THIS AGREEMENT is made by and between

TATO SMLOUYVA se uzavira mezi

a PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay

Dublin 2

Ireland

(Company number 541507)

(hereinafter CRO)
and

2) Fakultni nemocnice Hradec Kralové
Sokolska 581

500 05 Hradec Krélové — Novy Hradec
Czech republic

Company No.: 00179906

Tax ID No.: CZ00179906

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

(hereinafter Institution)

and

3 I

IL. interni gastroenterologickd klinika Fakultni nemocnice
Hradec Krilové

Czech Republic

(hereinafter Investigator)

g} PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay
Dublin 2
Irsko
(Identifikacni ¢islo 541507)

(déle jen CRO)
A

2) Fakultni nemocnici Hradec Kralové
Sokolska 581

500 05 Hradec Kralové — Novy Hradec Kralové
Cesk4 republika

IC: 00179906

DIC:CZ00179906

zastoupend prof. MUDr. Vladimir Palicka, CSc., dr. h. c.,
reditel

(déle jen Poskytovatel)

A

3) I
II. interni gastroenterologickd klinika Fakultni nemocnice
Hradec Kréilové

Ceska republika

(dale jen hlavni zkouSejici)

regarding
Protocol No: Cx601-0303 (hereinafter Protocol)

A phase III, randomized, double blind, parallel group,
placebo controlled, international, multicentre study to assess
efficacy and safety of Cx601, adult allogeneic expanded
adipose-derived stem cells (eASC), for the treatment of
complex perianal fistula(s) in patients with Crohn’s disease
over a period of 24 weeks and a follow-up period up to 52
weeks. ADMIRE-CD II study (hereinafter Study)

Cx601 (hereinafter Study Drug)

Tykajici se
Protokol ¢islo : Cx601-0303 (“déle jen Protokol”)

Randomizovand, dvojité zaslepend, placebem kontrolovani,
mezindrodni, multicentrickd studie faze III s paralelnimi
skupinami hodnotici G¢innost a bezpecnost piipravku
Cx601 — kultivovanych dospélych alogennich kmenovych
bunék z tukové tkdné€ (eASC) — v 1é€bé komplexnich
periandlnich pistéli u pacientt s Crohnovou chorobou po
obdobi 24 tydni a kontrolni obdobi az 52 tydni. ADMIRE-
CD 1II studie. (déle jen ,klinické hodnoceni™)

Cx601 jimZ je hodnoceny lé€ivy piipravek ve smyslu
zékona €. 378/2007 Sb., (dile jen ,.hodnoceny 1éCivy
piipravek® nebo ,,studijni 1é¢ivo*)

of
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SPONSOR:
TIGENIX, S.A.U.
At
C/ Marconi, 1
Parque Tecnolégico de Madrid
28760, Tres Cantos, Madrid
Spain

hereinafter SPONSOR

ZADAVATEL:
TIGENIX, S.A.U.
At
C/ Marconi, 1
Parque Tecnolégico de Madrid
28760, Tres Cantos, Madrid
Spanélsko

dsle jen ZADAVATEL

WHEREAS SPONSOR is the sponsor of the multi-centre
Study to clinically evaluate the Study Drug and CRO (or its
Affiliate) has been retained by SPONSOR (under a separate
written agreement) to act as SPONSOR’s contractor and
designee in managing the Study for SPONSOR; and

VZHLEDEM K TOMU, ZE ZADAVATEL je sponzorem
multicentrického klinického hodnoceni zaméfeného na
klinické posouzeni hodnoceného 1é¢ivého ptipravku a CRO
(nebo  jeho  sesterskd  spoleCnost) uzaviela se
ZADAVATELem samostatnou pisemnou smlouvu, na
jejimz zékladé byla povéiena zastupovanim
ZADAVATELEe pii vedeni klinického hodnocent;

WHEREAS Institution and Investigator shall Fully
Cooperate with CRO and shall permit CRO to perform any
and all of the SPONSOR’s Study obligations and to
exercise any and all of SPONSOR’s Study rights that lie
with SPONSOR on the basis of Applicable Law and GCP
regulations as though such rights were CRO’s own rights,
as has been delegated by SPONSOR to CRO; and

VZHLEDEM K TOMU, ZE poskytovatel a zkousejici se
zavazuji plné spolupracovat s CRO a umoznit CRO plnit
vSechny povinnosti ZADAVATELE v souvislosti s
klinickym hodnocenim, vcetné¢ vykonu vSech prav
ZADAVATELE, ktera ZADAVATELI na zdklad¢ platnych
zdkontl a zasad spravné klinické praxe prislusi, v rozsahu,
ve kterém byla CRO ZADAVATELEM k jejich vykonu
povéfena, a to ve stejné mife, jako by tyto povinnosti a
prava ndleZely piimo CRO; a

WHEREAS Investigator is an employee of Institution; and

VZHLEDEM K TOMU, ZE zkousejici je zaméstnancem
poskytovatele;

WHEREAS Institution and Investigator each desire to
participate in the Study as described in this Agreement; and

VZHLEDEM K TOMU, ZE poskytovatel a zkouSejici maji
zéjem zucastnit se klinického hodnoceni popsaného v této
smlouvé; a

WHEREAS this Agreement explains the joint and several
obligations and rights of Institution and Investigator, and
the obligations and rights of CRO with respect to the
performance of the Study; and

VZHLEDEM K TOMU, Ze tato smlouva popisuje spole¢né
a nerozdilné povinnosti poskytovatele a zkousejictho a
povinnosti CRO v souvislosti s provadénim tohoto
klinického hodnoceni.

WHEREAS under this Agreement CRO does not act, or
purport to act, as SPONSOR's contractual agent, but rather
as SPONSOR's appointed designee for managing the Study.

VZHLEDEM K TOMU, ZE na zakladé této smlouvy CRO
nejednd jako smluvni zdstupce ZADAVATELE, ale jako
opravnény zastupce ZADAVATELE pro ucely fizeni
tohoto klinického hodnoceni

1. DEFINITIONS

1. DEFINICE

Definitions for terms used in this Agreement are
in Exhibit B.

Definice pojmu pouzivanych v této smlouve jsou uvedeny v
Ptiloze B.

2. CONDUCT OF THE STUDY

2. PROVADENI KLINICKEHO HODNOCENI

2.1. Institution agrees, and commits itself to CRO, to

2.1. Poskytovatel se zavazuje a ru¢i CRO za to, Ze umozni
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allow Investigator and other Study Personnel to conduct the
Study at Institution, and warrants that Investigator and
other Study Personnel are employed by Institution.

zkousejicimu a ostatnim osobdm podilejicim se na
klinickém hodnoceni provedeni klinického hodnoceni ve
zdravotnickém zatizeni poskytovatele a soucasné ruéi za to,
Ze zkouSejici a ostatni osoby podilejici se na provadéni
klinického hodnoceni, jsou zaméstnanci poskytovatele.

2.2.  Investigator agrees, and commits itself to CRO, to
conduct the Study at Institution and warrants that he/she is
employed by Institution. Investigator shall personally
supervise the conduct of the Study by the Study Personnel
to the full extent contemplated by the Protocol and by
Applicable Law.

2.2. Zkousejici souhlasi s provedenim klinického hodnoceni
ve zdravotnickém zafizeni poskytovatele a ruci za to, Ze je
zaméstnancem poskytovatele. Zkousejici je povinen osobné
dohliZet nad provadénim klinického hodnoceni ostatnimi
¢leny tymu provadéjiciho klinické hodnoceni, a to v mife
stanovené protokolem a platnymi zdkony.

2.3. Investigator and Institution acknowledge that
SPONSOR is the sponsor of the Study, and as such is an
intended third-party beneficiary of this Agreement, whereas
SPONSOR transfers any or all of the SPONSOR's trial-
related functions to CRO in compliance with ICH-GCP,
sec. 5.2.1. In addition to the foregoing, Investigator and
Institution agree that CRO may disclose any and all
Information and/or documents relating to this Agreement,
and/or relating to Investigator’s and Institution’s
participation in the Study (including without limitation any
Reports or other documents or materials provided by
Investigator or Institution to CRO hereunder), to
SPONSOR. All references to SPONSOR herein (whether in
the context of delivery of Information, submission of
applications, financial terms, or anything else) derive from
SPONSOR’s status as such, as set out by Applicable Law
and GCP regulations, and Investigator and Institution agree
to all such instances. Investigator and Institution will Fully
Cooperate with CRO’s requests relating to SPONSOR.

2.3. ZkousSejici a poskytovatel berou na védomi, Ze
ZADAVATEL je ZADAVATELEM klinického hodnoceni
a z tohoto titulu je povazovan za tfeti smluvni stranu této
smlouvy. Kromé shora uvedeného, souhlasi zkousSejici a
poskytovatel s tim, Ze CRO mtize ZADAVATELI piedavat
jakoukoli informaci a/nebo dokumenty tykajici se této
smlouvy a/nebo tucasti zkouSejictho ¢i poskytovatele v
klinickém hodnoceni (v€etné, mimo jiné vSech hl4sent,
jinych dokumentli nebo materiald, které zkousejici a/nebo
poskytovatel na zdklad€ této smlouvy poskytli CRO).
Veskeré odkazy na ZADAVATELE v této smlouvé (jak v
souvislosti s pfeddvanim informaci, podavadnim zadosti,
finanénimi podminkami ¢i jinak) tak vychdzi ze shora
uvedeného statutu ZADAVATELE a zkouSejici a
poskytovatel toto berou na védomi. Zkousejici a
poskytovatel se zavazuji poskytnout CRO veskerou
soufinnost v souvislosti s poZadavky tykajicich se
ZADAVATELE.

2.4.  Investigator and Institution acknowledge that CRO
is the recipient of Services described in this Agreement and,
for the avoidance of any doubt, that SPONSOR is not the
recipient of Services described in this Agreement.

2.4. Poskytovatel a zkouSejici berou na védomi, Ze CRO je
piijemcem sluZzeb popsanych v této smlouvé a pro
odstranéni vSech pochybnosti plati, Ze ZADAVATEL neni
piijemcem sluzeb popsanych v této smlouve.

2.5.  Institution and Investigator specifically agree, and
commit themselves to CRO, to (and warrant that Study
Personnel will) conduct the Study in a diligent, efficient, and
skilful manner, in strict compliance with the terms and
conditions of this Agreement, the Protocol including
subsequent amendments, any specific Study Instructions,
Applicable Law,

all requirements of the Institution or facility, and any other
professional standards applicable to their professional
industries and fields. Regarding the Applicable Law, the
Study shall be conducted in accordance with all applicable
Czech legal regulations, in particular the Act No. 378/2007
Coll., on Medicinal Products and on Amendments of
Certain Related Acts (the “Act on Pharmaceuticals”), Act
No. 372/2011 on Healthcare Services, as amended,
including implementing legal regulations to these Acts (in
particular Decree No. 226/2008 Coll., which establishes

2.5. Poskytovatel a zkousSejici se dale vici CRO vyslovne
zavazuji (a ru¢i v tomto sméru i za ostatni Cleny tymu
provadéjictho klinické hodnoceni) provadét klinické
hodnoceni odbornym, Géinnym a fadnym zpisobem, v
pfisném souladu s ustanovenim této smlouvy, protokolu,
véetné vsech jeho budoucich dodatkt, konkrétnich pokynt
pro provadéni klinického hodnoceni, planymi zédkony,
zejména zakonem ¢. 378/2007 Sb., o 1éCivech a o zménach
nekterych souvisejicich zdkont (zdkon o 1éCivech) (ddle jen
,.Zakon lécivech™), zakonem ¢. 372/2011 Sb., o zdravotnich
sluzbdch v platném znéni, vcetné provadécich predpist
k témto zdkoniim (zejména vyhlaskou €. 226/2008 Sb., kterou
se stanovi sprdvnd Kklinickd praxe a bliz§i podminky
klinického hodnoceni 1éCiv), Mezindrodni konferenci o
harmonizaci technickych poZzadavkil na registraci humannich
1é¢ivych pripravkil Spravnd klinickd praxe: Konsolidovand
smérnice (the International Conference on Harmonisation of
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good clinical practice and more detailed conditions for the
clinical evaluation of pharmaceuticals), the International
Conference on the Harmonization of Technical
Requirements for the Registration of Human Medicinal
Products Good Clinical Practice: the Consolidated
Guideline, other generally accepted principles of good
clinical practice and all other regulations (including but not
limited to the Declaration of Helsinki and the Oviedo
Convention on Human Rights and Biomedicine). Neither
Institution nor Investigator nor any Study Personnel shall
commit any negligent acts or any willful misconduct in
connection with the Study. Neither Institution nor
Investigator nor any Study Personnel shall make any
unauthorized warranties to any person (including Subjects)
concerning the product being tested in the Study. Institution
and Investigator accept responsibility for the acts and
omissions of all Study Personnel in the Study.

Technical Requirements for Registration of Pharmaceuticals
for Human Use Good Clinical Practice: Consolidated
Guideline) a dalsimi obecné akceptovanymi zdsadami
spravné klinické praxea vSemi ostatnimi profesnimi
pfedpisy a normami, které se vztahuji na poskytovatel a
odbornosti, ve kterych provadi svou ¢innost. Poskytovatel,
zkouSejici ani cClenové tymu provadéjictho klinické
hodnoceni se nesmi v souvislosti s klinickym hodnocenim
dopustit  nedbalosti nebo  dmyslného  pochybeni.
Poskytovatel, zkousSejici ani Zadny ¢len tymu provadéjiciho
klinické hodnoceni nesmi Zadné osob€ (véetné subjekti
hodnoceni) poskytnout jakékoli neopravnéné zaruky
tykajici se produktu, ktery je v rdmci klinického hodnoceni
testovan. Poskytovatel a zkouSejici pfijimaji odpovédnost
za Ciny a opomenuti vSech Clent tymu, ktery provadi
klinické hodnoceni.

2.6. CRO or SPONSOR shall obtain the written
approval of the appropriate Ethics Committee (EC) prior to
commencement of the Study and will furnish Investigator
with the EC’s letter of approval.

2.6. CRO a ZADAVATEL se zavazuji provadét veskera
nezbytnd podani nebo ozndmeni regula¢nim uradim, v
souladu s platnymi zdkony. Klinické hodnoceni nesmi byt
zahdjeno, dokud CRO zkousejictho neinformuje, Ze
potiebnd povoleni byla ziskdna.

2.7.  If required by Applicable Law, CRO shall make, or
procure that SPONSOR makes, the necessary submissions
or notifications to the regulatory authorities. The Study may
not commence until the Investigator has been informed by
CRO that all required authorizations have been granted.

