Agreement
on the conduct of

a clinical trial
Institution:  University Hospital Hradec
Kralove
Address: Sokolska 581

500 05 Hradec Kralove —
NovyHradec Kralove
Czech Republic

Taxpayer ID No.: CZ00179906

Company No.: 00179906

Represented by: prof. MUDr. Vladimir
Palicka, CSc., dr. h. c.,
director

(hereinafter referred to as “Provider”)

and

PHARMNET s.r.o. (company identification
number 61856797) with a registred office at
K Hrn¢ifdm 20, 149 00 Praha 4, Czech
Republic, represented by RNDr. Jan Malac,
Ph.D., Managing Director (hereinafter
referred to as "Contractual Research
Organization" or "CRQ") acting in its name
in behalf of DRUG DELIVERY SOLUTIONS
ApS (PART OF MC2 BIOTEK GROUP),
Agern allé 24-26, DK-2970, Hgrsholm,

Denmark, (hereinafter referred to as

"Sponsor")

and

Principle Investigator: | EEEEEEEGEGE
.

Contact Address: University Hospital
Hradec Kralove
Ophthalmology Clinic
Sokolska 581
500 05 Hradec Kralove —
Novy Hradec Kralove

Hereinafter referred to as ,Investigator‘ or
,Principal Investigator*

(hereinafter jointly referred to as “the parties”)
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Smlouva
o provedeni klinického
hodnoceni

Instituce: Fakultni nemocnice Hradec
Kralové

Adresa: Sokolska 581
500 05 Hradec Kralové — Novy
I:|radec Kralové
Ceska republika

QIC: CZ00179906

IC: 00179906

Zastoupena: prof. MUDr. Vladimirem
Palickou, CSc,,
dr.h.c., feditelem

(dale jako ,Poskytovatel)

a

PHARMNET s.r.o. (identifikacni Cislo

61856797) se sidlem K Hrnéifam 20, 149 00
Praha 4, Ceska republika, kterou zastupuje
RNDr. Jan Malag, Ph.D., vykonny feditel (dale
jen "Kontraktni vyzkumna organizace" nebo
"CRO") jednajici vlastnim jménem na ucet
spole¢nosti DRUG DELIVERY SOLUTIONS
ApS (PART OF MC2 BIOTEK GROUP),
Agern allé 24-26, DK-2970, Hgrsholm,
Denmark, (dale jen "Zadavatel"),

Hlavni zkousejici: I

Kontaktni adresa: Fakultni nemocnice
Hradec Kralové
Oc¢ni klinika
Sokolska 581
500 05 Hradec Kralové —
Novy Hradec Kralové

dale jen ,Zkousejici“ nebo ,Hlavni
Zkousejici“

(dale spolecné jako ,smluvni strany®)

Site  University Hospital Hradec Kralove



enter into the following agreement uzaviraji nasledujici smlouvu (dale jako
(hereinafter referred to as the “Agreement”):  ,Smlouva®“):
1.  Purpose of the Agreement 1.  Uéel Smlouvy
1.1. The subject of this clinical study 1.1. Pfedmétem této smlouvy o Kklinickém
agreement (the "Agreement”) is clinical hodnoceni (dale jen "Smlouvy") je
study with protocol number MC2-03-C1, klinické hodnoceni humanniho Ié&ivého
titled “A phase I, multicenter, pfipravku dle protokolu Cislo MC2-03-C1
randomized, double-masked, 4 parallel S nazvem "Multicentrickeé,
arms, controlled 6-month trial designed randomizované, kontrolované, dvoijité
to evaluate the safety and efficacy of maskované 6-meésicni klinické
PAD ciclosporin (CsA 0.06% and hodnoceni faze Il se 4 paralelnimi
0.03%) ophthalmic dispersion skupinami, hodnotici bezpeénost a
administered once daily in combination ucinnost oc¢niho roztoku PAD
with lubricant therapy and a 3-month Ciclosporin (Cyklosporin A v
post-treatment safety follow-up in koncentracich  0.06% a 0.03%)
moderate to severe dry eye subjects”, podavaného  jedenkrat denné v
as amended, (hereinafter referred to as kombinaci se zvilh&ujici terapii s
the “Study”). naslednym tfimésiénim sledovanim
bezpeénosti po ukoneni uzivani u
subjekt hodnoceni se stfedné téZzkym az
tézkym syndromem suchého oka" v
1.2. The Purpose of the Agreement is to platném znéni (dale jen "Studie").
determine conditions for the conduct of 1.2. U&elem Smlouvy je stanovit podminky
the trial and to define the rights and pro provadéni klinického hodnoceni a
duties of the parties hereto for the stanovit prava
performance and processing of the trial. a povinnosti smluvnich stran pfi vykonu
1.3. The planned Trial start date is May a zpracovani klinického hodnoceni.
2017 I 1 3.  Planovanym datem zahajeni Studie je
: kveten 2017 N
1.4. The Trial will be conducted at the
Ophthalmology clinic University faculty 1.4. Studie bude provadéna na O¢ni klinice
Hradec Kralove (hereinafter referred to Fakultni nemocncie Hradec Kralové
as “Provider”). I s (dale oznacované jen jako
as the Principal Investigator responsible ,Poskytovatel). |G
for the conduct of the Trial (hereinafter B c jako Hlavni zkouSejici
referred to as the “Investigator”). odpovédna za provedeni Studie (dale
jen ,Zkousejici®).
2. General Conditions for the Conduct 2. Obecné podminky provadéni
of the Trial klinického hodnoceni
2.1. The trial shall be conducted in 2.1. Klinické hodnoceni se bude provadét
accordance with the trial Protocol, vsouladu s protokolem Kklinického
which is part of Investigator Site File at hodnoceni, ktery je soucasti
the clinic. (“ISF”). The ISF is part of this dokumentace Zkous$ejiciho na klinice.
Agreement. (Investigator Site File, ISF). Tato
dokumentace je soucasti této Smlouvy.
2.2. Klinické hodnoceni se bude provadét
2.2. The trial shall be conducted in v souladu se zasadami smérnic ICH
accordance with the rules of ICH GCP, GCP, Helsinskou deklaraci
the Declaration of Helsinki as well as all a sveSkerymi pfedmétnymi obecné
relevant laws  and regulations, zavaznymi pravnimi pfedpisy, zejména
Agreement Pharmnet / CZ / Provider / Site University Hospital Hradec Kralove
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2.3.

3.1.

Agreement

particularly the Act No. 378/2007 of the
Coll., on pharmaceuticals, as amended
(hereinafter referred to as
“Pharmaceuticals Act’), the Act no.
372/2011 of the Coll., on healthcare
services, as amended, the Act no.
226/2008 of the Coll., on Good Clinical
Practice and further conditions for
clinical trial, as amened and Act no
101/2000 of the Coll., on personal data
protection, as amended, local
regulatory requirements and guidelines
(including EMA guidelines) relative to
the conduct of clinical drug protocols,
conditions imposed by the Central
Ethics Committee, local Ethics
Committee and the written instructions
of Sponsor and/or CRO to administer
the Protocol handed over by provable
way to the Investigator.

The Provider and the Investigator are
entitted to refuse complying with
instructions of Sponsor and/or CRO
and they won’t be obliged to complete
the instructions, if they are contrary to
law, Protocol, approval of the Institute
for Drug Control or favorable opinion of
the appropriate ethic committees, good
clinical practice or if it can be
reasonably expected that compliance
with the instructions could impose a
disproportionate increase of health to
subjects or a risk to damage of property
to the Provider.

The Parties shall strictly comply with all
legal and official requirements that
apply to clinical trials as well as the
codes of conduct of the applicable
professional and industrial associations.
The services under this Agreement
shall not obligate the Provider and/or
the Principal Investigator in any way
whatsoever to make use of products
and services of Sponsor and/or CRO
outside of the scope of this Agreement.
Sponsor and/or CRO explicitly do not
expect preferential treatment for its
products due to this Agreement.
Selection of Subjects and
Requesting their consent

The trial Protocol sets forth a detailed
schedule concerning the participation of
subjects in the trial. The recruitment of

Pharmnet / CZ /| Provider /[
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2.3.

3.1.

Site

zakonem c. 378/2007 Sb.,
o l|éCivech, v platném znéni (dale jen
,Zakon o léCivech®), zakonem
¢. 372/2011 Sb., o zdravotnich
sluzbach, v platném znéni, vyhlaskou ¢.
226/2008 Sb. o spravné Klinické praxi a

blizSich podminkach klinického
hodnoceni, v platném znéni a zakonem
¢. 101/2000 Sb.,

o ochrané osobnich udaji, v platném
znéni, mistnimi regulatornimi poZadavky
a smeérnicemi (v€etné smérnic EMA)
tykajicimi  se  protokold  klinickych
hodnoceni, podminkami stanovenymi
multicentrickou a mistni etickou komisi a
pisemnymi pokyny Zadavatele a/nebo
CRO kvedeni protokolu pFfedanymi
prokazatelnym zplsobem Zkous$ejicimu.

