatcich jsou podstatnd a zdvazn4.

As to the amendment procedure, the Parties
agree that Amendments and new versions of
the study protocol shall be valid following
signature by the responsible Principal
Investigator(s) and the Sponsor, as provided
for in the study protocol. To this end, each new
version of the study protocol shall immediately
become a part of this agreement, without
requiring the stipulation of a new contract
amendment.

Ohledné¢ postupu zapracovani dodatkli smluvni
strany souhlasi, Ze dodatky a nové verze
protokolu studie budou platit po podpisu
zodpovédnym hlavnim zkousSejicim
(zkouSejicimi) a zadavatelem, jak je stanoveno
v protokolu studie. Za timto ucelem se kazda
nova verze protokolu studie okamzité stane
soucasti této smlouvy, aniz by bylo potfeba
definovat novy dodatek smlouvy.

2. Legal Basis

2. Pravni zaklad

This clinical study will be carried out in
compliance with local laws and regulations and
according to the standards of Good Clinical
Practice (GCP) as defined in the harmonized
ICH guideline in the latest current version, the
European Directives 2001/20/EC and
2005/28/EC on good clinical practice in the
conduct of clinical trials on medicinal products
for human use and any subsequent updates or
replacements (including the Regulation (EU)
No. 536/2014 on clinical trials on medicinal
products for human use, as soon as this

Tato klinické studie bude provedena v souladu
s platnymi zdkony a piedpisy a podle zasad
spravné klinické praxe (SKP) definovanych

v aktudlni verzi harmonizované smérnice ICH,
evropskych smérnic 2001/20/ES a 2005/28/ES
ohledn¢ spravné klinické praxe pti provadéni
klinickych studiif huménnich 1é¢ivych piipravka
a naslednych aktualizaci nebo ndhrad (véetné
nafizeni (EU) €. 536/2014 o klinickych studiich
humaénnich 1é¢ivych piipravka, jakmile toto
nafizeni vstoupi v platnost). Klinicka studie
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regulation becomes applicable). The conduct of
the clinical study will also comply with
applicable data protection laws.

bude také provedena v souladu s platnymi
zdkony na ochranu tdaju.

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.

Bude také platit nejnovéjsi revidovand verze
doporuceni Svétové 1ékarské asociace ohledné
biomedicinského vyzkumu z roku 1964
(Helsinskéa deklarace).

3.  Qualification of the Study Site

3.  Zpisobilost studijniho pracovisté

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 supplied by
the sponsor.

Zdravotnické zatizeni souhlasi s tim, Ze provede
tuto klinickou studii a bude pro ucely této
klinické studie spolupracovat se zkouSejicim

a urCenymi pracovniky studie, ktefi jsou
zaméstnanci nemocnice. Zdravotnické zafizeni
poskytne prostory, zafizeni a standardni
materidly nemocnice, které jsou vhodné

k provedeni této studie. Hodnocena 1éCiva

a materialy specifické pro studii doda zadavatel.

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.

V pacientské populaci zdravotnického zatizeni
je dostatek pacienti s indikaci poZadovanou
protokolem studie a zkousejici bude mit
povoleno nabizet tcast pacientiim zpisobilym
k naboru.

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 doloZi svou kvalifikaci aktudlnim
zivotopisem védeckého pracovnika, ktery
potvrdi odpovidajici zkuSenosti s provadénim
klinickych studii. Zkousejici je povinen provadét
vykony vyzadované protokolem studie bud’to
sdm, anebo jimi povéii kvalifikované
pracovniky. Zkousejici bude zapojené
pracovniky instruovat v souladu s protokolem
studie a zdiirazni zejména zdkonné pozadavky
relevantni pro klinické studie. Zadavatel musi
obdrZet listy s osobnimi informacemi vSech
pracovnikd, ktetfi budou pti provadéni této studie
vykondvat zodpoveédné funkce.

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

Zkousejici bude vSechny diagnostické testy,
lékatskou péci a ndslednou péci vykondvat

v souladu s platnymi zdravotnickymi standardy.
ZkouSejici potvrzuje, Ze je pro tyto ¢innosti
fadné¢ kvalifikovan a vyskolen a Ze pracovisté
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organisational, technical and personal
infrastructure.

zajist'uje dostateCnou/odpovidajici organizacni,
technickou a persondlni infrastrukturu.

5N

. Contract Research Organization

4. Smluvni vyzkumna organizace

Assistance and support in the management of
this clinical trial will be provided by the
following Contract Research Organization
(CRO) authorised by the Sponsor:

Pomoc a podporu pii vedeni této klinické studie
bude zajistovat niZe uvedend smluvni vyzkumna
organizace (CRO) schvélena zadavatelem:

hereafter called CRO.

ddle jen ,,CRO*.

5. Time Schedule

5. Harmonogram

The estimated recruitment period is |||
and planned to start in ||| G
. Trial duration for each patient is up to

. The clinical trial is expected to end
n [ 1) trial end is
defined as “last patient last visit” (LPLV).

—

Obdobi ndboru bude podle o&ekavani trvat [
s planovanym zacitkem ve ||l
I D:lka studie na pacienta je
maximalné [[i]: Pfedpoklada se, Ze
klinicka studie bude ukoncena ve |||}

. Konec studie je definovan jako
,»posledni pacient, posledni navStéva®.

6. Preconditions for Study Start

6. Predpoklady pro zahajeni studie

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 centre may only start on
condition that the relevant independent ethics

Predpokladem zahdjeni studie je schvaleni
prislusnym organem, o které zazad4 zadavatel.
Nabor pacientil na pracovisti mlize zacit pouze
pod podminkou, Ze piisluSna nezdavisla eticka
komise (NEK) vyd4 souhlasné stanovisko
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committee (IEC) has given its favourable
opinion to the clinical study and the
Institution’s/Investigator’s participation.

ohledné klinické studie a acasti zdravotnického
zatizeni / zkouSejiciho.

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

Zadavatel/CRO nedodaji na pracovisté zadné
hodnocené 1é¢ivo, dokud nebude k dispozici
potvrzeni o splnéni vysSe uvedenych pozadavka.

Independent Ethics Committee (IEC)

Nezavisla eticka komise (NEK)

Sponsor/CRO will provide all documents
needed for submission to the appropriate IEC.
As far as required and accepted by the IEC,
Sponsor/CRO will apply for the IEC’s opinion
on behalf of the Investigator and pass the
procedures.

Zadavatel/CRO poskytnou vSechny dokumenty,
které je tieba predlozit pfislusné NEK. Pokud to
NEK vyzaduje a akceptuje, zadavatel/CRO ji
zazadaji o vyjadieni jménem zadavatele

a projdou pfislusSnym procesem.

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

V ptipadé€, Ze NEK bude mit ohledné& predmétu
studie nebo vykonil v rdmci planované studie
jakékoliv ndmitky, smluvni strany po vzajemné
konzultaci navrhnou modifikace, kterymi vyfesi
piipominky NEK a které budou v souladu s cili
studie.

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

Studie nemtiZe byt na pracovisti zahdjena, dokud
nebude k dispozici pisemny doklad souhlasu
piislusné NEK.

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.

NEK musi byt informovéana o kazdé modifikaci
a/nebo dalSich dpravach protokolu studie
(dodatky). Zadavatel/CRO poskytnou vSechnu
potifebnou dokumentaci a podporu zkousSejicimu
pii predkladéani ptipadnych dodatki, nebo budou
NEK informovat piimo.

Notification of the Authority(ies)

Oznameni kontrolnimu uradu (dfadim)

Sponsor/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.

