CLINICAL TRIAL AGREEMENT

SMLOUVA O KLINICKEM HODNOCENT

This Agreement is made by and between:

Tato smlouva je uzaviena mezi

Quark Pharmaceuticals, Inc.
7999 Gateway Blvd, Suite 310
Newark, CA 94560 (USA)

Tax identification no.: 94-3192416

Quark Pharmaceuticals, Inc.
7999 Gateway Blvd, Suite 310
Newark, CA 94560 (USA)
DIC: 94-3192416

hereinafter referred to as the “Sponsor*

ddle jen ,,zadavatel*

for purposes of this Agreement represented by the
clinical research organization

pro tcely této smlouvy zastupovan organizaci
klinického vyzkumu

CTI Clinical Trial and Consulting Services Europe
GmbH

Schillerstrasse 1/15

89077 Ulm

Germany

VAT No.: DE264250780

CTI Clinical Trial and Consulting Services Europe
GmbH

Schillerstrasse 1/15

89077 Ulm

Némecko

DIC: DE264250780

hereinafter referred to as the “CRO”

dale jen ,,CRO*

and

a

Fakultni nemocnice Hradec Kralové

Sokolska 581

500 05 Hradec Kréilové — Novy Hradec Krédlové
Czech Republic

VAT No.: CZ00179906

Fakultni nemocnice Hradec Kralové

Sokolska 581

500 05 Hradec Kralové — Novy Hradec Kralové
Ceska republika

DIC: CZ00179906

hereinafter referred to as “Provider”.

déle jen ,,poskytovatel*

and

a

Kardiochirurgicka klinika
Fakultni nemocnice Hradec Kralové

Kardiochirurgicka klinika
Fakultni nemocnice Hradec Kralové

hereinafter referred to as “Principal Investigator”.

dale jen ,,hlavni zkouSejici*.

WHEREAS the Sponsor is a pharmaceutical company
involved in the research, development, manufacture and
sale of medicines for use in humans;

VZHLEDEM K TOMU, ZE se zadavatel jako
farmaceutickd spolecnost tcastni vyzkumu, vyvoje,
vyroby a prodeje humannich 1ékd,

WHEREAS the Sponsor has entered into a separate
agreement with the CRO to manage, monitor and
coordinate the conduct of this Clinical Trial on
Sponsor’s behalf. Sponsor has also authorized CRO to
negotiate and execute this Agreement and make site
payments on Sponsor’s behalf.

VZHLEDEM K TOMU, ZE zadavatel uzaviel
samostatnou smlouvu s CRO, na jejimz zakladé bude
tato fidit, monitorovat a koordinovat provadéni tohoto
klinického hodnoceni jménem zadavatele, Zadavatel
také zplnomocnil CRO ke sjednén{ a uzavieni této
smlouvy a provadéni plateb pracoviStim jménem
zadavatele,

WHEREAS the Provider desires to conduct a clinical
trial for Sponsor under the terms of this agreement
(such agreement hereinafter referred to as the
“Agreement”)

VZHLEDEM K TOMU, ZE si poskytovatel pieje pro
zadavatele provést klinické hodnoceni v souladu s
podminkami této smlouvy (tato smlouva déle jen
,,smlouva‘),
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WHEREAS the Principal Investigator is concerned
with the diagnosis, treatment and prevention of disease
and clinical research for the improvement of healthcare;

VZHLEDEM K TOMU, ZE se hlavni zkousejici
zajima o diagnostiku, 1é¢bu a prevenci onemocnénf{ a
klinicky vyzkum za tc¢elem zlepSeni zdravotnické péce,

WHEREAS the Principal Investigator has a particular
interest and experience in treatment for patients with
acute kidney injury/AKI (specified diagnosis)

VZHLEDEM K TOMU, ZE se hlavni zkousSejici
predevsim zajima a ma zkuSenosti s 1é¢bou pacientd
s akutnim poSkozenim ledvin/AKI (specifikovand
diagnéza),

WHEREAS the purpose of this Agreement is to
conduct work and establish data and useful knowledge
as set forth in the clinical trial no. QRK309 with title
“A Randomized, Double-Blind, Placebo Controlled,
Phase 3 Study to Evaluate the Efficacy and Safety of
I o: Prevention of Major Adverse Kidney
Events (MAKE) in Subjects at High Risk for Acute
Kidney Injury (AKI) Following Cardiac Surgery”

VZHLEDEM K TOMU, ZE téelem této smlouvy je
provedeni praci a potvrzeni dat a uzitecnych poznatkt
uvadénych v klinickém hodnoceni ¢. QRK309
nazvaném ,,Randomizovand dvojité zaslepend placebem
kontrolovan4 studie fdze 3 hodnotici G¢innost a
bezpeénost |l v prevenci vyznamnych
nezadoucich piithod postihujicich ledviny (Major
Adverse Kidney Events, MAKE) u pacientl s vysokym
rizikem akutniho poSkozeni ledvin (Acute Kindey
Injury, AKI) po operaci srdce*

EudraCT Number: 2018-000757-49

Cislo EudraCT: 2018-000757-49

IT IS NOW AGREED AS FOLLOWS:

SE SMLUVNI STRANY TIMTO DOHODLY
NASLEDUJICIM ZPUSOBEM:

1.0 OBLIGATIONS 1.0 POVINNOSTI
1.1 The Provider agrees to conduct the 1.1 Poskytovatel se v souladu s protokolem,
clinical trial “A Randomized, Double- ktery je vyznamny z medicinského
Blind, Placebo Controlled, Phase 3 Study hlediska, pfipojenym k této smlouvé jako
to Evaluate the Efficacy and Safety of ptiloha €. 1 (déle jen ,,protokol®) zavazuje
for Prevention of Major provést klinické hodnoceni nazvané
Adverse Kidney Events (MAKE) in »~Randomizovand dvojit¢ zaslepend
Subjects at High Risk for Acute Kidney placebem kontrolovana studie faze 3
Injury (AKI) Following Cardiac Surgery” hodnotici t¢innost a bezpeénost [
(hereinafter the “Clinical Trial”) in Il prevenci viznamnych
accordance with the protocol, which is nezadoucich piihod postihujicich ledviny
significant in the medical point of view, (Major Adverse Kidney Events, MAKE)
attached hereto as Appendix 1 (the u pacientd s vysokym rizikem akutniho
“Protocol”) and such other work as may poskozeni ledvin (Acute Kidney Injury,
be mutually agreed upon in a duly AKI) po operaci srdce* (dile jen
executed amendment to this Agreement ,.klinické hodnoceni*) a takové jiné
(collectively, the “Services™). The préce, jejichZ provedeni bude vzajemné
Protocol is identified in Appendix 1 by ujednédno v ramci fddn€ vyhotovenych
the title page of the protocol including dodatkt k této smlouvé (spolecné déle jen
version number and date, and duly ,»sluzby®). Protokol je v pfiloze ¢. 1
attached. identifikovan svou titulni stranou, véetné
¢isla a data jeho verze, a je fadné pripojen
k této smlouvé.
No changes or deviations to the Protocol Bez zadavatelova souhlasu a pfedchoziho
should be implemented without prostudovani a prukazného schvéleni ze
agreement by the Sponsor and prior strany piisluSného orgdnu a nezavislé
review and documented approval from etické komise (déle jen ,,EK*) nesmi byt
the Competent Authority and v protokolu provadény Zadné zmény ani
Independent Ethics Committee odchylky, pokud jejich t¢elem neni
(hereinafter EC), unless to eliminate an odvraceni bezprostfedniho nebezpeci
immediate hazard to the trial subjects, in hroziciho subjektiim hodnoceni. V
which case the Provider shall takovém pifpad€ bude poskytovatel o
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immediately notify Sponsor and/or CRO
of such change or deviation.

dané zméné nebo odchylce bezodkladné
informovat zadavatele nebo CRO.

The Sponsor shall obtain approval of the
Protocol and the informed consent form
provided by Sponsor from the appropriate
EC prior to commencing the Clinical
Trial. If the requires changes in the
Protocol or informed consent form, such
changes shall not be implemented unless
and until CRO and Sponsor are notified
and Sponsor gives its written approval.

Zadavatel pted zahdjenim klinického
hodnoceni zajisti schvileni zadavatelem
poskytnutého protokolu a formulafe
informovaného souhlasu ptisluSnou EK.
Vyzaduje-li EK provedeni zmén v
protokolu nebo formulafti informovaného
souhlasu, nebudou takové zmény
provedeny, pokud a dokud CRO a
zadavatel nebudou informovéni a
zadavatel neposkytne sviij pisemny
souhlas.

The Principal Investigator shall obtain
from each study subject in the sense of
Act No. 378/2007 Coll., (hereinafter
referred to as "Study Subjects”) a
properly executed informed consent form
(as provided by the Sponsor and
approved by the EC) before such study
subject is allowed to participate in the
Clinical Trial. In addition, the Provider
shall obtain from each study subject
express written authorization to provide
explicit written consent to the processing
of his/her personal data for the purpose of
conducting clinical trials, including their
provision to the sponsor through the
CROs, who will protect them in the
clinical trial in accordance with relevant
data protection laws, ie in accordance
with European Parliament and Council
Regulation 2016/679 (GDPR).

Hlavni zkousejici od kaZzdého ze subjektl
hodnoceni ve smyslu zdkona ¢. 378/2007
Sb., (déle jen studijnich subjektl) zajisti
fadn¢ podepsany formulaf informovaného
souhlasu (poskytnutého zadavatelem a
schvileného EK) diive, nez takovému
subjektu studie umozni dcast v klinickém
hodnoceni. Poskytovatel dile od kazdého
ze studijnich subjektl zajisti vyslovny
pisemny souhlas se zpracovanim jeho
osobnich udaji pro ucely provedeni
klinického hodnoceni, véetné jejich
poskytnuti zadavateli prostiednictvim
CRO, kteii je budou v ramci klinického
hodnoceni chranit v souladu s
ptislusnymi zdkony o ochrané osobnich
udaju, tedy v souladu s natizenim
Evropského parlamentu a rady ¢.
2016/679 (GDPR).

1.2 The Provider will keep the Sponsor 1.2 Poskytovatel bude zadavatele nebo CRO
and/or CRO updated on the progress of v pravidelnych intervalech informovat o
the Services in the clinical trial on a vyvoji poskytovanych sluzeb v ramci
regular basis and will timely prepare and klinického hodnocenf a v¢as pfipravi a
forward those written reports which have odesle pisemné zpravy, na nichz se
been agreed by the parties or required by smluvn{ strany dohodly nebo jsou
the Protocol. vyZadovany protokolem.

1.3 Inclusion in the Clinical Trial is based on 1.3 Zarazovani do klinického hodnoceni je
competitive recruitment among all zaloZeno na kompetitivnim zptsobu
participating Providers. The Sponsor ndboru na vSech zicastnénych
and/or CRO will notify the Provider vyzkumnych pracovistich. Zadavatel
when the recruitment period ends. nebo CRO bude poskytovatele
Expected amount of enrolled Study informovat o ukonceni obdobi naboru.
Subjects by the Provider is [JJ] Predpokladany pocet zafazenych

studijnich subjektii u poskytovatele jeJJJj

1.4 The Provider agrees to participate in a 1.4 Poskytovatel se zavazuje k ti¢asti na
certain number of trial relevant meetings: ur¢eném poctu s hodnocenim
Site Selection Visits, Initiation Visits, souvisejicich jedndni: navstévy v rdmci
Monitoring Visits and Close-outs Visits. vybéru pracovisté, ivodni navstévy,

monitorovaci navstévy a zdveérené
navstévy.
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1.5  The Provider shall furnish such clinical 1.5  Neni-li pisemn¢ ujednéno jinak,
and laboratory facilities and equipment as poskytovatel poskytne klinické a
is necessary for performance of the laboratorni zafizen{ a vybaveni nezbytné
Services, unless otherwise agreed in k provadeéni sluZeb. Poskytovatel
writing. The Provider shall use the study hodnoceny 1écivy piipravek ve smyslu
drug in the sense of Act No. 378/2007 zékona ¢. 378/2007 Sb., (déle jen
Coll., (hereinafter referred to as "Study ,hodnoceny 1ék*) a ostatni materidly
Drug”) and other materials provided by poskytnuté zadavatelem nebo CRO
Sponsor and/or CRO solely to perform vyuZije vyhradné k provadéni klinického
the Clinical Trial, shall not transfer the hodnoceni, hodnoceny 1€k nebo takovy
study drug or such material to any third materidl nepfevede na zZadnou tiet{ stranu
party, and shall, at Sponsor’s election, a dle zadavatelovy volby ihned po
promptly return or destroy all remaining preruseni nebo ukonceni klinického
study drug or material upon completion hodnoceni veskeré zbyvajici hodnocené
or termination of the Clinical Trial. Iéky a materidl vrati nebo zlikviduje.