2.7. CRO a zadavatel se zavazuji provadét veskera
nezbytnd podini nebo ozndmeni regulacnim uradim, v
souladu s platnymi zdkony. Klinické hodnoceni nesmi byt
zahdjeno, dokud CRO zkouSejictho neinformuje, Ze
potiebnd povoleni byla ziskdna.

2.8. Investigator shall, prior to a Subject’s participation
in the Study, obtain the Subject's written informed consent
to participate in the Study. Each Subject’s written informed
consent shall be in a form that is in accordance with the
Protocol.

2.8. Pfed zarazenim subjektu hodnoceni do klinického
hodnoceni, je zkouSejici povinen ziskat pisemny
informovany souhlas subjektu hodnoceni s jeho ucasti v
klinickém hodnoceni. = Pisemny informovany souhlas
kazdého jednotlivého subjektu hodnoceni musi byt ziskén,
zdokumentovdn a uchovdvan v souladu s ustanovenim
protokolu.

2.9.  Investigator shall enroll the number of duly
qualified (according to the Protocol) Subjects for the Study
as set forth in Exhibit A and shall do so according to the
timetable set forth in Exhibit A. The planned number of
subjectsl]l. Notwithstanding the foregoing, Investigator
agrees that SPONSOR or CRO may unilaterally revise the
number of Subjects that Investigator shall enroll, and/or the
timeframe for such enrollment, via Study Instructions at
any time.

2.9. Zkousejici se zavazuje do klinického hodnoceni zatadit
fadné¢ zpisobilé subjekty hodnoceni (v souladu s
ustanovenim protokolu), a to dle ustanoveni Pfilohy A a
zavazuje se tento nabor provést v souladu s Casovym
harmonogramem uvedenym v Ptiloze A. Ptredpoklddany
pocet zafazenych subjekttl hodnoceni [} Bez ohledu na
vyse uvedené zkousSejici souhlasi, ze ZADAVATEL a CRO
mohou jednostranné¢ kdykoli zménit pocet subjektii
hodnoceni, které zkousejici do klinického hodnoceni mize
zatfadit a/nebo Casovy harmonogram ndboru, a to
prostfednictvim vydani piislusSného pokynu ke klinickému
hodnoceni.

2.10. Institution and Investigator shall (a) keep a detailed
and written inventory of all clinical supplies, equipment
and Study Drug provided by SPONSOR or CRO or its
Affiliates and shall store such materials according to the

2.10. Poskytovatel a zkouSejici se zavazuji: (a) vést
podrobnou pisemnou evidenci vSech dodédvek klinickych
materidld, vybaveni a hodnoceného 1é¢ivého piipravku
poskytnutého ZADAVATELEM nebo CRO a zajistit jejich
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Protocol or Study Instructions and (b) retain all necessary
Subject records and/or documents whether -electronic,
paper, or in any other form relating to the Study for thirty
(30) years after the end or the premature termination of the
Study. Institution and Investigator shall provide to CRO or
its Affiliates all study data collected on case report forms as
instructed by CRO.

Of the thirty (30) years archiving period and in accordance
with the Act No. 378/2007 Coll, the Institution shall
arrange for free archiving for the first 5 years, and for a
paid archiving for the further 25 years for the flat amount of
, as per the terms agreed on the Exhibit A
to this Agreement. An invoice for the 25-year paid
archiving following the first 5-year free archiving shall be
issued at the execution of the Agreement.
The Sponsor/CRO shall notify the Institution if he requests
further archiving after the initial 30-year period covered by
the previous paragraph, and pay the costs associated with
such archiving period extension, no later than 6 months
prior the expiry of the initial 30-year paid archiving period.
If the Sponsor/CRO does not notify the Institution the
request of further archiving after the initial 30-year period
or do not pay the costs associated with such archiving
period extension within the aforementioned period, it is
understood that the Institution is entitled to shred all the
archived Study related documents.
SPONSOR or the SPONSOR’s designee shall ensure
appropriate and timely supply of the Study Drug necessary
for the performance of the Study.

The Study Drug shall be supplied, free of charge, to
Institution — Fakultni nemocnice Hradec Kralove, , II
interni gastroenterologicka klinika.Sokolska 581

500 05 Hradec Krélové. Institution hereby undertakes to
ensure that the Study Drug be stored separately from other
medication, and its preparation, inspecting, preserving and
dispensing (hereinafter only “Study Drug Handling”) be
performed in compliance with the Protocol, Study
Instructions, and Applicable Law, as well as the terms and
conditions stipulated by LEK-12 Directive issued by State
Institute for Drug Control.

The Investigator hereby undertakes to perform/ensure safe
liquidation/disposal of unused Study Drug (as hazardous
waste) in accordance with the Applicable Law, if requested to
do so by SPONSOR or CRO.

uskladnéni v souladu s ustanovenim protokolu a pokynt ke
klinickému hodnoceni; a (b) uchovavat veskerou
dokumentaci ke klinickému hodnocent, veetné
informovanych souhlasti, dal§ich dokumentd tykajicich se
subjekti klinického hodnoceni a/nebo dokumentd v
elektronické, papirové ¢i jiné podobé, které se tykaji
klinického hodnoceni po dobu tficeti (30) let od fddného
nebo predcasného ukonceni klinického hodnoceni.

Z archiva¢niho obdobi 30 let provede poskyotvatel
bezplatnou archivaci 5 let vsouladu se zdkonem ¢.
378/2007 Sb. a na dalSich 25 let provede zpoplatnénou
archivaci — ||| |l v souladu s podminkami
odsouhlasenymi v Pfiloze A této smlouvy. Na zpoplatnénou
25- letou archivaci ndsledujici po prvnim 5-letém
bezplatném, archivaénim obdobi bude vystavena faktura
po podpisu smlouvy.

Zadavatel /CRO v predstihu 6 mésict od ukonceni 30- leté
zpoplatnéné archivace uvedené v piedchozim odstavci
ozndmi poskytovateli, Ze trvd na dals$i archivaci a uhradi
naklady s tim spojené nejpozdéji 6 —méesicii pted uplynutim
placeného archivaéniho obdobi.

V piipadé, Ze ve shora uvedené lhité zadavatel/CRO
nesdé€li pozadavek na dal$i archivaci po pocatecnim 30-
letém obdobi ¢i neuhradi poplatek na dalsi archivaci, ma se
za to, Ze je Poskytovatel opradvnén k likvidaci vSech
archivovanych dokumentd Studie.

ZADAVATEL nebo jim uréeny zdstupce se zavazuji
zajistit fadné a vcasné dodavky studijniho l1éCiva nutné pro
tadné provedeni klinického hodnocen.

Studijni 1é¢ivo bude zdarma dodavano do centra klinického
hodnoceni poskytovatele tj. Fakultni nemocnice Hradec
Kralové ,II. interni gastroenterologickd klinika,Sokolska
581,500 05 Hradec Kralové — Novy Hradec Krélové
Poskytovatel se timto zavazuje =zajistit uskladnéni
studijniho 1éCiva odd€len¢ od ostatnich 1é¢iv a provadét
ptipravu, kontrolu a distribuci Studijniho 1é¢iva (dile jen
"Manipulace se Studijnim 1éCivem") v souladu s
ustanovenim protokolu, pokynt pro provadéni klinického
hodnoceni, platnych zdkoni a v souladu se vSemi
ustanovenimi a podminkami Smeérnice LEK-12 Statniho
dstavu pro kontrolu 1&€iv (SIjKL).

Zkousejici se zavazuje na zéklad¢ zddosti ZADAVATELE
nebo CRO provést/zajistit bezpecnou likvidaci nevyuZitého
hodnoceného 1é¢ivého piipravku (jako nebezpecny odpad)
v souladu s ustanovenim platnych zakont.

2.11. Institution and Investigator shall establish and
maintain a system for Subject and Study Drug traceability
that contains sufficient detail to allow linking of each Study
Drug delivered to the site to the Subject receiving the Study
Drug and vice versa. Institution and Investigator shall keep at

2.11 Poskytovatel a zkouSejici se zavazuji vytvorit a
udrzovat systém pro zpétnou dohledatelnost informaci o
subjektech hodnoceni a hodnoceném IéCivém piipravku,
ktery musi byt dostate¢né podrobny na to, aby bylo mozné
pro kaZdou jednotlivou ddvku studijniho 1é¢iva dodanou do
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least the following traceability data in their files for a period
of at least thirty (30) years after the expiry date of the Study
Drug: identification of Institution and Investigator,
identification of SPONSOR and CRO, identification of the
manufacturing site, name of Study Drug, batch or code
number of Study Drug, Study number, Subject number,
Subject identification code list (linking name of Subject to
Subject number), expiry date of the Study Drug, and date of
administration of the Study Drug.

centra zjistit, kterému subjektu hodnoceni byla tato ddvka
studijniho 1éCiva poddna a opacné. Poskytovatel a
zkouSejici se zavazuji uchovdvat po dobu nejméné tficeti
(30) let od vyprSeni data pouzitelnosti piislusného
studijniho 1éciva, ndsledujici informace tykajici se zpétné
dohledatelnosti: identifikace poskytovatele a zkousejiciho,
identifikace ZADAVATELE a CRO, identifikace mista
vyroby, ndzev hodnoceného 1é¢ivého piipravku, ¢islo Sarze
nebo kédové oznaceni studijniho 1éCiva, ¢islo klinického
hodnoceni, ¢islo subjektu  hodnoceni, seznam
identifikacnich ciselnych kodit subjektt hodnoceni (ktery
umozituje propojit jméno subjektu hodnoceni s cislem
subjektu hodnoceni), datum pouZitelnosti hodnoceného
1é¢ivého piipravku a datum podani hodnoceného 1é¢ivého
ptipravku.

2.12. Institution and Investigator agree that they are not
presently under any agreement or obligation which
conflicts with the duties and obligations owed to CRO or
SPONSOR under this Agreement, and further agree not to
undertake any such obligation or agreement during the
course of the Study. Investigator warrants that no Study
Personnel are presently under any agreement or obligation
which conflicts with the duties and obligations owed to
SPONSOR or CRO under this Agreement, and shall ensure
that no Study Personnel will undertake any such obligation
or agreement during the course of the Study.

2.12. Poskytovatel a zkousSejici prohlaSuji, Ze nemaji v
soucasné dobé uzavienou zadnou smlouvu ¢i zavazek, ktera
by mohly negativn€¢ ovlivnit plnéni povinnosti vici
ZADAVATELI nebo CRO, na zdkladé¢ této smlouvy a
souCasn¢ se zavazuji po celou dobu pribéhu klinického
hodnoceni Zadnou takovou smlouvu neuzaviit ani zadny
takovy zdvazek nepfijmout. ZkouSejici ru¢i za to, Ze Zadny
z Clent tymu provadéjictho klinické hodnoceni nema v
soucCasné uzavienou zadnou smlouvu ani zavazek, které by
mohly negativné¢ ovlivnit plnéni povinnosti  vici
ZADAVATELI nebo CRO, na zdklad¢ této smlouvy a
souCasn€ se zavazuje zajistit, Ze Zadny z cleni tymu
provadgjiciho klinické hodnoceni v jeho priibéhu takovou
smlouvu neuzavfe ani Zddny takovy zdvazek nepfijme.

2.13. Institution and Investigator hereby acknowledge
and agree that each has received sufficient Information
regarding their respective participation in the Study. In
addition, Investigator further warrants (i) that he/she has
distributed all relevant Information to the Study Personnel
who have a need to know such Information in order to
perform their assigned tasks on the Study, and (ii) that
he/she, and all Study Personnel (as applicable), has read
and understands such Information.

2.13. Poskytovatel a zkouSejici berou na védomi a stvrzuji,
Ze jim byly poskytnuty dostate¢né informace o jejich
pfipadné dcasti na klinickém hodnoceni. ZkouSejici déle
ruc¢i: (i) za predani vSech relevantnich informaci vSem
¢lenim tymu provadejiciho klinické hodnoceni, ktefi tyto
informace potifebuji k fddnému plnéni svych povinnosti v
ramci klinického hodnoceni; a (ii) za to, Ze si vSichni
Clenové tymu provadéjictho klinické hodnoceni tyto
informace piecetli a porozuméli jim.

2.14. Institution shall, throughout the duration of the
Study, provide, keep available to the Study Personnel and
maintain all necessary Resources for the adequate
performance of the Study. Investigator shall, throughout the
duration of the Study, ensure that adequate Study Personnel
are available to complete the Study. Institution and
Investigator shall inform CRO promptly in writing
(including by email) about all changes impacting the
Resources and/or the Study Personnel.

2.14. Poskytovatel se zavazuje po celou dobu trvani
klinického hodnoceni mit k dispozici vSechny nezbytné
pomicky a zdroje pro fadné provedeni klinického
hodnoceni a poskytnout je ¢lenim tymu, ktery klinické
hodnoceni provadi. ZkouSejici je povinen zajistit a celou

dobu trvani klinického hodnoceni mit k dispozici
dostateény pocet ¢lentt studijniho tymu pro fadné
dokonceni klinického hodnoceni. Poskytovatel a

zkousejici jsou povinni neprodlené pisemné informovat
CRO (a soucasné¢ tuto informaci odeslat elektronickou
posStou) o vSech zméndch, které maji vliv na dostupnost
zdroji a/mebo c¢lenlt tymu provadéjictho  klinické
hodnoceni.
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2.15. The Protocol, including any amendments thereto,
constitutes an integral part of this Agreement by reference. In
case of any inconsistency between this Agreement and the
Protocol, the Protocol shall take precedence on matters of
medicine, science and conduct of the Study; otherwise the
terms of this Agreement shall prevail.

2.15. Protokol, véetné jeho zmén a dodatki, tvoii nedilnou
soucdst této smlouvy. V piipad¢ jakéhokoli rozporu c¢i
nesouladu mezi ustanovenim této smlouvy a protokolu,
plati ustanoveni protokolu ve vécech tykajicich se
zdravotnictvi, védeckého vyzkumu a provadéni klinického
hodnoceni. V ostatnich piipadech plati ustanoveni smlouvy.

2.16. Institution and Investigator agree to compensate
CRO and SPONSOR, as applicable, for all costs arising out
of Institution’s and/or Investigator’s breach of this
Agreement.

2.16. Poskytovatel a zkouSejici se zavazuji uhradit
ZADAVATELi a CRO vsSechny ndklady, které jim
vzniknou v disledku poruseni ustanoveni této smlouvy ze
strany poskytovatele a/nebo zkousejiciho.

2.17. Institution and Investigator agree that if any Study
Personnel is a government employee, official and/or
performing a governmental function, such relationship may
be disclosed to the SPONSOR and any compensation that
such individual receives with respect to the Study may be
disclosed to the Institution and is hereby approved.