Zadavatel/CRO poda piisluSnému ufadu pro
kontrolu 1é¢iv Zadost o schvdleni studie

a v ptipadé¢ potteby ozndmi v souladu s platnymi
predpisy ostatnim relevantnim tradim dcast
zkousSejiciho / studijniho pracoviste.

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.

Zkousejici bude pisemné informovéan

o ozndmenich podanych zadavatelem/CRO.
Studii nelze zahdjit, dokud nebudou poskytnuty
vSechny potiebné souhlasy/potvrzeni ze strany
kontrolniho uradu (arada).
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The responsible authorities may perform an
inspection of the study site to verify the correct
conduct of the study.

Odpovédné kontrolni tfady mohou provést
inspekci studijniho pracoviste s cilem ovéfit
spravné provadéni studie.

7. Patient Information and Informed
Consent

7. Informace pro pacienty
a informovany souhlas

The patient information and informed consent
procedure will be performed in accordance
with the local 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.

Postup poskytnuti informaci pro pacienty

a ziskdni informovaného souhlasu bude
proveden v souladu s mistnimi pfedpisy

a doporucenimi SKP. Informace by se také mély
tykat stavajiciho pojisténi klinické studie a toho,
jak se bude nakladat s klinickymi tidaji pacientu,
které budou shromdzdény v prabehu studie.

Biopsy

Biopsie

The study protocol stipulates that biopsies have
to be done. 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. Investigator will explicitly
inform the patients on safety concerns to
consider after sedation.

Protokol studie stanovuje potiebu provadét
biopsie. Zkousejici si je védom konkrétnich
zakonnych pozadavkl ohledné zdravotnické
péce, informaci a sledovani pacientti odeslanych
na bioptickd vySetfeni a vhodné sedace a bude se
fidit relevantnimi platnymi smérnicemi pifislusné
zdravotnické spolecnosti. ZkouSejici bude
pacienty vyslovné informovat o bezpe¢nostnich
aspektech, které je po sedaci tieba zohlednit.

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.

Souhlas pacienta s ucasti v klinické studii bude
zadokumentovan ve formulafi informovaného
souhlasu pfedtim, nez bude zatazen do studie.
Z4dn4 vySetieni souvisejici se studif se nesmi
provadét, pokud pacient dosud neudélil svij
pisemny informovany souhlas s ucasti v klinické
studii. CRO ani zadavatel nepiijimaji zadnou
zodpovédnost za pacienta, ktery nedostal
informace o studii a/nebo neposkytl sviij
pisemny informovany souhlas.

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

Pacienti obdrZzi kopii pisemnych informaci pro
pacienty a podepsaného informovaného
souhlasu.

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.

Zkousejici zaznamend ucast pacienta ve studii
do zdravotnich zdznamil / zdravotni slozky

a v ptipadé souhlasu pacienta bude informovat
praktického 1ékare a jiné oSetiujici 1€kare.
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8. Insurance and Liability

8. PojiSténi a odpovédnost

Patient Insurance

Pojisténi pacienta

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.

Pro vSechny pacienty zapojené do studie bude
v souladu se zakonnymi pozadavky uzavieno
pojisténi. ZkousSejici dostane pred zahdjenim
naboru pacientli potvrzeni se jménem
pojistovny, ¢islem pojistné smlouvy a dalS$imi
informacemi.

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

Zkousejici vSechny pacienty pouci o jejich
povinnostech vyplyvajicich z obecnych
podminek pojiSténi.

The Investigator is obliged to notify
immediately any suspicious injuries/claims to
the following address:

ZkouSejici musi okamzité hlésit vSechny
podezielé Gjmy na zdravi / pojistné udélosti na
tuto adresu:

Dr. Falk Pharma GmbH

Dr. Falk Pharma GmbH

Liability

Odpovédnost

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.

Zadavatel zaruc¢uje odskodnéni v piipadé
jakychkoli naroki (vcetné poplatkil za pravni
zastoupeni, pokud jsou opravnéné) vznesenych
pacienty ucastnicimi se studie, jejich zastupci
nebo pravnimi néastupci ohledné ptipadné 4jmy
na zdravi (v€etné ndslednych Skod), smrti, ztraty
majetku v nasledku podani hodnoceného 1é¢iva
nebo v souvislosti s nim vi¢i zdravotnickému
zafizeni, zkousSejicimu a podfizenym
pracovnikiim zapojenym do studie.
Zdravotnické zatfizeni musi zadavatele okamzité
vyrozumeét o jakychkoli zminénych a/nebo
uplatnénych narocich. Zdravotnické zatizeni
neni opravnéno souhlasit s jakymkoli
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vypotadanim bez pfedchoziho pisemného
souhlasu zadavatele.

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 study
protocol or medical standards.

Z4dny pozadavek na plnéni nebude pfipustén
v ptipadé¢, Ze jsou povinnosti vyplyvajici z této
smlouvy nebo pisemné pokyny zadavatele
poruseny umyslné nebo z nedbalosti ani pokud
diagnosticka vySetieni, zdravotni péce nebo
ndslednd péce o pacienty nejsou v souladu

s protokolem nebo zdravotnickymi standardy.

9. Adverse Events Reporting

9. HlasSeni nezadoucich piihod

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 for adverse event
reporting, the definition of SAE, details on
notification including communication data are
specified in the study protocol.

Zéavazné nezédouci pithody, ke kterym dojde

v prub¢hu studie, musi byt v zdjmu pacientl ve
studii bez prodleni vyhodnoceny. ZkousSejici
proto musi takové pithody okamzité oznamit
zodpovédnému zastupci CRO a zadavatele.
Dalsi postupy hlaseni nezadoucich piihod,
definice zdvaznych nezadoucich prihod

a informace o vyrozuménich vcetné kontaktnich
udajt jsou uvedené v protokolu studie.

The Investigator assures to inform all staff
members immediately about each SUSAR
(Suspected unexpected serious adverse
reaction) report or safety issue he was
informed about in the context of the study or
its investigational product(s).

Zkousejici se zavazuje vSechny pracovniky
okamzité informovat o kazdém hlaSeni
podezieni na zdvazny neocekdvany nezadouci
ucinek 1éku nebo bezpecnostnim problému,

o kterych bude informovén v souvislosti se
studii nebo hodnocenym lécivem (1éCivy).

10. Monitoring/Audits/Inspections

10. Monitorovani/audity/inspekce

The Institution consents to regular visits by
authorized staff of Sponsor or 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 (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.

Zdravotnické zatizeni souhlasi s pravidelnymi
ndvstévami opravnénych pracovnikli zadavatele
nebo CRO (,,pracovnici klinického vyzkumu*).
ZkousSejici si na tyto navStévy vycleni dostatek
¢asu. Pracovnici klinického vyzkumu budou pfti
navstévach opravnéni k piistupu do klinickych,
ordinac¢nich a laboratornich prostor. Zkontroluji
udaje zadané do elektronickych zdznamt
subjektil studie (electronic case report form,
eCRF) a srovnaji tyto zdznamy s ptvodnimi
udaji v 1ékarskych zaznamech pacienta s cilem
validovat ndlezy (ovéteni zdrojovych ddaja).
Zdravotnické zatizeni / zkousejici jim za timto
ucelem zpftistupni zdravotni sloZku pacienta.
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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 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.

Tyto kontroly mohou také byt provadény

v rdmci auditu iniciovaného zadavatelem nebo
inspekce zastupcem mistniho nebo zahrani¢niho
kontrolniho tfadu. Audity nebo inspekce se
obvykle provadéji v pribéhu studie, ale
kontrolni dfady si je také mohou vyzadat po
dokoncenf klinické studie. Zdravotnické zatizeni
/ zkousejici jsou povinni zadavatele/CRO bez
prodleni informovat o jakémkoli ozndmeni

o inspekci ze strany kontrolnich tradi.