Poskytovatel a ZkouSejici  jsou
opravnéni odmitnout plnéni pokynu
Zadavatele a/nebo CRO
a nebudou vazani povinnosti tyto
pokyny plnit, pokud jsou tyto
vV rozporu s pravnimi pfedpisy,

Protokolem, povolenim Statniho ustavu
pro kontrolu 1éCiv nebo souhlasnym
stanoviskem pFislusnych etickych
komisi, spravnou klinickou praxi, nebo
Ize odlvodnéné predpokladat, Ze jejich
plnéni by pfedstavovalo neumérné
zvyseni zdravotniho rizika pro subjekty
hodnoceni nebo riziko Skody
na majetku Poskytovatele.

Strany jednaji v striktnim souladu
s veSkerymi pravnimi a Ofednimi
pozadavky na klinicka hodnoceni, jakoz
i etickymi Fady pfislusnych odbornych a
odborovych sdruzeni.

Sluzby poskytované na zakladé této
Smlouvy Poskytovatele ani Hlavniho
zkouSejiciho nijak nezavazuji, aby
vyuzival/o produkty a sluzby Zadavatele
a/nebo CRO mimo rozsah pulsobnosti
této Smlouvy. Zadavatel a/nebo CRO
vyslovné neolekava preferenéni pfistup
k produktim Zadavatele v disledku této
Smiouvy.

Vybér subjektu hodnoceni
a zadost o jejich souhlas

Protokol klinického hodnoceni stanovi

podrobny plan ucasti subjektu
hodnoceni v klinickém hodnoceni.
University  Hospital Hradec Kralove



3.2.

3.3.

Agreement

the Trial is a competitive one and will
be stopped after the worldwide
recruitment goal has been achieved.
Sponsor retains the right to limit, at any
time and with immediate effect, the
number of subjects in excess of the
minimum number. Sponsor retains the
right to discontinue the trial prematurely
due to insufficient recruitment (e.g. in

case that o s "ot
enrolled within the firstiii NN
. Expected

number of subjects is |}

Each subiject shall be fully informed by
the Investigator on the essence and
significance of the trial and legally
required informed consent is received
by the Investigator before participation
in the trial (part of Investigator Site File)
where the Informed Consent Form will
be handed over to the Investigator
during the initiation visit.

The Parties declare that they will
ensure protection of personal data at
any time in accordance with applicable
laws and regulations. In some countries
drug and medical device manufacturers
are required to report data on any and
all items of value including, but not
limited to fees, meals, educational
items, qifts, expense reimbursement
and other payments or items of value
provided to healthcare professionals.
These reports may be made public
consistent with the applicable statutory
requirements. The Provider agrees to
such disclosure of the Sponsor and/or
CRO and/or publication. The Provider
gives its express consent that Sponsor
and/or CRO may use, collect, process,
record, commit and transmit its
personal data for the purpose of this
Agreement.

Pharmnet / CZ /| Provider /[
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3.2.

3.3.

Site

Nabor vramci Studie je soutézni
a bude ukonen po dosazeni
celosvétového naborového cile.

Zadavatel si vyhrazuje pravo kdykoli
s okamzitou platnosti omezit pocet
subjektd hodnoceni na minimalni pocet.
Zadavatel si vyhrazuje pravo ukongit
pfed&asné klinické hodnoceni v pfipadé
nepostacujiciho naboru (napf. v pfipadé,
ze béhemIEEEEEEENOJ zahajeni
klinického hodnoceni nedojde k naboru
.
I
Predpokladany
hodnoceni je .
Kazdy  subjekt
ZkouSejicim

0 podstaté a
hodnoceni a

pocet subjektu

hodnoceni  bude
plné informovan
vyznamu  klinického
pfed svou ucasti
v klinickém hodnoceni poskytne
ZkouS8ejicimu  pisemny informovany
souhlas (Cast Investigator Site File), kdy
formular informovaného souhlasu pfeda
Zadavatel ZkouSejicimu b&hem iniciani
navstévy.

Smluvni strany prohlasuji, Ze po celou
dobu zajisti ochranu osobnich udaju
v souladu s pfislusnymi zakony a
pfedpisy. V nékterych zemich jsou
vyrobci léCiv a zdravotnickych
prostfedkll povinni vykazovat udaje
o veSkerych polozkach s hodnotou, jako
napfiklad o odménach, stravovani,
polozkach slouzicich
ke vzdélavani, darech, nahradach
vydajl a dalSich platbach
¢i polozkach s hodnotou, které byly
poskytnuty profesionalnim pracovnikim
z oboru zdravotnictvi. Tyto vykazy

mohou byt zvefejiiovany v souladu
s platnymi zakonnymi poZadavky.
Poskytovatel dava svlj souhlas
s poskytnutim  uvedenych informaci

zadavatele a/nebo CRO anebo jejich
zverejnéni. Poskytovatel timto dava svj

vyslovny souhlas Zadavateli a/nebo
CRO k uziti, shromazdovani,
zpracovani, zaznamenavani, ukladani
pro budouci vyuziti

a k prfenosu svych osobnich udaja pro
ucely této Smiouvy.

University Hospital Hradec Kralove



4. Obligations of the Provider and the 4.
Investigator

41.

obliged,

a.

4.2. Provider

to fully cooperate with Sponsor
and/or CRO and the Investigator on
the trial and, in particular, provide
adequate number of qualified staff
(subinvestigators and collaborating
persons) to conduct the clinical trial
properly and safely and provide
necessary facilities for the conduct
of the trial (Provider),

to accept monitoring visits and
source data verification in agreed
upon frequency,

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

and the Investigator are

obliged to guarantee that:

a.

Agreement

the archiving period for the entire
documentation of the trial, e.g.
protocol, eCRFs, ISF, informed
consent, source data, list of subject
identification, is twenty (20) years
(based on the Trial Close-Out Visit
date at the site), thereafter the
documentation will be destroyed in
compliance with the law.
Documentation of the study will be
stored above twenty (20) years only
if the Sponsor submits written
request before the end of this
period and a new agreement
determining the condition for an
additional period of retention of
records is executed. Provider will
carry out the archiving in

Pharmnet / CZ /| Provider /[
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Provider and/or the Investigator are 4.1.

Povinnosti

Poskytovatele a

Zkousejiciho

Poskytovatel a/nebo ZkousSejici se
zavazuji
a. plné spolupracovat se Zadavatelem

a/nebo CRO
a  ZkouSejicim na  klinickém
hodnoceni a zejména zajistit

odpovidajici pocet kvalifikovanych
pracovniki  (spoluzkouSejicich a
spolupracujicich osob) k fadnému a
bezpeénému provedeni klinického
hodnoceni a poskytnout nezbytna
zafizeni pro provedeni Kklinického
hodnoceni (Poskytovatel),

povolit ~ monitorovaci  navstévy
a ovéfeni zdrojovych udaji se
sjednanou frekvenci,

povolit navstévy mistnich

a zahrani¢nich ufadd a zastupcul
Zadavatele a/nebo CRO
za ucelem monitorovani, inspekci a

auditl véetné pristupu
k elektronickym klinickym
zaznamum  subjektd  (Electronic
Case Record Forms, eCRF)
a k nemocni¢nim zaznamum

0 subjektech a k dalSi dokumentaci
za ucelem oveéreni zdrojovych udaju.

4.2. Poskytovatel a ZkouSejici se zavazuji
zarudit, ze:

Site

a.

University

veSkera dokumentace klinického
hodnoceni, napf. protokol klinického
hodnoceni, eCRF, ISF, informovany
souhlas, zdrojové Uudaje, seznam
identifikacnich kédu subjektd, je
archivovana po dobu dvaceti (20) let
(od okamziku data zavérecné
navstévy v centru), poté bude
dokumentace v souladu S
prislusnymi pravnimi predpisy
zlikvidovana. V pfipadé, Ze ma
zadavatel zajem na dal8i archivaci
dokumentace, je povinen svUj
pozadavek uplatnit pisemné u
Poskytovatele pred uplynutim
sjednané doby archivace
a uzaviit novou dohodu urcujici
podminky pro dodatecné uchovani

Hospital Hradec Kralove



4.3.

4.4.

4.5.

4.6.

Agreement

accordance with the Act
No. 378/2007 of the Coll., on
pharmaceuticals free of charge for

the first 5 years. An amount of |l

I il be paid for

consequent 15 years. An invoice for

the chargeable archiving I

I /il be raised after

the signing of the Agreement.

b. During the agreed the period of 20
years such records will be never
destroyed without the prior written
consent of the Sponsor or its
designated Party.

c. other trials do not take essential
subjects or facilities away from the
trial,

d. that all requirements for Remote
Data Capture (RDC) are in place.

Provider and the Investigator agree that
the Agreement for the conduct of the
clinical trial will be forwarded to ethics
committee and/or regulatory authorities,
if requested by law.

The Parties consent that this
Agreement may be forwarded to the
Insurance company in case of an
insurance claim.