1.6 In the event of any serious adverse events 1.6V piipadé jakychkoliv zdvaZnych
(including adverse events associated with nezadoucich piithod (véetn€ nezddoucich
the study drug that indicate the possibility ptihod souvisejicich s hodnocenym
of significant health hazards), the Iékem, u nichZ existuje moznost vzniku
Provider and Principal Investigator shall zavazného zdravotniho rizika) informuji
notify CRO and Sponsor via entry into poskytovatel a hlavni zkouSejici do
the electronic data collection database as dvaceti Ctyt (24) hodin od jejich zjistén{
specified by Sponsor or via facsimile or CRO a zadavatele prostiednictvim zapisu
telephone within twenty-four (24) hours do databdze pro sbér elektronickych dat
of making such discovery. uréené zadavatelem nebo faxem ¢i

telefonicky.
2.0 PRINCIPAL INVESTIGATOR 2.0 HLAVNI ZKOUSEJICI

2.1  The Services shall be carried out under 2.1  Sluzby jsou vykondvany pod vedenim
the direction of jako
B s the “Principal Investigator”, and ,.hlavniho zkousSejictho* a provadény
performed by the Principal Investigator hlavnim zkouSejicim a dal$imi
and others (e.g. medical doctors serving spolupracujicimi osobami (napf. 1ékafi v
as sub-investigators and other staff, such postaveni spoluzkousejicich a dal$im
as nurses, technicians, post-gradual persondlem, jako jsou zdravotnf sestry,
fellows, or other faculty members, technici, postgradudln{ studenti ¢i jini
hereinafter collectively referred to as ¢lenové akademické obce, spole¢né dile
“Trial Staff”) as assigned by the Principal jen ,studijni tym*) povétenymi hlavnim
Investigator. No change of Principal zkousejicim. Ke zmén¢ v osob¢ hlavniho
Investigator shall be made without the zkousejiciho nedojde bez zadavatelova
Sponsor’s prior written approval, which pfedchoziho pisemného souhlasu, ktery
approval shall not be unreasonably nebude bezdtvodné odpiran ani
withheld or delayed. odkladan.

The Provider will perform the Services in Poskytovatel bude sluzby provadeét vcas a
a timely and professional manner, with na odborné drovni, pfi¢emz tak ucini s
reasonable skill and care in accordance vyuzitim pfiméfenych dovednosti a
with this Agreement and its appendices, naleZitou péci v souladu s touto smlouvou
the Protocol, any Protocol Amendments, a jejimi pfilohami, protokolem,
and the current Investigator’s Brochure. jakymikoliv dodatky k protokolu a
aktudlné platnou piiruc¢kou pro
zkousejici.
The Provider will at all times be Poskytovatel vZdy ponese odpovédnost
responsible for any acts or omissions of za jakékoliv jednani ¢i opomenuti ze
the Principal Investigator and all Trial strany hlavniho zkouSejictho nebo
Staff. kazdého z ¢lenit studijniho tymu.
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2.2

The Clinical Trial is carried out under US-
IND-NO. 72,366. The Principal
Investigator shall provide CRO with the
financial information for forwarding to the
FDA, and shall ensure that any Trial Staff
involved in the performance of the
Clinical Trial also provides such required
information. The Provider and Principal
Investigator further confirm that it/he/she
is not listed in the FDA Debarment List, is
not debarred by any other regulatory
authority, and is not under any
investigation for debarment, and shall
ensure that any employees also
participating in the Clinical Trial shall do
the same. The Provider and Principal
Investigator agree to notify CRO
immediately if it/he/she (the Principal
Investigator) becomes aware of an FDA
Debarment issued over or any FDA
debarment investigation involving the
Provider, Principal Investigator or any
employee taking part in the Study.

2.2

Klinické hodnoceni je provadéno pod
¢islem US-IND-NO. 72,366. Hlavni
zkousejici poskytne CRO finan¢ni
informace, které budou uradu FDA
poskytnuty, a zajisti, aby takové
poZadované informace poskytl kazdy z
¢lend studijniho tymu dcastnici se
provadeéni klinického hodnoceni.
Poskytovatel a hlavni zkousSejici dile
potvrdi, Ze jejich jména nejsou na
seznamu osob se zdkazem Cinnosti
vedeném ufadem FDA, jejich ¢innost jim
nebyla zakdzana kterymkoliv jinym
kontrolnim ufadem a neni proti nim
vedeno zadné Setfeni v souvislosti se
zékazem c¢innosti. Poskytovatel a hlavni
zkousSejici souCasné zajisti, aby totéz
potvrdil i kazdy ze zamé&stnanc, ktefi se
rovnéZ dcastni klinického hodnoceni.
Poskytovatel a hlavni zkouSejici se
zavazuji ihned informovat CRO v ptipadé,
Ze se (hlavni zkousejici) dozvi o zdkazu
¢innosti vystaveném poskytovateli,
hlavnimu zkousSejicimu nebo
kterémukoliv ze zaméstnancti ucastnicich
se studie ifadem FDA nebo o jakémkoliv
Setfen{ tfadu FDA v souvislosti se
zékazem ¢innosti.

3.0 CLINICAL TRIAL GOVERNANCE 3.0 SPRAVA KLINICKEHO HODNOCENI
3.1  The Provider agrees to carry out this 3.1  Poskytovatel se zavazuje provadét toto
Clinical Trial in accordance with: klinické hodnoceni v souladu s:
e the Protocol and any other e protokolem a jakymkoliv jinym
Clinical Trial-specific instruction specifickym studijnim pokynem
provided by the Sponsor or CRO; poskytnutym zadavatelem nebo
CRO,
e  The Declaration of Helsinki: e Helsinskou deklaraci:
Recommendations Guiding doporucenimi Svétové 1€karské
Physicians in Biomedical asociace slouZicimi jako ptirucka
Research Involving Human 1ékate v biomedicinském
Subjects. The World Medical vyzkumu na lidskych subjektech,
Association including véetné dodatkd uvedenych v
amendments as set out in the protokolu,
protocol,
e The ICH Harmonized Tripartite e harmoniza¢nimi pokyny
Guideline, Guideline for Good pfijatymi na tfistranné
Clinical Practice (E6), Mezindrodni konferenci pro
harmonizaci (International
Conference on Harmonization,
ICH), pokyny pro spravnou
klinickou praxi (E6),
e The FDA requirements of the e poZadavky amerického dradu
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USA or Czech SUKL (if
applicable according to Protocol),

FDA ¢i &eského SUKLu
(pfipadaji-li dle protokolu v
Gvahu),

e The Directive 2001/20/EC of the
European Parliament and of the
Council of 4 April 2001 on the
approximation of the laws,
regulations and administrative
provisions of the Member States
relating to the implementation of
good clinical practice in the
conduct of clinical trials on
medicinal products for human use
(if applicable to the protocol)

e smérnici 2001/20/ES Evropského
parlamentu a Rady ze dne 4.
dubna 2001 o sbliZovéani pravnich
a spravnich predpist ¢lenskych
statt tykajicich se uplatiovani
spravné klinické praxe pfi
provadeéni klinickych hodnoceni
humannich 1é¢ivych pfipravka
(pripadé-li dle protokolu v
tvahu),

e The relevant data protections
laws and regulations

e pifslu$nymi zdkony a predpisy o
ochran¢ osobnich udajt,

e  The Provider and Principal
Investigator will perform the
Clinical Trial according to the
current law regulations of the
Czech Republic, especially the
Act No. 378/2007 Coll., on
Pharmaceuticals in its latter
wording, and decree No.
226/2008 Coll. on good clinical

e poskytovatel a hlavni zkousSejici
budou klinické hodnoceni
provadeét v souladu s platnymi
zdkonnymi predpisy Ceské
republiky, zv14sté pak zdkonem €.
378/2007 Sb., o 1éCivech, ve
znéni pozdéjsich predpist a
vyhlaskou €. 226/2008 Sb., o
spravné klinické praxi, a jejimi

practice and its changes. zménami.
4.0 TERM 4.0 DOBA PLATNOSTI
4.1  This Agreement shall enter into force on 4.1  Tato smlouva vstoupi v platnost v den

the date of the last signature of this posledniho podpisu této smlouvy a
Agreement and comes into force by day ucinnosti dnem uvefejnéni v registru
of its publishing the in the Register of smluv v souladu se zdkonem ¢. 340/2015
Contracts as mentioned in the Act No. Sb., o registru smluv v platném znéni. Jeji
340/2015 Coll., On the Register of platnost bude ukoncena dokoncenim
Contracts, as amended. The Agreement sluzeb, které je planovano || Gz
shall terminate upon completion of the IV »iipadé jakéhokoliv
Services, || KGTGTcTcGNGEEGEGE. zpozdéni dokondeni klinického
case of any delay in completion of the hodnocenti, které 1ze pficitat zadavateli,
Clinical Trial attributable to the Sponsor, tieti stran€ nebo EK, si zadavatel
Third Party or EC, the Sponsor reserves vyhrazuje pravo uvedené terminy zménit
the right to extend the mentioned tak, aby mohl byt dokon¢en nébor.
timelines in order to complete Poskytovatel bezodkladné informuje
recruitment. The Provider shall promptly zadavatele nebo CRO o jakémkoliv
inform the Sponsor and/or CRO of any zpozdéni nebo ocekdvaném zpozdéni a o
delay or anticipated delay, and of any jakychkoliv opatfenich u¢inénych ¢i
actions initiated or planned in order to pldnovanych za t¢elem odstranéni
remedy such delay. takového zpoZdéni.

5.0 INSPECTION 5.0 KONTROLY

5.1  The CRO on behalf of the Sponsor shall 5.1  CRO je jménem zadavatele oprdvnéna

be entitled at its absolute discretion to zajistit dle svého absolutniho uvaZeni
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monitor and audit the conduct of the
Services. Such monitoring may take such
form as the Sponsor thinks fit and shall
include without limitation the right to
inspect any facility being used for the
work and to examine any procedures and
records relating to the work, both clinical
and financial, provided that such
inspections are not incompatible with
local laws. The Sponsor and/or CRO shall
give not less than twenty-four (24) hours’
prior written notice to the Provider of its
intention to monitor and/or audit. No such
monitoring and/or audit by the Sponsor
shall relieve the Provider of any of its
obligations hereunder.

monitoring a audity provadénych sluzeb.
Tento monitoring mizZe byt provadén v
podobé, kterou zadavatel shledd vhodnou
a kterd mimo jiné zahrnuje pravo na
provedeni kontroly jakéhokoliv zafizeni
vyuzivaného k prici a zkoumani
jakychkoliv postupti a zdznamu s praci
souvisejicich, at’ jiz klinické ¢i finanén{
povahy, a to za predpokladu, Ze takové
kontroly nejsou v rozporu s mistnimi
zakony. Zadavatel nebo CRO ozndmi
pisemné svlij zdmér provést monitoring
nebo audit poskytovateli alesponi s
predstihem dvaceti ¢tyt (24) hodin.
Z4dny takovy monitoring nebo audit ze
strany zadavatele nezprostuje
poskytovatele Zaddné z jeho povinnosti dle
této smlouvy.

5.2 In the event that any regulatory authority 5.2
having jurisdiction over or an interest in
the conduct of the Clinical Trial carries
out or gives notice of its intention to carry
out any inspection or investigation of any
location of the Provider, or otherwise
takes any action in relation to the Clinical
Trial, the Provider shall immediately
notify the Sponsor and/or CRO in detail
of the action being taken or proposed.
The Provider shall procure (so far as is
consistent with the prevailing law) that
the Sponsor shall have the right to be
present at any such inspection or
investigation and to participate in, and if
it so elects, at its expense, to have the
conduct and control of any action arising
therefrom. The Provider shall also
provide Sponsor and/or CRO with copies
of all correspondence received from or
submitted to the regulatory authority in
connection with such inspection or
investigation. The existence of such
rights in favour of the Sponsor shall not
impose any obligation on the Sponsor and
shall not relieve the Provider of any of its
obligations under this Agreement.