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 authorised to
review his/her medical file to perform such
study monitoring. All persons who obtain
knowledge of medical data are subject to
specific secrecy obligations.

Kazdy pacient musi byt pfed zatfazenim do
studie informovan a musi poskytnout sviij
souhlas s tim, zZe zastupci CRO, zadavatele nebo
kontrolnich ufadt maji povoleno nahliZet do
jeho zdravotni dokumentace s cilem monitorovat
studii. Pro vSechny osoby, které se seznamuji

s Iékatrskymi tdaji, plati specifické naroky na
zachovani divérnosti.

11. Study Documents and Study

Medication

11. Dokumentace studie a hodnocena
1é¢iva

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.

Zadavatel/CRO poskytnou zkousSejicimu
hodnocena 1é¢iva, vSechen materidl potfebny

k dokumentaci a dalsi potfebny material
specificky pro studii. Na konci studie se musi
vSechen (zbyvajici) material dodany na studijni
pracovisté vratit CRO.

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 must be
recalled from the patient. Unused medication
will be returned to drug supplier after study
termination. It will be returned to supplier after
study termination together with all residual
study medication left over at the study site.

Zdravotnické zatizeni po dobu studie
zkousSejicimu umoZzni na bezpe¢ném misté
skladovat 1éc¢iva a obdlky s nouzovymi kédy.
ZkouSejici je povinen pfesné dokumentovat
vydej/podavani a vraceni hodnocenych 1é¢iv na
formulatich k tomu poskytnutych. Hodnocena
1é¢iva se nesmi pouZzivat k iceltim nad rdmec
protokolu. Nepouzité 1é¢ivé pripravky se musi
od pacienta vybrat zpét. Nepouzité 1é¢ivé
pfipravky budou po ukonceni studie vraceny
dodavateli 1é¢iv. Po ukonceni studie se vrati
dodavateli spolu s hodnocenymi 1é€ivy zbylymi
na studijnim pracovisti.

The Investigator ensures that during the study
the emergency envelopes provided will only be
accessible to authorised persons. All
emergency envelopes will be checked and

ZkousSejici zarucuje, Ze k poskytnutym
nouzovym obalkam budou mit pfistup pouze
opravnéné osoby. Pracovnici klinického
vyzkumu po ukonceni studie vSechny obdlky
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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.

zkontroluji a odvezou. Pokud bude n¢ktery kéd
poruseny, bude to v souladu s protokolem studie
muset byt zadokumentovano a zkousejici bude
muset podat vysvétleni.

12. Archiving

12. Archivace

All 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). The
medical files and other original records must
be retained for the longest time possible at the
hospital, institution or private practice, but not
less than 15 years.

Zkousejici / zdravotnické zatizeni musi
veSkerou dokumentaci studie uchovat po dobu
nejméné 15 let po dokonceni nebo predéasném
ukonceni studie (véetné¢ dokumenti
umoziujicich identifikaci pacientl ve studii).
Zdravotni sloZzky a jiné zdrojové zdznamy musi
byt v nemocnici, zdravotnickém zatfizeni nebo
soukromé praxi uchovany po co nejdelsi dobu,
nejmén¢ vSak po dobu 15 let.

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.

Zdravotnické zatfizeni zkouSejicimu umoZzni
dokumentaci studie na poZadovanou dobu
archivovat ve svych objektech. Musi se jednat
o objekty vhodné k archivaci s omezenym
piistupem pouze pro opravnéné osoby.

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. The Sponsor must be
informed in writing when termination of
archiving is intended. No study documentation
may be destroyed without written agreement of
the Sponsor. If applicable the Sponsor will
arrange for further archiving in accordance
with the applicable laws.

ZkouSejici dohodne archivaci dokumentace
studie ve spoluprici se zdravotnickym
zatizenim. Zadavatel musi byt informovan

o kazdé zméné zodpovédnosti za archivovanou
dokumentaci nebo mista jeji archivace.
Zadavatel musi byt pisemn¢ informovan v dob¢
zamySleného ukonceni archivace. Nic

z dokumentace studie nesmi byt zlikvidovano
bez pisemného souhlasu zadavatele. Zadavatel
v ptipad¢ potieby zajisti dalsi archivaci

v souladu s platnymi zakony.

13. Information on the Investigational

Product(s)

13. Informace o hodnoceném lé¢iva

(1é¢ivech)

Sponsor, through CRO, will deliver an up to
date “Investigator’s 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.

Zadavatel poskytne prostiednictvim CRO
,Prirucku zkousSejictho* s aktudlnimi poznatky
0 hodnoceném 1éCivu (1éCivech). Prirucka bude
obsahovat vysledky farmakologickych

a toxikologickych hodnoceni a bude informovat
o predpokladanych rizicich klinické studie.
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14. Patient Data and Data Protection

14. deaje o pacientech a ochrané
osobnich adaji

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.

Zdravotnické zatizeni kdykoli na Zadost
zkousejiciho, CRO nebo zadavatele poskytne
dokumentaci ohledn¢ pacientli zatazenych do
studie do miry potiebné k faddnému provedeni
studie.

All patient data on the eCRF and
questionnaires, that will be used for the
evaluation of the clinical study will be
documented in pseudonymized 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.

Vsechny udaje o pacientech v eCFR

a dotaznicich, které se budou pouzivat

k vyhodnoceni klinické studie, budou
zaznamendny vyhradn€ v pseudonymizované
formé, tj. aniz by byl pacient jmenovan. Jméno
pacienta a ostatni udaje souvisejici s jeho
osobou nebudou zvefejnény ani zdravotnickym
zatizenim / zkousSejicim, ani CRO nebo
zadavatelem. Pokud bude ze zdravotnich divodil
nutné pacienta v prub¢hu studie identifikovat
jménem, bude jeho totoZnost zjisténa v souladu
s pravidly ochrany osobnich tdajii platnymi pro
zdravotnické zatizeni / zkouSejiciho, zadavatele
a CRO.

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 or IECs. The data
will be transmitted and stored in
pseudonymized form.

Klinické udaje zaznamenané behem klinické
studie mohou byt za tcelem védeckého
vyhodnoceni nebo kontroly pfeddvany
zadavateli, zastupci zadavatele (CRO) nebo
dozorujicim zdravotnickym organtim nebo
NEK. Udaje budou pienaseny a uklddany

v pseudonymizované forme.

The Investigator will inform the patients about
these procedures and provide them with the
Personal Data Processing Consent form to be
read and signed by the patient prior to his/her
inclusion in the study. Patients who do not
consent to the transmission of their
pseudonymized data as described may not be
included into the study.

ZkousSejici bude pacienta o téchto postupech
informovat. Pacienti, ktefi nesouhlasi

s pfenosem svych pseudonymizovanych udajd,
jak je zde popsano, nemohou byt do studie
zatazeni.

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.

Pokud je nutné zpracovavat a ukladat osobni
udaje pacientli vzhledem k uloZenym
povinnostem nebo ke splnéni rozsihlych
pozadavkl, budou piijata organiza¢ni opatfeni
s cilem zamezit jejich pfenosu neopravnénym
tretim stranam.

Sponsor and CRO accept the responsibility to
regard personal information about the

Zadavatel a CRO pfijimaji zodpovédnost za to,
Ze osobni informace (napf. Zivotopis), které se

NUT-3_InvA_HosA_Bilingual_Hejda_final_V1.0_20190905.dox

Strana 11 z 25




Kéd studie: NUT-3/NAS
EudraCT ¢.: 2018-003443-31

Smlouva se zdravotnickym zafizenim / zkouSejicim
Fakultni nemocnice Plzent / MUDr. Viclav Hejda

20190905
DUVERNE

investigator(s) and any other persons involved
directly or indirectly in the clinical study as
strictly confidential (e.g. curriculum vitae).

tykaji zkousSejiciho (zkousejicich) a vSech
ostatnich osob, které jsou ptimo nebo nepiimo
zapojené do studie, budou povazovany za piisné
daveérné.