All investigational medicinal products
(hereinafter referred to as trial
medication) and all information
pertaining thereto given to the
Investigator are exclusive property of
Sponsor. The Investigator is obliged to
return all  material and information
immediately after written request of
Sponsor and/or CRO .

The parties are fully responsible for
complying with the provisions of the
Confidentiality Clause as set forth in
clause 8 of this Agreement, including
providing information about
consequences and holding liability for
any breach of said Confidentiality
Clause, no matter whether the breach
of said Confidentiality Clause s
committed by leading officers of the
Provider or one or more of its
employees or a member of the trial

Pharmnet / CZ /| Provider /[
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4.3.

4.4.

4.5.

4.6.

Site

studijni dokumentace. Poskytovatel
provede bezplatnou archivaci 5 let
v souladu se zakonem ¢&. 378/2007
Sb., o I[éCivech a na dalSich 15 let
provede zpoplatnénou archivaci —
Na zpoplatnénou
archivaci || GG bude
vystavena faktura po podpisu
smlouvy.

b. béhem sjednané doby 20 let nebude
tato dokumentace nikdy skartovana

bez predchoziho pisemného
souhlasu Zadavatele nebo jim
povéieného subjektu

c. nedojde kpFebrani podstatnych

subjektd hodnoceni nebo zafizeni
z tohoto klinického hodnoceni pro
jina klinicka hodnoceni

d. jsou splnény veSkeré nalezitosti

systtmu Remote Data Capture
(RDC).
Poskytovatel a ZkouS$ejici souhlasi
s tim, ze Smlouva
o provadéni klinického hodnoceni bude
predloZzena etické komisi a/nebo

regulaénim organum, pokud tak stanovi
zavazné pravni predpisy.

Smluvni strany souhlasi s tim, aby byla
tato smlouva pfedana pojiStovaci
spoleCnosti v pfipadé, Ze  dojde
k narokovani pojistného.

Veskeré hodnocené IéCivé pfipravky a
veskeré souvisejici informace
poskytnuté ZkouSejicimu jsou
vyhradnim majetkem Zadavatele.
ZkouSejici je povinen na pisemnou
Zadost Zadavatele a/nebo CRO
neprodlené vratit vesSkery material a
informace.

Smluvni strany jsou plné odpovédné za
dodrzeni ustanoveni
o miCenlivosti podle ¢lanku 8 této
Smlouvy, a to vcetné poskytnuti
informaci o dlsledcich a neseni
odpovédnosti za jakékoli poruSeni
uvedeného ustanoveni o mi€enlivosti
bez ohledu na to, zda se poruseni
uvedeného ustanoveni o mi€enlivosti
dopusti vedouci pracovnici
Poskytovatele nebo néktery &i néktefi
zjejich  zaméstnancu nebo  ¢len
studijniho tymu delegovaného

University Hospital Hradec Kralove



4.7.

Agreement

team delegated by the Investigator.

The Parties represent and warrant that 4.7.

it will act in full compliance with
applicable anti-corruption legislation,
including the anti-corruption laws
applicable in the Czech Republic
Provider and the Investigaotr are
prohibited to offer, promise or pay a
bribe or any improper gift or benefit in
order to obtain an improper advantage
in connection with the services under
this Agreement.

Obligations of the Sponsor / CRO
Sponsor undertakes to inform the
Investigator and the Provider of
chemical/pharmaceutical, toxicological,
pharmacological and clinical data and
results to justify nature, scope and
duration of the trial.

Sponsor delivers the trial medication
and any other trial material free of
charge and in time. The trial

medication will be delivered to the
address:

Hospital Pharmacy of Faculty Hospital
Hradec Kralove, Sokolska 581

500 05 Hradec Kralove — Novy Hradec
Kralove

Czech Republic

Sponsor and/or CRO will ensure
distribution of shipment of the
investigational medicinal products and
supportive medication to the Provider
pharmacy where it will be taken over by
the responsible pharmacist and checked
(the same way as other shipments, i.e. if
not damaged, in case of special
requirements for transport if these
requirements were met, will confirm
receipt of the shipment). Sponsor and/or
CRO are obliged to notify the pharmacy
three working days before delivery of the
shipment to the pharmacy.
Investigational medicinal products will
be delivered to the pharmacy in a
properly wrapped containers that belong
to Investigational medicinal products
and labelled in accordance with the

Pharmnet / CZ /| Provider /[
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Site

ZkouSejicim.

Smluvni strany prohladuji a zaruCuji se,
Zze budou jednat pIné v souladu
s pfisludnou protikorupCni legislativou
Ceské republiky, véetné protikorupénich
predpist platnych
v Ceské republice. Poskytovatel a
ZkouSejici nesmi nabizet, slibovat nebo
poskytnout Uplatek ani Zadny nepatficny
dar ani prospéch za ucelem ziskani
nepatficné vyhody v souvislosti se
sluzbami  poskytovanymi dle této
Smiouvy.

Povinnosti Zadavatele / CRO
Zadavatel se zavazuje seznamit
Zkousejiciho a Poskytovatele
s chemickymi/farmaceutickymi,
toxikologickymi a  klinickymi  udaiji
a vysledky, aby tak oduvodnil povahu,
rozsah a délku klinického hodnoceni.
Zadavatel zdarma a v€as doda
hodnocené 1éCive pfipravky a jakykoli
jiny material pro klinické hodnoceni.
Zadavatel zajisti dodavku hodnocenych
léCivych pfipravkd na adresu:
Nemocniéni Iékarna Fakultni nemocnice
Hradec Kralové,
Sokolska 581
500 05 Hradec Kralové — Novy Hradec
Kralové
Ceska republika

Zadavatel a/nebo CRO zajisti distribuci
zasilky hodnocenych Ié€ivych pfipravkl a

srovnavacich léciv do lékarny
Poskytovatele, kde je odpovédny
farmaceut pfevezme

a zkontroluje (jako jiné zasilky - tzn. neni-
li poSkozena, v pfipadé zvlastnich
pozadavkl na transport, byly-li tyto
pozadavky dodrzeny, pfijem zasilky
potvrdi) a ulozi. Zadavatel a/nebo CRO
jsou povinni informovat do tfi pracovnich
dnl pfed dodanim, kdy bude zasilka do
lékarny pfedana. Hodnoceny [éCivy
pfipravek bude dodavan do nemocniéni
lékarny vzdy v fadné zabalenych obalech
ur¢enych pro hodnoceny IéC€ivy pfipravek
a oznaceny v souladu s ustanovenim
paragrafu 19 odst 1 pism e) vyhlasky
€.226/2008 Sb., o spravné klinické praxi.

University Hospital Hradec Kralove



5.2.

5.3.

5.4.

Agreement

paragraph 19/1, letter e) of the the Act
no. 226/2008 of the Coll., on Good
Clinical Practice.

If needed the Sponsor provides a
medical tools for free for the purpose of
administering Investigational medicinal
products. Delivery of trial medication will
be during working days since 7:00 am till
14:00 pm.

The destruction of unused medication
will be ensured by the Sponsor on its
own costs. The Sponsor declares that
all conditions laid down by the
legislation for the production (import) of
the provided trial medicinal product and
its distribution to the Provider are
fulfilled.

In accordance with the Act no.
226/2008 Coll.,, the investigational
product will be stored in the Provider
Pharmacy, that is commited to fulfil the
requirements of Good Clinical Practice,
related instructions of SUKL and which
also guarantees that the manipulatation
with the IP will be done only by
authorised persons. The Provideral
pharmacy will be also responsible for
receipt of the IP and dispensation of the
IP to the Principal Investigator or to a
designated person or to the subject.
Sponsor as a originator of waste
undertakes to esure on its own costs
during and after Trial completion
transfer of unused investigational
medication to authorized person in
accordance to regulation law no.
185/2001 Coll on waste and related
regulations as amended.

If Sponsor and/or CRO loan the
Provider medical devices and/or other
equipment for wuse in the Trial
(hereinafter referred to as the
“‘Equipment”), must be signed Loan
contract with the Provider. Without this
contract can not be equipment hand
over by the Provider. The terms and
conditions for provision of Equipment
are set forth in separate Loan
Agreement.

The trial is covered by insurance in
accordance with the § 52/3, letter f) of

Pharmnet / CZ /| Provider /[
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5.2.

5.3.

5.4.

Site

V pfipadé potfeby poskytne zadavatel

zdarma zdravotnické prostfedky
potiebné pro provedeni klinického
hodnoceni, které jsou urCeny k podani
hodnocenych léCivych pFipravkd.
Dodavky hodnoceného léCivého

pfipravku se budou uskutecriovat v Po-
Pa od 7.00 h do 14.00 h.

Likvidaci nevyuzitého IéCiva si Zadavatel
zajisti na vlastni naklady.
Zadavatel prohlasuje, Ze jsou spinény

veskeré podminky stanovené
pfislusnymi  pravnimi  pfedpisy pro
vyrobu (dovoz) dodavaného
hodnoceného léCiva

a jeho distribuci Poskytovateli.