V piipade¢, Ze kontroln{ dfad, v jehoz
kompetenci nebo oblasti zdjmu je
provadéni klinického hodnoceni, provede
nebo ozndmi svilj zdmér provést
jakoukoliv kontrolu ¢i Setfeni v kterékoliv
7 lokaci poskytovatele, ptipadné pfijme
jakdkoliv jind opatieni v souvislosti s
klinickym hodnocenim, poskytovatel
zadavatele nebo CRO ihned podrobn¢
informuje o provedenych ¢i
navrhovanych opatienich. Poskytovatel
(je-li to v souladu s obecnymi zdkony)
zajisti, aby se zadavatel mohl zicastnit
jakychkoliv takovych kontrol ¢i Setfeni a
aby se dle své volby a na vlastni ndklady
mohl podilet na provadéni a kontrole
jakychkoliv opatfeni z nich vyplyvajici.
Poskytovatel také poskytne zadavateli
nebo CRO kopie veskeré korespondence
pfijaté od kontrolnich tifadu ¢i témto
odeslané v souvislosti s takovou
kontrolou nebo Setfenim. Existenc{
takovych prav ve prospéch zadavatele
tomuto nevznika zZadnd povinnost a
poskytovatel neni zprostén Zadné ze
svych povinnost{ dle této smlouvy.

6.0 FINANCIAL ARRANGEMENTS 6.0 FINANCNI UJEDNANI

6.1  The Sponsor agrees to pay to the Provider 6.1
the fees set forth in Appendix 2.

Zadavatel se poskytovateli zavazuje
uhradit odmény uvedené v piiloze €. 2.

6.2  Payments of fees to the Provider under 6.2
clause 6.0 shall be made in line with the
payment schedule in Appendix 3.

Uhrada poplatk poskytovateli dle
odstavce 6.0 je provddéna podle
platebniho kalendéte uvedeného

v ptiloze €. 3.
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6.3  Payments to the Provider (including 6.3  Platby poskytovateli (véetn¢ cestovného
patient travel costs) under this Agreement pro subjekty studie) dle této smlouvy jsou
are specified in Appendix 3. uvedeny v pfiloze €. 3.

6.4  The Sponsor and the CRO undertake not 6.4  Zadavatel a CRO se zavazuji, Ze
to conclude a separate contract for this neuzaviou se zkouS$ejicim ani s nikym ze
clinical trial with the investigator or any studijniho tymu Zadnou separatni
of the study team. All payments will be smlouvu na toto klinické hodnoceni.
made to the benefit of the provider. Veskeré platby budou ucinény ve

prospéch poskytovatele.
7.0 DOCUMENTS 7.0 DOKUMENTY

7.1  The Provider and Principal Investigator 7.1  Poskytovatel a hlavni zkouSejici budou
will record all study data from the veskeré udaje z klinického hodnoceni
Clinical Trial in a timely, accurate, vcas, presné, Uplné a Citelné
complete, and legible manner in the form zaznamenavat ve formé popsané v
described in the Protocol. The Provider protokolu. Poskytovatel a hlavni
and Principal and Investigator shall take zkousejici pfijmou pfiméfend a obvykla
reasonable and customary precautions, opatfeni, véetn¢ pravidelného zalohovani
including periodic backup of computer pocitacovych soubord, aby piedesli ztraté
files, to prevent the loss or alteration of nebo pozménéni jakychkoli studijnich
any study data. Sponsor shall solely own udaju. Zadavatel je vyhradnim vlastnikem
all study data from the Clinical Trial. veskerych studijnich ddajt z klinického
The Provider and Principal Investigator hodnoceni. Poskytovatel a hlavni
will make the study data available for zkousejici zpfistupni tdaje ze studie pro
periodic and regular review by CRO ucely pravideln¢ se opakujicich kontrol
and/or Sponsor and shall promptly ze strany CRO nebo zadavatele a
respond to CRO’s and Sponsor’s bezodkladn¢ zodpovi pfimétené dotazy
reasonable inquiries regarding the status ze strany CRO a zadavatele v souvislosti
of the Clinical Trial. se stavem klinického hodnoceni.

7.2 Without limiting the foregoing, the 7.2 AniZ by tim bylo omezeno pfedchazejici
Principal Investigator shall furnish to the ustanoveni, hlavni zkouSejici zadavateli
Sponsor and/or CRO upon the Sponsor nebo CRO na zdklade¢ jejich poZadavku
and/or CRO’s request: predloZi:

e  Fully completed datasheets and e  kompletn€ vyplnéné zdznamové
fields in the electronic Case listy a pole v elektronickém
Report Form/CRF. Data must be formulafi pro individudln{
entered in the electronic Case zaznamy subjektt hodnoceni
Report Form within 2 days of /CREF. Udaje musi byt do
subject visit. elektronického formuléie piipadu

zadany do dvou dnt od navstévy
subjektu,

e  Other trial specific documents or e jiné specifické studijni
deliverables including, but not dokumenty nebo piedkladané
limited to, blood samples and ndlezitosti, mimo jiné véetné
Drug Administration log (site). krevnich vzorkl a zdznamu o

podavani 1€ku (pracoviste).
8.0 RECORD RETENTION 8.0 UCHOVAVANI ZAZNAMU
8.1  All documents, data and other records obtained |8.1  VeSkeré dokumenty, udaje a jiné zdznamy

from the Sponsor and/or CRO or created by the

ziskané od zadavatele nebo CRO, piipadné
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Provider as a result of the Agreement shall be
and remain the property of the Sponsor. Such
documents, data, disclosed confidential
information and other records must be kept
safely and securely for at least fifteen (15) years
after end of the Clinical Trial. Sponsor and/or
CRO must be informed in writing of any change
of address or relocation of the trial files during
this period. The Provider shall make free
archiving for 5 years in accordance with Act No.
378/2007 Coll. For the next 10 years, the
provider will charge the archived fee - [}
B 1hc invoice will be issued by the
Provider after signing this Agreement.

The Sponsor/CRO will, within 6 months
of the end of the chargeable archiving period,
notify the Provider of the pending archiving
period expiration. The Sponsor/CRO will inform
Provider whether it will insist on further
archiving and will cover the involved costs
involved. In the event that within the above
mentioned period the Sponsor does not notify the
request for further archiving or does not pay the
fee for further archiving, the Provider is deemed
to be entitled to destruct all the archived
documents of the Study.

vytvofené poskytovatelem v dusledku uzavieni
smlouvy, jsou a zistanou zadavatelovym
majetkem. Takové dokumenty, udaje, poskytnuté
diavérné informace a jiné zdznamy musi byt
bezpecné a spolehlivé uchovdviny po dobu
nejméné patndcti (15) let po skonceni klinického
hodnoceni. Béhem tohoto obdobi musi byt
zadavatel nebo CRO pisemné informovédni o
jakychkoliv zméndch adresy nebo umisténi
studijnich  slozek.  Poskytovatel  provede
bezplatnou archivaci po dobu 5 let v souladu se
zdkonem ¢. 378/2007 Sb. Na dalSich 10 let
provede poskytovatel zpoplatnénou archivaci —

Na zpoplatnénou archivaci bude
poskytovatelem vystavena faktura po podpisu
této smlouvy.

Zadavatel/CRO v predstihu 6 mésicti od konce
zpoplatnéné archivace ozndmi poskytovateli, zda
trvd na dal§i archivaci a uhradi ndklady s tim
spojené. V piipadé, Ze ve shora uvedené lhité
zadavatel nesdéli pozadavek na dals{ archivaci ¢i
neuhradi poplatek na dal$i archivaci, ma se za to,
Ze je poskytovatel opravnén k likvidaci vSech
archivovanych dokumentt studie.

9.0 INTELLECTUAL PROPERTY 9.0 DUSEVNI VLASTNICTVI
9.1  Any data, results, invention or discovery 9.1  Jakékoliv udaje, vysledky, vyndlezy a
(whether patentable or not), copyright objevy (at’ jiz patentovatelné ¢i nikoliv),
material or confidential know-how which materidly chranéné autorskym pravem
may be made or discovered by the nebo divérné know-how, které mohou
Provider, the Principal Investigator or byt vypracovany ¢i ucinény
Trial Staff or is communicated by the poskytovatelem, hlavnim zkouSejicim
Provider to the Sponsor and/or CRO or nebo studijnim tymem, ptipadné jsou
may arise from the research and ozndmeny zadavateli anebo CRO
development work by Sponsor (or any of poskytovatelem ¢i mohou vzniknout na
its Affiliates) to the development or zdklad¢ vyzkumnych a vyvojovych
discovery of which the Provider, the aktivit zadavatele (nebo kteréhokoliv z
Principal Investigator or Trial Staff may jeho partnert) a k jejichZ vyvoji ¢i
have contributed under this Agreement, objeveni mohl poskytovatel, hlavni
will belong absolutely to the Sponsor zkousejici nebo studijni tym na zdkladé
provided that such data, results invention, této smlouvy prispét, ndlezi v celém svém
discovery, copyright material or rozsahu zadavateli. Toto plati za
confidential know-how is made or pfedpokladu, Ze takové tidaje, vysledky,
discovered in the course of performing vyndlezy, objevy, materidly chranéné
the Services (collectively, the “Service autorskym pravem nebo duvérné know-
P”). how byly vypracovdny ¢i u€inény v
prubéhu provadéni sluzeb (spole¢né déle
jen ,,duSevni vlastnictvi®).
9.2 No royalty or other payment will be due 9.2. Poskytovateli, hlavnimu zkouSejicimu ani
to the Provider, the Principal Investigator kterémukoli z ¢lent studijniho tymu
or any Trial Staff from the Sponsor in nendleZi ze strany zadavatele ve véci
respect of any Service IP and the Provider dusevniho vlastnictvi zadné licencni
and Principal Investigator will and hereby poplatky ani jiné platby a poskytovatel a
does (and will cause each Trial Staff to) hlavni zkousejici na zadavatele (nebo
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assign to the Sponsor its (or its jeho zaméstnance) pfevedou, a timto tak
employees) right, title and interest to all ¢ini, své prava, naroky a podily na
Service IP, including all intellectual vesSkerém duSevnim vlastnictvi, véetné
property right therein, and will execute all veskerych prav k duSevnimu vlastnictvi s
instruments necessary for Sponsor to nimi souvisejicich, a vystavi veskeré
evidence such assignment and to obtain doklady, které zadavateli umoZzni
and maintain intellectual property rights doloZeni takového pfevodu a zajiSténi a
protection of the Service IP, including the udrZeni ochrany prav k duSevnimu
filing and prosecution of patent vlastnictvi, v€etné poddvani a uplatiiovani
applications in any country or any jakychkoliv patentovych pfihlasek v
division or continuation thereof or for any kterékoli zemi, jejich rozdélovani ¢i
reissue of any patent issued. prodluZovani a opétovného udélovani
jakéhokoli jiz udéleného patentu.
Poskytovatel a hlavni zkousejici dale
zajisti, aby taktéZ ucinil i studijni tym.
10.0 CONFIDENTIALITY 10.0 DUVERNOST INFORMA CI
10.1 The Provider will not disclose or use, at 10.1 Poskytovatel se v kterémkoli okamziku
any time during or subsequent to the platnosti smlouvy i pozd¢ji zdrzi
Agreement, any information disclosed by zvefejiiovani ¢i pouzivani jakychkoli
the Sponsor, its Affiliates or its informaci poskytnutych poskytovateli
commercial partners to the Provider, or zadavatelem, jeho partnery ¢i obchodnimi
created or acquired by the Provider in the partnery, pfipadné vytvofenych ¢i
course of performing the Services ziskanych poskytovatelem v pribéhu
hereunder including, without limitation, provadeéni sluzeb dle této smlouvy, mimo
information about inventions, products, jiné vcetné informaci tykajicich se
processes, methods, techniques, formulas, vynélezt, produkti, procest, metod,
compositions, compounds, projects, technik, vzorct, sloZeni, skladby,
development plans, research, data, projektt, pland rozvoje vyzkumu, udajt,
clinical data, financial data, investor klinickych tdaji, finan¢nich ddajt,
relations, potential investors, financing vztaht s investory, potencidlnich
arrangements, personal data, computer investort, zplisobl financovani, osobnich
programmes, customer and supplier lists udaju, pocitacovych programil, seznamu
or such organisations or individuals, zakaznikl a dodavateld nebo takovych
research, commercial or other activities organizaci ¢i jednotlivct a vyzkumnych,
(collectively, “Confidential obchodnich a jinych aktivit (spole¢né
Information”), except as required in dale jen ,,duvérné informace*). Toto
connection with the Provider’s neplati v piipadé¢, kdy je zvefejnéni ¢i
performance of the Agreement, with the pouziti davérnych informaci vyzadovano
Sponsor’s prior written approval or as v souvislosti s plnénim smlouvy ze strany
required by a governmental or judicial poskytovatele, bylo pfedem pisemné
authority. (“Affiliate” of a Party shall in schvaleno zadavatelem, ptipadné je
this Agreement mean any legal entity vyZadovano statnim nebo justicnim
controlling, controlled by or under organem. (,,Partner* jedné ze stran této
common control with such Party.) smlouvy pfedstavuje jakoukoliv
pravnickou osobu, kterd takovou stranu
kontroluje, je touto kontrolovéna ¢i s
touto pod spolecnou kontrolou.)
10.2  The Provider shall only disclose 10.2 Poskytovatel poskytne diivérné informace
Confidential Information to its employees svym zaméstnanciim pouze v rozsahu
on a strict need-to-know basis to perform nezbytné nutném pro vykon jejich
its obligations under this Agreement. The povinnost{ dle této smlouvy. Poskytovatel
Provider shall be fully liable towards the nese vuci zadavateli plnou odpovédnost
Sponsor for the acts and omissions of za jednani ¢i opomenuti zaméstnanc,
employees who have received kteff obdrzeli dGvérné informace, jakoby
Confidential Information, as if such acts k takovému jednéni ¢i opomenuti doslo
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or omissions were the Provider’s own. ze strany samotného poskytovatele.