The parties acknowledge that it is

Institution’s and Investigator’s responsibility to
ensure the protection of the personal data of
study patients and other personal information
of other individuals that will be disclosed to
them in the course of the clinical study. The
Institution and the Investigator are responsible
for the lawful collection of the study data from
study patients and will forward such data only
in pseudonymized form to the Sponsor and
CRO.

Smluvni strany berou na védomi, Ze
zdravotnické zatizeni a zkouSejici zodpovidaji
za to, Ze zajisti ochranu osobnich udajii pacientl
zapojenych do studie a dalSich osobnich tdaji
jinych osob, které jim budou v pribéhu klinické
studie sd€leny. Zdravotnické zatizeni

a zkouSejici zodpovidaji za to, Ze tdaje ze studie
budou od pacientti ve studii shromazd’ovany

v souladu se zdkony a budou je zadavateli

a CRO predavat pouze v pseudonymizované
formé.

Institution and Investigator agree that Sponsor
and CRO may collect and process personal
data of the Investigator and any sub-
investigators involved in this study (e.g., name,
address and other contact information, medical
position, education, CV, study experience) and
save such data in their databases (including
data about Institution’s and Investigator’s and
any sub-investigator’s involvement in and the
outcome of inspections and audits). Sponsor and
CRO may use and process such data of
Investigator and sub-investigators for the
conduct, monitoring and analysis of the study
and for the use of the study data and results in,
for example, regulatory filings or publications.
Sponsor may transfer such personal data to other
institutions (e.g., competent authorities, IECs,
journals), affiliates, partner companies and
service providers of Sponsor that may be based
in the EU or in other jurisdictions even if the
jurisdictions have a lower data protection level
than the EU (e.g., USA). Investigator
acknowledges that these commitments are also
part of Institution’s and Investigator’s
contractual obligations and services hereunder as
the processing, use and transfer of such data are
required to enable the conduct and review of the
study and to subsequently evaluate and use the
study results.

Zdravotnické zatizeni a zkouSejici souhlasi

s tim, Ze zadavatel a CRO mohou shromazd’ovat
a zpracovdavat osobni udaje zkouSejictho

a spoluzkousejicich v této studii (napi. jméno,
adresu a dalsi kontaktni informace, funkce ve
zdravotnickém zatizeni, vzdélani, Zivotopis,
zkuSenosti se studiemi) a ukladat je do svych
databazi (vCetné udajii o zapojeni
zdravotnického zafizeni, zkouSejiciho

a spoluzkousejiciho do inspekci a audita

a vysledki téchto inspekefi a auditil). Zadavatel
a CRO mohou tyto uidaje o zkousejicim

a spoluzkousejicich pouZivat a zpracovavat

k provadéni, monitorovani a analyzovani studie
a k vyuZiti ddaji ze studie a vysledku studie
napft. k predkladani dokumentace kontrolnim
uradiim nebo publikaci. Zadavatel mize tyto
osobni udaje pireddvat dalSim subjektim (napf.
piislusnym organtim, NEK, periodikiim),
pridruZenym spolecnostem, partnerskym
spole¢nostem a spolecnostem, které mu
poskytuji sluzby, se sidlem v EU nebo v jinych
jurisdikcich, a to i tehdy, pokud je v téchto
jurisdikcich nizsi droven ochrany tdaji nez

v EU (napt. USA). ZkousSejici bere na védomi,
Ze tyto zavazky jsou téZ soucasti povinnosti

a sluzeb zdravotnického zafizeni a zkouSejictho
vyplyvajicich ze smlouvy, protoZe zpracovani,
pouZivani a pienos téchto tdajl je nutny

k provadéni a kontrole studie a k ndslednému
vyhodnoceni a vyuZiti vysledki studie.

Institution and Investigator are aware and agree
that the information about the study and their
participation will be entered into and made

Zdravotnické zatizeni a zkouSejici jsou si
védomi toho a souhlasi s tim, Ze informace
o studii a jejich dcasti budou zaddny do databédzi
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public in clinical trial databases in Germany
and other countries (e.g., EU Clinical Trials
Register, EU-CTR). Institution and
Investigator also acknowledge that the Sponsor
is obliged by law to publish study reports in
which their roles may be noted and disclosed.

klinickych studii v Némecku a jinych zemich
(napt. do Registru klinickych studii EU, EU-
CTR) a prostrednictvim téchto databazi
zvetejnény. Zdravotnické zatizeni a zkouSejici
také berou na védomi, ze zadavatel ma ze
zékona povinnost zvetejnit hldsSeni o studii,

v nichZ mohou byt jejich role uvedeny

a zvefejnény.

Institution will ensure that Investigator and all
sub-investigators, before being involved in this
study, will execute appropriate declarations (as
set out in Attachment 1) in which they, among
other things, confirm their legal and data
protection obligations during the study and in
which they confirm their obligation to allow
Sponsor and CRO the storage and processing of
their data in the aforementioned manner.

Zdravotnické zatizeni zajisti, Ze zkouSejici

a vSichni spoluzkousejici pied zapojenim do této
studie podepisi potfebnd potvrzeni (stanovena

v ptiloze 1), v nichZ krom¢ jiného potvrdi své
zékonné povinnosti a povinnosti ohledné
ochrany udajt v priibé¢hu studie a sviij zdvazek
umoznit zadavateli a CRO ukléddat a zpracovdvat
svoje udaje vySe uvedenym zptusobem.

15. Information on attending clinical

trial meetings

15. Informace o ucasti na setkani

tykajicich se Kklinické studie

The principal investigator and/or study team
may be invited to participate in clinical trial
meetings / conferences. The Parties agree that no
additional remuneration will be given to the
Lead Investigator or Study Team for
participation or engagement in such meetings /
conferences, but if reasonable and justifiable, the
Company will provide the Principal Investigator
and Study Team Members with adequate hotel
accommodation, refreshments and transport to
and from meetings / conferences or provide
reasonable compensation based on documented
hotel accommodation and transport costs. If the
principal investigator and / or study team are
required to perform additional tasks beyond the
tasks required to conduct the clinical study, the
terms and obligations relating to the provision of
such services shall be the subject of a separate
contract.

Hlavni zkousejici a/nebo studijni tym mohou byt
prizvani k dcasti a zapojeni se do
setkdni/konferenci tykajicich se klinické studie.
Smluvni strany se dohodly, Ze za i¢ast nebo
zapojeni se do takovych setkdni/konferenci
nebude hlavnimu zkousSejicimu ani studijnimu
tymu poskytnuta Zddn4 dodate¢nd odména, ale
bude-li to icelné a ospravedlnitelné, spolecnost
zajisti hlavnimu zkousejicimu a ¢lenim studijniho
tymu piimétené hotelové ubytovani, obCerstveni a
dopravu na a ze setkani/konference nebo jim
poskytne pfimétené nahrady na zékladé
dolozenych vydaji za hotelové ubytovani a
dopravu. Bude-li pozadovano, aby hlavni
zkousSejici a/nebo studijni tym plnili dalsi ukoly
nad radmec dkoll potfebnych pro provedeni
klinické studie, budou podminky a povinnosti
tykajici se poskytovani téchto sluzeb predmétem
samostatné smlouvy.