Hodnoceny |éCivy pfipravek bude v
souladu s vyhlaskou &. 226/2008 Sb.,
v platném znéni, uskladnén
v Lékarné Poskytovatele, ktera se
zavazuje dodrzovat podminky spravné
Iékarenské praxe, souvisejici pokyny
SUKL a zaruéuje manipulaci s légivem
pouze opravnénymi osobami. Lékarna
Poskytovatele bude zodpovidat za
pfijem zasilky Hodnoceného Iédiva a
vydej Hodnoceného I|éCiva Hlavnimu
zkouSejicimu nebo jim povéfené osobé
nebo subjektu hodnoceni.

Zadavatel se jako plvodce odpadu
zavazuje, Ze zajisti na vlastni naklady,
jak v pribéhu, tak i po skonceni
klinického hodnoceni, predani
nepouzitého IéCivého pfipravku
opravnéné osobé

v souladu s ustanovenimi zakona ¢.
185/2001 Sb., o odpadech a jeho
provadécimi predpisy v platném znéni.
Pokud Zadavatel a/nebo CRO zapujci
Poskytovateli zdravotnické prostiedky a
/ nebo jiné zafizeni pro pouziti ve Studii
(dale oznaCované jen jako "Zafizeni"),
musi byt pfed jeho pfedanim sepsana s
Poskytovatelem smlouva o vypujcce.
Bez této smlouvy nelze Poskytovatel
zdravotnicky prostfedek predat.
Podminky pro poskytovani zafizeni jsou
stanoveny v  samostatné smlouvé o
vypujcce.

Klinické hodnoceni je pojisténo v
souladu s ustanovenim § 52 odst. 3,

University  Hospital Hradec Kralove



5.5.

Agreement

the Act No. 378/2007 of the Coll., on
pharmaceuticals, pursuant to the
insurance policy issued by Kooperativa
Vienna Insurance Group. (Policy No.
7720989945 dated 31 January 2017)
on the terms and conditions therein.
Sponsor shall indemnify and hold
harmless, and at Provider's and/or the
Investigator’s request, defend Provider,
Investigator and all staff members and
collaborating persons working under
the Provider’'s direction on the conduct
of the Trial (hereinafter referred to as
the “Indemnitees”) from and against
any claims, damages, losses and
expenses, including court costs and
reasonable fees of solicitors and other
professionals arising out of or resulting
from adverse drug experiences
resulting in bodily injury to subjects
including death caused directly by the
participation of the subject in the trial,
whether as a consequence of
administration of the trial medicationor
as a consequence of a procedure
applied on basis of the Protocol of this
Trial. Sponsor’'s obligation of
indemnification is further contingent the
following:

a. Terms of the Protocol or any written
instruction relative to the
administration of  the Trial
medication(s) are strictly adhered
to;

b. Indemnitees have used reasonable
medical judgment in the
administration, or in control of the
administration of the Trial
medication(s);

c. Indemnitees have complied with all
applicable laws and regulations and
have conducted the Trial in
accordance  with the Ilatest
applicable Good Clinical Practice;

d. The damage is not attributable to
the negligent act, omission or willful
misconduct on the part of the
Indemnitees involved in the Trial;

e. The Provider, the Investigator and

Pharmnet / CZ /| Provider /[
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5.5.

Site

pism. f) zakona ¢&. 378/2007 Sb., o

IéCivech, vrozsahu dle podminek
pojistné smlouvy uzaviené se
spolec¢nosti Kooperativa Vienna

Insurance Group. (pojistna smlouva ¢&.
7720989945 z 30.1.2017).

Zadavatel odskodni, pfevezme
odpovédnost a na zadost Posytovatele
a/nebo  ZkouSejiciho  bude  hdjit
Poskytovatele, Zkou$ejiciho a vSechny
pracovniky a spolupracujici osoby
podilejici se podle pokynu
Poskytovatele na provadéni klinického
hodnoceni (dale jako ,odSkodnéné
osoby“)  vlO&i  jakymkoli  narokum,
nahradam uajmy, ztratam a vydajim
v€etné soudnich vydajli a pfiméfenych
poplatkll pravnim zastupcdm a jinym
odbornikim vzeSlym nebo plynoucim
z nezadoucich  u€inkl  hodnoceného
IéCivého pFipravkuku vedoucich k ujmé
na zdravi subjektd hodnoceni, a to
v€éetné smrti zpUsobené pFimo ucasti

subjektu hodnoceni v klinickém
hodnoceni, at jiz vdlsledku podani
hodnoceného 1éCivého pfipravkua, Ci

v dusledku postupu aplikovaného na
zakladé protokolu tohoto klinického

hodnoceni. Zavazek Zadavatele

poskytnout  odSkodnéni je  dale

podminén nasledujicim:

a. prisnym dodrzenim podminek
protokolu klinického hodnoceni nebo
jakéhokoli pisemného pokynu
v souvislosti s podavanim
hodnoceného 1éCivého pfipravku
(Iékua);

b. odSkodnéné osoby pouzily
pfiméfeny lékafsky usudek pfi

podani nebo pfi kontrole podavani
hodnoceného |1éCivého pfipravku
(Iékua);

c. odSkodnéné osoby dodrzely veskeré
pfedmétné obecné zavazné pravni
pfedpisy a provadély Kklinické
hodnoceni v souladu s pfedmétnou
Spravnou klinickou praxi v platném

zZnéni;
d. Ujma nebyla zplusobena hrubou
nedbalosti, opomenutim nebo

umysinym jednanim odsSkodnénych
osob podilejicich se na klinickém
hodnoceni;

University  Hospital Hradec Kralove



6.1.

Agreement

Indemnities have given Sponsor or
CRO prompt written notice of any
claims involving the Trial
medication(s) and have cooperated
fully with Sponsor in the defense
thereof, including but not limited to,

allowing Sponsor and CRO
complete access to all relevant
documents.

The Sponsor and/or CRO are obliged to
provide the Investigator for the Trial's
purpose with the muster inform consent
form that contains all requirements of
the Sponsor, Protocol, law and
regulations and that was approved by
Institute for Drug Control and relevant
ethic committees.

The Sponsor and CRO declares that all
information provided for the purpose of
the conduct of the Trial (including
protocol) is complete and proper for the
purpose of the conduct of the Trial.

The Sponsor and/or CRO are obliged to
immediately inform the Provider and the
Investigator about the Clinical trial
completion (earlier completion or in the
expected date of proper). Further the
sponsor and/or CRO are obliged to
inform the Provider and the Investigator
in case that the Institute for Drug
Control suspends or prohibits the
conduct of the study and further in case
that the ethic committee withdraws
(temporarily or permanently) their
favorable opinion.

Payment of Fees

Financial reimbursement of the
Provider and the Investigator for the
work performed during the trial will be
made according to the following
schedule: A payment of up to a
maximum of |l will be made for
each completed subject who passed all
visits as set forth in the Trial Protocol.
This payment covers remuneration of
the Provider and all costs in connection
with  this  Trial including  the
reimbursement of the Investigator and
trial team delegated by the Investigator.

Pharmnet / CZ /| Provider /[
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6.1.

Site

e. Poskytovatel, ZkouSejici a
odSkodnéné osoby neprodlené
pisemné& seznamily Zadavatele,
nebo CRO s veSkerymi naroky
tykajicimi se hodnoceného Ié€ivého
pfipravku (Iéka) a poskytly
Zadavateli plnou soucinnost pfi
obhajobé vici témto narokim, a to
kromé& jiného vcetné naprostého
zpfistupnéni veskerych
predmétnych dokumentli Zadavateli
a CRO.

Zadavatel a/nebo CRO se zavazuji
pfedat ZkousSejicimu pro ucely Studie
vzorovy informovany souhlas, ktery
obsahuje veskeré poZadavky
Zadavatele, Protokolu a pfislusnych
pravnich predpist a byl schvalen SUKL
a pfislusnymi etickymi komisemi.
Zadavatel a CRO prohladuji, Ze
veskeré informace pFfedané pro ucely
provadéni Studie (v€etné Protokolu)
jsou uplné
a spravné pro ucely provadéni Studie.

Zadavatel a/nebo CRO se zavazuji
neprodlené informovat Poskytovatele a
ZkouS8ejiciho o  ukon€eni  Studie
(pFedCasném nebo Vv fadném
pfedpokladaném terminu). Dale jsou

Zadavatel a/nebo CRO  povinni
Poskytovatele a Zkousejiciho
neprodlené informovat, v pfipadé, Ze
SUKL  pozastavi nebo  zakaze

provadéni Studie a dale bude-li souhlas
etickych komisi (doCasné nebo trvale)
odvolan.