10.3  The Provider’s obligations of confidence 10.3  Povinnost zachovani ml¢enlivosti a
and limitations hereunder shall not apply omezeni vztahujici se na poskytovatele
to information, which the Provider can dle této smlouvy se netykaji informaci, u
demonstrate: nichz je poskytovatel schopen prokézat,

Ze:

e Isor becomes generally available e jsou nebo se stanou veiejné
to the public other than by reason dostupnymi zpisobem jinym nez
of breach by the Provider of the porusenim ustanoveni této
provisions of this Agreement; smlouvy ze strany poskytovatele;

e Is known to the Provider and is at e  jsou poskytovateli zndmy a ten s
the Provider’s free disposal nimi volné disponuje (byly
(having been generated poskytovatelem nebo tieti stranou
independently by the Provider or samostatné vytvoreny, aniz by
a third party, in circumstances doslo k jejich pfimému ¢i
where it has not been derived nepifimému odvozeni ze
directly or indirectly from the zadavatelovych informaci), a to
Sponsor) provided that za pfedpokladu, Ze poskytovatel
documentary evidence of such predloZi zadavateli do tticeti (30)
knowledge is furnished by the dnt od obdrzZeni jeho pozadavku
Provider to the Sponsor within listinné dikazy o znalosti téchto
thirty (30) days of receipt of informaci;
demand for such proof;

e Is subsequently disclosed to the e jsou poskytovateli poskytnuty
Provider without obligation of nasledné a bez povinnosti
confidence by a third party owing zachovat mlcenlivost tieti
no such obligations to the stranou, kterd vici zadavateli v
Sponsor in respect of that souvislosti s danymi informacemi
Information; takovou povinnosti vdzdna nent;

e Isrequired by law to be disclosed e jejich zvefejnéni je vyzadovano
but then only when prompt notice zékonem, ovSem aZ po odeslani
of this requirement has been bezodkladného oznameni o
given to the Sponsor so that it takovém pozadavku zadavateli,
may, if so advised, seek ktery mizZe v piipad¢, Ze je mu to
appropriate relief to prevent or doporuceno, usilovat o vhodna
limit such disclosure provided opatfeni, jimiZ by takovému
always that any disclosure shall zvefejnéni zabranil nebo toto
be only to the extent so required omezil, vzdy vSak za
and shall be subject to prior predpokladu, Ze jakékoliv
consultation with the Sponsor zvefejnéni bude provedeno pouze
with a view to agreeing timing v pozadovaném rozsahu a
and content of such disclosure. podléha predchozi konzultaci se

zadavatelem, jejimzZ tcelem je
dosaZeni dohody v souvislosti s
nacasovanim a obsahem takového
zvefejnéni.

10.4 Upon termination or expiration of this 10.4 Po ukonceni této smlouvy nebo vyprseni
Agreement, the Provider shall, at jejf platnosti poskytovatel veskeré
Sponsor’s election, promptly return or duveérné informace dle zadavatelova
destroy all Confidential Information of vybéru zadavateli bezodkladné& vrati nebo
Sponsor. zlikviduje.
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10.5 The Provider agrees, in addition, not to 10.5 Poskytovatel se dile zavazuje, Ze se vuci
make any statement on the Sponsor’s médiim, dodavatelum, zakaznikam,
behalf or concerning the Sponsor to the obchodnim partnertim a jakymkoliv
media, suppliers, customers, commercial jinym osobdm, které nejsou ve vztahu se
partners or to any other person zadavatelem, bez ptedchoziho
unconnected with the Sponsor without the zadavatelova souhlasu zdrZ{ jakychkoliv
prior approval of the Sponsor. prohlaseni jménem zadavatele nebo v

souvislosti s nim.
11.0 INDEMNIFICATION 11.0  ODSKODNENI

11.1  Sponsor shall indemnify and hold 11.1 Zadavatel poskytovatele, jeho z4stupce,
harmless the Provider, its agents, zaméstnance, vedouci pracovniky a
employees, directors and consultants poradce odskodni a zprosti odpovédnosti
from any third party loss, expense and v souvislosti s jakymikoliv ztrdtami,
liability, including reasonable attorney’s vylohami a odpovédnosti vici tfetim
fees arising from or in connection with strandm, v¢etné pfiméfenych nakladd na
any physical injury to the study subject pravni zastoupen{ vzniklych z diivodu
caused by treatment or procedures nebo v souvislosti s télesnou djmou
required by the Protocol that the subject zptisobenou studijnimu subjektu 1é¢bou
would not have received if the subject nebo vykonem vyzadovanym
had not participated in the Clinical Trial protokolem, které by subjekt
(“a Claim”) save where a Claim is nepodstoupil, pokud by se netdcastnil
directly or indirectly attributable to the klinického hodnoceni (déle jen ,,ndrok*),
negligence or wilful misconduct or s vyhradou pfipadu, kdy 1ze ndrok ptimo
breach of this Agreement by the Provider ¢i nepfimo pficitat nedbalosti,
its agents, employees, directors or umyslnému pochybeni nebo porusSeni této
consultants, including failure to comply smlouvy ze strany poskytovatele, jeho
with the Protocol, Sponsor’s or CRO’s zastupcil, zaméstnanct, vedoucich
instruction, and applicable laws and pracovnikid nebo poradcti, véetné
regulations. The Sponsor has arranged a nedodrzeni protokolu, pokynt zadavatele
third-party insurance of the clinical trial nebo CRO a piislusnych zdkont a
in accordance with the wording predpisti. Zadavatel sjednal pojisténi
established in § 52 par. f) of Act No. klinického hodnoceni v souladu se
378/2007 Coll. covering adequately all znénim ustanovenym v § 52 odst. 3 pism.
damages derived from the participation of f) zékona ¢. 378/2007 Sb. poskytované
subjects in the Clinical Trial of this treti stranou, které dostatecné pokry;ji
Agreement, and shall be up to date in its veskeré skody vzniklé tcasti subjekti na
premiums payments for the klinickém hodnoceni dle této smlouvy, a
aforementioned policy. The details of the zajisti dhradu splatnych plateb pojistného
policy are provided below: v ramci vyse zminéné pojistné smlouvy.

Podrobnosti pojistné smlouvy jsou
uvedeny niZe:
Insurance company: 100% Certain Pojistovaci spole¢nost: 100% Certain
Sydicates 1886 at Lloyd’s of London Sydicates 1886 at Lloyd’s of London
| |

11.2  Further the Sponsor’s obligation to 11.2 Zadavatelova povinnost poskytnout
indemnify as set out in clause 11 hereto odskodnéni dle odstavee 11 této smlouvy
shall not apply to a Claim: se dale na narok nevztahuje:

(i)  to the extent that any personal (i)  jestliZe je jakdkoliv osobni tjma
injury is caused by the negligent or zpusobena nedbalym ¢i
wrongful acts or omissions or nespravnym jedndnim, opomenutim
breach of the terms of this nebo porusenim podminek této
Clinical Trial Agreement / Smlouva o klinickém hodnoceni CONFIDI::N TIAL/
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Agreement by any of the Provider,
the Principal Investigator, any of
the Trial Staff or their respective
agents, consultants, employees,
directors of affiliates in discharge
of any its obligations under this
Agreement or statutory duties;

smlouvy ze strany poskytovatele,
hlavniho zkousejiciho, kteréhokoli
z ¢lent studijniho tymu nebo jejich
ptislusnych zastupct, poradcd,
zaméstnanci, vedoucich
pracovnikll nebo partnert pfi
vykonu kterychkoli jejich
povinnosti dle této smlouvy nebo
zdkonnych povinnosti;

(i)  unless promptly (within 14 days at
the latest) following receipt of
notice of such Claim, the Provider
shall have informed the Sponsor in
writing of the claim or proceeding
and shall, upon the request and
expense of the Sponsor, provide the
Sponsor with sole authority to
defend and settle the claim using
legal representation of the
Sponsor’s own choice or

(i) pokud poskytovatel ihned
(nejpozdéji béhem 14 pracovnich
dnt1) po obdrzeni ozndmeni o
takovém ndroku zadavatele o
ndroku nebo fizeni pisemné
neinformuje, a na zadavatelovu
7adost a ndklady tomuto
neposkytne vyhradni zmocnéni k
obhajobé& ve véci ndroku a jeho
vyporadani vyuZzitim pravniho
zastoupeni dle zadavatelovy vlastni
volby;

(iii) if the Provider or its agents,
consultants, employees, directors or
affiliates shall have made any
admission in respect of such Claim
prejudicial to the defence of it
without the prior written consent of
the Sponsor; or

(iii) v piipadé, Ze poskytovatel nebo
jeho zastupci, poradci,
zameéstnanci, vedouci pracovnici
nebo partnefi pfijmou odpovédnost
za takovy ndrok bez zadavatelova
predchoziho pisemného souhlasu a
bez ohledu na obhajobu ani

(iv) if the Provider or its agents,
employees, directors or affiliates
shall have agreed to the settlement
or compromise of such Claim or
proceeding without the prior
written consent of the Sponsor.

(iv) pokud poskytovatel nebo jeho
zastupci, zameéstnanci, vedouci
pracovnici nebo partnefi pfistoupi
na vypotadani ¢i kompromis v
otdzce takového naroku nebo fizeni
bez zadavatelova predchoziho
pisemného souhlasu.

11.3  The Provider, the Principal Investigator, 11.3  Poskytovatel, hlavni zkousejici, kterykoli
any of the Trial Staff or their respective z ¢lend studijniho tymu nebo jejich
agents, consultants, employees, directors prislusni zastupci, poradci, zaméstnanci,
of affiliates shall, if requested by the vedouci pracovnici nebo partnefi
Sponsor, give assistance to the Sponsor as poskytnou zadavateli na jeho Zadost
may be required for the Sponsor’s asistenci, kterd mtze byt nutna pro
efficient conduct and prompt handling of ucelnost zadavatelova jednanf{ a rychlé
a Claim. vyfeSeni naroku.