16. Confidentiality/Publication of
Results

16. Divérnost informaci / zveiejnéni
vysledki

All information concerning the clinical study
and the study medication must be treated as
strictly confidential and may not be made

VSechny informace ohledné klinické studie
a hodnoceného 1é¢iva musi byt uchovavany
v piisné divernosti a nesmi byt zpfistupnény
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accessible to third parties. The Investigator will
ensure that other staff involved in the study
will also keep strict confidentiality.

tretim strandm. Zkousejici zajisti, aby ostatni
pracovnici zapojeni do studie také zachovavali
piisnou divérnost informaci.

Until publication of the study results,
Institution and Investigator must treat all
findings from the study and all information
received on the study strictly confidential and
must not disclose such information to any third

party.

Dokud nebudou vysledky studie publikovény,
zdravotnické zafizeni a zkouSejici musi
zachovévat pfisnou divérnost vech informaci
zjiSténych ve studii a nesmi je zpfistupnovat
Zadnym tfetim strandm.

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 cause delay in
publication/presentation of the study results
without any justified reason. As this is a multi-
national/multi-centre study, it is intended to
publish the results of the complete study only
after finalisation of the clinical study report.

Zadavatel podporuje zverejnéni informaci
souvisejicich se studii a jejich vysledku. Pred
zvetejnénim ovSem musi byt zadavateli
predlozeny ke kontrole. Nez budou takové
informace prezentoviny nebo preddny ke
zvetejnéni, zadavatel obdrzi jejich uplné znéni
nejpozdéji tiicet (30) dni pred jejich predanim
vydavateli. Zadavatel bezodkladné¢ vyrozumi
autora o svych ptfipominkdch na zakladé
kontroly. Pokud zadavatel navrhne né&jaké
Upravy, musi byt tyto ndvrhy uvazeny

s vyjimkou piipadut, kdy by to ovlivnilo védecky
charakter nebo neutralitu publikace. Zadavatel
ani zdravotnické zafizeni / zkousSejici nepozdrzi
publikaci/prezentaci vysledka studie, aniz by

k tomu m¢éli opodstatnény divod. JelikoZ se
studie provadi ve vice zemich a na vice
pracovistich, je v planu publikovat vysledky celé
studie teprve po finalizaci zadvérecné zpravy

z klinické studie.

17. Inventions and ,, Know-how*¢

17. Vynalezy a ,,know-how**

The Institution and Investigator will inform
CRO and Sponsor immediately if in the course
of the clinical study any patentable or
otherwise legally protectable inventions or
technical improvements are made. The parties
agree that the Sponsor owns or shall own all
rights to such inventions and improvements.
Upon request of Sponsor, Institution is obliged
to transfer all rights to such inventions and
technical improvements to Sponsor. Institution
and Investigator will provide Sponsor with any
possible support to obtain patents or other
protection rights for all inventions, discoveries
and technical improvements made during the
study or in connection with it. The parties are
obliged to assist each other in this respect, in

Zdravotnické zatizeni a zkousejici budou CRO
a zadavatele okamzit¢ informovat, pokud budou
v prub¢hu klinické studie u¢inény
patentovatelné nebo jinak pravné ochranitelné
vynalezy nebo technicka zlepSeni. Smluvni
strany souhlasi s tim, Ze zadavatel vlastni nebo
bude vlastnit vSechna prava k témto vyndlezim
a zlepSenim. Zdravotnické zafizeni je na Zadost
zadavatele povinné prevést vSechna prava

k témto vyndleziim a technickym zlepSenim na
zadavatele. Zdravotnické zafizeni a zkouSejici
poskytnou zdavateli vSemozZnou podporu pii
ziskani patentl nebo jinych ochrannych prav na
vSechny vyndlezy, objevy a technickd zlepSeni
ucinéné behem studie nebo v souvislosti s ni.
Strany maji povinnost si v tomto ohledu
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particular to sign all legally required
declarations. The Investigator also expressly
agrees that the results of the clinical study
performed under this agreement shall be and
remain the property of Sponsor.

navzdjem pomdhat, zejména pokud jde

o podepsani vSech zdkonem vyzadovanych
prohldseni. Zkousejici také vyslovné souhlasi
s tim, Ze vysledky klinické studie provedené
podle této smlouvy budou a zlistanou
vlastnictvim zadavatele.

Sponsor will reimburse Institution any
employee invention compensation that
Institution has to pay the inventor under
mandatory employee invention laws. The
parties agree that the fees and payments made
by Sponsor under this agreement are also
aimed as compensation to the Institution for
the transfer of any inventions or improvements
as agreed in this clause.

Zadavatel zdravotnickému zatizeni uhradi
veskeré odmeény za vyndlezy ucinéné jejimi
zameéstnanci, které zdravotnické zarizeni musi
vyndlezci vyplatit v souladu s platnymi zdkony
o vyndlezech u¢inénych zaméstnanci. Smluvni
strany souhlasi, Ze odmény a platby hrazené
zadavatelem na zakladé této smlouvy jsou také
urc¢eny jako kompenzace zdravotnickému
zafizeni za ptevod vyndlezl nebo zlepSeni
dohodnuty v tomto ustanoveni.

18. Premature Termination of the
Study

18. Predc¢asné ukondéeni studie

The competent authority or the IEC 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 or IEC and instruct
the Investigator on how to proceed with
patients still being in the study at the time of
interruption or premature termination.

s 2N

Ptislusny kontrolni dfadu nebo NEK mohou
pozastavit nebo odvolat souhlas s provadénim
klinické studie, za kterou zodpovidaji. V
takovém piipad¢ nemiiZe klinick4 studie
pokracovat. Zadavatel bude zdravotnické
zafizeni / zkouSejiciho okamzit€ informovat

o takovém rozhodnuti daného tfadu nebo NEK
a preda zkouSejicimu informace o tom, jak
postupovat s pacienty, ktefi jsou zatfazeni ve
studii v dobg jejiho pteruseni nebo pied¢asného
ukonceni.

19. Remuneration

19. Odména

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.

Pod podminkou, Ze studie bude provddéna

v souladu s protokolem studie a bude predloZena
uplnd a vyhodnotitelnd dokumentace, bude
zdravotnickému zafizeni uhrazena odména.

The institution™s fee will be |||l per
patient for whom the documentation is
complete and available according to the
predetermined time schedule.

Odména zdravotnického zafizeni bude |||l
za pacienta, jehoZ dokumentace bude
zkompletovand a k dispozici podle pfedem
stanoveného harmonogramu.
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For patients who discontinue the study prior to
completion the institution's fee will be pro rata,
according to the following schedule:

U pacientq, ktefi ukon¢i svou dcast ve studii
pfed jejim dokoncenim, bude odména
zdravotnického zatizeni pomérné rozpocitana
podle této tabulky:

Optional assessments are included in the above
mentioned visit fees and will be deducted from
the visit fee when not performed:

Platby za nepovinna vysetieni jsou zahrnuty

v platbach za navstévy uvedenych vyse, pokud
se neuskutecni, budou z platby na navstévu
odecteny:

Administrative fee:

The Sponsor agrees that an amount of € 1200
will be paid to the Institution as an
administrative fee for negotiating this
agreement and for associated administrative
tasks. This fee is due to be paid in connection
with executing this agreement and after
provision of a valid invoice by the Institution.

Amendment administration fee:

The Sponsor agrees that an amount of € 200 will
be paid to the Institution as a fee for contract
amendment administration, if applicable. This
fee is due to be paid in connection with
executing the amendment and after provision of
a valid invoice by the Institution.