Uhrada plateb

Finanéni  platby  Poskytovateli a
ZkouSejicimu za praci provedenou
vramci klinického hodnoceni budou

provadény podle nasledujiciho planu.
Platba do maximaini vyse N
bude provedena za kazdy dokoncéeny
subjekt hodnoceni. Tato platba zahrnuje
odménu pro Poskytovatele a uhradu
vSech nakladl v souvislosti s touto studii
zahrnujicich odménu ZkouS$ejicimu a
studijnimu tymu, ktery je delegovan
ZkouSejicim. Poskytovatel je povinen
odménit Hlavniho zkouS$ejiciho a ¢Eleny

University Hospital Hradec Kralove



6.2.

6.3.

6.4.

6.5.

6.6.

Agreement

The Provider is obliged to reimburse
the Principal Investigator and delegated
trial team members according to the
valid internal procedure of the Provider.
The maximal assumed value of
performance is 17427.50 EUR.

The above mentioned payment does
not include VAT. VAT will be charged
according to the valid legislation —
abroad by the reverse charge system.
Payments will be made via bank
transfer. The Provider is obliged to take
care of the existence/correctness as
well as completeness and validity of the
bank details specified below in this
Agreement. In case any incorrect or
incomplete data is provided by the
Provider payment cannot be executed
by Sponsor or CRO. In case of any
changes of bank details (e.g. new bank
account number, deactivation of bank
account etc.) the Provider will
immediately notify Sponsor or CRO.

If a subject does not meet the criteria of
a completed subject, a pro-rate
payment per subject will be made as
set forth in Appendix 1, which shall
become an integral part of the present
Agreement.

Payments will be made per visit and
according to the completed eCRFs
screenshots twice a year per visit till 30
of April and 31 of October of the
accounting year to the name and
number of account indicated below in
EUR. Payment will be made based on
calculation of performed study visits
created by the Sponsor or CRO and
approved by the Provider. Details for
the invoice and all other notifications to
the Provider will be sent to the Faculty
Hospital Hradec Kralove, Sokolska 581,
500 05 Hradec Kralove — Novy Hradec
Kralove, email: jitka.halesova@fnhk.cz.
The last payment will be done at the
end of the trial as soon as all queries
and data clarification forms are
resolved and no further are to be
expected. These queries can be arised
by Sponsor and/or CRO witihin 60 days
from the day of sending the calculation

Pharmnet / CZ /| Provider /[
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6.2.

6.3.

6.4.

6.5.

6.6.

Site

delegovaného studijniho
v souladu s internimi
Poskytovatele.

tymu a to
postupy

Maximalni  pfedpokladand  hodnota

plnéni je 17427.50 EUR.

VySe uvedené platby nezahrnuji DPH.
DPH bude uctovano dle platné
legislativy — do zahraniCi v systému
reverse charge.

Platby budou provedeny prostfednictvim
bankovniho pfevodu. Poskytovatel se
zavazuje zkontrolovat existenci/
spravnost a Uplnost a platnost nize
uvedenych bankovnich udaju.
V pfipadé, Zze Poskytovatel poskytne
jakékoli nespravné nebo neupiné udaje,
Zadavatel, nebo CRO nebude moci
platbu provést. V pfipadé jakychkoli
zmén bankovnich udaju (napf. nové

Cislo bankovniho uctu, zruseni
bankovniho uctu apod.) bude
Poskytovatel neprodlené informovat

Zadavatele nebo CRO.

Jestlize subjekt hodnoceni nesplfiuje
kritéria pro dokonc&eny subjekt
hodnoceni, bude provedena pomérna
platba zpusobem uvedenym v Pfiloze 1,
ktera tvofi nedilnou soucast této
Smiouvy.

Platby budou provedeny v EUR na ucet
S nize uvedenym nazvem a cislem, a to
dvakrat ro¢né na zakladé vyplnénych
eCRF pro jednotlivé navstévy k 30.
dubnu a 31. fijna ucetniho roku. Platba

bude provadéna dle kalkulace
uskutecnénych navstév  vytvorené
Zadavatelem, nebo CRO a

odsouhlasené ZkouSejicim. Podklady
pro fakturaci a veSkera oznameni
Poskytovateli budou zaslana do Fakultni
nemocnice Hradec Kralové, Sokolska
581, 500 05 Hradec Kralové — Novy
Hradec Kraloveé, email:
jitka.halesova@fnhk.cz . Posledni platba
bude provedena na konci klinického
hodnoceni, jakmile budou vyfeSeny
v8echny dotazy a formulafe pro
upfesnéni udaju a zadné dalSi se uz
nebudou ocCekavat. Tyto dotazy mohou
byt zadavatelem vzneseny ve Ih(té 60
dnd ode dne odeslani podkladu

University  Hospital Hradec Kralove



6.7.

6.8.

6.9.

Agreement

by the Provider/Investigator.

Pharmacy fee — The Sponsor and CRO 6.7.

agree to pay the Provider for the
services provided by the hospital
pharmacy in connection with this Trial
(incoming of clinical medication,
storage of clinical medication and
dispensing of clinical medication to the
Principal Investigator or to a designated
person or to the subject.). In particular a
net amount of | will be paid for
every supply of clinical medication. The
payments will be done twice a year fill
30 of April and 31 of October of the
accounting year to the name and
number of account indicated below in
EUR.

The orderly invoices shall be issued by
the Provider and sent to the following
address:

Pharmnet s.r.o.

Jan Malac

Peckova 13

186 00 Praha 8

Ceska Republika

The approved compensation of the 6.8.

subject’s travel (in the amount of |l
I vil be paid to the subjects
enrolled to the study by the Investigator
directly at the visit on site.

The Sponsor or CRO shall pay contract
related fee to this Clinical Trial in the
amoun totalling | Payment
will be made based on the orderly
invoice of the Provider. The fee will be
charged after the contract is concluded
and within forty five (30) days from the
date the invoice is received by the
Sponsor/CRO . The orderly invoice shall
be issued by the Provider and sent to
the following address:

Pharmnet s.r.o.
Jan Malaé
Peckova 13

186 00 Praha 8
Ceska Republika

Pharmnet / CZ /| Provider /[
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6.9.

Site

Poskytovatelem/ZkouS$ejicim.

Platba pro Iékarnu - Zadavatel a CRO
souhlasi zaplatit Poskytovateli platbu za
sluzby poskytnuté nemocniéni lékarnou
v ramci této Studie (pfijem, skladovani a
vydej hodnoceného [éCivého pfipravku
Hlavnimu  zkouSejicimu nebo jim
povéfené  o0sob& nebo  subjektu
hodnoceni). Konkrétné bude zaplacena
netto Castka ve vySi |l za kazdou
jednotlivou zasilku hodnoceného léciva.
Platby budou provadény v EUR na ucet
S nize uvedenym nazvem a Cislem, a to
dvakrat ro¢né k 30. dubnu a 31.fijna
ugetniho roku. Radné vystavena faktura
bude Poskytovatelem vystavena a
zaslana na nasledujici adresu:
Pharmnet s.r.o.

Jan Malaé

Peckova 13

186 00 Praha 8

Ceska Republika

Schvalend kompenzace za cestovni a
jiné naklady pro subjekt hodnoceni (ve
vySillll bude vyplacena subjektim
hodnoceni  zafazenym do  studie
ZkouSejicim pfimo pfi navstévé v centru.

Zadavatel nebo CRO zaplati poplatek za
projednani smlouvy ke klinické studii ve
vySi I 2 zékladé fadné faktury
vystavené Poskytovatelem. Poplatek
bude uctovan po uzavieni smlouvy
béhem tficeti (30) dni ode dne, kdy je
faktura obdrzena Zadavatelem/CRO.
Poskytovatel vystavi a zaSle Fadnou
fakturu na nasledujici adresu
spolecnosti:

Pharmnet s.r.o.
Jan Malaé
Peckova 13

186 00 Praha 8
Ceska Republika

University Hospital Hradec Kralove



6.10.

6.10.

Name of Beneficiary /
Jméno pfijemce

Fakultni nemocnice Hradec Kralové

St o 20 vt Na Pikops 28

9 ress / -

Adresa Postcode / PSC 11503
City / Mésto Praha 1

3. | pocount number/ max. 20 digits / max. 20 znaki 34534-24639511/0710

4. IE?:;;;igzeesbeiT;/ max. 35 characters / max. 35 znaku Ceska narodni banka

5. | IBAN min. 18, max 26 digits / CZ2307100000000024639511

min. 18, max. 26 znaku

6. | SWIFT 8 o, 11 digits /8 nebo 1 CNBACZPP

7. g?ason for payment (free'te’xt)/ max. 100 characters / max. 100 znakt | Provadéni klinického hodnoceni
Gvod platby (textové znéni)

8 Specific symbol Cislo faktury

7. Inspections 7. Kontroly

7.1. Sponsor or a designated party shall 7.1. Zadavatel nebo urleny subjekt ma
have the right to inspect the progress of pravo provadét ve vzajemné vhodnych
the trial and the quality of obtained terminech kontroly postupu klinického
results at mutually convenient times. hodnoceni a kvality ziskanych vysledku.
The inspections shall be as frequent as Kontroly budou provadény tak ¢asto, jak
Sponsor deems necessary. to Zadavatel uzna za potfebné.