11.4 The Provider shall indemnify and hold 11.4 Poskytovatel odskodni a zprost{

harmless the Sponsor, CRO, their agents,
employees, directors and consultants from
any third party loss, expense and liability,
including reasonable attorney’s fees
arising from or in connection with
negligence or wilful misconduct or breach
of this Agreement by the Provider its
agents, employees, directors or

odpovédnosti zadavatele, CRO, jejich
zéstupce, zaméstnance, vedouci
pracovniky a poradce v souvislosti s
jakymikoliv ztratami, vylohami a
odpovédnosti viici tfetim stranam, véetné
pfimétenych ndkladl na pravni zastoupeni
vzniklych z divodu nebo v souvislosti s
nedbalosti, imyslnym pochybenim nebo
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consultants, including failure to comply
with the Protocol, Sponsor’s or CRO’s
instruction, and applicable laws and
regulations to the extent and in
accordance with Act No. 89/2012 Coll.

porusenim této smlouvy ze strany
poskytovatele, jeho zastupct,
zaméstnanci, vedoucich pracovnikid nebo
poradcti, véetné nedodrZen{ protokolu,
pokynt zadavatele nebo CRO a
piislusnych zdkont a pfedpist v rozsahu a
v souladu se zdkonem ¢. 89/2012 Sb.

11.5

Provider and Principal Investigator shall
secure and maintain insurance, at a level
that is reasonable for a similarly situated
entity, to cover their obligations and
liabilities under this Agreement during the
term of this Agreement after completion
of the Clinical Trial. In addition, Provider
and Principal Investigator shall secure and
maintain in full force and effect
throughout the performance of the
Clinical Trial workers’ compensation
insurance in the amount required by the
laws of the country in which Provider’s
and Principal Investigator’s employees are
located. Upon Sponsor’s request,
Provider and Principal Investigator shall
provide to Sponsor or CRO a certificate
evidencing such insurance.

Poskytovatel a hlavni zkousejici zajisti a
bude udrzovat v platnosti pojistné kryti v
mife pfiméfené pro obdobné subjekty, z
n¢hoz budou po dobu platnosti této
smlouvy a po dokonéeni klinického
hodnocen{ kryty povinnosti a odpovédnost
dle této smlouvy. Poskytovatel a hlavn{
zkousejici déle zajisti a v prib&hu
provadeéni klinického hodnoceni budou
udrZovat plné¢ platné a i¢inné pojistné
kryti pro pracovniky klinického
hodnocenti, a to ve vyS$i pozadované
zakonem zemé, v niz se zaméstnanci
poskytovatele a hlavniho zkousejiciho
nachdzeji. Na zadavatelovu Zadost
poskytovatel a hlavni zkouSejici
zadavateli nebo CRO poskytnou doklad o
takovém pojistném kryti.

12.0 RELATIONSHIP BETWEEN PARTIES

12.0

VZTAH MEZI SMLUVNIMI STRANAMI

12.1

The Provider and the Sponsor agree that
the Principal Investigator and Trial Staff
are not acting as agents or employees of
the Sponsor.

12.1

Poskytovatel a zadavatel souhlasi se
skute¢nosti, Ze hlavni zkousejici a
studijni tym nejednaji jako zadavatelovi
zastupci ani zaméstnanci.

13.0  PUBLICATION

13.0 PUBLIKOVANI

13.1 The Provider or Principal Investigator (a 13.1 Poskytovatel nebo hlavni zkousejici (déle
“Publishing Party””) may publish results jen ,,publikujici strana*) smi vysledky
of the Clinical Trial solely in accordance klinického hodnoceni publikovat
with this Section 13.1. In order to ensure vyhradné v souladu s timto odstavcem
against an inadvertent disclosure of 13.1. Aby publikujici strana zajistila, Ze
Confidential Information, the Publishing nedojde k netimyslnému zvefejnéni
Party will provide CRO and Sponsor an divérnych informaci, poskytne CRO a
opportunity to review any proposed zadavateli ptileZitost prezkoumat
publication or other type of disclosure jakékoliv navrhované publikace nebo jiny
before it is submitted or otherwise druh zvetejiiovaného materidlu pred
disclosed. The Publishing Party will jejich odeslanim ¢i jinym zptsobem
submit any proposed manuscript, zvefejnéni. Publikujici strana pieda
publication, or presentation to the CRO jakékoliv navrhované rukopisy, publikace
and Sponsor for comment at least 60 days nebo prezentace k pfipominkovani CRO a
prior to the Publishing Party’s submission zadavateli alespoii 60 dnti pred podanim
of such manuscript, publication or takovych rukopist, publikaci nebo
presentation. The Publishing Party will prezentaci ze strany publikujici strany.
make every reasonable attempt to Publikujici strana vyvine veskeré
incorporate comments received from the priméiené usili za ucelem zaclenéni
Sponsor and/or CRO, and will upon pfipominek pfijatych od zadavatele nebo
request remove any Confidential CRO a na jejich Zadost pted publikaci,
Information of Sponsor (other than the prezentaci nebo jakymkoliv jinym
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results of the Clinical Trial), prior to
publication, presentation or any other
form of disclosure. The Publishing Party
further agrees that it will, upon written
request from Sponsor within the 60 day
review period, delay the publication or
presentation for an additional 60 days to
allow Sponsor to file patent application or
other proprietary protection. Further, the
parties recognize that because this is a
multi-site study, there is a need for a
coordinated approach to any publication
or publicizing of the results of this
Clinical Trial. In this regard, there will
be no publication or publicizing of such
results prior to the multi-center
publication; however if no multi-site
publication has occurred within twelve
(12) months after the completion of the
Clinical Trial at all other sites, the
Provider and Principal Investigator shall
have the right to publish or present
Clinical Trial results obtained at the
Provider, subject to the terms of this
Agreement. The parties agree that this
Agreement will be published in the
Register of Contracts and the Provider
will make the contract public to the extent
required to comply with applicable laws
and regulations. The Contracting Parties
agree that the trade secrets indicated by
the Sponsor in the Agreement will be
removed from the Agreement prior to the
contract publishing in the Register of
Contracts and the annexes of the
Agreement will be published in the
Register of Contracts to the extent
necessary to comply with applicable laws
and regulations. Before signing the
Agreement, the Sponsor will send the
final version of the Agreement to the
Provider in a machine-readable format,
with a highlighted text of the contract,
which the Sponsor considers to be
business secret.

zptisobem zvefejnéni odstrani veskeré
zadavatelovy divérné informace (kromé
vysledkt klinického hodnoceni).
Publikujici strana se ddle zavazuje, Ze na
zadavatelovu pisemnou Zadost u€inénou
v prubéhu 60denniho prezkumného
obdobf{ odloZi publikaci nebo prezentaci o
dalsich 60 dnu, aby zadavateli umoznila
podat patentovou piihlaSku nebo zajistit
jinou ochranu. Smluvni strany déle berou
na védomi, Ze studie je multicentrick4, a
pfi jakémkoliv publikovani nebo
propagovani vysledkt klinického
hodnoceni tudiZ existuje nutnost
koordinovat postup ¢innosti. V tomto
ohledu k Zddnému publikovan{ ani
propagovani takovych vysledkt nedojde
pfed vyddnim multicentrické publikace;
pokud vsak do dvanécti (12) mésict po
dokonceni klinického hodnoceni nedojde
k vydani Zddné multicentrické publikace
na zadném z ostatnich pracovist,
poskytovatel a hlavni zkouSejici maji
pravo v souladu s podminkami této
smlouvy publikovat ¢i prezentovat
vysledky klinického hodnoceni ziskané v
rdmci vyzkumného pracovisté. Smluvni
strany se dohodly, Ze tato smlouva bude
uvefejnéna v registru smluv a uvetejnéni
smlouvy provede Poskytovatel. Smluvni
strany se dohodly, Ze oznac¢ené obchodni
tajemstvi zadavatelem, bude ptred
zadanim smlouvy do registru smluv
odstranéno a ptilohy smluv budou v
registru smluv uvefejiiovany v nezbytném
rozsahu. Pfed podpisem smlouvy
Zadavatel zasle Poskytovateli finaln{
verzi smlouvy ve strojové Citelném
formdtu s podbarvenym textem smlouvy,
které povaZzuje Zadavatel za obchodni
tajemstvi.

14.0 PUBLICITY

14.0 PROPAGACE

14.1

No advertising or publicity matter having
or containing any reference to the
Provider shall be used by the Sponsor
except as approved by the Provider. No
advertising or publicity matter having or
containing any reference to the Sponsor
shall be used by the Provider except as
approved by the Sponsor.

14.1

S vyjimkou piipadt schvalenych
poskytovatelem zadavatel nevyuZije
Zadné reklamni ani propaga¢ni materialy,
které na poskytovatele odkazuji. S
vyjimkou piipadl schvalenych
zadavatelem poskytovatel nevyuZije
74dné reklamni ani propaga¢ni materidly,
které odkazuji na zadavatele.

15.0 EARLY TERMINATION

15.0 PREDCASNE UKONCENI
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15.1 The Sponsor may terminate this 15.1 Zadavatel mize tuto smlouvu ukoncit na
Agreement upon thirty (30) days’ written zdkladé tficetidenni (30) pisemné
notice to the Provider. Upon premature vypovédi poskytovateli. Pfi pfed¢asném
termination of this Agreement based on ukoncenf této smlouvy na zdkladé€ tohoto
this clause, the CRO on behalf of Sponsor odstavce CRO zadavatelovym jménem
shall compensate the Provider for any uhradi poskytovateli jakékoliv sluzby
Services properly performed up to such fddné provedené az do takového data
date of termination plus an amount ukonceni plus ¢4stku odpovidajici
corresponding to reasonable non- pfiméfenym nevratnym ndkladim, které
refundable costs incurred by the Provider poskytovateli do takového data ukonceni
up to such date of termination. Any vzniknou. Jakédkoli ¢ast nevyuZitych
portion of unused pre-payments to the uhrad, které byly poskytovateli vyplaceny
Provider shall promptly be refunded to pfedem, bude bezodkladné vracena
the Sponsor. zadavateli.

15.2 In the event that one party is materially 15.2 V ptipad€ zdvazného poruseni povinnosti
breaching its obligations hereunder, the dle této smlouvy jednou ze smluvnich
other party shall be entitled to terminate stran je druha strana oprdvnéna tuto
this Agreement with immediate effect, smlouvu s okamZitou platnosti ukoncit za
provided such breach has not been predpokladu, Ze k napravée takového
remedied within 30 days from receipt of poruseni nedojde do 30 dnd od doruceni
notice from the non-defaulting party ndpravu vyZadujiciho ozndmeni smluvni
requiring such remedy. stranou, kterd se poruseni nedopustila.

16.0 SURVIVAL OF CLAUSES 16.0 PRETRVANI PLATNOSTI

16.1 The provisions of section(s) 9, 10, 11, 13, 16.1 Ustanoveni odstavcu 9, 10, 11, 13, 14, 16
14, 16 and 23 of this Agreement shall a 23 této smlouvy zlstanou v platnosti i
survive the termination of this po jejim ukonceni.

Agreement.
17.0 SEVERANCE 17.0 ODDELITELNOST
17.1 If any term or provision of this 17.1 Jestlize budou nékteré z podminek nebo

Agreement shall for any reason be held to
be invalid, illegal, or unenforceable in
any respect, such invalidity, illegality, or
unenforceability shall not affect any other
term or provision hereof, and this
Agreement shall be construed as if such
term or provision, to the extent the same
shall have been invalid, illegal,
unenforceable, had never been contained
herein.

ustanoveni této smlouvy z jakéhokoliv
dtvodu shledany neplatnymi,
nezdkonnymi nebo v jakémkoliv ohledu
nevymahatelnymi, bude takova
neplatnost, nezdkonnost nebo
nevymahatelnost nebude mit vliv na
kteroukoliv jinou podminku nebo
ustanoveni této smlouvy a tato smlouva
vykladédna, jakoby podminka nebo
ustanoveni, o jejichZ neplatnost,
nezdkonnost nebo nevymahatelnost se
jednd, nikdy soucésti této smlouvy
nebyly.