2.17. Poskytovatel a zkouSejici berou na védomi a souhlasi
s tim, Ze pokud je néktery z ¢lenti tymu provadéjictho
klinick€é hodnoceni vladnim zaméstnancem, ufednikem
a/nebo zastdva jakoukoli funkci v orgdnech statni spravy,
miize byt tato informace pfedana zadavateli a soucasné
berou na védomi a souhlasi s tim, Ze informace o veSkerych
odménach, které takova osoba ziskd v souvislosti s
provadénim klinického hodnoceni, miZou byt piediny
poskytovateli , coZ timto schvaluji

2.18. Institution and Investigator warrant that neither they,
nor any Study Personnel are officials, agents, or
representatives of any government or political party or
international organization where they may be in positions
of authority to be able to improperly help CRO or
SPONSOR obtain a business advantage. Institution and
Investigator further warrant that neither they nor any Study
Personnel shall make any payment, either directly or
indirectly, of any money or other consideration (hereinafter
Payment), to  government or  political  party
officials, officials of international organizations, candidates
for public office, or representatives of other businesses or
persons acting on behalf of any of the foregoing
(hereinafter collectively Officials) where such Payment
would constitute violation of any law, including the U.S.
Foreign Corrupt Practices Act. In no event shall Institution,
Investigator, or any Study Personnel make any Payment
either directly or indirectly to Officials if such Payment is
for the purpose of influencing decisions or actions with
respect to the subject matter of this Agreement or any other
aspect of CRO’s or SPONSOR’s business. Institution and
Investigator shall report any violation of this warranty
promptly to CRO and agree to respond to any CRO
inquiries about any potential violations and make
appropriate records available to CRO or SPONSOR upon
request. At any time upon the request of CRO, Institution
and Investigator agree to promptly certify in writing their
ongoing compliance (and the compliance of all other Study
Personnel) with the warranties contained in this Section
2.18.

2.18. Poskytovatel a zkouSejici ru¢i za to, Ze ani
poskytovatel, ani zkouSejici ¢i jakykoli jiny €Elen tymu
provadejiciho klinické hodnoceni nejsou tfedniky, zastupci
¢i predstaviteli organti stitni spravy, politickych stran ¢i
mezindrodnich organizaci, ve kterych by mohli mit
pravomoc nezdkonné pomédhat CRO a ZADAVATELI k
ziskani konkuren¢nich vyhod. Poskytovatel a zkousejici
dile ru¢i za to, Ze ani poskytovatel, ani zkousejici i
jakykoli ¢len tymu provadéjici klinické hodnoceni nesmi
piimo ¢i nepiimo vyplatit Zddnou finan¢nf ¢i jinou odmeénu
(ddle jen "vyplata") stitnim ufednikim, pfedstavitelim
politickych stran, predstavitelim zahrani¢nich organizaci,
kandidatim na politické funkce, predstavitelim jinych
firem ¢i osobdm jednajicim ve jménu shora uvedenych
organti (didle jen v textu souhrnné oznacovani jako
"Ufednici"), pokud by takovd vyplata byla v rozporu s
platnymi zdkony, vcCetné mimo jiné Zikona USA o
korup¢nich praktikdich v  zahranici. Poskytovatel,
zkousejici ani Zadny z ¢lenti tymu provadéjictho klinické
hodnoceni nesmi v Zadném piipadé piimo ¢i nepiimo
vyplatit Zddnou financni ¢i nefinanéni odménu Zadnému
ufednikovi, pokud je smyslem vyplaty této odmény
ovlivnéni rozhodnuti nebo poskytnuti jakéhokoli jiného
plnéni v souvislosti s pfedmétem této smlouvy nebo v
souvislosti s jakymkoli aspektem podnikdni CRO nebo
ZADAVATELE. Poskytovatel a zkousejici se zavazuji
neprodlené informovat CRO o piipadném poruseni shora
uvedenych ustanoveni a rovnéz se zavazuji fadn€ odpovidat
na jakékoli dotazy CRO ohledné¢ piipadného poruseni shora
uvedenych wustanoveni a zpfistupnit CRO a/nebo
ZADAVATELI na jejich Zadost pfisluSné zdznamy. Na
zédklade zadosti CRO se poskytovatel a zkousSejici zavazuji
neprodlené pisemné potvrdit, Ze stile dodrzuji (a téZ Ze
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vSichni ¢lenové tymu provadéjiciho klinické hodnoceni
dodrzuji) vSechny zaruky a ustanoveni tohoto ¢lanku 2.18.

2.19. The expected duration of the Study |G
N

2.19. Piedpokladana délka trvani klinického hodnocenifl]

3. REPORTS, MONITORING AND | 3. HLASENI, MONITORING A SPOLUPRACE
COOPERATION
3.1.  Investigator shall submit to CRO, and CRO has a | 3.1.  ZkousSejici se zavazuje piedat CRO (a CRO ma

right to claim under this Agreement, completed eCRFs or
CREFs resulting from each Study visit within five (5) days of
such Subject visit. Investigator warrants that all eCRFs or
CRFs submitted to CRO are true, complete, correct and
accurately reflect the results of the Study. Institution and
Investigator shall also provide CRO with copies of all
Reports, and any updates that are required by the EC.

pravo toto na zédklad¢ této smlouvy vyZadovat), vyplnéné
zdznamy pacienta (eCRF nebo CRF) z klinického
hodnoceni, a to v terminu 3 - 5 dni (3 dnt od uskute¢néni
posledni ndvstévy) a v souladu s pokyny pro provadéni
klinického hodnoceni. ZkousSejici ruc¢i za to, Ze vSechny
zdznamy pacientd (dokumenty eCRF nebo CRF) jsou
pravdivé, pfesné a fddné vyplnény a Ze jsou vérnym
odrazem skutecnych vysledki klinického hodnoceni.
Poskytovatel a zkousSejici se rovnéz zavazuji ptredat CRO
kopie vSech zprév, véetné vSech aktualizaci a zmén, které si
vyzéadala etickd komise poskytovatele

3.2.  Institution and Investigator shall Fully Cooperate
with CRO and will meet with representatives of CRO, or its
designee, at mutually convenient times according to a
schedule set forth in Study Instructions for monitoring
visits, consultations and to allow direct inspection of all
Study related records, including Subject medical files, as
requested by CRO and for any other purposes relating to the
Study as deemed necessary by CRO. Investigator shall
ensure that all Study Personnel Fully Cooperates with
CRO, including meeting with personnel of CRO, or its
designee, as set forth in the preceding sentence.

3.2. Poskytovatel a zkouSejici se zavazuji plné
spolupracovat s CRO, ucastnit se schtizek se zastupci CRO
nebo subjekty, které CRO k tomuto tcelu zmocni, a to v
terminech stanovenych na zdklad¢ vzijemné dohody a v
souladu s casovym harmonogramem monitorovacich
navstév, ktery je uvedeny v pokynech k provadéni
klinického hodnoceni. Poskytovatel a zkouSejici se dile
zavazuji umoZnit CRO piistup do svych prostor za ucelem
provedeni kontroly vSech zdznamu tykajicich se klinického
hodnoceni, vcetné¢ =zdravotni dokumentace pacientd
(subjekti hodnoceni) a také pro ostatni tcely souvisejici s
provadénim klinického hodnoceni, které CRO povaZzuje za
nezbytné. ZkouSejici se zavazuje zajistit, aby vSichni
Clenové tymu provadéjictho klinické hodnoceni plné
spolupracovali s CRO a tc¢astnili se schlizek se zaméstnanci
CRO nebo osobami povétenymi CRO tak jak je uvedeno v
predchozim odstavci.

4. AUDITS AND REGULATORY INSPECTIONS

4. AUDITY A KONTROLA ORGANU STATNIHO

DOZORU

4.1. Institution and Investigator shall Fully Cooperate
with audits or inspections performed during or after
completion of the Study, by SPONSOR or CRO. Institution
and Investigator shall allow SPONSOR, CRO and
governmental or regulatory authorities, including but not
limited to the U.S. Food and Drug Administration, access to
Resources used to perform tasks related to the Study, shall
make all requested documents available to them and shall
provide them with any further Information as may be
requested.

4.1. Poskytovatel a zkouSejici se =zavazuji plné
spolupracovat pfi auditech a kontroldch provadénych
bé¢hem klinického hodnoceni ZADAVATELEM a/nebo
CRO. Poskytovatel a zkouSejici se zavazuji umoZnit
ZADAVATELI, CRO, statnim ufadim a/nebo organiim
stitniho dozoru, véetné mimo jiné Utadu Spojenych stéti
Americkych pro kontrolu potravin a 1é¢iv (FDA) pfistup ke
zdrojiim a prostfedkiim uZivanym k plnéni dkonli v rdmci
klinického hodnoceni a poskytnout jim vSechny
poZadované dokumenty a dals{ jimi poZadované informace.
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4.2. In the event the audit or regulatory inspection
identifies a lack of compliance with this Agreement on the
part of Institution or Investigator (or failure by any Study
Personnel to act in accordance with the terms and
conditions of this Agreement), CRO may terminate this
Agreement in accordance with Section 16.1 (a).

4.2. V ptipad¢, Ze béhem auditu nebo kontroly orgénii
stitntho dozoru bude zjiSténo poruSeni ustanoveni této
smlouvy ze strany poskytovatele nebo zkouSejictho (nebo
nedodrZeni ustanoveni této smlouvy ze strany kteréhokoli
jiného ¢lena tymu provadéjiciho klinické hodnoceni), maji
ZADAVATEL a CRO pravo tuto smlouvu vypoveédét v
souladu s ustanovenim ¢lanku 16.1.

4.3. Institution and Investigator shall immediately
notify CRO by telephone, email or fax if a governmental or
regulatory authority, including but not limited to the State
Institute for Drug Control (Statni ustav pro kontrolu leciv -
SUKL), requests to carry out an inspection of Institution’s
facilities, or does so. Institution and Investigator shall allow
SPONSOR and CRO to be present during such inspection,
and shall provide to SPONSOR and CRO copies of all
materials, correspondence, statements, forms and records
that Institution and Investigator receive, obtain or generate
pursuant to or in connection with any such inspection.

4.3. Poskytovatel a zkouSejici se zavazuji neprodlené
telefonicky, e-mailem nebo faxem informovat CRO v
ptipadé, kdy statni urad nebo orgén stiatnitho dozoru, véetné
mimo jiné Stitnimu tdfadu pro kontrolu 1é&iv ( SUKL)
nafidi provedeni kontroly v prostordch poskytovatele nebo
takovou kontrolu zahdji. Poskytovatel a zkouSejici se
zavazuji umoznit ZADAVATELI a CRO ucast pfi téchto
kontroldch a zavazuji se poskytnout ZADAVATELI a CRO
kopie vSech materiall, korespondence, prohlasent,
formulai a zdznamt, které poskytovatel a/nebo zkousejici
obdrzi, ziska nebo vytvoii na zdkladé nebo v souvislosti s
kontrolou.

S. FINANCIAL DISCLOSURE

5. ZVEREJNOVANI FINANCNICH INFORMA CI

5.1.  During the conduct of the Study and for one (1)
year after its completion, Investigator shall, and Institution
shall cause the Sub-Investigator(s) if applicable, and Study
Personnel, to, execute and update such forms, disclosures
and certifications now or subsequently required by
SPONSOR or any applicable regulatory bodies related to
his/her financial interests in the SPONSOR and/or the
Study Drug.

5.1. Béhem provadéni klinického hodnoceni a jeden (1) rok
po jeho dokonceni béhem provadeéni studie a pro jeden (1)
rok po jejim dokonceni je zkouSejici povinen vypliiovat a
provadét aktualizaci formuldil, potvrzeni a informaci o
jeho finanénich zdjmech na firmé ZADAVATELE a/nebo
na hodnoceny 1écivy piipravek, které ZADAVATEL nebo
organy statntho dozoru v této souvislosti vyZaduji.
Zkousejici je rovné€Z povinen zajistit, aby stejné tak Cinili i
pfipadni  spoluzkousejici provadé€jici toto  klinické
hodnoceni.

6. CONFIDENTIAL INFORMATION

6. DUVERNE INFORMACE

6.1.  Institution and Investigator agree that any and all
Confidential Information that they receive from CRO,
SPONSOR or otherwise in connection with this Agreement
shall be received and maintained by them in strict
confidence and not disclosed to any third party (other than
SPONSOR) during the conduct of the Study and for fifteen
(15) years thereafter. Furthermore, Institution and
Investigator agree to use the Confidential Information only
for the purposes of this Agreement except as otherwise
specifically provided for herein.

6.1.  Poskytovatel a zkouSejici bere na védomi a
souhlasi s tim, Ze vSechny divérné informace, které obdrzi
v souvislosti s touto smlouvou, musi byt uchovavany v
tajnosti Soucasné plati, Ze tyto diveérné informace nesmi
byt po celou dobu provddéni klinického hodnoceni a
dalSich patnact (15) let po jeho dokonceni sd€lovany
Zddnym tfetim strandm, s vyjimkou zadavatele.
Poskytovatel se dale zavazuje pouzivat divérné informace
vyhradné pro dcely plnéni ustanoveni této smlouvy, pokud
neni v této smlouve pro konkrétni piipady uvedeno jinak.

6.2. Institution and Investigator may disclose
Confidential Information only to (a) Study Personnel, or
other employees or staff who require access thereto for the
purposes of this Agreement provided, however, that prior to
making any such disclosures Institution and/or Investigator
bind such Study Personnel, employees or staff in writing to
the same obligations as are contained herein to maintain
Confidential Information in confidence and not to use such

6.2. Poskytovatel a zkouSejici mohou divérné informace
predavat pouze (a) ¢lenim tymu provadéjiciho klinické
hodnoceni nebo ostatnim zaméstnanctim ¢i pracovniklim,
kteti musi mit k témto informacim pfistup za ucelem plnéni
ustanoveni této smlouvy, za ptedpokladu, Ze ptfed predanim
téchto informaci poskytovatel a/nebo zkouSejici pisemné
zavazi tyto Cleny tymu provadégjiciho klinické hodnoceni
a/nebo ostatni zaméstnance ¢i pracovniky, ke stejnym
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Confidential Information for any purpose other than in
accordance with the terms of this Agreement, (b) to the
appropriate EC having jurisdiction over the performance of
the Study at Institution and (c) to State Institute for Drug
Control.

povinnostem ohledné nakladani s divérnymi informacemi
jaké predepisuje tato smlouva a ke stejnym povinnostem
jako predepisuje tato smlouva ohledné vyuZivani téchto
davérnych informaci vyluéné pro ucely plnéni jejich
ustanoveni; (b) piislusné etické komisi nebo kontrolni
komisi poskytovatele, kterd md provadéni klinického
hodnoceni v zafizeni poskytovatele na starosti a (c)
Statnimu dstavu pro kontrolu 1é¢iv (SUKL).