7.2. The Provider and the Investigator agree 7.2. Poskytovatel a ZkouSejici se zavazuiji,
to make available all trial documents, Ze na zadost Zadavatele nebo uréeného
results, materials and trial subjects’ subjektu zpristupni veskerou
medical records, as defined in the dokumentaci  klinického  hodnoceni,
Protocol, and any other information vysledky, materidly a nemocnicni
concerning the trial if requested by zadznamy subjektu hodnoceni
Sponsor or the designated party. stanovené v protokolu klinického

hodnoceni a jakékoli dalsi informace
tykajici se klinického hodnoceni.
7.3. Poskytovatel a ZkouS$ejici berou na

7.3. The Provider and the Investigator Védomi, ze mulze dojit k audittim ze
acknowledge that there may be audits strany narodnich, zahrani¢nich a
of domestic, foreign and international mezinarodnich Gradu/
authorities/organizations, whose organizaci, jejichz &innosti spogivaji
activities consist in the registration of v registraci 1&&ivych pripravkt a/nebo
medicinal products and/or supervision/ dohledu nad/inspekci klinickych
inSpeCtion Of Clinical Studies. In hodnoceni_ Vy’ée uvedené L']‘r"ady/
particular, the aforementioned organizace budou mit zejména pravo
aUthoritieS/Organizations shall have the prove’st kontrolu prostor, postupﬁ
right to inspect the rooms, the a zafizeni pouzivanych pro klinické
procedures and equipments employed hodnoceni, zplisob dokumentace Udajt
for the trial, the manner of data a archivovani dokumentace
documentation and the storage of a dokumentaci tykajici se klinického
documentation as well as the hodnoceni  véetn&  nemocniénich
documents  conceming the trial, zaznamu tykajicich se vSech subjektu
including medical documentation hodnoceni.
concerning all subjects included in the
trial.

Agreement Pharmnet / CZ / Provider / Site University Hospital Hradec Kralove
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7.4.

8.1.

Agreement

During the conduct of the review or
audit by the Sponsor and/or CRO in the
Provider are Sponsor and the
designated parties obliged to respect
the operating conditions of the Provider
so, that the time and place of the audit
determines the Investigator after the
agreement with the Sponsor and CRO.

The law obligations of the Provider will
be respected within the audit, especially
the obligation of the confidentiality and
personal data protections and further
the protection of the trade secret of the
Provider.

In the event of

a supervision/inspection related to the

trial, within the scope of all applicable

laws and regulations the Provider and

the Investigator agree to:

a. notify Sponsor
immediately,

b. cooperate with the representatives
of such authorities,

c. provide access to
described trial records,

d. provide Sponsor and CRO with a
copy of the inspection report except
for any information concerning
confidential subject data and other
confidential information, which may
not be disclosed according to
applicable local laws and
regulations,

e. report to Sponsor and CRO any
findings during such audit.

and CRO

the above

Confidentiality

For the purpose of this Agreement
“Information” shall mean all visual, oral,
written and/or electronic information
and data on the compound, any
technical and/or test results pertaining
thereto and any other matter related to
the Trial that have been handed over by
the Sponsor and/or CRO to the
Provider and the Investigator for the
purpose of the conduct of the Trial or
generated pursuant to the Trial
(“Confidential Information”).

Pharmnet / CZ /| Provider /[
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7.4.

8.1.

Site

PFfi provadéni kontroly nebo auditu ze
strany  Zadavatele a/nebo CRO
u Poskytovatele jsou Zadavatel a
povéiené osoby povinni respektovat
provozni podminky Poskytovatele s tim,
Zze misto a ¢&as kontroly stanovuje
ZkouSejici po dohodé se Zadavatelem a
CRO.

V ramci auditu budou
zdkonné  povinnosti  Poskytovatele,
pfedevSim povinnost miCenlivosti a
ochrany osobnich udajd, a dale ochrana
obchodniho tajemstvi Poskytovatele.

respektovany

Poskytovatel a ZkouSejici se zavazuji,
ze v pfipadé dohledu/inspekce
souvisejici s klinickym  hodnocenim
vrozsahu  veSkerych  pfedmétnych
obecné zavaznych pravnich predpisu:

a. budou neprodlené informovat
Zadavatele a CRO,

b. poskytnou técmto Uraddm
soudinnost,

c. zpfistupni uvedené zaznamy
klinického hodnoceni,

d. poskytnou Zadavateli a CRO kopii
inspekéni zpravy S vyjimkou
jakychkoli informaci tykajicich se
divérnych Udaji o subjektech
hodnoceni a jinych duavérnych
informaci, které nelze podle
pfedmétnych obecné zavaznych
pravnich predpist sdélovat,

e. seznami Zadavatele a CRO
s veskerymi nalezy vV ramci
uvedeného auditu.

Micenlivost

Informacemi se pro ucely této Smlouvy

rozumé&ji  veSkeré vizualni, ustni,

pisemné a/nebo elektronické informace
a udaje o hodnoceném léCivu, jakékoli
technické vysledky a/nebo vysledky
testl tykajici se téhoz a jakékoli dalSi
zalezitosti souvisejici s klinickym
hodnocenim, které Poskytovateli a
ZkouSejicimu byly pfedany Zadavatelem
a/lnebo CRO za ucCelem provadéni
klinického hodnoceni nebo vytvofilo
v ramci klinického hodnoceni (,Davérné
informace®).
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8.2. The Provider and the Investigator are 8.2. Poskytovatel a ZkouSejici jsou povinni

8.3.

8.4.

8.5.

8.6.

Agreement

obliged to keep such information as

defined in clause 8.1. of this Agreement

strictly confidential.

The Provider's and the Investigator’s

obligations include, but are not limited

to:

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

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

For the purpose of the performance of
the Trial the Provider and the
Investigator may disclose Information to
such responsible employees or to third
parties to whom it shall be necessary
and essential for the conduct of the
Trial to disclose such Information. Prior
to disclosure of any such Information to
employees and/or third parties the
Provider undertakes to inform about
extent of such obligations as imposed
on the Provider and the Investigator
according to this Agreement as well as
about their duty to observe
confidentiality obligation to the same
extent as defined in this clause.

In case the Provider and/or the
Investigator provide information to the
Sponsor during the conduct of the Trial,
the Provider and/or the Investigator will
indicate which information provided to
Sponsor should be treated as
confidential and Sponsor undertakes to
keep the confidentiality about this
information.

The obligations set forth above in
clause 8.1.-8.4. shall be valid for the
duration of this Agreement and shall
additionally expand for a period of
fifteen (15) years after termination of
this Agreement.

The Sponsor and/or the CRO
acknowledge that the Provider s
obligated to make this Agreement
public in accordance with Act no.

Pharmnet / CZ /| Provider /[
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8.3.

8.4.

8.5.

8.6.

Site

zachovavat informace definované
v odstavci 8.1. této Smlouvy v pfisné
tajnosti.

Zavazky Poskytovatele

a ZkousSejiciho kromé jiného zahrnuiji:

a. nesdélovani Duvérnych informaci
jakékoli tfeti strané bez pfedchoziho
pisemného souhlasu Zadavatele

b. nepouzivani Davérnych informaci za
jakymkoli jinym ucelem kromé ucelu
sjednaného touto Smlouvou.

Poskytovatel a ZkousSejici mohou sdélit
Davérné informace pro ucely provadéni
klinického  hodnoceni  odpovédnym
zameéstnancim nebo tfetim stranam, u
kterych  bude sdéleni Duavérnych
informaci nezbytné a podstatné pro
provadéni klinického hodnoceni.
Poskytovatel se zavazuje, Ze pred
sdélenim jakychkoli Davérnych
informaci zaméstnancim a/nebo tretim
stranam bude uvedené zaméstnance
a/nebo tfeti strany informovat o rozsahu
téchto zavazkd, kjakym se zavazali
Poskytovatel a ZkouSejici podle této
Smlouvy, jakoZz i o jejich povinnosti
dodrzovat zavazek micenlivosti
ve shodném rozsahu, jak je uveden
v tomto &lanku.

V pfipadé, Ze Poskytovatel a/nebo
Zkousejici poskytne informace
Zadavateli v  prbéhu Klinického
hodnoceni, Poskytovatel a/nebo
Zkousejici oznadi,
s kterymi informacemi je tfeba nakladat
jako S davérnymi

a Zadavatel se zavazuje zachovavat
micenlivost o téchto informacich.

Zavazky stanovené v odstavcich 8.1. az
8.4. plati po dobu této Smlouvy
a dale po dobu patnacti (15) let po
ukonc&eni této Smlouvy.

Zadavatel a/nebo CRO timto berou na
védomi, Ze Poskytovatel je povinen
uvefejnit tuto smlouvu v souladu se zak.
c. 340/2015 Sb.,

University  Hospital Hradec Kralove



8.7.

9.1.

9.2.

9.3.