18.0 WAIVER

18.0 ZREKNUTI SE PRAV

18.1

No waiver or modification of any of the
terms of this Agreement shall be valid
unless in writing and signed by
authorised representatives of both parties
hereto. Failure by either party to enforce
any rights shall not be construed of a
waiver of such rights nor shall a waiver
by either party in one or more instances

18.1

Zieknuti se prav nebo zména podminek
této smlouvy vstoupi v platnost az v
okamziku podepsani jeji pisemné podoby
opravnénymi zastupci obou stran této
smlouvy. Neuspéje-li nékterd ze
smluvnich stran pfi vyméahani
kteréhokoliv ze svych prav, nebude tato
situace vyklddana jako vzdani se
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be construed as constituting a continuing
waiver in other instances.

takovych prav, a jednordzové ani
opakované vzdani se prav kteroukoliv ze
smluvnich stran nezaklada trvalé vzdani
se prav v jinych ptipadech.

19.0 AGREEMENT

19.0 SMLOUVA

19.1

This Agreement shall be binding upon
and inure to the benefit of the respective
parties and their successors.

19.1 Tato smlouva je zdvazna pro piislusné
smluvn{ strany a jejich ndstupce a nabyva
platnosti ku prospéchu téchto subjektt.

19.2

To the extent the terms of this Agreement
conflict with the applicable Protocol, the
Protocol shall control in matters of
medical matters and Clinical Trial subject
safety and this Agreement shall control in
all other matters.

19.2  Jestlize dojde k rozporu mezi
podminkami této smlouvy a platnym
protokolem, bude protokol rozhodujici v
otazkach védy a bezpecnosti subjektil
klinického hodnoceni tedy ve vécech
medicinskych, zatimco ve vSech ostatnich
otazkach bude rozhodujici tato smlouva.

20.0 FORCE MAJEURE

20.0 VYSSIiMOC

20.1

Neither Party shall acquire any right of
termination save as otherwise herein
provided, nor shall either Party be
obligated to the other in any manner
solely upon the basis of any omission,
delay or failure of performance of any
provision of this Agreement owing to or
occasioned by, directly or indirectly, any
governmental order or restriction, war,
threat of war, hostility, sanction, revolt,
riots, civil disorder, embargo, seizure,
national strike, national labour dispute,
fire, flood, explosion or other cause or
circumstances reasonably beyond the
control of either of them provided,
however, that where such omission, delay
or failure exceeds one (1) month either
Party may, without any penalty
obligation, terminate this Agreement by
giving the other Party written notice of
such intention to terminate.

20.1 S vyhradou okolnosti uvedenych v jinych
¢astech této smlouvy nenabyva Zadn4 ze
smluvnich stran jakékoli pravo na
ukoncenf a Zddné ze smluvnich stran
nevznikd vici stran¢ druhé zavazek
jakékoli povahy vyhradné na zakladé
jakéhokoli opomenuti, prodleni nebo
nedodrZeni ustanoveni této smlouvy
piimo ¢i nepiimo zplisobenymi nebo
vyvolanymi jakymkoli vlidnim nafizenim
¢i zdkazem, vdlecnym konfliktem,
hrozbou vilky, neptételskou aktivitou,
sankci, vzpourou, vytrZznostmi,
obcanskymi nepokoji, embargem,
exekuci, generdlni stavkou, celostatnim
pracovnim sporem, poZarem, povodni,
vybuchem nebo jinou pficinou ¢i
okolnostmi, které jsou mimo pfimétenou
kontrolu kterékoli ze smluvnich stran.
Jestlize vSak takové opomenuti, prodleni
nebo nedodrzen{ ustanoveni prekro¢i
dobu jednoho (1) mésice, muze kterakoli
ze smluvnich stran tuto smlouvu bez
jakékoli smluvni pokuty ukoncit
pisemnym ozndmenim o zdméru ukondit
smlouvu doru¢enym druhé smluvni
strané.

21.0 ASSIGNMENT AND SUBCONTRACTING

21.0 POSTOUPENI A SUBDODAVKY

21.1

Neither Party may assign this Agreement
in part or in whole to any third Party
without the prior written consent of the
other, save that the Sponsor may assign
this Agreement to any of its Affiliates or
to the successor (including the survivor
company of any consolidation or merger)

21.1 Z4dna ze smluvnich stran nesmi tuto
smlouvu ani jeji ¢ast postoupit kterékoliv
tteti strané bez piedchoziho pisemného
souhlasu druhé strany s vyhradou
zadavatelovy moZnosti postoupit tuto
smlouvu kterémukoliv ze svych partnert,
néstupct (véetné spole¢nosti noveé
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or assignee of all or substantially all of its
business. The Provider and Principal
Investigator shall not use any
subcontractors to perform any part of the
Services unless in case of the Sponsor
and/or CRO’s prior written approval.

vzniklé v ramci jakékoliv fize ¢i
slouceni) nebo postupnikti veskerych
zadavatelovych obchodnich aktivit ¢i
jejich podstatné ¢asti. Poskytovatel a
hlavni zkouSejici nevyuZiji k provadéni
kterékoliv z ¢asti sluZeb Zadné
subdodavatele s vyjimkou piipadu, kdy
pfedem ziskaji pisemny souhlas
zadavatele nebo CRO.

22.0 AUTHORITY

22.0 ZMOCNENI

22.1

The Provider represents to the Sponsor
that its signatory hereto has the authority
and right to enter into this Agreement,
and bind the Provider accordingly, and
that its terms will not infringe the rights
of any third party. Each party represents
and undertakes that it is entering this
Agreement as principal and not as agent
for any other party.

22.1

Poskytovatel prohlaSuje, Ze jeho signataf
je zmocnén a opravnén uzaviit tuto
smlouvu a v souladu s tim poskytovatele
zavazat a Ze podminky smlouvy
nezasahuji do prav kterékoliv tfet{ strany.
Kazda ze smluvnich stran prohlasuje a
zarucuje, Ze tuto smlouvu uzavird v
postaveni zmocnitele, nikoliv zmocnénce
jakékoliv jiné strany.

23.0 GOVERNING LAW

23.0 ROZHODNE PRAVO

23.1 This Agreement shall be construed in 23.1 Tato smlouva je vykladdna v souladu s
accordance with and governed by the pravnimi piedpisy Ceské republiky a
laws of the Czech Republic, without témito se fidi bez ohledu na ptipadné
application of conflict of laws principles. rozpory v pravnich zdsadach. VSechny
All disputes arising from the Agreement spory vznikajici z této smlouvy a
and in relation with it shall be resolved v souvislosti s ni budou rozhodovany
definitely by the Czech courts. s koneénou platnosti soudy Ceské

republiky.

23.2 This Agreement is executed in bilingual 23.2 Tato smlouva je uzavirdna ve dvojjazycné
version (English and Czech). In case of verzi (anglicky a Cesky). V ptipadé
any disprepancies, the Czech version rozporu mezi verzemi je rozhodujic{
shall prevail. verze Ceska.

23.3 The Parties take into the account that 23.3  Smluvni strany berou na védomi, Ze
there will be no initial visit and delivery nedojde k inicia¢ni ndvstéve a doddvce
of the investigational medicinal product hodnoceného 1é¢ivého piipravku do
done until the final document is published okamziku uvetejnéni kone¢ného
in the Register of Contract. dokumentu v registru smluv.

24.0 PHARMACY 24.0 LEKARNA

24.1 The investigational drug will be delivered 24.1 Hodnoceny 1ék bude doddvan do
to the hospital pharmacy, always in nemocni¢ni 1ékarny, vZdy v fddné
properly packaged packages intended for zabalenych obalech uréenych pro
the investigational drug and labeled in hodnoceny 1€k a oznaceny v souladu s
accordance with the provision of ustanovenim paragrafu 19 odst. 1 pism. e)
paragraph 19 (1) (e) of Decree No. vyhlasky €.226/2008 Sb., o spravné
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226/2008 Coll., On Good Clinical
Practice.

klinické praxi.

24.2 The investigational drug supplies will be
done from Mon-Fri from 7 a.m. to 2 p.m.

to the building of hospital pharmacy.

24.2 Dodéavky hodnoceného 1éku se budou
uskutec¢iiovat v Po-P4 od 7.00 h do 14.00

h do budovy nemocni¢ni 1ékarny.

250  COMPLIANCE WITH EU DATA 25.0 DODRZOVANI PRAVNICH PREDPISU
PROTECTION LEGISLATION EU O OCHRANE OSOBNICH UDAJU
24.1 To the extent that the activities of Provider 24.1 Podléhaji-li ¢innosti poskytovatele a hlavniho

and Principal Investigator under this Agreement are
subject to EU Data Protection Legislation, Provider and
Principal Investigator shall:

zkousejiciho podle této smlouvy pravnim piedpisim
EU o ochrang osobnich tdaji, poskytovatel a hlavni
zkousejict:

24.1.1 only Process Personal Data related to Clinical
Trial (hereinafter referred to as “Personal Data”) in
accordance with the written instructions of Sponsor or
CRO acting on behalf of Sponsor;

24.1.1 budou provadét zpracovani osobnich udajt

v souvislosti s klinickym hodnocenim (déle jen ,,0sobni
udaje) vyhradné v souladu s pisemnymi pokyny
zadavatele nebo CRO jednajici zadavatelovym jménem;

24.1.2 take appropriate technical and organisational
measures to protect Personal Data against accidental or
unlawful destruction or accidental loss, alteration,
unauthorised disclosure or access and against all other
unlawful forms of Processing;

24.1.2 pfijme pfimétend technickd a organizacni
opatteni k ochrané osobnich tdaji proti ndhodnému ¢i
nezdkonnému zni¢eni nebo ndhodné ztraté ¢i
pozmeénéni, neopravnénému zvetejnéni nebo piistupu
a veSkerym nezdkonnym formam zpracovanij

24.1.3 only appoint a sub-processor to process
Personal Data with the prior written authorization of
Sponsor or CRO acting on behalf of Sponsor and if it
has first executed a valid and enforceable written
contract with the sub-processor containing privacy and
security provisions substantially similar to those
contained in this Agreement. Provider and Principal
Investigator acknowledge and undertake that they shall
remain fully liable to Sponsor for the performance of
any sub-processor’s obligations under such contract;

24.1.3 povéii zpracovanim osobnich tddaji
zpracovatele v postaveni subdodavatele vyhradné

s pfedchozim souhlasem zadavatele nebo CRO jednajici
zadavatelovym jménem a pouze tehdy, jestlize se
zpracovatelem v postaveni subdodavatele nejprve
uzaviou platnou a vymahatelnou pisemnou smlouvu,
jejiz soucasti budou ustanoveni o ochrané¢ a bezpe¢nosti
osobnich dajut, kterd budou do zna¢né miry podobna
ustanovenim uvedenym v této smlouveé. Poskytovatel

a hlavni zkousejici berou na védomi a zavazuji se, Ze
vici zadavateli nadale ponesou plnou pravni
odpovédnost za plnéni povinnosti zpracovatelii

v postaveni subdodavatell podle takové smlouvy;

24.1.4 ensure that only authorised persons have
access to their data systems used to Process Personal
Data and that any persons they authorise to have access
to Personal Data will protect and maintain the
confidentiality and security of Personal Data and are
bound by appropriate confidentiality obligations and
have undergone appropriate training in the protection
and handling of Personal Data;

24.1.4  zajisti, aby pfistup k jejich datovym systému
vyuZzivanym ke zpracovani osobnich tdaji mély pouze
opravnéné osoby a aby vSechny osoby, kterym
poskytnou opravnéni k pfistupu k osobnim ddajt,
chranily osobni udaje, zachovavaly jejich dGvérnou
povahu a bezpecnost, byly vazany pfiméfenymi
povinnostmi zachovavat jejich diivérnou povahu

a prosly pfislusnym Skolenim v oblasti ochrany
osobnich tidaju a nakladani s nimi;

24.1.5 assist Sponsor to respond to any request for
access to or rectification, erasure or transmission of
Personal Data or for the restriction of Processing of
Personal Data and any complaint, notice or other
communication received in connection with Personal
Data including by implementing all appropriate
technical and organizational measures to do so and by
promptly providing information and assistance to
enable Sponsor to respond to any such requests;

24.1.5 poskytnou zadavateli soucinnost pfi feSeni
veskerych zadosti o pristup k osobnim tdajim, jejich
opravu, vymazani nebo pfevod, piipadné o omezen{
zpracovani osobnich tdaji a veskerych stiZnosti,
ozndmeni nebo jinych sdéleni pfijatych v souvislosti
s osobnimi Udaji, a to véetné zavedeni veSkerych
pfimétenych technicky a organizacnich opatfeni za
timto uc¢elem a bezodkladného poskytovani informaci
a soucinnosti tak, aby zadavateli umoznily feSeni
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veskerych takovych zadost;