Audit in pharmacy, CRA visits to pharmacy:
The Sponsor agrees that an amount of € ||l
will be paid to the Institution as a fee for audit
performed in pharmacy and CRA visits to the
pharmacy. This fee is due to be paid in
connection with audit/CRA visit conduct.

Administrativni poplatek:

Zadavatel se zavazuje, Ze zdravotnickému
zafizeni bude uhrazena Céastka 1200 € jakoZto
administrativni poplatek za vyjednani této

smlouvy a administrativni dkony s tim spojené.
Narok na tento poplatek vznikd v ndvaznosti na
uzavieni této smlouvy a po poskytnuti platné
faktury Zdravotnickym zafizenim.

Poplatek za dodatek ke smlouvé:

Zadavatel se zavazuje, ze zdravotnickému
zafizeni bude uhrazena castka 200 € jakozto
poplatek za zpracovani ptipadného dodatku ke
smlouvé. Narok na tento poplatek vznika
v ndvaznosti na uzavieni tohoto dodatku a po
poskytnuti  platné faktury Zdravotnickym
zafizenim.

Audit v 1ékarné, navstéva monitora v 1ékarné:
Zadavatel se zavazuje, Ze zdravotnickému
zafizeni bude uhrazena Céstka
jakoZzto poplatek za audit 1ékarny a za navstévy
monitora v 1ékarn¢. Narok na tento poplatek
vznikd v ndvaznosti na uskutecnéni
auditu/navstévy monitora.
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Pharmacy start-up fee:

The Sponsor agrees that an amount of [JJjjj will
be paid to the Institution as a start-up pharmacy
fee associated with any start-up services related
to the pharmacy. This fee is due to be paid in
connection with executing this agreement.

Pharmacy fee per shipment:

The Sponsor agrees that an amount of [JJjjj will
be paid to the Institution as a fee for each study
medication shipment and handover to the site.
This fee is due to be paid in follow-up to
shipment receipt.

Unless this article stipulates otherwise, the
Institution’s fee includes all services provided
by the Institution for the performance of this
study. Services requested by the study protocol
may not be invoiced to the patient’s or their
insurance carrier.

Pocatecni 1€karensky poplatek:

Zadavatel se zavazuje, Ze zdravotnickému
zafizeni bude uhrazena castka [JJjliakozto
pocatecni lékarensky poplatek spojeny se
sluzbami poskytnutymi lékdrnou na pocatku
studie. Narok na tento poplatek vznikd
v ndvaznosti na uzavieni této smlouvy.

Lékarensky poplatek za zésilku:

Zadavatel se zavazuje, Ze zdravotnickému
zafizeni bude uhrazena castka [j jakoZto
poplatek za prevzeti kazdé zasilky 1éka a predani
na centrum. Narok na tento poplatek vznika
v ndvaznosti na piijeti zasilky.

Neni-li v tomto ¢lanku uvedeno jinak, odména
zdravotnického zatizeni pokryva vSechny sluzby
poskytnuté zdravotnickym zafizenim pfi
provadeéni této studie. Sluzby pozadované
protokolem studie nelze fakturovat pacientim
ani jejich zdravotni pojiStovneé.

In case of a 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 piipad¢ odchylky od protokolu s naslednym
vyfazenim pacienta z hodnoceni (napf. pacient
nesplni kritéria pro zarazeni/vylouceni, chybé&jici
a/nebo nevérohodné udaje o ucinnosti

a bezpecnosti) nebude za tohoto pacienta
vyplacena Zadna uhrada.

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

Pti predCasném ukonceni studie jako takové se
odmeéna bude zakladat na vySe zminéném
rozpisu dle pomeru k uplynulé dobé.

Payments will be effected quarterly after
confirmation of the CRO that complete and
evaluable documentation is available. The
Institution’s fee will be transferred to the
following bank account (the Institution will
notify FALK in case of account changes):

Uhrady budou provadény &tvrtletné poté, az
CRO potvrdi, Ze je k dispozici uplna

a vyhodnotitelnd dokumentace. Odména
zdravotnického zatfizeni bude pievedena na nize
uvedeny bankovni ucet (zdravotnické zatizeni
oznami spolecnosti FALK piipadné zmény
bankovnich tdaja):

Holder of Account: [ | Mejiclcon:
___ yméno banky:
Name of the Bank: _
IBAN: .
IBAN: I —
E— swirT 810): [
SWIET (BIC): .
P —

Ditivod ptevodu:

Reason for Transfer:
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Liable to VAT? [ Jno [X yes

Podléha DPH? [ Jne [X]ano

(please tick)

(prosim zaskrtnéte)

If yes, please enter the Institution’s

international VAT Reg. No.: ||| | | Gz

Pokud ano, zadejte prosim mezinarodni danové

identifikacéni ¢islo zdravotnického zafizeni:

Payment will be done based on the Invoice
from the Institution according to the
calculation of performed visits approved by the
Investigator. Layouts for payments and all
notifications will be sent to the Institution,
Clinical trials unit, Edvarda Benese 1128/13,

305 99 Plzen — contact person ||| N

B votil the Sth day of the

month (or quarter) following after the visits
occured. Payments will be done by Dr. Falk
Pharma GmbH after receipt of an invoice
issued by the Institution which meets the
following requirements:

Invoice of the Institution is addressed to Dr.
Falk Pharma GmbH and contains the following
items:

* Name of Beneficiary (including its VAT
ID-No.):

Dr. Falk Pharma GmbH

* Invoice No.= variable symbol
* Protocol number NUT-3= specific symbol

+ Indication of VAT obligation: [_|no [X] yes
(ticked)

* Invoice due date is 30 days from the date of
issue

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:

. International VAT ID-No. of the
Institution
. 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.”

In case of the delay of payment for services
provided the Institution is entitled to ask for the

Platba bude provedena na zéakladé fakturace
zdravotnickym zafizenim dle kalkulace
uskuteCnénych ndvstév vytvofené zadavatelem a
odsouhlasené zkousejicim.

Podklady pro fakturaci a veskera ozndmeni
zdravotnickému zafizeni budou zasldna do
Zdravotnického zatfizeni, Centrum klinickych
studif, Edvarda BeneSe 1128/13, 305 99 Plzen —

kontaktni osoba [

nejdéle do 5. dne nasledujiciho mésice (pfipadné
ctvrtleti) od uskute¢nénych navstev.

Uhrady budou provedeny spole¢nosti Dr. Falk
Pharma GmbH, aZ od zdravotnického zafizeni
obdrzi fakturu, kterd bude spliiovat tato kritéria:

Faktura zdravotnického zatizeni bude
adresovana spolecnosti Dr. Falk Pharma GmbH
a budou v ni uvedeny tyto udaje:

« Jméno odbératele (véetné DIC):

Dr. Falk Pharma GmbH

symbol

« Cislo protokolu NUT-3= specificky symbol

e Povinnostk DPH: [ Jne [X]ano
(zaskrtnuto)

* Splatnost faktury 30 dni od vystaveni

Pokud zdravotnické zaiizeni ma povinnost
k DPH: Na faktui'e uved’te jen Cistou ¢astku

a dale tyto udaje:

. Mezinérodni DIC zdravotnického
zafizeni

. ProhlaSenti: ,,V ramci systému pieneseni

danové povinnosti v ramci Evropské unie DPH
hradi pfijemce plnéni. Dan se pfesouva na
odbératele.*

V piipad¢ prodleni dhrady za poskytnuté sluzby
je Zdravotnické zatizeni oprdvnéno pozadovat
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rate for late payments in amount 0,01% per day
from the amount owed until its full payment.

uroky z prodleni ve vysi 0,01% denné z dluzné
¢astky az do jejiho uplného zaplaceni

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

Pokud bude danova povinnost k DPH kdykoli
zruSena, zdravotnické zafizeni o tom bude
zadavatele informovat.