Agreement

340/2015 col.
contracts.
The Parties agreed that this contract
will be published in Registry of
contracts. The publishing will be
arranged by Provider. The Parties
agreed that a trade secret specified by
Sponsor will be removed before this
contract is published in Registr of
contracts and that Appendices to the
contract will not be published in registr.
Before the contract is signed, the
Sponsor delivers to the Provider the
final version of the contract in a
machine legible format with a shaded
text that is considered as a trade secret
by Sponsor.

on the Registry of

Intellectual
rights

As Investigator is obliged to conduct the
trial strictly according to the trial
Protocol it is not intended that the trial
leads to the generation of know-how,
discoveries or patentable inventions
(“Inventions”). However, in the event
any Invention is made by the
Investigator in connection with the
conduct of the trial, this shall be
promptly disclosed by the Investigator
and the Provider to Sponsor. The
Provider and the Investigator are
obliged to assign its rights relating to
the Invention to Sponsor and its
affiliated companies without any
additional compensation. All Inventions
shall be the sole and exclusive property
of Sponsor, who shall have the sole
and exclusive right to apply for world-
wide patent rights in its own name and
its own costs, naming the inventor, and
to make unlimited use of the Inventions.

Property and Patent

The Provider and the Investigator are
obliged to inform all persons involved in
the clinical trial about respective
obligations resulting from this clause.

All projects, data, documents,
information, experiences and inventions
resulting from this clinical trial are
exclusively owned by  Sponsor.

Pharmnet / CZ /| Provider /[
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8.7.

9.2.

9.3.

Site

o Registru smiuv.

Smluvni strany se dohodly, Ze tato
smlouva bude uvefejnéna v registru
smluv a uvefejnéni smlouvy provede

Poskytovatel.  Smluvni strany se
dohodly, Ze oznacené obchodni
tajemstvi zadavatelem bude pred

zadanim smlouvy do registru smluv
odstranéno a pfilohy smluv nebudou v

registru smluv uvefejiiovany. Pfed
podpisem smlouvy Zadavatel zaSle
Poskytovateli finalni verzi smlouvy ve
strojové CitelIném formatu S
podbarvenym textem smlouvy, které
povaZzuje Zadavatel za obchodni
tajemstvi.

Dusevni vlastnictvi a patentova prava
Vzhledem ktomu, Ze je ZkouSejici
povinen provadét klinické hodnoceni
pfisné podle protokolu klinického
hodnoceni, nepfedpoklada se, Ze by
klinické hodnoceni vedlo k novému
know how, objevim nebo
patentovatelnym vynalezim
(»Vynalezy“). Pokud ale ZkouSejici
vytvofi jakykoli Vynalez v souvislosti
s provadénim  klinického hodnoceni,
ZkouSejici a Poskytovatel to neprodlené

oznami Zadavateli. Poskytovatel a
ZkouSejici jsou povinni pfevést sva
prava souvisejici s Vynalezem na

Zadavatele a jeho dcefiné spole€nosti
bez jakékoli dodatené nahrady.
VeSkeré Vynalezy budou vyluénym a
vyhradnim majetkem Zadavatele, ktery
bude mit vyluéné a vyhradni pravo
pozadat

o celosvétova patentova prava svym
vlastnim jménem a na své vlastni
naklady s uvedenim vynalezce a na
neomezené pouzivani Vynalezu.

Poskytovatel a ZkouS$ejici jsou povinni
informovat o pfisluSnych zavazcich
vyplyvajicich z tohoto ¢lanku vSechny
osoby podilejici se na klinickém
hodnoceni.

Veskeré projekty, udaje, dokumenty,
informace, zkuSenosti a vynalezy
plynouci z tohoto klinického hodnoceni
jsou vyluénym majetkem Zadavatele.
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9.4.

10.
10.1.

10.2.

10.3.

Agreement

Accordingly Sponsor keeps all rights for
worldwide commercialization of its
respective  products and licenses
without any restrictions.

The Provider and the Investigator
certify that the above mentioned
obligations are not contradictory to any
other agreement concluded with third
parties.

Publications

It is understood and agreed that any
and all information, data or discoveries
resulting, generated or developed by
the trial is the property of Sponsor and
may be used by Sponsor in connection
with any of its research, development,
marketing or promotional activities.

Sponsor has unrestricted publication
rights on data resulting from the trial
and may also give data to third parties
for publication.

If the clinical trial is a part of the
multicentric clinical trial, the Investigator
and the Provider cannot publish the
data found out at the Provider until the
results from the entire clinical trial (multi
centre publications) are published. If
such a clinical trial is not admitted for
publication within 18 months after its
completion or termination in all sites or
the Sponsor confirms, that they will not
prepare any multicentric publication,
then the Provider or the Investigator
can publish the results from the
Institution separately in compliance with
this clause upon Sponsor’s written
approval.

In case any publication is intended by
the Investigator or the Provider,

a. all manuscripts will be submitted in
written form to Sponsor for
information and and possible
adjustment comments prior to
publication. In order to ensure that
the Sponsor will be able to make

Pharmnet / CZ /| Provider /[
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9.4.

10.
10.1.

10.2.

10.3.

Site

Zadavatel si proto vyhrazuje vesSkera
prava na celosvétové vyuZiti pfislusnych
produktdi a licenci bez jakéhokoli
omezeni.

Poskytovatel a ZkouSejici potvrzuji, Ze
vySe uvedené zavazky nejsou v rozporu
se zadnou jinou dohodou uzavienou se
tfetimi stranami.

Publikace

Smluvni strany berou na védomi
a dohodly se, Ze ve$keré informace,
udaje nebo objevy plynouci, zhotovené
nebo vyvinuté vramci klinického
hodnoceni jsou majetkem Zadavatele a
Zadavatel je mlze vyuzivat v souvislosti
s jakymkoli svym vyzkumem, vyvojem,
marketingem nebo propagaci.

Zadavatel ma neomezena prava
k publikaci udaji plynoucich z klinického
hodnoceni a muze také poskytnout
udaje tfetim stranam k publikovani.

Pokud je urcité klinické hodnoceni
soucasti multicentrického  klinického
hodnoceni, Poskytovatel
a ZkouSejici tohoto klinického

hodnoceni nemohou publikovat udaje
zjisténé u Poskytovatele do doby, nez
jsou publikovany vysledky z kompletniho
klinického hodnoceni (multicentricka
publikace). Neni-li takovéto
multicentrické klinické hodnoceni pfijato
k publikaci béhem 18 mésicu po jeho
dokon&eni nebo pred€asném ukonéeni
ve vS8ech centrech nebo zadavatel
potvrdi, Ze zadnou multicentrickou
publikaci nevytvofi, muze Poskytovatel
a/nebo ZkouSejici publikovat vysledky

ze svého zdravotnického zafizeni
samostatné v souladu s timto ¢lankem
smlouvy po pisemném  souhlasu
zadavatele.

Jestlize ZkouSejici nebo Poskytovatel

uvazuje

o zvefejnéni jakékoli publikace, pak:

a. veSkeré rukopisy budou pied
zvefejnénim poskytnuty v pisemné
podobé& Zadavateli pro informaci a
pfipadnym pfipominkam. Zadavatel
musi dostat prednasky nejpozdéiji
4 tydnll a abstrakta nejpozdéji 2
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10.4.

11.
11.1.

Agreement

comments and suggestions where
pertinent, papers must be provided
to the Sponsor no later than 4
weeks, abstracts no later than 2
weeks prior to submission for
publication. Sponsor will respond to

such  submissions  within a
reasonable period of time, not to
exceed thirty (30) days. All

reasonable comments made by the
Sponsor in relation to a proposed
publication must be incorporated
into the publication;
b. Sponsor reserves the right to name
co-authors.
The Parties agreed that at the end of
the clicnical trail upon a request of the
Ethics committee of the Provider the
Sponsor shall provide a list of
publications related to results from this
clinical trial.

Duration of the Contract

This contract comes into effect after 11.1.

signing by all three parties and is valid
for the whole duration of the trial (until
the Close Out Visit has been
performed). The expected duration of

this clinical trial is till | EEE—

. Sponsor and CRO have the right to

discontinue the trial prematurely due to:
a. insufficient recruitment of trial

subjects (e.g. in case
I ot enrolled within the
first
I

b. material breach of contract by the
Provider and/or the Investigator (in
particular violation of any of its
obligations set forth in section 4),

safety reasons,

another important justified reason
(if e.g. insolvency proceedings have
been initiated against the Provider).
Termination of the Agreement by CRO
shall be made in writing.

oo

have the right to earlier termination of
this Agreement due to:

Pharmnet / CZ /| Provider /[
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10.4.

11.

. The Provider and/or the Investigator 11.3.

Site

tydny pred pfedanim
ke zvefejnéni, aby mél moznost
vyjadfit v pfedmétnych pfipadech
své pfipominky a navrhy. Zadavatel
odpovi na poskytnuté materialy
v pfiméfené Casové |hateé, ale
nejpozdéji do tficeti (30) dnda.
VeSkeré pfiméfené pfipominky ze
strany  Zadavatele v souvislosti
s navrhovanou publikaci museji byt
zaclenény do publikace;

b. Zadavatel si vyhrazuje pravo uvést
spoluautory.

