CLINICAL TRIAL AGREEMENT

SMLOUVA O PROVEDENI KLINICKEHO
HODNOCENI

THIS AGREEMENT is made by and between

TATO SMLOUVA se uzavira mezi

Q) PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay
Dublin 2
Ireland
(Company number 541507)

(hereinafter “CRO” or “PAREXEL")
and

() Fakultni nemocnice v Motole
State contributory organization
V Uvalu 84,
150 00 Praha 5,
Czech Republic,
Iden.number: 00064203,
Tax lden.number:CZ00064203
represented by director, as Institution

(hereinafter Institution)

(@) PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay
Dublin 2
Irsko
(Identifika¢ni ¢islo 541507)

(dale jen CRO nebo “PAREXEL"™)
A

(2)  Fakultni nemocnice v Motole
statni prispévkova organizace
V Uvalu 84,
150 00 Praha 5,
Ceska republika
ICO: 00064203,
DIC:CZ00064203
zastoupena teditelem, jakoZto poskytovatel
zdravotnich sluzeb

(dale jen Poskytovatel)

regarding

Protocol No: BGB-A317-301
(hereinafter, together with any amendments thereto,
“Protocol”)

““A Randomized, Open-label, Multicenter Phase 3 Study
to Compare the Efficacy and Safety of BGB-A317 versus
Sorafenib as First-Line Treatment in Patients with
Unresectable Hepatocellular Carcinoma”

(hereinafter “Multi- Center Study”)

BGB-A317(hereinafter “Study Drug”)

Tykajici se

Protokol ¢islo :BGB-A317-301
(“déle jen Protokol™)

Randomizovand, oteviend, multicentricka studie faze 3
porovnavajici tcinnost a bezpecnost BGB A317 oproti
Sorafenibu v prvni linii 1é¢by pacientu s neresekovatelnym
hepatocelularnim karcinomem

. (dale jen ,, Multicentrickeé klinické hodnoceni™)
BGB-A317

BGB-3111 (dale jen ,,hodnocené Ié¢ivo” nebo ,,hodnoceny
lé¢ivy pFipravek®)

of

SPONSOR: BeiGene Ltd.
c/o BeiGene USA, Inc.
Iden.number: US 36-4815718
1900 Powvell Street
Suite 820
Emeryville, CA 94608
United States

(hereinafter “BEIGENE” or “SPONSOR”)

ZADAVATEL: BeiGene, Ltd..,
c/o BeiGene USA, Inc.
ICO: US 36-4815718
1900 Powvell Street
Suite 820
Emeryville, CA 94608
Spojené staty Americké

(dale jen “BEIGENE” nebo “ZADAVATEL")
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WHEREAS, in connection with the commercial
development of the Study Drug BEIGENE is sponsoring
the Multi-Center 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
Multi-Center Study for SPONSOR; and

VZHLEDEM K TOMU, ZE v souvislosti s uvadénim
studijniho léciva do prodeje, je spolecnost BEIGENE
sponzorem  multicentrického  Kklinického  hodnoceni
zameieného na klinické posouzeni studijniho 1é¢iva a CRO
(nebo jeji sesterska spole¢nost) byla ZADAVATELEM (na
zéklad¢ samostatné pisemné smlouvy) povéiena, aby pro
ZADAVATELE zajistovala vedeni multicentrického
Klinického hodnoceni; a

WHEREAS, Institution has the Resources and space
sufficient to properly conduct the Multi-Center Study at
Institution (such conduct at Institution, hereinafter
“Study”); and

VZHLEDEM K TOMU, ZE poskytovatelma zdroje a
prostory dostatecné pro fadné provedeni multicentrického
klinického hodnoceni v prostorach zdravotnického zatizeni
(provadeéné Klinické hodnoceni bude dale v textu
oznacovano jako "klinické hodnoceni®); a

WHEREAS (hereinafter “Investigator”) will conduct the
Study at Onkologicka klinika 1 LF UK A FN Motol, Czech
Republic ( hereinafter “Place of Study Conduct”) of the
Institution and all Study Personnel will conduct the Study
under the supervision of Investigator; and

VZHLEDEM K TOMU, ZE,(dale jen zkousejici) bude
provadét klinické hodnoceni u poskytovatele, a to na
Onkologické klinice2. LF UK A FN Motol, Ceska
republika (dale téZ “Misto provadéni  klinického
hodnoceni”),a vSechny osoby podilejici se na provadéni
klinického hodnoceni, budou toto klinické hodnoceni
provadét pod dohledem zkou3ejiciho; a

WHEREAS, this Agreement explains the respective
obligations and rights of Institution and CRO with respect
to the conduct of the Study; and

VZHLEDEM K TOMU, ZE tato smlouva popisuje
povinnosti a prava Poskytovatele a CRO v souvislosti s
provadénim klinického hodnoceni; a

1. DEFINITIONS

1. DEFINICE

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

Definice pojma pouZivanych v této smlouvé jsou uvedeny v
Ptiloze B.( Definice)

2. PROVISION OF RESOURCES AND SPACE
TO CONDUCT THE STUDY AND STUDY

2. POSKYTNUTI ZDROJU A PROVADENI
KLINICKEHO HODNOCENI

CONDUCT

2.1 Institution agrees, and commits itself to CRO, to
provide and create all necessary conditions allowing the
Investigator to use the Resources and premises to conduct
the Study. Institution will ensure that before commencing
any work on the Study, all Study Personnel are subject to
written obligations to Institution under which they (a) are
bound to obligations of confidentiality and non-use with
respect to Confidential Information that are consistent with
the terms of this Agreement; and (b) assign and otherwise
effectively vest in Institution any and all rights that such
Study Personnel might otherwise have in the results of their
work without any obligation of CRO or SPONSOR to pay
any royalties or other consideration to such Study
Personnelsubject to the Applicable Law.