6.3. The terms of this Agreement, including but not
limited to the financial terms, are the Confidential
Information of SPONSOR and CRO, and shall be
maintained in confidence by Institution and Investigator in
accordance with Section 6.1 above. If, however, Institution
or Investigator is required by Applicable Law to disclose
such Confidential Information, they may do so without
breaching their obligations under this Section provided, in
advance of disclosure, they notify CRO of the Confidential
Information to be disclosed, the reason for disclosure, and
the date of disclosure.

6.3. Vsechna ustanoveni této smlouvy, v€etn¢ mimo jiné
ustanoveni tykajici se financovani a finan¢nich podminek,
jsou davérnymi informacemi ZADAVATELE a CRO a
poskytovatel a zkouSejici jsou povinni s témito
informacemi naklddat v souladu s ustanovenim shora
uvedeného ¢lanku 6.1. Nicméné pokud poskytovatel nebo
zkousejici maji dle platnych zdkond povinnost poskytnout
daveérné informace tfetimu subjektu, mohou tak ucinit bez
poruseni svych povinnosti dle tohoto ¢lanku této smlouvy
za predpokladu, Ze ptred poskytnutim téchto informaci
pisemné sdéli ZADAVATELI a CRO které davérné
informace budou danému subjektu poskytnuty, uvedou
davod jejich poskytnuti a datum kdy budou poskytnuty.

6.4.  Nothing contained herein will in any way restrict or
impair any party’s right to use, disclose, or otherwise deal
with any Confidential Information which at the time of its
receipt:

(a) is generally available in the public domain or
becomes available to the public through no act
of the party receiving said Confidential
Information; or

(b) is independently known by the party receiving

the Confidential Information, prior to receipt

thereof, which said party can demonstrate by
documented proof; or

(c) is lawfully given to the receiving party by a

third party who is not bound by any obligation

to preserve it as confidential.

6.4. Zadné z ustanoveni této smlouvy neomezuje pravo
smluvnich stran této smlouvy pouzivat, pfeddvat Cci
jakymkoli jinym zplsobem naklddat s davérnymi
informacemi, které v dob¢ jejich ziskéni:

(a) byly vsSeobecné¢ vefejné znamé
nebo se stanou vefejné zndmymi bez
prispéni smluvni strany, kterd tyto diveérné
informace obdrzela; nebo

ktera informace

(b) strana, tyto

vvvvv

prikaznym zptsobem dokazat; nebo
(c) strana, kterd tyto informace
obdrzela, jiz difive zdkonnym
zpusobem ziskala od jiné treti
strany, kterd neni vdzdna
povinnosti  mlcenlivosti  ve
vztahu k témto davérnym
informacim.

7. RIGHTS TO INFORMATION AND

7. PRAVA K INFORMACIM A HODNOCENEMU

INVESTIGATIONAL PRODUCT

LECIVEMU PRIPRAVKU

7.1. All Information and Investigational Product(s)
provided to Institution or Investigator for purposes of the
Study are and will remain SPONSOR's property.
Institution, Investigator, (and Study Personnel) shall not
acquire any rights of any kind whatsoever with respect to
the Investigational Product(s) or such Information as a

7.1. VSechny informace a hodnocené piipravky poskytnuté
poskytovateli a/nebo zkouSejicimu pro Ttcely tohoto
klinického hodnoceni jsou a zustdvaji vlastnictvim
ZADAVATELE. Poskytovatel, zkousejici a ¢lenové tymu
provadgjiciho klinické hodnoceni neziskavaji v disledku
poskytnuti plnéni dle této smlouvy ¢i jinak k hodnocenym
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result of performance under this Agreement or otherwise.

ptipravkiim a informacim Zadn4 prava.

7.2. Institution and Investigator shall deliver all
Information, unused Investigational Product(s) and clinical
specimens to SPONSOR, CRO or their respective
designee(s) in a timely manner throughout the performance
of the Study, as provided in the Protocol or Study
Instructions, and in no event later than ten (10) business
days after (i) the date of termination of this Agreement or
(i1)) the date on which SPONSOR or CRO otherwise
requests delivery of Information, unused Investigational
Product(s) and clinical specimens.

7.2. Poskytovatel a zkousejici se zavazuji po celou dobu
provadéni klinického hodnoceni pfedavat veSkeré
informace, nevyuZit¢é hodnocené piipravky a klinické
vzorky ZADAVATELI, CRO nebo jimi uréenym osobdm,
a to ve lhtitdch uvedenych v protokolu nebo pokynech pro
provadéni klinického hodnoceni. V kazdém piipadé musi
byt vSechny informace, nevyuZité hodnoceni piipravky a
klinické vzorky vrdceny nejpozdéji do deseti (10)
pracovnich dni od (i) data ukonceni platnosti této smlouvy;
nebo (ii) data kdy si ZADAVATEL nebo CRO vyzadali
pfeddni téchto informaci, nevyuZitych hodnocenych
pripravka a klinickych vzork.

7.3. The Information and Study Results (including
publication) may be used by SPONSOR in any manner it
deems appropriate to comply with its business interests,
both during, and following termination of, this Agreement.

7.3. ZADAVATEL smi vyuzivat (véetné¢ publikovani)
informace a vysledky klinického hodnoceni jakymkoli
zpisobem, ktery uzna za vhodné a ktery je v souladu s jeho
obchodnimi z4jmy, a to jak po celou dobu platnosti této
smlouvy, tak po jejim ukonceni.

8. PUBLICITY

8. REKLAMA

8.1. No party to this Agreement shall use the name of any
other party hereto, or SPONSOR’s name, in connection
with any advertising or promotion of any product or service
without the prior written consent of such party or
SPONSOR, as appropriate.

8.1. Z4dn4 ze smluvnich stran této smlouvy nesmi pouZivat
nazev ostatnich smluvni stran ani ndizev ZADAVATELE v
Zadnych reklamnich ¢i marketingovych materidlech v
souvislosti s propagaci svych produktd ¢i sluZeb, bez
pfedchoziho pisemného souhlasu ZADAVATELE nebo
doty¢né smluvni strany.

9. PUBLICATION

9. PUBLIKOVANI

9.1. Institution and Investigator may publish the Study
Results only in accordance with this Section 9. Before
submission for publication or presentation, Institution
and/or Investigator shall allow SPONSOR not less than
sixty (60) days to review any manuscript and not less than
thirty (30) days to review any poster presentation, abstract
or any other written or oral material which describes or
discloses the Study Results. If SPONSOR or CRO so
requests in writing, Institution and/or Investigator shall
withhold any publication or presentation for an additional
sixty (60) days.

9.1. Poskytovatel a hlavni zkouSejici smi publikovat
vysledky klinického hodnoceni pouze v souladu s
ustanovenim tohoto ¢lanku 9.  Pred zvefejnénim ¢i
prezentaci vysledkl klinického hodnoceni se poskytovatel
a/ nebo Hlavni zkouSejici zavazuje poskytnout
ZADAVATELI Ilhitu nejmén¢ Sedesati (60) dni na
prezkoumdéni rukopisu, respektive nejméné tficet (30) dni
na prezkoumdni a kontrolu prezentaci, abstraktd Cci
jakychkoli jinych dokumentt v pisemné ¢i dstni podobe, ve
kterych jsou popisovany nebo zvefejiiovany vysledky
klinického hodnoceni. Pokud o to ZADAVATEL pisemné
pozada, poskytovatel a/ nebo Hlavniho zkouSejictho musi
pozdrzet vydani publikace ¢i prezentace o dalSich Sedesat
(60) dnd.

9.2. SPONSOR reserves the right to remove all
Confidential Information from any publications or
presentations. In the event that SPONSOR deems that such
removal would not sufficiently protect its Intellectual
Property Rights, then SPONSOR may require that
Institution and/or Investigator does not publish such
publication or presentation, and Investigator and Institution

9.2. ZADAVATEL si vyhrazuje pravo z materidli
urcenych ke zvetfejnéni nebo prezentaci odstranit vSechny
divérné informace. V piipadé, Zze se ZADAVATEL
domnivd, Ze by takové odstranéni nebylo dostatecné pro
ochranu jeho prav duSevniho vlastnictvi, miZe poZadat
poskytovatel o nezvetejnéni dané publikace ¢i prezentace a
poskytovatel se timto zavazuje v takovém piipad€é danou
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agree not to publish any such publication or presentation in
any such case.

publikaci ¢i prezentaci nezvetejnit.

9.3. Institution and Investigator agree that because the
Study is part of a multi-centre Study, any publication by
Institution or Investigator of the Study Results shall not be
made before the first multi-centre publication.

9.3. Vzhledem k tomu, Ze toto klinické hodnoceni je
soucasti multicentrického klinického hodnoceni, zavazuje
se poskytovatel a hlavni zkouSejici nezvefejnit Zadné
vysledky klinického hodnoceni dokud nebudou zvefejnény
prvni vysledky za multicentrické hodnocenti jako celek.

10. INTELLECTUAL PROPERTY

10. DUSEVNI VLASTNICTVI

10.1. Any and all Study Results and Information,
material or assets relating to the Study Drug, the Protocol
or the Study, including any and all existing or future rights
therein (hereinafter collectively referred to as Assets),
whether patentable or not, conceived by Institution or
Investigator or Study Personnel, solely or jointly with
others as a result of work done under this Agreement, shall
be, and remain, at all times the sole and exclusive property
of SPONSOR and SPONSOR shall own, to the widest
extent possible under Applicable Law, any and all
Intellectual Property Rights thereto (subject to the rights
expressly reserved for CRO under Section 10.3). To the
extent required for SPONSOR to obtain, secure and perfect
said rights and legal positions under Applicable Law, the
Assets shall automatically vest in SPONSOR and to the
extent required, Institution and Investigator hereby assign
all rights, title and interests in any and all Assets to
SPONSOR, and shall perform any and all other acts
necessary to assist SPONSOR in obtaining, securing and
perfecting the rights to said Assets. If necessary, Institution
and Investigator shall obligate Study Personnel to perform
any and all acts required to enable SPONSOR to obtain,
secure and perfect said rights. In the event that SPONSOR,
according to Applicable Law, cannot obtain or secure
ownership of any of said Assets, Institution and
Investigator hereby grant SPONSOR and obligate the Study
Personnel to grant SPONSOR, as applicable, worldwide,
exclusive, unlimited and royalty-free rights of use,
exploitation and utilization and/or licenses regarding said
Assets. Institution and Investigator warrant by the
execution of this Agreement, that neither they nor any
Study Personnel have entered, and that none of them will
enter, into any contractual agreement or relationship which
would in any way conflict with or compromise
SPONSOR’s proprietary interest in, or rights to, any Assets
existing at the time of the execution of this Agreement or
arising out of or related to its performance thereunder.

10.1. Veskeré vysledky klinického hodnoceni, véetné vSech
informaci, materidlt a dalSich aktiv tykajicich studijniho
1é¢iva, protokolu nebo klinického hodnoceni, véetné vSech
stavajicich i budoucich prav k nim (déle jen "vysledky
klinického hodnoceni"), bez ohledu na to zda jsou
patentovatelné ¢i nikoli, které poskytovatel ziskd ¢i odvodi
na zdkladé€ své Cinnosti dle této smlouvy, jsou a vzdy budou
vyhradnim a vyluénym vlastnictvim ZADAVATELE a
ZADAVATEL k nim méa a bude mit, v maximalni mife
povolené platnymi zdkony, vSechna prdva duSevniho
vlastnictvi (s vyjimkou prav vyslovn¢ vyhrazenych CRO na
zdklad¢ ustanoveni c¢lanku 10.3). Pro tdcely ziskani a
zajisténi shora uvedenych prav a pravnich ndrokil ve
smyslu platnych zdkoni ZADAVATELEM, prechazi
automaticky veSkera prava k vysledkim klinického
hodnoceni na ZADAVATELE, a poskytovatel a hlavni
zkouSejici timto v poZadovaném rozsahu pievadi vSechna
prava, zajmy a podily na vSech vysledcich klinického
hodnoceni na ZADAVATELE a zavazuje se poskytnout
ZADAVATELI nezbytnou soucinnost k ziskani, zajistén{ a
dokonceni pfevodu prav k témto vysledklim klinického
hodnoceni na ZADAVATELE. Poskytovatel a zkouSejici
jsou v piipad¢€ potieby povinni zavédzat v§echny ¢leny tymu
provadéjiciho klinické hodnoceni, k poskytnuti nutné
soucinnosti k ziskani, zajisténi a dokonceni pievodu shora
uvedenych prdv na ZADAVATELE. V pfipadé, Ze
ZADAVATEL na zédklad¢ platnych zdkoni nemuze k
nekterym shora uvedenym vysledkim  klinického
hodnoceni ziskat nebo si zajistit vlastnickd préva,
poskytovatel a zkousSejici timto ud€luji ZADAVATELI (a
soucasné ke stejnému kroku zavazuji vSechny c¢leny tymu
provadéjiciho klinické hodnoceni) celosvétovd, vyhradni,
neomezena a bezplatnd prava na vyuzivani téchto vysledkt
klinického hodnoceni a/nebo celosvétovou, vyhradni,
neomezenou a bezplatnou licenci na jejich vyuZivéni.
Poskytovatel a zkouSejici svym podpisem této smlouvy ruci
za to, Ze ani poskytovatel, ani zkouSejici ani Zadny z Clent
tymu provadéjiciho toto klinické hodnoceni nemd uzavieny
ani neuzavie Zadny smluvni vztah, ktery by jakymkoli
zpusobem mohl negativné ovlivnit priva ¢&i zajmy
ZADAVATELE ve vztahu k vysledkim klinického
této smlouvy, tak k tém, které vzniknou v budoucnu na
zéklad¢ plnéni poskytnutého dle této smlouvy.

231925 Cx601-0303 CZE 1103 Inst P CSA

Bilingual 20171016 1,0

Page 12 of 35




10.2. Institution and Investigator shall disclose to CRO
(who will disclose to SPONSOR) all Study Results,
Information and in particular all inventions, findings,
discoveries and other creative ideas and developments
(hereinafter referred to as Inventions) conceived or reduced
to practice as a direct result of the Study. Such disclosure
must be made fully and promptly in writing to an
authorized representative of CRO (who will disclose to
SPONSOR).

10.2. Poskytovatel a Hlavni zkouSejici se zavazuji ptredat
CRO ( ktery to predd ZADAVATELI ) vSechny vysledky
klinického hodnoceni, informace a zejména pak vSechny
vynalezy, zjiSténi, objevy a dalsi kreativni ndpady a navrhy
(dale jen "objevy") ziskané nebo uvedené do praxe v piimé
souvislosti s klinickym hodnocenim. Pfedéani téchto objevi
se musi uskute¢nit neprodlené¢ a musi byt provedeno
pisemnou formou do rukou opravnéného
zastupce/opravnénych zastupci CRO ( ktery to preda
ZADAVATELI).