Smluvni strany se dohodly, Ze
na zakladé Zadosti Etické komise
Poskytovatele, zadavatel poskytne po
ukonceni klinického hodnoceni seznam
publikaci vztahujicich se k vysledkim
tohoto klinického hodnoceni.

Smluvni doba

Tato  smlouva nabyva  ucinnosti
podpisem vsech tfech smluvnich stran a
plati  po celou dobu klinického

hodnoceni (az do vykonani Zavére¢né
navstévy). Predpokladana doba trvani

klinického hodnoceni je

.Zadavatel a CRO maji pravo
na predéasné ukonceni klinického
hodnoceni v pfipadé:
a. nedostate¢ného naboru subjektl
hodnoceni (napf. jestlize bé&hem
od zahajeni
klinického hodnoceni  nedojde
k naboru [
B
b. zavazného porudeni  Smlouvy

ze strany Poskytovatele a/nebo
ZkouSejiciho (zejména v pfipadé
poruseni jakéhokoli z jeho zavazku
stanovenych v ¢lanku 4),
bezpec&nostnich ddvodu,
jiného dulezitého opodstatnéného
divodu (napf. v pfipadé zahajeni
fizeni vac&i Poskytovateli z divodu
platebni neschopnosti).

oo

CRO je povinno ukongit Smlouvu
pisemnou vypovédi.

Poskytovatel a/nebo ZkouSejici maji
pravo pfredCasné vypovédét tuto

Smlouvu v pfipadé, Ze:

University Hospital Hradec Kralove



12.
12.1.

12.2.

12.3.

12.4.

Agreement

a. material breach of the Contract by
Sponsor and/or CRO,
b. safety reasons regarding Subijects.

. Termination of the Agreement by the

Provider and/or the Investigator shall be
made in writing upon 30 (thirty) days.
The subjects may not suffer any harm
to their lives or their health due to early
termination of the Agreement.

. Upon any termination, the Provider and

the Investigator shall return any trial
drug and material as instructed in
writing by Sponsor or designated party.

Final provisions

This Agreement has been executed in
Czech and in English. The parties
hereto agree that the Czech version
shall prevail over the English one for all
matters of interpretation and
construction.

Neither party may assign or otherwise
transfer its rights or duties under this
Agreement to any third party without
the prior written consent of the other
party, except that the Provider and the
Investigator herewith expressly agree
that Sponsor and/or CRO may assign
or transfer its rights and duties without
prior consent to its Affiliated
Companies.

All amendments and modifications to
this Agreement including this clause
shall only be effective if made in writing.

In case one or more provisions
contained in this Agreement should be
or become, or be declared or held, fully
or in part invalid, illegal or
unenforceable in any respect under any
applicable law, court proceedings or
any other governmental or other
regulatory authority, the validity, legality
and enforceability of the remaining
provisions of this Agreement shall not in
any way be affected or impaired. The
Parties agree to substitute for any such

Pharmnet / CZ /| Provider /[
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12.
12.1.

12.2.

12.3.

12.4.

Site

. Ukonéeni

a. bude zavazné poruSena tato
Smlouva ze strany Zadavatele/CRO,

b. bude ohroZena bezpecnost subjektl
klinického hodnoceni.

Smlouvy Poskytovatelem
a/nebo ZkousSejicim bude Zadavateli
doruceno pisemnou vypovédi 30 (tficet)
dnd pfed ukonéenim Smlouvy. Zdravi
nebo zivot subjektd hodnoceni nesmi
byt ohrozen pfed€asnym ukonéenim
Smiouvy.

.V jakémkoli pfipadé ukon&eni Smlouvy

Poskytovatel

a ZkouSejici vrati veSkeré hodnocené
l&civo a materialy v souladu
s pisemnymi pokyny Zadavatele nebo
uréeného subjektu.

Zavérecéna ustanoveni

Smluvnim jazykem této Smlouvy je
Cesky a anglicky jazyk. Smluvni strany
se dohodly, Zze ve vSech otazkach
interpretace a vykladu rozhoduje Ceské
znéni nad anglickym.

Zadna ze smluvnich stran nesmi bez
pfedchoziho pisemného  souhlasu
protistrany pfevést sva prava nebo

povinnosti podle této Smlouvy
na zadnou tfeti stranu s vyjimkou toho,
ze Poskytovatel

a Zkousejici timto vyslovné souhlasi
s tim, Ze Zadavatel smi bez pfedchoziho
souhlasu pfevést sva prava a povinnosti
na své Spfiznéné spolecnosti.

Veskeré dodatky a zmény této Smlouvy
v€etné tohoto ¢lanku nabyvaji u€innosti
pouze v pisemné podobé.

Jestlize jedno nebo vice ustanoveni
obsazenych v této Smlouvé je nebo se
stane nebo bude prohlaseno nebo
povazovano za plné nebo C&asteéné
neplatné, nezakonné nebo
nevykonatelné v jakémkoli  ohledu
z hlediska jakéhokoli prislusného
obecné zavazného pravniho predpisu,
soudniho  fizeni nebo  jakéhokoli
vladniho nebo jiného regulaéniho
organu, nebude tim nijak dotéena nebo
zmendena platnost, zakonnost a
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12.5.

12.6.

12.7.

12.8.

Agreement

invalid, illegal or unenforceable
provision a valid, legal and enforceable
provision which achieves to the
greatest extent possible the legal,
economic and commercial purposes of
the invalid, illegal or unenforceable
provision.

This Agreement, including its formation
and interpretation, and all written orders
placed by Sponsor and CRO shall be
governed and construed in accordance
with the laws of the Czech Republic
without recourse to the conflict of laws
provisions thereof (collition provision).
The courts of the Czech Republic shall
have exclusive jurisdiction.

The Parties hereby declare that, on
their part, there is no conflict of interest,
financial or non-financial, which would
impede the proper conduct of the
clinical trial in accordance with general
valid regulations and regulatory
requirements (particularly with Good
Clinical Practice). The Sponsor and
CRO hereby declare that they shall not
enter into any other contract with
investigator neither with any other
cooperating persons related to this
clinical trial.

The Parties agreed that the initial visit
and the delivery of Investigational
medicinal product will be performed
after the contract is published in Registr
of contract. The publishing in registr will
be arranged by Poskytovatel
immediately since the contract is signed
by all Parties.

The parties hereto have caused this
Agreement to be executed in 3 (three)
originals by their duly authorized
representatives.
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12.5.

12.6.

12.7.

12.8.

Site

vykonatelnost zbyvajicich ustanoveni
této Smlouvy. Smluvni strany se
zavazuji, Zze jakékoli takové neplatné,
nezakonné nebo nevykonatelné
ustanoveni nahradi platnym, zakonnym
a vykonatelnym ustanovenim, které
zajisti v co nejvétsim rozsahu pravni,
ekonomické a komeréni ucely takového
neplatného, nezakonného nebo
nevykonatelného ustanoveni.

Tato Smlouva vcetné jejiho vyhotoveni a
vykladu a veSkeré pisemné pfikazy ze
strany Zadavatele a CRO se fidi a
vykladaji v souladu s obecné zavaznymi
pravnimi piedpisy Ceské republiky bez
odvolani na jejich ustanoveni
o stfetu pravnich predpist (kolizni
ustanoveni). Vyhradni soudni pravomoc
maiji pfislusné soudy Ceské republiky.

Smluvni strany timto prohladuji, Zze z
jejich strany neexistuje zadny stiet
zajm0 finanéni ¢&i nefinanéni povahy,
ktery by branil fadné realizaci klinického
hodnoceni v souladu s obecné platnymi
pfedpisy a regulaénimi poZadavky
(zejména se spravnou klinickou praxi).
Zadavatel i CRO se zavazuiji, Ze na toto
klinické  hodnoceni neuzaviou se
zkouSejicim ani jinou spolupracujici
osobou zadnou dalSi smlouvu.

Smiuvni strany berou na védomi, Ze
nedojde Kk iniciatni navstévé a dodavce
hodnoceného léCivého pfipravku do
okamziku uvefejnéni kone¢ného
dokumentu v registru smluv. Uvefejnéni v
registru smluv bude Poskytovatelem
provedeno neprodlené od podpisu
smlouvy vSemi stranami.

Smluvni strany podepsaly tuto Smlouvu
fadné ve 3 (tfech) origindlech
v zastoupeni svymi fadné opravnénymi
zastupci.
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Prague / V Praze dne _2. 6.2017

Pharmnet s.r.o.

RNDr. Jan Malag, Ph.D.
Managing director / Vykonny feditel

Hradec Kralové / V Hradci Kralové dne
12. 6. 2017

Fakultni nemocnice Hradec Kralové

prof. MUDr. Vladimir Pali¢ka, CSc., dr.h.c.
feditel

Hradec Kralové / V Hradci Kralové dne
12. 6. 2017

Principal investigator / Hlavni zkouS$ejici
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