The investigator will compensate patient’s
expenses (travel expenses) incurred during the
course of the clinical study in the form of meal
vouchers in the amount of [|JJij per study
visit provided to the site by the CRA as
needed. Patients will be also reimbursed for the
time loss and discomfort associated with liver
biopsy in amount of ||l in cash. The
cash reimbursement for patients will be paid
retrospectively through the Institution after
receiving the funds from the Spnsor based on the
invoice.

Zdravotnické zatizeni poskytne pacientovi
nahradu ndkladia (cestovnich vydaji) vzniklych
v prabéhu klinické studie, a to ve forme
stravenek v hodnoté ] za studijni
navstévu, které budou centru dle potieby
poskytnuty monitorem studie. Dale bude
pacientiim poskytnuta kompenzace za Cas a
nepohodli souvisejici s biposif jater ve vysi |
I v hotovosti. Ndhrady subjekti

v hotovosti budou vyplaceny prostifednictvim
Zdravotnického zafizeni zpétné po obdrzeni
finan¢nich prostredkil od zadavatele na zdkladé
fakturace.

20. Term and Termination of the Study

20. Trvani a ukoné¢eni studie

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

This agreement has been written in the English
and Czech language — in case of any dispute
between the two language versions the Czech
version will prevail.

Tato smlouva se uzavird na dobu trvani studie.
Smlouva byla sepsana v jazyce anglickém a
ceském. V piipad€ rozporu mezi obéma
jazykovymi verzemi je rozhodujici Ceskd verze.

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.

Nébor pacientt do studie bude ukoncen, az bude
dosaZeno statisticky nutné velikosti souboru.
Zadavatel/CRO budou informovat v§echna
studijni pracovisté, aZ bude tohoto cile
dosaZeno.

Sponsor is entitled to cancel this agreement at
any time by giving Institution and Investigator
a thirty days’ written notice.

Zadavatel je opravnén tuto smlouvu kdykoli
vypoveédét ticetidenni vypoveédi
zdravotnickému zafizeni a zkousejicimu.

All parties are entitled to terminate the
agreement with immediate effect for important
reasons. Such important reasons for
cancellation may include:

Vsechny strany jsou opravnény smlouvu ze
zévaznych divodi kdykoliv vypovédét.
Zavaznymi divody k vypovédi smlouvy mohou
byt:

* if any of the contracting parties does not
fulfil any provision of this agreement and does
not rectify the default within thirty days from
delivery of the request for correction

* pokud nékterd smluvni strana nesplni
kterékoliv ustanoveni této smlouvy a neprovede
ndpravu zdvadného stavu do tficeti dni od

PIAS

doruceni Zadosti o ndpravu,
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* if any of the parties makes a settlement
with its creditors or if any of the parties is
declared bankrupt

* pokud se n€kterd strana dohodne na
vyrovndani se svymi véfiteli nebo pokud néktera
strana vyhlasi upadek,

» if any of the parties loses its competency to
act in this area

* pokud nékterd strana pozbude svou
kvalifikaci k ¢innosti v této oblasti,

* when the study-related risks for study
subjects are higher than it was expected before
and outweigh the potential benefits, or

* pokud jsou rizika souvisejici se studii pro
subjekty vyssi, nez se oCekavalo, a prevySuji
potencialni pfinosy,

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

* pokud jsou vSechny souvisejici souhlasy,
povoleni, smlouvy nebo vyjimky odvoldny,
jejich platnost pozastavena anebo pokud neni
jejich platnost prodlouZena.

21. Applicable Law — Competent
Courts

21. Rozhodné pravo — piislusné soudy

This agreement is subject to Czech law and
was elaborated in accordance with it. The
competent courts in the Czech Republic shall
have exclusive jurisdiction.

Tato smlouva se tidi Ceskymi zdkony a byla
pripravena v souladu s nimi. Vyhradni soudni
pravomoc maji piisluiné soudy Ceské
republiky.\

22. Severability Clause

22. Oddélitelnost

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

Pokud kterékoliv ustanoveni této smlouvy je
neplatné nebo neucinné nebo se stane neplatnym
nebo nedcinnym, nebude tim dotcena ucinnost
zbytku smlouvy. Neplatné nebo neidcinné
ustanoveni bude nahrazeno jinym ustanovenim,
které je v souladu se zdkony a nejlépe vystihuje
smysl zruseného ustanoveni.

23. Further Obligations of the
Institution

23. Dalsi povinnosti zdravotnického
zarizeni

By signature the Institution’s representative
assures:

Zastupce zdravotnického zatizeni svym
podpisem zarucuje:

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

- Ze zkouSejici a pracovnici studie dostanou
k provedeni této studie dostatek Casu,

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

- Ze k provedeni této studie jsou k dispozici
vhodni pracovnici a vhodné prostory a vybaveni,
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- that assistance will be rendered to the
Investigator in organisational, administrative,
professional and any other matters connected
with the performance of the study

- Ze zkousSejicimu bude poskytovana pomoc
v organizacnich, administrativnich, odbornych
a dalsich zaleZitostech souvisejicich

s provedenim studie,

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

- Ze studie bude provedena podle platného
protokolu studie a v souladu se zdkonnymi
pozadavky a spravnou klinickou praxi,

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

- Ze budou dodrZzovéna doporuceni Helsinské
deklarace,

- (if applicable:) that conduct of the clinical
trial is in agreement with the Institution’s
employer conditions,

- (pokud je relevantni:) Ze provedeni klinické
studie je v souladu s podminkami stanovenymi
zameéstnavatelem ve zdravotnickém zafizeni,

- that the Investigator and study team shall
use all reasonable endeavours to recruit an
adequate number of patients for this study, i.e.
at least the number of patients provided during
the feasibility assessment of the study

- Ze zkousSejici a studijni tym vynalozi veskeré
piimétené tsili, aby do studie zatadili
odpovidajici mnozZstvi pacientd, tj. alespon pocet
pacientii uvedeny béhem hodnoceni
proveditelnosti studie

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

- Ze bude umozné€no monitorovani
a oveéiovani zdrojovych udaju,

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

- Ze zdravotnické zatizeni souhlasi
s audity/inspekcemi provadénymi zastupci
zadavatele/CRO nebo tifednich orgdnt.

By his/her signature the Investigator assures:

Zkousejici svym podpisem zarucuje:

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

— Ze se seznamil s protokolem klinické studie
a dodatky k nému a Ze jejich obsah uznava za
vychodisko k provadéni klinické studie,

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

— Ze vCas shromdzdi vSechny udaje
a zaznamena a uloZ{ je spravné a v uplnosti,

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

— Ze bude svou Cinnost vykondvat podle
zékonnych predpisti a v souladu se spravnou
klinickou praxi,

— to respect the recommendations of the
Declaration of Helsinki,

— Ze bude dodrzovat doporuceni Helsinské
deklarace,

— document and report to Sponsor or another
person named by Sponsor in the study protocol
all serious adverse events and other adverse
events according to the procedures specified in
the study protocol,

— Ze bude dokumentovat vSechny zadvazné
nezadouci piihody a jiné neziddouci ptihody

a hlasit je zadavateli nebo jiné osob¢ jmenované
zadavatelem v protokolu studie postupy
stanovenymi v protokolu studie,
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— to have received a copy of the
investigator’s brochure concerning the
investigational product and to be informed
about its contents,

— Ze obdrzel kopii ptirucky zkouSejiciho
a seznamil se s jejim obsahem,

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

— Ze podepise platny protokol studie a bude na
této klinické studii spolupracovat podle néj.