10.3. All parties to this Agreement and SPONSOR shall
retain all right, title and interest in any Intellectual Property
that was owned by such party or SPONSOR prior to or
apart from the commencement of this Agreement. No
license grant or assignment, express or implied, by estoppel
or otherwise, is intended by, or shall be inferred from, this
Agreement except to the extent necessary for each party to
fulfill its obligations under this Agreement or otherwise
give effect to this Agreement.

10.3. Vsechny strany této smlouvy a ZADAVATEL si
zachovévaji vSechna prdva, podily a zdjmy k duSevnimu
vlastnictvi, které tyto strany a/nebo ZADAVATEL
vlastnily pfed zahdjenim plnéni této smlouvy nebo které
byly ziskdny nezavisle na této smlouvé. Touto smlouvou se
nepievadi Zadné licence, a to ani vyslovné, ani domnéle ¢i
na zaklad¢ =zdkonné prekazky ¢i jinak, nad ramec
povinnosti jednotlivych smluvnich stran dle této smlouvy

11. DATA PROTECTION & PRIVACY

11. OCHRANA DAT A OSOBNICH UDAJU

11.1. Institution and/or Investigator hereby represent and
warrant that they shall obtain all necessary consents in
writing from:

(a) all Subjects as per the informed consent form;
and

(b) the key members of Study Personnel and

Investigator participating in the Study for

administrative / study management and any

other purpose required by law

so that such Subjects’, Study Personnel’s and Investigator’s
Personal Data can be Processed by (including transferred
to) CRO, any of its Affiliates, and SPONSOR or any of its
Affiliates and regulatory authorities in each case within or
outside the country where such data originates.

11.1. Poskytovatel a/nebo zkousSejici timto prohlasuji a ruci
za to, ze ziskaji vSechny nezbytné souhlasy v pisemné
formé od:

(a) vSech subjekti hodnoceni, ve
formé informovaného souhlasu; a

(b) vSech hlavnich c¢lent tymu, ktery
se podili na provadéni klinického hodnoceni, vcetné
zkousejiciho, a to pro administrativni ucely, pro ucely
spravy a provadéni klinického hodnoceni a pro ostatni
ucely poZzadované zdkonem

tak, aby CRO a jeji sesterské spolecnosti, ZADAVATEL a
jeho dcefiné spoleCnosti a orgdny stdtniho dozoru mohly
osobni data subjektll hodnoceni, ¢lenti tymu provadejiciho
klinické hodnoceni a zkouSejictho zpracovavat (vCetné
prevadéni), a to jak v zemi, odkud tyto ddaje pochdzi, tak v
zahrani¢i.

11.2. Institution and Investigator shall notify CRO
immediately in writing (but in no event later than two (2)
days from the date) of any Data Security Breach.

11.2. Poskytovatel a zkouSejici se zavazuji neprodlen¢ a
pisemn¢ informovat CRO o jakémkoli poruseni ustanoveni
0 bezpe€nosti osobnich tdaji (v kazdém pifipadé vSak
nejpozdéji do dvou (2) dnti od data takového porusent).

11.3. If requested by CRO in order to enable CRO to
comply with any Applicable Law and to Process any
Personal Data, Institution and Investigator will work with
CRO in good faith to address any issue relating to the
Processing of Personal Data.

11.3. Na zdklad¢ Zadosti CRO a za ucelem umoznéni, aby
CRO mohla dodrzet ustanoveni platnych zdkont a
zpracovavat osobni udaje, se poskytovatel a zkousejici
zavazuji v dobré vife spolupracovat s CRO pii feSeni
problémt souvisejicich se zpracovanim osobnich udaju.
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All transfers of personal data will be in accordance with the
European Data Protection Directive 95/46/EC, the
Regulation (EU) 2016/679 regarding the protection of
personal data and in accordance with Act No. 101/2000
Coll., with priority of European legislation.

Veskery ptevod dat bude v souladu se smérnici o Ochrané
Udajti 95/46/EC podle evropského priva v souladu s
Regulaci (EU) 2016/679 obecné nafizeni o ochrang
osobnich udaji a v souladu se zdkonem ¢. 101/2000 Sb., v
s prioritou evropskych predpist..

12. INDEMNIFICATION

12. ODSKODNENI

12.1. Institution and Investigator shall immediately
notify CRO in writing of any claim of illness or injury that
is claimed to be due to an adverse reaction to the Study
Drug or any of the clinical intervention or procedures that
are provided for or required by the Protocol to which the
Subjects would not have been exposed but for their
participation in the Study. Institution and Investigator shall
allow SPONSOR to handle such claim (including, if
applicable, settlement negotiations), and shall cooperate
fully with SPONSOR in its handling of the claim.

12.1. Poskytovatel a zkousSejici se zavazuji neprodlené
pisemné informovat CRO o vSech ndrocich v souvislosti s
onemocnénim ¢i zranénim subjektd hodnoceni, které lze
pfipsat nezaddoucim reakcim na  studijni 1éCivo
ZADAVATELe nebo na klinickd vySetfeni ¢i zdkroky
provadéné v souladu s protokolem, kterym by dotyény
subjekt hodnoceni nebyl vystaven nebo se jim nemusel
podrobit, kdyby se neudcastnil klinického hodnoceni.
Poskytovatel a  zkouSejici se zavazuji umoZnit
ZADAVATELi feSit tyto ndroky (véetné, mimo jiné,
vedeni jedndni o vyrovnani) a soucasné€ se zavazuji plné se
ZADAVATELem spolupracovat pii feSeni takovych
néarokd.

12.2.  Subject to Section 12.3 below, any indemnification
of the Institution and Investigator by SPONSOR shall be
through a separate agreement (or letter) between Institution,
Investigator and SPONSOR directly. CRO shall act as the
intermediary to coordinate the provision of any such letters
of indemnity by SPONSOR, and shall have no other
obligation in connection therewith. Requests for such letters
should be made in writing to the address below.

Investigator Contracts

Attention 231925 Study

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Ireland

Such requests must include the full legal names and
addresses of all parties who are requested to be indemnified
by SPONSOR.

12.2. S ohledem na ustanoveni c¢lanku 12.3 niZe, bude
veskeré odskodnéni poskytovatele a zkouSejiciho ze strany
ZADAVATELe, feSeno prostfednictvim samostatné
smlouvy (nebo pisemného pfislibu) uzaviené piimo mezi
poskytovatelem, zkouSejicim a ZADAVATELem. CRO
bude pro ucely téchto pisemnych piislibi tykajicich se
odskodnéni ze strany ZADAVATELe vystupovat pouze
jako prostiednik a koordinator a nema v souvislosti s t€mito
piisliby odskodnéni ze strany ZADAVATELe Zzadnou
odpovédnost. Pozadavek na tyto formuldfe (formulédre
zadosti o odskodnéni) zaSlete pisemné na niZe uvedenou
adresu

Kontaktni informace zkousejiciho

Investigator Contracts

Attention 231925

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Vas pozadavek musi obsahovat cely nazev pravnické osoby
(obchodni jméno) a adresy vSech smluvnich stran, které
zadaji o odSkodnéni ze strany ZADAVATELe.

12.3. Institution and Investigator acknowledge that
SPONSOR has no obligation to indemnify or be
responsible for any loss, claim, cost (including reasonable
attorney fees) or demand if and to the extent such losses,
claims or demands arise from any injuries or damages
resulting from Institution’s, Investigator’s or the Study

12.3. Poskytovatel a zkousSejici berou na védomi, Ze
ZADAVATEL nevyplati Zddné odSkodnéni ani neni
odpovédny za Zzadné ztraty, ndklady, spory (vcetné
pfimétenych ndkladi na prdvni pomoc) ¢i ndroky v
souvislosti s djmou ¢i §kodou, ke kterym doslo v dasledku
nedbalosti na strané poskytovatele, zkouSejictho a/nebo
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Personnel’s negligence, breach of this Agreement, failure to
adhere to the Protocol, failure to obtain signed informed
consent forms, failure to follow Applicable Law, misuse of
the Study Drug, unauthorized warranties, or willful
misconduct. This indemnification obligation is without
prejudice to the precedence of insurance coverage from
compulsory clinical trial insurance.

¢lentt tymu provadéjictho klinické hodnoceni a/nebo v
disledku toho, Ze poskytovatel, zkouSejici a/nebo néktery
¢len tymu provadéjiciho klinické hodnoceni porusili
ustanoveni této smlouvy, porusili ustanoveni protokolu,
nenechali subjekt hodnoceni podepsat informovany
souhlas, porusili ustanoveni platnych zdkont, chybnym
zpisobem pouZili studijni 1é¢ivo ZADAVATELe, zptsobili
Skodu umyslnym zavinénim a/nebo poskytli neopravnéné
zaruky. Touto povinnosti odSkodnéni neni dotéeno
pfednostni pojistné kryti z povinného pojisténi klinického
hodnoceni.

12.4. Neither CRO nor SPONSOR will be responsible
for, and Institution shall defend, indemnify and hold CRO,
its Affiliates, and SPONSOR (and their respective
directors, officers and employees) harmless from, any loss,
claim, or demand arising from, but not limited to any (a)
injuries or damages incurred if they are the result of or are
alleged to be the result of negligence or wilful misconduct
on the part of the Institution, Investigator or Study
Personnel; (b) activities contrary to the Protocol, any Study
Instructions, this Agreement, or Applicable Law; (c)
unauthorized warranties made by the Institution,
Investigator or Study Personnel concerning the product
being tested; or (d) case in which written informed consent
was not obtained in accordance with the Protocol for the
Subject involved in such case.

12.4. CRO ani ZADAVATEL nenesou odpovédnost, a
poskytovatel se zavazuje CRO, jeji sesterské spolecnosti a
ZADAVATELe, vcetné jejich prisluSnych feditelt,
zamestnancll a zdstupcil, chranit, odskodnit a zprostit
odpovédnosti za ztraty, ndroky a poZadavky, vzniklé, mimo
jiné: (a) v disledku zranéni osob nebo Skod, které vznikly
(nebo je lze ptipsat) v disledku nedbalosti ¢i imyslného
zavinéni na stran¢ poskytovatele, zkousejictho nebo osob
podilejicich se na provadeéni klinického hodnoceni; (b) v
dasledku provadéni cCinnosti v rozporu s protokolem,
pokyny pro provadéni klinického hodnoceni, touto
smlouvou nebo platnymi zakony; (c) v disledku poskytnuti
neopravnénych zaruk ohledné¢ zkoumaného piipravku ze
strany poskytovatele, zkousejiciho nebo osob podilejicich
se na provadeéni klinického hodnoceni; nebo (d) v disledku
skute¢nosti, Ze u dotcené¢ho subjektu hodnoceni, kterého se
dany ptipad tykal, nebyl fadn¢ ziskdn informovany souhlas
v souladu s ustanovenim protokolu.

12.5. Institution and Investigator shall be liable under
this Agreement for damages resulting from negligence or
wilful misconduct in the execution of the Study.

12.5. Na zdkladé ustanoveni této smlouvy jsou
poskytovatel a zkousejici odpovédni za Skody, ke kterym
doslo v dutsledku jejich nedbalosti nebo umyslného
zavinéni pti provadéni klinického hodnocen.

12.6. CRO shall be liable under this Agreement for
damages resulting from its negligence or wilful misconduct
in the execution of its services hereunder.

12.6. CRO je na zdkladé této smlouvy odpovédnd za Skody
vzniklé v dusledku jeji nedbalosti nebo imyslného zavinéni
pii poskytovani nize uvedenych sluzeb.

13.  INSURANCE 13. POJISTENI
13.1. CRO procures that SPONSOR shall, to the extent | 13.1. CRO prohlasuje, Ze ZADAVATEL, v mife

required by law according to the §52 Sec.3 letter f
378/2007 Coll. of Pharmaceuticals , maintain in full force
and effect throughout the performance of the Study
sufficient insurance to cover damages incurred for injuries
suffered by Subjects as a result of their participation in the
Study. The terms of any insurance or the amount of

pozadované platnymi zdkony, a to dle § 52 odst. 3 pism f),
zdkona 378/2007 Sb.,, bude po celou dobu provadéni
klinického hodnoceni mit uzaviené platné a uCinné
pojisténi odpoveédnosti za Skodu a zranéni subjektt
hodnoceni v disledku jejich ucasti v klinickém hodnoceni.
Podminky jakékoli pojistky ani limity pojistného plnéni

coverage shall not relieve SPONSOR of any liabilities | nezpros§tuji ZADAVATELE odpovédnosti dle této
under this Agreement. smlouvy.
14. DEBARMENT 14. ZAKAZ CINNOSTI

231925 Cx601-0303 CZE 1103 Inst P CSA

Bilingual 20171016 1,0

Page 15 of 35




14.1. Institution and Investigator hereby certify that
neither Institution, Investigator nor any person employed by
Institution or Investigator to work on the Study (including
any subcontractor permitted pursuant to Section 17.2) has
been:

(a) debarred by any relevant authorities,
pursuant to any Applicable Law, including
but not limited to Section 306(a) and (b) of
the US Federal Food, Drug and Cosmetic
Act, or disqualified as a clinical investigator;
or
threatened to be debarred or indicted for a
crime or otherwise engaged in conduct for
which a person can be debarred under
Applicable Law

(b)

(c)

disciplined by and/or banned by a relevant
authority from carrying out clinical trials

For purposes of this Section, any of the foregoing shall be
deemed to constitute being “debarred”.

In addition, Institution and Investigator agree that no
debarred person will in the future be employed or otherwise
engaged (including on a contract basis) by Institution or
Investigator to work on the Study. If during the course of
the Study, Institution or Investigator becomes debarred or
learns that any person connected with the Study is debarred,
or that there is a threat of debarment of any such person,
then Institution and Investigator must immediately notify
SPONSOR and CRO. CRO may immediately terminate this
Agreement in the event any of the foregoing occurs.