24.1.6 notify without undue delay Sponsor or CRO
acting on behalf of Sponsor of any suspected,
threatened or actual unlawful access to any Personal
Data stored on the data systems used to Process
Personal Data; or unauthorised access to such data
systems, where, in either case, such access results in
destruction, loss, disclosure or alteration of Personal
Data and take reasonable steps, including as requested
by Sponsor or CRO acting on behalf of Sponsor, to
mitigate the effects and to minimise any damage
resulting from such an incident;

24.1.6 bez zbyte¢ného odkladu uvédomi zadavatele
nebo CRO jednajici zadavatelovym jménem

o0 jakémkoliv domnélém, hrozicim nebo faktickém
nezakonném piistupu k jakymkoliv osobnim tdajtim
uloZenym v datovych systémech vyuZivanych ke
zpracovani osobnich uidaji nebo neopravnéném
ptistupu do takovych systémd, jestlize takovy piistup
v kterémkoliv piipad€ vyusti ve zniceni, ztrétu,
zvefejnéni nebo pozménéni osobnich udajl, a ucini
primétené kroky za ucelem zmirnéni dusledki

a minimalizovani jakychkoliv §kod vzniklych

v disledku takové udalosti, véetné krokti poZadovanych
zadavatelem nebo CRO jednajici zadavatelovym
jménem;

24.1.7 assist Sponsor in ensuring compliance with its
obligations to carry out data protection impact
assessments on the impact of their Processing of
Personal Data on the protection of such Personal Data;

24.1.7 poskytnou zadavateli soucinnost pfi
zajistovani plnéni jeho povinnosti provadét hodnoceni
dopadu ochrany osobnich tdaji, pokud jde o dopad
zpracovani osobnich tdaji z jejich strany na ochranu
takovych osobnich tdaji;

24.1.8 make available to Sponsor or CRO acting on
behalf of Sponsor all information necessary to
demonstrate compliance with this Agreement and allow
for and contribute to audits and inspections, conducted
by Sponsor or CRO acting on behalf of Sponsor or an
auditor appointed by Sponsor or CRO acting on behalf
of Sponsor;

24.1.8 zpfistupni zadavateli nebo CRO jednajici
zadavatelovym jménem veskeré informace nezbytné
k prokdzani dodrZovani této smlouvy a umoZni
provedeni auditt a inspekci zadavatelem nebo CRO
jednajici zadavatelovym jménem, piipadné auditorem
povétenym zadavatelem nebo CRO jednajici
zadavatelovym jménem a pfi jejich provadéni bude
pomdhat;

24.1.9 keep Personal Data only as long as it is
necessary and consistent with their activities pursuant to
this Agreement, subject to EU Data Protection
Legislation and, following expiration or termination of
this Agreement, comply with Sponsor’s or CRO’s
(acting on behalf of Sponsor) instructions regarding the
return, deletion or destruction (as directed by Sponsor
or CRO acting on behalf of Sponsor) in its sole
discretion) all Personal Data Processed (including all
copies) and provide Sponsor or CRO acting on behalf
of Sponsor with written confirmation or certification of
such return, deletion or destruction, unless legislation,
regulations or other lawful reason applicable to them
prevent them from doing so; and

24.1.9 budou uchovavat osobni tidaje po dobu
nezbytné€ nutnou a v souladu se svymi ¢innostmi podle
této smlouvy a s ohledem na pravni pfedpisy EU

o ochrané osobnich ddaji, po vyprseni platnosti nebo
ukonceni této smlouvy splni pokyny zadavatele nebo
CRO (jednajici zadavatelovym jménem) tykajici se
vraceni, smazani nebo zniceni (dle vyhradniho uvazeni
zadavatele nebo CRO jednajici zadavatelovym jménem)
veskerych zpracovanych osobnich tdaji (véetné
veskerych kopif) a poskytnou zadavateli nebo CRO
jednajici zadavatelovym jménem pisemné potvrzeni
nebo osvédéeni o takovém vriceni, smazani nebo
zniceni, pokud jim v tom nebrani Zddné pravni
predpisy, nafizeni nebo jiné zakonné divody, které se
na n¢ vztahuji; a

24.1.10 not transfer Personal Data outside of the
European Economic Area except in accordance with
EU Data Protection Legislation.

24.1.10 v souladu s pravnimi piedpisy EU o ochrané
osobnich idaji nebudou osobni tdaje prevadét mimo
Evropsky hospodétsky prostor.

24.2 For the purposes of this Section 24, the
capitalized terms shall have the meanings given to them
in EU Data Protection Legislation.

24.2 Pro ucely tohoto odstavce 24 maji vyrazy
zacinajici velkym pismenem vyznam, ktery je jim
pfisuzovan pravnimi piedpisy EU o ochrané osobnich
udaja.

24.3 The CRO is responsible for fulfilling its
obligations under EU legislation on the protection of

24.3 Za plnéni povinnosti podle pravnich ptedpisi EU o
ochrané osobnich tdajl, zejména pokud jde o vykon
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Personal Data, in particular as regards the exercise of
the rights of data subjects. The Principal Investigator
and Provider are required to provide information to data
subjects.

prav subjektd udaji, odpovidd CRO. Povinnost
poskytovat informace subjektim tdajt plni hlavni
zkousejici a poskytovatel.

The parties hereto have caused this Agreement in
3.copies to be executed by duly authorised
representatives as indicated by the signatures below:

Strany této smlouvy zajistily uzavieni této smlouvy ve
3 vyhotovenich svymi fddné zmocnénymi z4stupci
podepsanymi niZe:

QUARK PHARMACEUTICALS, INC. PROVIDER/
represented by virtue of power of attorney by / POSKYTOVATEL
na zdklad¢ plné moci zastupovana
CTI Clinical Trial and Consulting Services
Europe GmbH /
Signature/Podpis Signature/Podpis

Name/Jméno: Timothy J. Schroeder

Title/Funkce: —Managing Director/
Vykonny feditel

Date/Datum: 21.3.2019

Name/Jméno: prof. MUDr. Vladimir Palicka, CSc.,
dr. h. c.

Title/Funkce: Director/

Reditel

Date/Datum: 29. 4. 2019
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PRINCIPAL INVESTIGATOR/
HLAVNI ZKOUSEJiCi

Signature /Podpis

Name/Jméno: |

Title/Funkee: [
.
]

Date/Datum: 29. 4. 2019
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Appendix 1 — Clinical Trial Protocol

Priloha ¢. 1 — protokol klinického hodnoceni
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Appendix 2 - Fees

Priloha €. 2 — odmény
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Appendix 3 — Payment schedule

Priloha ¢&. 3 - rozpis plateb

I. PAYMENT TERMS

I. PLATEBNI PODMINKY

A. CRO on behalf of Sponsor will reimburse the
Provider, within forty five (45) days after issue of the
invoice on a per subject basis in accordance with the
budget set forth on Appendix 2. Per subject payments
will be made quarterly as set forth on Appendix 2.

A. CRO zadavatelovym jménem do Ctyficeti péti
(45) dnti po vystaveni faktury za subjekt tuto
poskytovateli proplati v souladu s rozpoc¢tem uvedenym
v ptiloze €. 2. Platby za subjekt budou provedeny
ctvrtletné dle pfilohy €. 2.

B.  The final payment due under the budget, will be
made after completion of all of the Provider’s
responsibilities under the Protocol, as evidenced by

B. Posledni platba splatnd v rdmci rozpoctu bude
provedena po splnéni vSech povinnosti dle protokolu ze
strany poskytovatele, cehoZ dokladem je

(i) CRO’s final acceptance of all of Provider’s
completed CRF pages, including all data clarifications;

(i)  definitivni schvéleni ze strany CRO vsech stran
zaznamu subjektu hodnoceni vyplnénych
poskytovatelem, vcetné veSkerych objasnénych tdaji;

(i) receipt and approval by CRO or Sponsor from
Provider of any outstanding regulatory documents as
required by CRO or Sponsor;

(i) pfijeti a schvdleni CRO nebo zadavatelem
jakychkoliv nevyfizenych vyzadanych dokumentti od
poskytovatele, jak jsou vyzadovany ze strany CRO
nebo zadavatele;

(iii) verification of return to Sponsor/CRO of all
unused investigational medicinal product [and related
drugs or materials] in accordance with procedures
specified by Sponsor/CRO;

(iii) potvrzeni o vraceni veskerych nepouzitych
hodnocenych 1é¢ivych piipravki [a souvisejicich 1€k
¢i materialti] zadavateli/CRO v souladu s postupy
stanovenymi zadavatelem/CRO;

(iv) return of all Sponsor equipment, including the
equipment mentioned under § 5 and Confidential
Information to Sponsor or as otherwise directed by
CRO; and

(iv) vréceni veskerého zadavatelova vybaveni véetné
vybaveni uvedeného v odstavci 5 a divérnych
informaci zadavateli ¢i jinak dle pokynti CRO a

(v) other applicable conditions set forth in the
Agreement.

(v) dalsf platné podminky stanovené ve smlouvée.

Payments will be contingent upon the Investigator
providing prompt query resolution to CRO or its
representatives. It is also understood that no payment
will be provided for subjects who are treated under the
Protocol and who either (i) do not meet the inclusion
and exclusion criteria set forth in the Protocol or (ii) are
treated in violation of the Protocol.

Platby budou podminény pohotovym feSenim dotazt
CRO nebo jejich zastupct ze strany zkousejiciho. Dale
bylo ujednéno, Ze za subjekty 1écené na zdkladé
protokolu, které bud’ (i) nesplniuji kritéria pro zatazeni a
vyrazeni stanovenda protokolem, nebo (ii) jsou léceny v
rozporu s protokolem, Zddnd dhrada provedena nebude.

Screening Failure:

Netispésny screening:

A Screen Failure is a subject who has provided written
informed consent and who becomes non-eligible to
participate in the Trial by meeting one of the exclusion
criteria during the screening process. All reasons for
screen failures need to be documented. The following

amount || ] BB i1 ve paid per screen failure

if all procedures were required to determine the screen

K neudspésnému screeningu dojde u subjektu, ktery
poskytl pisemny informovany souhlas, ale béhem
screeningového procesu se stal nezpisobilym pro ti¢ast
v hodnoceni splnénim jednoho z kritérii pro vyfazeni.
Vsechny divody nedspésného screeningu musi byt
zdokumentovény. V ptipadé, Ze je ke stanoveni
nedspéSného screeningu dle potvrzeni monitora
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failure as confirmed by Clinical Trial monitor.

klinického hodnoceni nutné provést v§echny vykony,
bude za netspéSny screening uhrazena ¢astka ve vysi

Pre-Screen/Chart Screen failures will not be
reimbursed.

Ptipady netisp&$ného screeningu v obdobf pre-
screeningu/Chart Screen proplaceny nebudou.

On behalf of the sponsor, a non-refundable fee for
pharmacy preparation services in the amount of

) net will be paid
to the Provider of Health Services by CRO after
conduction of pharmacy initiation visit.

Zadavatelovym jménem bude ze strany CRO
poskytovateli zdravotnich sluZeb za pfipravné price v
1ékarné uhrazen nevratny administrativni poplatek ve
vysi , a to po

......

Pharmacy fee of the Provider of Health Services is
fixed in Euro and the itemization of payments for
individual items is given in Appendix 2 — Fees.

Odména 1ékarny zadavatele zdravotnich sluZeb je
stanovena v Eurech a rozpis plateb za jednotlivé
poloZky je uveden v pfiloze ¢. 2 — Odmény.

II. SUBJECT ACCRUAL PAYMENTS

II. PLATBY ZA NARUST POCTU SUBJEKTU

Approximately i competitively
randomized into the Clinical Trial, in total, at all

investigational sites. Upon review of enrolment activity,
Sponsor reserves the right to limit actual subject
enrolment at each site. If an increase in subject
enrolment is authorized by Sponsor, payment will be
made according to the terms of this Agreement.