24. Final Provisions

24. Zavérecna ustanoveni

Any changes of this agreement and this
written-form-clause and any ancillary
arrangements must be done in writing.

Jakékoli zmény této smlouvy, tohoto ustanoveni
o pisemné formé a vSech dodatecnych ujednani
musi byt provedeny pisemné.

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

Smluvni strany vyslovné potvrzuji, Ze tato
smlouva nemd a ani nebude mit jakykoliv vliv
na pfedepisovani nebo vyjednavani o cenach
1éCivych piipravki.

The Sponsor takes into account and agrees that
the Institution will post this Agreement in the
Contracts registry in accordance with the law
340/2015 Coll. In the deadline stated by the
law. Confidential information which are
connected to the clinical trial and which met
the definition of the business secret according
to the §504 law no. 89/2012 Coll. Civil Code
(e.g. Investigators Brochure, financial
calculation etc.) will not be posted in the
registry.

Zadavatel bere na védomi a souhlasi s tim, Ze
zdravotnické zatizeni zvetejni tuto smlouvu dle
zékona ¢. 340/2015 Sb. V registru smluv

v zdkonem stanovené lhite. Diivérné informace,
které se tykaji klinického hodnoceni a které
spliuji definici obchodniho tajemstvi dle §504
zékona €. 89/2012 Sb. Obcansky zdkonik (napf.
brozura zkousSejiciho, vypocet finan¢ni odmény
za pacienta, apod.) nebudou v registru
zvetejnény.

Should any of the provisions of this agreement
be declared entirely or in part invalid or
unenforceable, the remaining terms of this
agreement shall remain in full force and effect.
The invalid provision shall be replaced by

a valid provision reflecting, to the extent
possible, the intent of the original provision.

Pokud by kterdkoli ustanoveni této smlouvy
nebo néktera jejich ¢ast byly prohlaseny
neplatnymi nebo nevymahatelnymi, zbyvajici
podminky této smlouvy si v plném rozsahu
zachovaji svou platnost. Neplatné ustanoveni
bude nahrazeno platnym ustanovenim, které
bude v maximéalni mozné mife odrazet smysl
puvodniho ustanoveni.
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Attachment 1: Draft Declaration of
Commitment for Sub-Investigators

Priloha 1: Koncept prohlaseni o zapojeni
spoluzkousejicich

Declaration of Commitment and Waiver

Prohlaseni o zapojeni a vzdani se naroku a prav

I have received a copy of the above
“Hospital/Investigator Agreement” and have read
and understood its content. By signing this
declaration, I accept my appointment as Sub-
Investigator for the Study. I am aware of the fact that
I am not a contract party to the agreement.

Obdrzel(a) jsem kopii vySe uvedené ,,.Smlouvy se
zdravotnickym zafizenim / zkousejicim*

a sezndmil(a) jsem se s jejim obsahem. Podpisem
tohoto prohl4seni pfijimdm své jmenovani
spoluzkousejicim v této studii. Jsem si védom(a)
toho, Ze nejsem smluvni stranou této smlouvy.

I declare vis-a-vis the Sponsor to be bound by the
provisions of the agreement as far as Sub-
Investigator obligations and duties are attributed to
me. I will also fulfill the statutory obligations that
apply to this role. I also accept to be bound by the
contract provisions on confidentiality, intellectual
property rights, patient recruitment, monitoring and
audits.

Prohlasuji vici zadavateli, Ze budu vazan(a)
ustanovenimi této smlouvy, pokud jde o mné
pfidélené povinnosti a tikoly spoluzkousejiciho.
Splnim také zdkonné pozadavky, které plati pro tuto
funkci. Souhlasim také s tim, Ze budu vazan(a)
ustanovenimi této smlouvy ohledné dtivérnosti
informaci, prav k duSevnimu vlastnictvi, naboru
pacientil, monitorovani a auditt.

Towards the Sponsor, I commit myself to
immediately notify the Institution and Sponsor of
any inventions or technical improvements which
I observe during my participation in the study or
which I am informed of by study team members.
In the event that this is qualified as a job
invention, this can be claimed by the Institution
and transferred to Sponsor. If it should not be

a job invention, I herewith transfer this invention
directly to Sponsor. I also declare vis-a-vis
Sponsor that I will exercise my publication
rights, however with the limitations that draft
publications must comply with the requirements
of the study protocol and be presented to Sponsor
for review and commenting ahead of submissions
to publishers as stipulated in the agreement.

Zavazuji se zadavateli, Ze zdravotnické zatizeni

a zadavatele budu okamZité¢ informovat o vSech
vyndlezech nebo technickych zlepsenich, které

v pribéhu studie zjistim nebo o nichZ mé budou
informovat pracovnici studie. V ptipad¢, Ze toto
bude kvalifikovano jako vyndlez u¢inény pfi
plnéni pracovnich povinnosti, miiZe na n¢j mit
narok zdravotnické zatizeni, které ho pfevede na
zadavatele. Pokud se nejednd o vyndlez u€inény
pii plnéni pracovnich povinnosti, pfevadim ho
timto pifimo na zadavatele. Prohlasuji také vuci
zadavateli, Ze budu uplatiiovat své publikaéni
prava, avSak s témi omezenimi, Ze koncepty
publikaci musi byt v souladu s poZadavky
protokolu studie a musi byt zadavateli predloZeny
ke kontrole a opatfeni pozndmkami pted pfedanim
vydavatellim, jak je stanoveno ve smlouvé.

I agree that Sponsor and CRO may collect and
process my personal data (e.g., name, address and
other contact information, medical position,
education, CV, study experience) for the
performance of the contract and to conduct and
analyse the clinical study and perform related
activities. Sponsor may transfer my personal data to
other institutions (e.g., regulatory authorities),
affiliates, partner companies and service providers in
the EU and other jurisdictions even if these have

a lower data protection level than the EU (e.g., USA).
I acknowledge that these commitments are also part
of my obligations and services vis-a-vis Institution as
the processing of my data is required to enable the
conduct, review and exploitation of the study. I agree
that my data may be entered into public clinical

Souhlasim s tim, ze zadavatel a CRO mohou
shromazd’ovat a zpracovdvat moje osobni ddaje
(napf. jméno, adresu a dal$i kontaktni informace,
funkce ve zdravotnickém zafizeni, vzdélani,
Zivotopis, zkuSenosti se studiemi) k naplnéni
smlouvy a k provedeni a analyze klinické studie

a provedeni souvisejicich ¢innosti. Zadavatel muze
moje osobni udaje preddvat dalsim subjektim (napf.
kontrolnim tfadiim), pfidruZenym spolecnostem,
partnerskym spole¢nostem a poskytovateltim sluzeb
se sidlem v EU nebo v jinych jurisdikcich, a to

nez v EU (napf. USA). Beru na védomi, Ze tyto
zavazky jsou také soucdsti mych povinnosti a sluzeb
vici zdravotnickému zatizeni, protoZe zpracovani
mych tdaji je nutné k provadéni, kontrole a vyuziti
vysledka studie. Souhlasim s tim, Ze moje tdaje
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trial databases in Germany and other countries
(e.g., EU Clinical Trials Register, EU-CTR).

mohou byt zad4dny do vefejnych databazi klinickych
studii v Némecku a jinych zemich (napt. do
Registru klinickych studii EU, EU-CTR).

I have had the opportunity to ask questions about this
declaration and do not need further information.

Meéla(a) jsem prilezitost kldst otdzky ohledné tohoto
prohlaSeni a nepotiebuji Zddné dalsi informace.

Place and Date:

Misto a datum:

Signature:

Podpis:

Name of Sub-Investigator:

Jméno spoluzkousejiciho:
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