14.1. Poskytovatel a zkouSejici timto
potvrzuji, Ze poskytovatel, zkouSejici ani Zadna jina osoba
zaméstnand poskytovatelem nebo zkouSejicim pro tucely
provadéni klinického hodnoceni (véetné piipadnych
povolenych subdodavateld na zaklad¢ ustanoveni ¢lanku
17.2):

(a) nemd piisluSnymi orgdny, na
zaklad¢ platnych zdkond, véetn€é, mimo jiné, na zdkladé¢
ustanoveni ¢lanku 306 zdkona US Federal Food Drug and
Cosmetic Act (Federdlni zdkon USA o potravinach,
lécivech a kosmetickych pfipravcich) zakdzan vykon
funkce zkousejiciho;

(b) neni ohroZzena vylou¢enim nebo
obvinénim ze zlo¢inu ani se jakymkoli zplsobem
nezapojila do chovéni, na jehoZz zdklad¢ by doty¢né osobé
mohl hrozit zdkaz Cinnosti na zdklad€ ustanoveni platnych
zékontl.

a

(©) nemd uloZen disciplindrni trest
a/nebo neni opravnénymi udfady vyloucena z tucasti na
provadéni klinickych hodnocen.:

Pro tucely tohoto ¢lanku plati, Ze cokoli z vySe uvedeného
znamena "ztratu zpusobilosti".

Poskytovatel a zkouSejici ddle souhlasi a zavazuji se
nezaméstnat ani neangazovat (vCetné angazovdni na
zdkladé¢ smlouvy) Zidnou osobu, kterd je zbavena
zpusobilosti pro vykon jakékoli ¢innosti v souvislosti s
provadénim klinického hodnoceni. Pokud se pribéhu
klinického hodnoceni poskytovatel nebo zkousejici stanou
nezpisobili k provadéni klinického hodnoceni nebo pokud
se poskytovatel a/nebo zkouSejici dozvi, Ze nékterd z osob
podilejicich se na provddéni klinického hodnoceni byla
zbavena zpusobilosti k jeho provddéni nebo ji zbaveni
zpusobilosti  hrozi, jsou povinni o této skutecnosti
neprodlené informovat ZADAVATELe a CRO. V piipade,
Ze dojde ke shora popsané situaci, mize CRO tuto smlouvu
vypovédeét s okamZitou platnosti.

15. PAYMENT TERMS AND CONDITIONS

15. PLATEBNI USTANOVENI A PODMINKY

15.1. In full consideration for the Services of Institution,
Investigator and Study Personnel rendered in compliance
with the Protocol, CRO agrees to pay the fees and expenses
set forth in Exhibit A. Such fees and expenses will be paid
solely to the Institution, except as otherwise expressly set
forth in Exhibit A. The parties agree that Exhibit A —
Payment Schedule is part of this Agreement clarifying the
schedule of payments associated with this Agreement and
that the fees and expenses set forth in Exhibit A represent

15.1. Jako konecnou a tplnou udplatu za fddn¢ a v souladu s
protokolem poskytnuté sluzby ze strany poskytovatele,
zkousejictho a tymu provadéjicitho klinické hodnoceni, se
CRO zavazuje vyplatit odménu a zajistit Ghradu nédkladd, a
to dle ustanoveni piilohy A této smlouvy. Tato odména a
niklady budou vyplaceny vyluéné
poskytovateliposkytovateli, pokud neni v piiloze A této
smlouvy vyslovn€ uvedeno jinak. Smluvni strany berou na
védomi a souhlasi s tim Ze Pfiloha A - Harmonogram plateb
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the fair market value for the Services provided by
Institution and Investigator. Payments shall be made in
accordance with the provisions set forth in Exhibit A, with
the last payment being made after Institution and
Investigator complete all of their obligations under this
Agreement and any Exhibits thereto. Payments include the
fee for Study Drug Handling according to Sec. 2.10 above.
Institution and Investigator shall not seek reimbursement for
any medical services or Investigational Product from any
third party payers if such costs are already covered by
payments made under this Agreement.

The estimated value of performance 631 968,40 CZK.

tvoii nedilnou soucdst této smlouvy a je v ni uveden
platebni kalendar veSkerych plateb souvisejicich s touto
smlouvou. Vyplata odmén bude probihat v souladu s
ustanovenim této piilohy A s tim, Ze posledni odména bude
vyplacena a7z poté, co poskytovatel a zkousSejici splni
vSechny své povinnosti dle ustanoveni této smlouvy a vSech
jejich ptiloh. V odméné je zahrnut poplatek za manipulaci
se studijnim lé¢ivem, v souladu s clankem 2.10 vyse.
Poskytovatel a zkouSejici se zavazuji nepoZadovat platby za
zdravotnické sluzby ¢i studijni 1é¢ivo od tfetich stran, pokud
naklady na tyto sluzby ¢i 1éCivo jiz byly hrazeny z plateb,
provadénych na zaklade této smlouvy.

Predpoklddand maximalni hodnota plnéni 631 968,40 K¢.

15.2. Institution and Investigator shall comply with all
obligations with respect to taxes and social security
contributions, if applicable, which relate to the subject matter
of this Agreement including, without limitation, those that
relate to any payments made hereunder to Institution,
Investigator, Study Personnel or, as the case may be, those
that relate to any payments made by Institution or Investigator
to Study Personnel.

15.2. Poskytovatel a zkouSejici se zavazuji splnit veskeré
povinnosti v oblasti odvodi dani, socidlniho pojisténi a
dalsich zdkonem stanovenych odvodi, a to, mimo jiné, ze
vSech plateb, které jsou na zdkladé¢ této smlouvy
poskytovateli, zkouSejicimu ¢i tymu provadéjicimu klinické
hodnoceni vyplaceny a ze vSech plateb, které poskytovatel
vyplaci zkouSejicimu a ¢lenim tymu provadéjicimu
klinické hodnoceni.

15.3. Institution and Investigator acknowledge and agree
that its, his or her judgment with respect to its, his or her
advice to and care of each Subject is not and shall not be
affected by the compensation Institution and/or Investigator
receive in accordance with the Study.

15.3. Poskytovatel a zkousejici berou na védomi a souhlas,
Ze odmeéna, kterou ziskdvaji na zdklad¢ této smlouvy za
poskytované sluzby, zadnym zplsobem nesmi ovlivnit
jejich medicinsky dsudek a kvalitu zdravotni péce
poskytovanou pacientim.

15.4. Institution and Investigator hereby consent to
provide the EC of the Institution and the central EC for
multicentre clinical trials with this Agreement in
substantiation of the Study conditions, including funding,
as according to the Applicable Law.

15.4. Poskytovatel a zkouSejici timto souhlasi s tim, aby
tato smlouva byla na zdklad¢ platnych zdkond poskytnuta
etické komisi poskytovatele a centrdlni etické komisi pro
multicentrickd klinickd hodnoceni, za ucelem ovéfeni
podminek za kterych je klinické hodnoceni provadéno,
véetné jeho financovani.

15.5. Institution and Investigator agree that SPONSOR
and CRO may disclose the fees and expenses payable or
paid under this Agreement to any governmental authorities
or otherwise as required by Applicable Law.

15.5. Poskytovatel a zkouSejici berou na védomi a souhlasi
s tim, Ze ZADAVATEL a CRO mohou sdélit informace o
odméndch a nakladech vyplacenych na =zakladé této
smlouvy statnim orgdniim na zakladé platnych zdkont

16. TERMINATION

16. UKONCENI PLATNOSTI SMLOUVY

16.1. This Agreement will become effective upon the
date it is fully executed by all parties and shall continue in
effect for the full duration of the Study according to the
Protocol unless sooner terminated in accordance with the
provisions of this Section. CRO may terminate this
Agreement immediately upon written notice to Institution
and Investigator for any reasons, including without
limitation upon any of the following occurrences:

16.1. Tato smlouva nabyvad ucinnosti k datu, kdy svij
podpis pfipojila posledni ze vSech jejich smluvnich stran a
jeji platnost a ucinnost trvd po celou dobu provadéni
klinického hodnoceni v souladu s ustanovenim protokolu,
pokud nebude predCasné¢ ukonCena v souladu s
ustanovenim tohoto ¢lanku této smlouvy. CRO miiZe tuto
smlouvu vypovédét s okamZitou platnosti na zakladé
pisemné vypovédi zaslané poskytovateli a zkouSejicimu, a
to z jakéhokoli diivodu, vcetné nasledujicich:
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(a) Institution or Investigator has failed to cure a
breach to this Agreement within thirty (30)
days of receipt of written notice given by
SPONSOR or CRO, specifying such breach;

or

(c) Investigator becomes personally unavailable to
conduct the Study and a CRO- approved
replacement has not been identified by
Institution and Investigator; or

(c) one year after the site initiation wvisit,
Investigator has failed to meet the enrolment
target for Subjects set forth in Exhibit A, or
has recruited such a low number of Subjects
that it can be reasonably assumed by CRO
that the agreed number of Subjects will not
be reached in accordance with the schedule
set forth in Exhibit A; or

(d) the authorization and approval to perform the
Study is withdrawn by the regulatory
authority and/or EC governing Institution; or
(e) the audit or regulatory inspection identifies a
serious breach or lack of compliance with
this Agreement on the side of the Institution,
Investigator and/or Study Personnel; or

(f) if any of the circumstances permitting
termination pursuant to Section 14.1 occur.

(a) poskytovatel nebo zkousejici nezjednali napravu pii
poruseni ustanoveni této smlouvy do tficeti (30)
dni od obdrZeni pisemného upozornéni na
konkrétni poruseni smlouvy od ZADAVATELE
nebo CRO; a/nebo
(b) stdvajici zkouSejici neni schopen déle pokraCovat v
provadéni klinického hodnoceni a poskytovateli ani
zkouSejicimu se nepodafilo ziskat ndhradniho
zkousejiciho, kterého by ZADAVATEL nebo CRO
schvalili; nebo
©) pokud do jednoho roku po uskutecnéni navstévy za
ucelem otevieni centra nesplni zkouSejici cilovy
pocet zatazenych subjektt do klinického hodnoceni
dle ptilohy A nebo pokud do klinického hodnoceni
zatadi tak nizky pocet subjektl, ze CRO miZe
divodné predpokladat, ze se do klinického
hodnoceni nepodaii zatadit cilovy pocet subjektl
dle piilohy A; a/nebo
(d) organ stitniho dozoru a/nebo etickd komise
poskytovatele odvolaji své povoleni nebo souhlas s
provedenim klinického hodnoceni; nebo
(e) pokud audit nebo kontrola ze strany organi statniho
dozoru zjisti zdvazné nedostatky v dodrZovéni
ustanoveni této smlouvy na strané poskytovatele,
zkousejictho a/nebo ¢lenti tymu provadejiciho
klinické hodnocenfi; nebo

€3] pokud nastane né€kterd z okolnosti dle ¢lanku 14.1,
umoziiujici ukonceni této smlouvy.

16.2. This Agreement may be terminated by Institution
or Investigator, upon sixty (60) days’ prior written notice to
CRO, for breach of the Agreement by CRO if the breach is
not cured within thirty (30) days of notification given by
Institution or Investigator as appropriate.

16.2. Poskytovatel nebo zkouSejici mohou tuto smlouvu
vypoveédet na zdkladé pisemné vypoveédi se Sedesati (60)
denni vypovédni lhlitou zaslané CRO, a to v piipadé
poruseni ustanoveni této smlouvy CRO, pokud tato do
tficeti (30) dnli od obdrZeni upozornéni na takové poruseni
od poskytovatele nebo zkouSejictho nezjednd ndpravu.

16.3. If this Agreement is terminated prematurely in
accordance with Section 16.1 or 16.2, Institution and
Investigator must use its, his or her best efforts to:

(@) minimize further costs while maintaining
good medical care of the Subjects; and;
(b)  ensure that all Subjects shall complete the

Study according to the Protocol unless
dictated otherwise by Study Instructions.

16.3. V piipad¢ predCasného ukonceni této smlouvy v
souladu s ustanovenim ¢lank 16.1 nebo 16.2 se
poskytovatel a zkouSejici zavazuji vyvinout ptfimétené tusili
ve smyslu:
a) minimalizace  dal§ich nakladd,
avSak s ohledem na zachovani fadné zdravotni péce
o subjekty hodnoceni; a

b) zajisténi, aby vSechny subjekty
hodnoceni dokonc¢ily klinické hodnoceni v souladu
s protokolem, pokud neni v pokynech pro
provadéni klinického hodnoceni uvedeno jinak.
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16.4. Should Investigator conclude that continuation of the
Study is no longer medically justifiable, due to (i) unexpected
results, (ii) the severity or prevalence of serious adverse
events or (iii) the efficacy of the treatment with Study Drug
appears to be insufficient; then he/she will promptly notify
CRO and the EC in writing, and may suspend treatment of
Subjects until such time as CRO (based on consultations with
SPONSOR) and Investigator reach agreement as to the best
course of action.

16.4. Pokud zkousejici dospéje k zdvéru, Ze pokracovani
klinického hodnoceni jiz neni medicinsky opodstatnéné z
divodu (i) neocekavanych vysledki, (ii) zdvaZnosti nebo
Cetnosti vyskytu zdvaznych nezadoucich reakci nebo (iii)
zjisténi, Ze  Glinnost 1éCby  studijnim  1éCivem
ZADAVATELe neni dostateCnd; zavazuje se neprodlené o
této skute€nosti pisemné informovat CRO a etickou komisi
a muze pferusit 1écbu subjekti hodnoceni, dokud se CRO
(na zdklad¢ jedndni se ZADAVATELem) a zkouSejici
nedohodnou na dal$im postupu.

16.5. Termination of this Agreement by any party shall not
affect the rights and obligations of the parties accrued prior to
the effective date of termination of this Agreement. Any
provision of this Agreement that should survive expiration or
termination of this Agreement in order to give proper effect to
its intent, shall survive expiration or termination of this
Agreement.

16.5. Vypovézeni této smlouvy kteroukoli smluvni stranou
neovliviiuje prdva a povinnosti smluvnich stran vzniklé
pfed datem nabyti Gcinnosti vypoveédi této smlouvy.
VSechna ustanoveni této smlouvy, kterd by méla mit
pietrvavajici platnost i po ukonceni platnosti této smlouvy,
aby byl naplnén jejich zamysleny pravni vyznam, maji
pretrvavajici platnost i po fddném ¢i pfedcasném ukonceni
této smlouvy.

17. INDEPENDENT CONTRACTOR

17. NEZAVISLOST SMLUVNIHO VZTAHU

17.1. The relationship of Institution and Investigator to
CRO is that of independent contractor. Institution and
Investigator commit themselves to perform the Services
only as independent contractor and nothing contained
herein shall be construed to be inconsistent with that
relationship or status. Institution, Investigator, and Study
Personnel, shall not be considered employees or agents of
CRO and, as such, shall not be entitled to any benefits
available to employees of CRO.

17.1. Vztah poskytovatele a zkousSejictho vici CRO je
vztahem nezavislého dodavatele. Poskytovatel a
zkousejici poskytuji své sluzby na zdkladé této smlouvy
jako nezavisli smluvni partnefi a Zddné z ustanoveni této
smlouvy neni s timto vztahem v rozporu. Poskytovatel,
zkousejici a vSichni ostatni c¢lenové tymu provadéjici
klinické hodnoceni nejsou zaméstnanci ani zastupci CRO a
z tohoto divodu nemaji nirok na Zadné zaméstnanecké
vyhody poskytované CRO.