V klinickém hodnoceni bude na vSech vyzkumnych
pracovistich kompetitivnim zptisobem randomizovano
celkem | Po prezkoumani aktivit v ramci
zafazovani subjektl si zadavatel vyhrazuje pravo
omezit vlastni zafazovani subjekti na kazdém z
pracovist. Jestlize zadavatel schvali navyseni poctu
zatazenych subjektt, tihrada bude provedena v souladu
s podminkami této smlouvy.

A total per subject payment of || | | | [|GczczIEENG
N
as case flat rate for each subject shall be made for
subjects respectively, who participate in the Clinical
Trial in accordance with the Protocol and completed the
treatment with Clinical Trial drug and documentation in
the frame of the Clinical Trial. It assumed to be
enrolled at the Provider facility in the

total amount of 84 070,00 Euro.

Celkovi platba za subjekt ve vysi | NG

bude uhrazena
jako pausélni ¢astka za kazdy subjekt za jednotlivé
subjekty, které se zicastni klinického hodnoceni v
souladu s protokolem a absolvuji 1é€bu 1ékem v
klinickém hodnoceni za souc¢asného zdokumentovan{
piipadu v ramci klinického hodnoceni. Pfedpoklada se,
Ze u poskytovatele bude zatazeno
hodnoceni za celkovou ¢astku 84 070,00 Euro.

In the event that a subject does not participate in the
Clinical Trial for the full period, Provider may receive a
pro-rated payment for those visits completed. For
subjects who discontinue during a visit, the Provider
will receive a payment for the completed visit if at least
one visit is completed and documented in the CRFs.

V piipadé¢, Ze se subjekt nezii¢astni celého obdobi
klinického hodnoceni, platba uhrazena poskytovateli
miZe byt pomérné snizena na zakladé dokoncenych
navstév. Za subjekty, které dc¢ast ukonéi v prub&hu
navstévy, budou poskytovateli dokoncené navsteévy
uhrazeny v ptipadé, Ze byla dokoncena a v zdznamech
subjektu hodnoceni zdokumentovéna alesponi jedna
navstéva.

CREFs will qualify for payment based on subject status
as follows:

Zéaznamy subjektu hodnoceni budou uhrazeny na
zdkladé stavu subjektu, a to ndsledovné:

— Completed per Protocol — fully payable

— Dokonceno dle protokolu — platba v plné vysi
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— Discontinued due to adverse event — pro-rated for
the number of completed visits

—  Utast prerusena z diivodu nezadouci piihody —
pomérnd platba dle poctu dokonéenych navstév

—  Discontinued due to lack of efficacy — pro-rated for
the number of completed visits

—  Ucast prerusena z diivodu nedostate¢né tic¢innosti —
pomérnd platba dle po¢tu dokoncenych navstév

—  Other discontinuation — pro-rated for the number of
completed visits

—  Ugast prerusena z jiného diivodu — pomérna platba
dle poc¢tu dokoncenych navstév

1.1.1.1.1 Activities that generated unusable data or
performed in violation of the Protocol are
not payable under this Agreement.

1.1.1.1.1 Cinnosti, z nichZ vze§la nepouZitelna data,
pripadné byly provedeny v rozporu s
protokolem, dle této smlouvy uhrazeny
nebudou.

All payments, which are otherwise due and owing
under this Agreement, shall be paid by CRO on behalf
of Sponsor solely to the Provider.

Veskeré dalsi platby splatné dle této smlouvy budou
zadavatelovym jménem CRO uhrazeny vyhradné
poskytovateli.

III. NON-REFUNDABLE ADMINISTRATIVE
FEE

III. NEVRATNY ADMINISTRATIVNI
POPLATEK

On behalf of the sponsor, a non-refundable
administrative fee for preparations in the amount of

I < vill be paid by CRO after contract signature
completion to the Provider after invoice issue upon
completion of:

Zadavatelovym jménem bude ze strany CRO
poskytovateli za piipravné prace uhrazen nevratny
administrativni poplatek ve vysi

, a to se splatnosti po podpisu
smlouvy na zdkladé vystavené faktury a po dodani:

— Al original contractual and regulatory
documentation;

— originala veskeré smluvni a kontroln{
dokumentace,

- final document is published in the Register of
Contract.

— auvefejnéni smlouvy v registru smluv
poskytovatelem.

On behalf of the sponsor, a non-refundable archive fee

in the amount o |

I 1< vill be paid to the Provider by CRO after
contract signature completion after invoice issue by
Provider.

Zadavatelovym jménem bude ze strany CRO
poskytovateli uhrazen nevratny archivaéni poplatek ve
vysi ato se
splatnosti po podpisu smlouvy na zaklad¢ faktury
vystavené poskytovatelem.

On behalf of the sponsor, a non-refundable site fee in
the amount of

net will be paid to the Provider
by CRO after contract signature completion after
invoice issue by Provider.

Zadavatelovym jménem bude ze strany CRO
poskytovateli uhrazen nevratny poplatek centru ve vysi

, atose
splatnosti po podpisu smlouvy na zaklad¢ faktury
vystavené poskytovatelem.

IV. PASS-THROUGH EXPENSES

IV. PREFAKTUROVANE VYDAJE

Expenses not covered in the per subject visit schedule
set forth in Appendix 2 shall be reimbursed by CRO
with prior written approval and upon receipt of
appropriate documentation.

Vydaje, které nejsou zahrnuty v rozpisu navstév
subjektu uvedeném v piiloze €. 2, budou ze strany CRO
proplaceny na zdkladé pfedchoziho pisemného souhlasu
a po obdrZeni piislusné dokumentace.
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Pass-through expenses include but are not limited to:

Mezi ptefakturované vydaje pati{ mimo jiné:

—  Subject travel costs

— cestovni vylohy subjektil

CRO shall provide reimbursement to the Provider for
subject lodging and mileage costs incurred by Clinical
Trial patients attending Protocol required visits. For
patients living in the city of Provider and periphery (up
to 50 km) a total of || | I will be paid for each
visit. For patients from long distance locations (more
the 50 km) a total of || | I will ve paid for each
visit. The Provider will reimburse Clinical Trial patients
directly at the specified rate upon request. Provider will
document each payment and will maintain a record of
claims, supported by receipts, and make de-identified
copies available at site monitoring visits, if requested by
the Sponsor/CRO. Clinical Trial participation cannot be
taken by patients as a pure business.

CRO poskytovateli proplati ndklady na ubytovani a
kilometrovné vzniklé pacientiim v klinickém
hodnocent, ktef{ se dcastni ndvstév vyZzadovanych
protokolem. Za pacienty s bydlistém ve mésté
poskytovatele a jeho okoli (do 50 km) bude za kazdou
navstévu uhrazena celkova castka ve vysi Za
pacienty ze vzdalenéjSich mist (vice nez 50 km) bude za
kazdou navstévu uhrazena celkova ve vysi
Poskytovatel bude vydaje pacientim v klinickém
hodnoceni proplécet v uréené vysi a na zdkladé
pozadavku. Poskytovatel kaZzdou z plateb
zdokumentuje, bude spravovat zdznamy o uplatnénych
pozadavcich podloZenych dctenkami a v piipadé, Ze
budou zadavatelem/CRO vyZzadany pfi monitorovacich
navstévach na pracovisti, zpfistupni je v
anonymizované podob¢. Neni mozné, aby pacienti
povazovali tcast v klinickém hodnocenf za Cisté
obchodni zdlezitost.

V. GENERAL

V. OBECNA USTANOVENI

With the exception of VAT, where required by
legislation, all fees listed in this Exhibit B are inclusive
Provider’s direct and indirect costs and no other
compensation, including additional overhead, shall be
paid to the Provider for the conduct of the Clinical
Trial, unless otherwise agreed to in writing by Sponsor.

S vyjimkou DPH, je-li vyZadovéana zdkonem, a nebude-
li se zadavatelem pisemné ujednano jinak, zahrnuji
veskeré odmény uvedené v této piiloze B piimé a
nepiimé ndklady poskytovatele a Zddné dalsi ndhrady,
véetné dodate¢nych provoznich nakladd, poskytovateli
za provadeéni klinického hodnoceni vyplaceny nebudou.

In the event that the volume of the Agreement agreed
herein changes, the consideration to be paid by Sponsor
shall be adjusted following the prior agreement in
writing between Sponsor, Provider and Investigator.

V ptipadg, Ze se objem Cinnosti sjednany dle této
smlouvy zméni, bude vySe odmény vyplacené
zadavatelem upravena na zdklad€ pfedem uzaviené
pisemné dohody zadavatele, poskytovatele a
zkousejiciho.

Over and beyond the agreed consideration, the Provider
and its employees shall receive no unconnected benefits
from the performance of the Clinical Trial.

Nad rdmec sjednané odmeny poskytovatel ani jeho
zaméstnanci na zdklad¢ provadéni klinického

[PPs

hodnoceni neziskaji Zddné nesouvisejici vyhody.

VI. PAYMENTS

VI. PLATBY

All payments made by CRO on behalf of the Sponsor,
shall be made into the following account held by the
Provider:

Veskeré platby zadavatelovym jménem budou ze strany
CRO poukdzany na nésledujici ucet poskytovatele:

Payee/Ptijemce platby

Fakultni nemocnice Hradec Kralové

Address/Adresa Sokolskd 581, 500 05 Hradec Krilové — Novy Hradec
Kralové

Tax identification no./DIC CZ00179906
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Bank/Banka Ceska narodni banka

Bank Code/Kéd banky 0710

Account Number/Cislo Gétu 34534-24639511

BIC/BIC CNBACZPP

IBAN/IBAN CZ9307100345340024639511

VS (variable symbol)

Cislo faktury (Invoice Number)

Purpose /Ucel

VII. INVOICES

VII. FAKTURY

Original Invoices pertaining to this Clinical Trial and
any other pertinent items should be issued to Sponsor as
services recipient at the following address:

Origindlni faktury v rdmci klinického hodnoceni a
jakékoliv jiné souvisejici dokumenty budou odeslany na
zadavateli jako pfijemci sluzby, a to na nasledujici
adresu:

Quark Pharmaceuticals, Inc.

7999 Gateway Blvd, Suite 310
Newark, CA 94560

USA

Tax identification no.: 94-3192416

Quark Pharmaceuticals, Inc.
7999 Gateway Blvd, Suite 310
Newark, CA 94560

USA

DIC: 94-3192416

For review and processing the invoices have to be sent
to the CRO at following address:

Faktury musi byt odeslany CRO ke kontrole a
zpracovdni, a to na nésledujici adresu:

CTI Clinical Trial and Consulting Services Europe
GmbH

Schillerstrasse 1/15

CTI Clinical Trial and Consulting Services Europe
GmbH

Schillerstrasse 1/15

89077 Ulm 89077 Ulm
Germany Némecko
Attn:  Clinical Trial Manager K rukdm: manazer klinického hodnoceni

Protocol #QRK309

Protokol €. QRK309

Alternatively, invoices may be sent electronically to
CTI to the following email-address:
invoicingeurope @ctifacts.com, either in a read-only
PDF format or as a scan of a paper invoice.

Piipadné mohou byt faktury odesilany elektronicky
spole¢nosti CTI na nésledujici e-mailovou adresu:
invoicingeurope @ctifacts.com, bud’ ve formatu PDF
jen pro cteni, nebo jako sken papirové faktury.

Where a VAT invoice is required by appropriate VAT

legislation, payments will only be made once CRO has
received the valid VAT invoice. Since the Sponsor has
its principal place of business in the U.S., it is expected
that no VAT will be added to the invoiced amounts.

Vyzaduje-li ptislu$nd legislativa v oblasti DPH fakturu
s DPH, budou platby uhrazeny az po doruceni platné
faktury s DPH na adresu CRO. Jelikoz se sidlo
zadavatelovy spole¢nosti nachdzi ve Spojenych stdtech,
predpoklada se, Ze k fakturovanym ¢astkim DPH
uctovédna nebude.

NO OTHER ADDITIONAL FUNDING REQUESTS
WILL BE PAID WITHOUT THE PRIOR WRITTEN

BEZ ZADAVATELOVA PREDCHOZIHO
PISEMNEHO SOUHLASU NEBUDOU
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CONSENT OF SPONSOR. PROPLACENY ZADNE DODATECNE FINANCNI
POZADAVKY.

Appendix 4- Insurance agreement & certificate Pfiloha ¢. 4 - pojistna smlouva a doklad o pojisténi
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