17.2. Institution and Investigator shall not retain any
subcontractor to perform any of its obligations under this
Agreement without the prior written consent of CRO. Any
such consent shall not relieve Institution and Investigator of
its obligations hereunder, and Institution and Investigator
shall remain fully liable for all acts and omissions of any
such subcontractor. CRO shall be permitted to assign in
whole or in part the discharge of obligations it assumed
under this Agreement to any of its Affiliates (or adequately

17.2. Bez ptedchoziho pisemného souhlasu CRO nesmi
poskytovatel ani zkouSejici vyuZit k plnéni svych
povinnosti dle této smlouvy sluzeb zadného subdodavatele.
Udéleni takového souhlasu vSak poskytovatel ani
zkousSejiciho nezprostuje jejich povinnosti dle této smlouvy
a poskytovatel a zkousejici nesou plnou odpoveédnost za
vSechny skutky ¢i pochybeni svych subdodavateld. . CRO
md pravo postoupit veSkeré své povinnosti na zakladé této
smlouvy nebo jejich ¢ast na kteroukoli ze svych sesterskych

qualified third party subcontractors), without releasing | spole¢nosti (nebo na jiné tadn¢ zpisobilé treti

CRO from its responsibility for the appropriate | subdodavatele), avSak =za predpokladu, 7Ze takové

performance of such assigned obligations towards | postoupeni CRO nezbavuje odpovédnosti za fadné plnéni

Institution. téchto  postoupenych  smluvnich  povinnosti  vuci
poskytovateli.

17.3. This Agreement shall not constitute, create or in | 17.3. Tato smlouva nezaklddd, nepiedstavuje ani ji nelze

any way be interpreted as, a joint venture, partnership, or
business organization of any kind.

vykladat jako zaloZeni spolecného podniku, uzavieni
partnerstvi ¢i zaloZeni obchodni organizace jakéhokoli
druhu.

18. CONTRACTUAL

18. SMLUVNI NALEZITOSTI

231925 Cx601-0303 CZE 1103 Inst P CSA

Bilingual 20171016 1,0

Page 19 of 35




18.1. Titles to the Sections of this Agreement are solely
for convenience and do not constitute a substantive part of
this Agreement.

18.1. Nadpisy jednotlivych ¢lankd této smlouvy slouzi
pouze k usnadnéni orientace a nepfedstavuji pravni
podstatu této smlouvy

18.2. If any provision of this Agreement is held illegal,
invalid or unenforceable by a court of law, the remainder of
this Agreement shall not be affected thereby.

18.2. Pokud bude nékteré z ustanoveni této smlouvy
soudem prohldSeno za nezdkonné, neplatné nebo
nevymahatelné, nebude tim dotéena platnost a
vymahatelnost ostatnich ustanoveni této smlouvy.

18.3. Failure to insist upon compliance with any of the
terms and conditions of this Agreement shall not constitute
a general waiver or relinquishment of any such terms or
conditions, and the same shall remain at all times in full
force and effect.

18.3. V piipad¢, Ze nékterd ze smluvnich stran netrva ¢i
nevymdhd dodrzovani nékterych ustanoveni této smlouvy,
neznamena to, Ze by se téchto ustanoveni vzdala nebo se
jich zfekla a vSechna tato ustanoveni zistavaji i nadéle plné
platnd a ucinna.

18.4. Institution and Investigator understand and agree
that, as set forth in Section 2.3, SPONSOR is an intended
third-party beneficiary of this Agreement.

18.4. Poskytovatel a zkousejici berou na védomi a souhlasi,
7Ze na zdklad€ ustanoveni ¢lanku 2.3. je ZADAVATEL
povazovén za tfeti stranu této smlouvy

18.5. The respective signatories of the parties to this
Agreement represent and warrant that they have the
authority and ability to enter into the terms, provisions and
conditions of this Agreement on behalf of their respective
parties.

18.5. Osoby podepisujici za jednotlivé smluvni strany tuto
smlouvu prohlaSuji a ru¢i za to, Ze maji pravomoc a
opravnéni jménem piislusnych smluvnich stran uzavfit tuto
smlouvu za zde uvedenych podminek.

18.6. Neither party shall be responsible for any default
under this Agreement by reason of strikes, riots, hostilities,
wars, fire, acts of terrorism, acts of God, death of
Investigator, or any other cause beyond its reasonable
control.

18.6. Zadni ze smluvnich stran neni odpovédnd za
nedodrZeni ustanoveni této smlouvy, pokud k nému doslo v
dasledku stavky, nepokoji, neptatelskych utoku, valek,
pozart, teroristickych cinf,, zdsahi vyS$§i moci, Umrti
zkousejiciho nebo z jakékoli jiné piiCiny mimo pfimérenou
kontrolu doty¢né smluvni strany.

18.7. This Agreement may not be assigned by Institution
or Investigator without the prior written consent of CRO.

18.7. Poskytovatel ani zkouSejici nesmi tuto smlouvu
postoupit na zadny tfeti subjekt bez predchoziho pisemného
souhlasu CRO.

18.8. CRO may assign this Agreement to any of its
subsidiaries, Affiliates or to any third party. CRO will
inform in writing to Institution about the assignment of this
Agreement.

18.8. CRO smi postoupit tuto smlouvu svym sesterskym
spolecnostem, pobockdm nebo libovolné tieti strané. O
postoupeni této smlouvy bude CRO pisemné informovat
poskytovatele.

18.9. This Agreement constitutes the entire agreement
and final understanding of the parties with respect to the
subject matter hereof and supersedes and terminates all
prior and/or contemporaneous understandings and/or
discussions between the parties, whether written or verbal,
express or implied, relating in any way to the subject matter
hereof. This Agreement may not be altered, amended,
modified or otherwise changed in any way except by a
written agreement, signed by all parties.

18.9. Tato smlouva pfedstavuje iplné a kone¢né ujednani
mezi smluvnimi stranami ve véci predmétu této smlouvy a
nahrazuje a ukoncuje vSechna ptedchozi a/nebo stdvajici
pisemnda i ustni vyslovnd ¢i domnéld ujedndni mezi
smluvnimi stranami ve véci predmétu této smlouvy. Tuto
smlouvu lze ménit ¢i upravovat pouze formou pisemnych
dodatki, podepsanych vSemi smluvnimi stranami.

18.10. All notices necessary or appropriate to be given
pursuant to this Agreement shall be effective when
delivered to the appropriate party at the address or

18.10. Veskera ozndmeni a korespondence v souvislosti s
touto smlouvou budou povaZovany za pradvné zavaznym
zpusobem dorucené piislusné smluvni strané, pokud budou
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number below:

To CRO:

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Ireland

Attn: CRO 231925 Study

To Investiﬁator:

ILinterni gastroenterologicka klinika
Fakultni nemocnice Hradec Kralové

Sokolska 651
500 05 Hradec Kralové
Czech Republic

To Institution:

Fakultni nemocnice Hradec Kralové

Sokolska 651

500 05 Hradec Kralové— Novy Hradec Kréalové
Czech Republic

doruceny na niZe uvedené adresy:

CRO:

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Ireland

K rukam : Studie 231925

ZKkousSejici:

ILinterni gastroenterologicka klinika

Fakultni nemocnice Hradec Krélové

Sokolska 581

500 05 Hradec Kralové — Novy Hradec Kralové
Ceska republika

Poskytovateli

Fakultni nemocnice Hradec Kralové

Pravni odbor — Dasa Proktipkova

Sokolska 581

500 05 Hradec Kralové — Novy Hradec Kralové
Cesk4 republika

18.11. Any party may change its address or number for
notice by giving notice in accordance with Section 18.10
and 18.12.

18.11. Kazda ze smluvnich stran miZe zménit svou adresu
zaslanim pisemného upozornéni ostatnim smluvnim
strandm v souladu s ustanovenim ¢lanka 18.10 a 18.12.

18.12. Any delivery that is called for under this
Agreement shall be complete when made by personal
delivery, fax, email, registered post, certified post or
courier, in each case with confirmation of delivery/receipt.

18.12. Veskeré pisemnosti v souvislosti s touto smlouvou
jsou povaZzovany za fddné dorucené, pokud byly doruceny
osobnim dorufenim, faxem, elektronickou poStou,
doporucenou postou s doruc¢enkou nebo kuryrem a ovéieny
potvrzenim o doruceni/pievzeti.

18.13. The parties agree that this Agreement shall be
governed by the laws of Czech Republic, without regard to
the conflicts of law provisions thereof. In case a dispute is
brought before a court of law, the courts of Hradec
Kraloveé will have sole jurisdiction over the litigation.

18.13. Smluvn{ strany se dohodly, Ze se tato smlouva fidi
pravnim fadem Ceské republiky, bez ohledu na konfliktni
ustanoveni jednotlivych zakonl. V pfipad€, Ze bude spor
prednesen soudu, jsou mistem soudni pfislusnosti vyhradné
mistné piislusny soud v Hradci Kréalové.

18.14. This Agreement is executed in both English and
Czech language. In case of any incoherence, contradiction
or discrepancy between the English and the Czech version
of this Agreement, the terms of the Czech version will
prevail.

18.14. Tato smlouva je vyhotovena v anglickém a Ceském
jazyce. 'V piipadé  nesouladu, rozporu nebo
nejednoznacnosti mezi anglickym a ceskym znénim této
smlouvy, plati ustanoveni v ¢eském jazyce.

18.15. This Agreement is executed in five (5)
counterparts, with one (1) counterpart for the Institution,
one (1) for the Investigator, and one (3) for the CRO. Each
counterpart shall be deemed to be an original, and all of
such counterparts shall together constitute one and the same
Agreement.

18.15. Tato smlouva je vyhotovena ve péti (5) stejnopisech,
pfiCemz jeden (1) stejnopis obdrzi poskytovatel, jeden (1)
zkouSejici a tfi (3) CRO. Kazdy z téchto stejnopistu je
povazovdn za origindlni dokument a piedstavuje tuto
smlouvu.
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18.16 The contractual Parties acknowledge that in
accordance with Act No. 340/2015 Coll. on Special
Requirements for the Effect and Publication of Certain
Contracts and on the Contracts Register, this Agreement
shall be published in the Register of Contracts. The
contractual Parties agree that before publishing this
Agreement in the Register of Contracts, any confidential
trade secrets in this Agreement (referenced to as trade
secret by the Sponsor) shall be deleted from this Agreement
before its publication in the Register of Contracts. The
contractual Parties further agree that Attachments to this
Agreement shall not be published in the Register of
contracts. The contractual Parties moreover agree that
publication of this Agreement in the Register of Contracts
shall be executed by the Institution.

The contractual Parties acknowledge that there will be no
initiation visit and delivery of Study Drug before
publication of the final version of the document in the
Register of Contracts.

The Sponsor and CRO undertake not to enter into any other
agreement with the Investigator or any other co-operating
person with respect to this Study.

18.16. Smluvni strany berou na védomi, Ze tato smlouva
bude uvefejnéna v souladu se zdkonem ¢. 340 / 2015 Sb. o
zvlastnich podminkach ucinnosti né&kterych smluv,
uvefejniovani téchto smluv a o registru smluv (zdkon o
registru smluv)v registru smluv. Smluvni strany se dohodly,
7e oznaCené obchodni tajemstvi zadavatelem, bude pied
zaddnim smlouvy do registru smluv odstranéno. Ddle se
strany dohodly, Ze uvefejnéni smlouvy do registru provede
Poskytovatel.

Strany berou na védomi, Ze nedojde k iniciaéni navstévé
do okamziku uveiejnéni koneéného dokumentu v registru
smluv.

Zadavatel a CRO se zavazuji, Ze se zkouSejicim ani
s Zddnou  spolupracujici osobou neuzaviou Zadnou
samostatnou smlouvu.

IN WITNESS WHEREOF, the parties hereto have set
their hands in quintuplicate with the intention that this is a
binding agreement as provided herein.

NA DUKAZ CEHOZ smluvni strany této smlouvy
vyjadrily svym podpisem na vSech péti stejnopisech svij
souhlas s uzavienim této zdvazné smlouvy za zde
uvedenych podminek.
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€)) PAREXEL International (IRL)

Limited:
(Signature of Authorized Official) 17. 10. 2017
(Typed or Printed Name) Date / Datum
2) Fakultni nemocnice Hradec
Kralové:
23.10. 2017
prof. MUDr. Vladimir Pali¢ka, CSc., dr.h.c.,
Date/ Datum
3) ]
P 30. 10. 2017
Date/ Datum
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Exhibit A- — Enrolment and Payment Schedule Priloha A : Nabor a rozpis plateb
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Exhibit B — Definitions Priloha B - Definice pojmi
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“Affiliate” means in relation to either party to this
Agreement, any company, partnership or other entity which
directly or indirectly controls, is controlled by, or is under
common control with such party. For purposes of this
definition, “control” means the beneficial ownership of
more than fifty (50) per cent of the issued voting shares or
the legal power to direct or cause the direction of the general
management of the company, partnership or other entity in
question, and “controlled” shall be construed accordingly.

“Applicable Law” means any international, national,
federal, state, provincial, commonwealth, or local
government law, statute, rule, requirement, code, regulation,
or ordinance that applies to any party or to a Study, the
Services, or this Agreement, as well as the
current good clinical practices guidelines of the
International Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for
Human Use Topic E6: Guidelines on Good Clinical
Practice, and applicable version(s) of the World Medical
Association Declaration of Helsinki, and, where applicable,
rules governing good manufacturing practice and good
laboratory practice, and rules governing the collection and
processing of Personal Data and the collection and storage
of human tissue samples and the performance of DNA
testing.

“Completed Subject” means any Subject who has completed
the prescribed course of treatment for a subject in the Study
in accordance with the Protocol.

“Confidential Information” refers to any and all Information
belonging to SPONSOR, CRO and/or their respective
Affiliates including, but not limited to, Information that
SPONSOR, CRO and/or their respective Affiliates consider
to be trade secrets and / or the release of which could
prejudice legal, commercial or other interests of SPONSOR,
CRO and/or their respective Affiliates and which are (i)
provided, disclosed or submitted to Institution or
Investigator or  (ii) which are otherwise obtained by
Institution and Investigator.

“Data Security Breach” means: (a) the loss or misuse (by
any means) of Personal Data; (b) the inadvertent,
unauthorized, and/or unlawful Processing, disclosure,
access, alteration, corruption, transfer, or sale or rental,
destruction, or use of Personal Data; or (c) any other act or
omission that compromises the security, confidentiality, or
integrity of Personal Data.

“eCRFs/CRFs” (Electronic Case Report Forms or Case

"Sesterska spolecnost" ve vztahu k nékteré ze smluvnich
stran této smlouvy znamend firmu, partnerstvi nebo
jakykoli jiny subjekt, ktery piimo ¢i nepfimo danou
smluvni stranu ovlad4, je ji ovladdn nebo je s dotycnou
smluvni stranou pod spolecnym ovlddanim. Pro ucely této
definice pojem "ovlddat" znamend vlastnit vice neZ
padesati (50) procentni podil na akciich s hlasovacimi
prdvy nebo mit vice neZ padesidti (50) procentni
rozhodovaci pravomoc v doty¢né spole¢nosti, partnerstvi
¢i subjektu. Vyznam pojmu "ovlddany" lze vysvétlit
obdobnym zptisobem.

"Platné zdkony" jsou vSechny mezindrodni, nérodni,
federdlni, statni, krajské, okresni ¢i mistni zdkony,
smérnice, predpisy, poZadavky, normy, kodexy ¢i nafizend,
kterd se vztahuji na jednotlivé smluvni strany nebo na
klinické hodnoceni, sluzby, tuto smlouvu. Pati{ sem také
aktudlné platné zasady spravné klinické praxe Mezinarodni
konference o harmonizaci technickych pozadavkd na
registrace humannich 1éCivych piipravkd - clanek E6:
Pokyny pro spravnou klinickou praxi a platné znéni
Helsinské deklarace Svétové 1ékatské asociace a téZz
piedpisy pro sprdvnou vyrobni a laboratorni praxi a
predpisy, kterymi se fidi shromazdovani a zpracovani
osobnich tdajl, odebirdni a uchovavani vzorkd lidskych
tkédni a zpracovani a testovdni DNA.

"Dokonceny subjekt" je kazdy subjekt hodnoceni (Iéceny
pacient), ktery dokoncil 1écbu predepsanou v ramci
klinického hodnocent, v souladu s protokolem.

“Dtvérné informace” jsou vSechny informace patiici
ZADAVATELI, CRO a/nebo jejich sesterskym
spolecnostem, vcéetné mimo jiné téZ informaci, které
ZADAVATEL, CRO a/nebo jejich sesterské spolecnosti
povazuji za obchodni tajemstvi a/nebo informace, jejichz
zvetejnéni by mohlo poskodit prévni, obchodni ¢i jiné
zajmy ZADAVATELE, CRO a/nebo jejich sesterskych
spolecnosti, které jsou (i) poskytovany, sdélovany nebo
preddvany poskytovateli nebo zkousejicimu; a/nebo (ii)
které poskytovatel a zkousejici jingm zplisobem ziskali.

"PoruSenim ustanoveni o bezpec€nosti dat" se rozumi: (a)
ztrita nebo zneuZiti osobnich udaji  (jakymkoli
zpisobem); (b) nedbalé, neopravnéné a/nebo nezdkonné
zpracovani, sdéleni, zpfistupnéni, zmena, pfevod, prodej,
prondjem, zni¢eni ¢i vyuZziti osobnich tdaji; nebo (c)
jakykoli jiny skutek ¢i pochybeni, které ovliviiuje
bezpecnost, diivérnost €i celistvost osobnich udajt.

“eCRFs/CRFs” (Electronic Case Report Forms/Case
Report Forms) jsou papirové nebo “elektronické dotazniky,
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Report Forms) are paper or electronic questionnaires
specifically used by Institution and Investigator pursuant to
the Protocol for Subject data reporting.

“Fully Cooperate” means to assist in completing a specified
end or purpose.

“Information” refers to any and all oral, written (including
all other tangible forms) and other information, material and
assets of any nature, whether or not protected by Intellectual
Property Rights or any applications for such rights, such as,
but not limited to, data, data information, data and Reports
on the Study and the Study Drug, (e)CRFs (whether
completed or not), final Reports, all other clinical data,
manufacturing data, the Protocol, the Investigator Brochure,
laboratory records, information contained in submissions to
regulatory authorities, unpublished data and Reports, any
and all other Study documentation, technical information,
findings, samples, interim results and results, Intellectual
Property Rights and any other information and assets
potentially subject to any kind of intellectual property
rights, whether protectable or not, and any existing or future
rights therein; Subjects’ medical files and documents
facilitating identification of the Study Subjects.

“Intellectual Property Rights” refers to existing and / or
future patents, patent applications, trade marks, trade names,
service marks, domain names, copyrights, moral rights,
rights in and to databases (including rights to prevent the
extraction or reutilization/reutilisation of Information from a
database), design rights, topography rights, know-how, trade
secrets and all rights or forms of protection of a similar
nature or having equivalent or the similar effect to any of
them which may subsist anywhere in the world, whether or
not any of them are registered and including applications for
registration of any of them; furthermore rights of use, rights
of exploitation, rights of utilization and licenses, whether
royalty-free or otherwise.

“Investigational ~ Product” refers to  SPONSOR’s
investigational product(s) including the Study Drug and / or
investigational device and to placebo, comparator drug /
device or any other control material as defined in the
Protocol.

“Investigator” is the individual named in item (3) in the
introduction to this Agreement, and is the person
responsible for the conduct of the Study at Institution. If a
Study is conducted by a team of individuals at an
Institution, Investigator is the responsible leader of the team
and may be called the principal investigator.

které poskytovatel a zkouSejici pouzivaji v souladu s
ustanovenim protokolu pro zaznamendvani udaji o
subjektech hodnoceni (zdznamy pacienta).

" PIn¢ spolupracovat " znamend pomadhat pfi dokonceni
konkrétniho tikonu nebo cile.

“Informace” jsou veSkeré ustni pisemné (vcetné vsech
ostatnich forem) informace, materidly a aktiva jakéhokoli
charakteru, bez ohledu na to zda jsou nebo nejsou
chranény pravy duSevniho vlastnictvi, v€etné mimo jiné
vSech dat, informaci, hlaSeni a zprav tykajicich se
klinického hodnoceni a/nebo studijniho 1éciva, zdznami
pacienta (e)CRF (a to jak vyplnénych tak nevyplnénych),
zdvérecnych zprav, vSech klinickych tdaji, vyrobnich
informaci, protokolu, manudlu pro zkousejiciho,
laboratornich zdznamt, informaci obsazenych v hlasenich
pro dozorné a kontrolni orginy, nepublikovanych dat a
zprav a veskeré ostatni dokumentace ke klinickému
hodnoceni, véetné technickych informaci, zjisténi, vzorkd,
predbéznych ¢i konec¢nych vysledki, prav dusevniho
vlastnictvi a vSech ostatnich stdvajicich i budoucich
informaci a aktiv, na kterd se mohou potencidln¢ vztahovat
prava duSevniho vlastnictvi. Ddéle sem pati{i také
zdravotnickd  dokumentace subjektd hodnoceni a
dokumenty usnadiiujici a umoznujici identifikaci subjektd
hodnoceni.

“Prava duSevniho vlastnictvi” jsou vSechny stavajici
a/nebo budouci patenty, Zzadosti o wudé¢leni patentd,
ochranné znamky, obchodni znacky, oznaceni sluzeb,
doménova jména, autorska prava, moralni prava, prava k
databdzim (v€etné¢ prav branicich vyjimani ¢i opétovné
pouzivani informaci 2z databdzi), designovd prava,
topografickd prava, know-how, obchodni tajemstvi a
vSechna ostatni prava ¢i zpusoby ochrany dusevniho
vlastnictvi se stejnym prdvnim vyznamem pouZivand v
jednotlivych zemich svéta. Za prava duSevniho vlastnictvi
jsou také povazovany zadosti Ci registrace k ziskani shora
uvedenych prav a také pravo na pouzivani a poskytovani
licenci, a to jak bezplatné ¢i jinak.

"Hodnoceny 1é¢ivy piipravek" je hodnoceny lécivy
ptipravek (hodnocené ptipravky) ZADAVATELE, vcetné
studijniho 1é¢iva a/nebo hodnoceného prostiedku, placeba,
srovnavaciho 1é¢iva/prostfedku ¢i ostatnich kontrolnich
materialti definovanych v protokolu.

"ZkousSejici" je fyzickd osoba uvedena v odstavci (3)
uvodnich ustanoveni této smlouvy a jednd se o osobu
odpovédnou za provedeni klinického hodnoceni ve
zdravotnickém zatfizeni poskytovatele. Pokud je klinické
hodnoceni provddéno ve zdravotnickém  zafizen{
poskytovatele tymem nékolika osob, je zkousSejici
odpovédny vedouci tohoto tymu a mlzZe byt nazyvan téz
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“Investigator Request Form” (IRF) shall mean the form
containing the information that PAREXEL Finance
Department requires from the payee prior to being able to
process payments for said payee.

“Personal Data” means any information relating to an
identified or identifiable natural person; an identifiable
person is one who can be identified, directly or indirectly, in
particular by reference to an identification number or to one
or more factors specific to his physical, physiological,
mental, economic, cultural or social identity.

“Process” means any operation or set of operations which is
performed upon Personal Data, whether or not by automatic
means, such as collection, recording, organization, storage,
adaptation or alteration, retrieval, consultation, use,
disclosure by transmission, dissemination or otherwise
making available, alignment or combination, blocking,
erasure or destruction.

“Reports” means any reports that are required by the
applicable regulatory committee to close out the Study.

“Resources” refers to any facilities and equipment that are
utilized for the conduct of the Study.

“Services” means the services to be provided by the
Institution, the Investigator and/or the Study Personnel
under the terms of this Agreement.

“Study” means the scientific research as defined in the
Protocol.

“Study Instructions” means any written document, other
than the Protocol, issued by SPONSOR or CRO that
specifically relates to and references the Study and which
provides additional information and/or instructions on how
the Institution and Investigator shall conduct the Study.
Study Instructions may be transmitted from SPONSOR or
CRO to Institution and/or Investigator by personal delivery,
fax, e-mail, registered post, certified post or courier.

“Study Personnel” means any employees of Institution or
Investigator, and/or contractors engaged by Institution or
Investigator, who are involved in performing the Study,
including Sub-Investigator(s), Study coordinator(s), and any
other contractors, agents and employees of Institution or
Investigator who assist Institution and Investigator with the
Study.

hlavnim zkousejicim.

"Formuldt IRF (Formulédf pro zkouSejiciho)" je formuléf
obsahujici informace, které financni uUsek firmy
PAREXEL potiebuje k tomu, aby mohl fadné zpracovavat
vyplaty odmén danému piijemci odmény.

“Osobni tudaje” jsou vSechny informace tykajici se
totoZznosti  nebo  ztotoZnitelnosti  fyzické  osoby.
ZtotoZnitelnd fyzickd osoba je osoba, jejiZ totoZnost lze
piimo ¢i nepiimo urcit, zejména dle identifika¢niho cisla
nebo jinych telesnych, fyziologickych, duSevnich,
ekonomickych, kulturnich ¢i ekonomickych parametra.

"Zpracovani" znamend operaci nebo soubor operaci
provddénych s osobnimi wdaji (jak automaticky tak
manudlng), jako jsou napiiklad sbér, nahrdvéni, tfideni,
uskladnéni, pfizpisobeni, zmeéna, vyjmuti, zkoumani,
pouzivani, predavani formou pfenosu, distribuce ¢i
jakymkoli jinym zpisobem umoziujicim zpiistupnéni
téchto informaci, srovnani, slouCeni, zablokovani,
vymazani nebo likvidace.

"Hl4Seni" je zprdva nebo zpravy, které piislusné dozorné
organy vyzaduji pro tcely uzavreni klinického hodnoceni.

"Zdroje" jsou prostory a vybaveni
provadéni klinického hodnocent.

pouZivané pro

"Sluzby" jsou sluzby poskytované zdravotnickym
zafizenim, zkousejicim a/nebo tymem provadéjicim
klinické hodnoceni na zdklad¢ této smlouvy.

"Klinické hodnoceni" je védecky vyzkum ve smyslu
definovaném v protokolu.

"Pokyny pro provadéni klinického hodnoceni" jsou
vSechny pisemné dokumenty, jiné neZ protokol, vydané
ZADAVATELEM nebo CRO, které se tykaji klinického
hodnoceni a které poskytuji dalsi informace a/nebo pokyny
jak maji poskytovatel a zkouSejici klinické hodnoceni
provadét. Pokyny pro provadéni klinického hodnoceni
mohou byt ZADAVATELEM nebo CRO poskytovateli
a/nebo zkouSejicimu pfeddny formou osobniho doruceni,
faxem, elektronickou postou, doporucenou postou s
doruéenkou nebo kuryrem.

"Tym  provadéjici  klinické hodnoceni”  zahrnuje
zaméstnance poskytovatele, zkouSejictho a/nebo smluvni
partnery poskytovatele a/nebo zkousejiciho, ktefi se podili
na provadéni klinického hodnoceni, v€etné vSech ostatnich
smluvnich  partnerti,  zdstupci  ¢i  zaméstnanctl
poskytovatele a/nebo zkousSejicitho, ktefi poskytovateli
a/nebo zkousejicimu pomdhaji s provadénim klinického
hodnoceni.
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“Study Results” refers to any and all Information and any
other material and results directly or indirectly arising from
or in connection with the Study, regardless of whether the
Study was aimed at yielding the relevant Study Results or
whether they are ancillary in connection with the Study.

“Sub-Investigator” is any individual member of the Study
team designated and supervised by the Investigator at
Institution to perform critical trial-related procedures and/or
to make important trial-related decisions (e.g., associates,
residents, research fellows).

“Subject” is a person participating in the Study and
identified in the signed informed consent form.

"Vysledky klinického hodnoceni" jsou vSechny informace
a ostatni materidly a vysledky pifimo ¢i nepiimo zji§téné ¢i
odvozené v souvislosti s provadénim klinického
hodnoceni, a to bez ohledu na to zda klinické hodnoceni
bylo zaméfeno na ziskani relevantnich vysledkil nebo zda
tyto vysledky byly ziskdny ndhodné ¢i jako vedlejsi
zjisténi pii provadéni klinického hodnoceni.

"Pomocny zkouSejici" je jakdkoli fyzickd osoba, kterd je
¢lenem tymu provadéjiciho klinické hodnoceni a ktera je
podiizena zkouSejicimu ve zdravotnickém zafizeni
poskytovatele, a ktera provadi daleZitd vySeteni a ¢innosti
v souvislosti s klinickym hodnocenim a/nebo pfijima
rozhodnuti tykajici se klinického hodnoceni (napftiklad
pomocni neatestovani lékafi, atestovani lékafi, pomocni
vyzkumni pracovnici).

"Subjekt hodnoceni" je osoba tucastnici se klinického
hodnoceni, kterd je uvedena v podepsaném formuldfi
informovaném souhlasu
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Exhibit C

Template #1
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