2.1. Poskytovatelse vici CRO zavazuje vytvorit a zajistit
takové podminky, které umozni zkouSejicimu vyuZivat
prostiedky a prostory potrebné k provadeéni klinického
hodnoceni. Poskytovatelse zavazuje pied zapocetim
jakychkoli ukonu na klinickém hodnoceni zajistit, aby se
vSechny osoby podilejici se na provadéni klinického
hodnoceni pisemné zavézaly vuc¢i Poskytovateli, Ze: (a)
jsou vazani povinnosti milgenlivosti a nezneuzivani
davérnych informaci, ve stejném rozsahu, jaky stanovuje
tato smlouva; a (b) Ze na Poskytovatel bezplatné a bez toho,
aniz by CRO nebo ZADAVATELI vznikla jakékoli
povinnost platit jim jakoukoli odménu ¢i liceneni poplatky,
prevadi veSkerd préava, které osobam podilejicim se na
provadéni  klinického hodnoceni mohou vzniknout v
souvislosti s provadénim jejich ¢innosti v rdmci klinického
hodnoceni, je-li to ptripustné podle platného zakona.

2.2 Institution agrees, and commits itself to CRO, to

2.2 Poskytovatel se wviaci CRO zavazuje umoznit
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allow Investigator and Study Personnel to conduct the
Study at Institution.

zkouSejicimu a ostatnim osobam podilejicim se na
provadéni  Kklinického hodnoceni, provedeni klinického
hodnoceni u Poskytovatele.

2.3 Institution acknowledges and agrees that CRO has
or will have entered into a separate clinical trial agreement
with the Investigator in relation to Investigator’s conduct of
the Study, under which agreement the rights and
obligations of the Investigator are set forth and Investigator
is granted fair compensation for Investigator’s contribution
to the Study.

2.3. Poskytovatel bere na védomi a souhlasi, Ze pro ucely
provadéni tohoto klinického hodnoceni CRO uzaviela nebo
uzavie samostatnou smlouvu o provedeni klinického
hodnoceni se zkouSejicim, ve které budou uvedena prava a
povinnosti zkouSejiciho a také v ni bude sjednana poctiva
odmena pro zkouSejiciho za jeho podil na provadeéni
klinického hodnoceni.

2.4 Institution acknowledges and agrees that BEIGENE
is the sponsor of the Study, and as such is an intended
authorized  beneficiary underthis 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, Institution agrees
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 SPONSORwhile
honoring the standards of personal data protection
guaranteed by applicable and effective EU legislation and
to the extent permitted by Applicable Law.

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 Institution agrees to all such instances.
Institution willCooperate,as muchas possible,with CRO’s
requests relating to SPONSOR.

2.4. Poskytovatel bere na védomi, Ze spolecnost BEIGENE
je ZADAVATELEM Klinického hodnoceni a z tohoto titulu
nalezi nekterd prava a nékteré povinnosti vyplyvajici z této
smlouvyji této smlouvy. Kromé shora uvedeného,
poskytovatel timto bere na védomi, Ze CRO muZe
ZADAVATELI predavat jakoukoli informaci a/nebo
dokumenty tykajici se této smlouvy a/nebo Ucasti
zkouSejiciho ¢i poskytovatele v klinickém hodnoceni
(veetng, mimo jiné vSech hlaseni, jinych dokumentt nebo
materialu, které zkouSejici a/nebo poskytovatelna zékladé
této smlouvy poskytli CRO), a to za dodrZeni standardu
ochrany osobnich Gdajiu zaruc¢enych platnou a G¢innou
pravni Upravou EU, a v rozsahu pripustném dle piislusnych
pravnich piedpist. VeSkeré odkazy na ZADAVATELE v
této smlouvé (jak v souvislosti s piedavanim informaci,
podavanim Zzadosti, finanénimi podminkami ¢i jinak) tak
vychazi ze shora uvedeného statutu ZADAVATELE a
poskytovatel toto bere na védomi.  Poskytovatel se
zavazuje poskytnout CRO maximalni moZnou soucinnost v
souvislosti s poZadavky tykajicich se ZADAVATELE.

2.5 Institution shall Fully Cooperate with CRO and
shall permit CRO to perform any and all of the
SPONSOR’s Multi-Center Study obligations and to
exercise any and all of SPONSOR’s Multi-Center 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.

2.5.Poskytovatel se zavazuje plIné spolupracovat s CRO a
umoznit CRO plnit vechny povinnosti ZADAVATELE v
souvislosti s multicentrickym klinickym hodnocenim,
véetné vykonu vSech prdv ZADAVATELE, kterd
ZADAVATELI na zéklad¢ platnych zdkonu a zasad
spravné klinické praxe ptislusi v rozsahu, ve kterém byla
CRO ZADAVATELEM k jejich vykonu povérena, a to ve
stejné mite, jako by tyto povinnosti a prava nalezely ptimo
CRO; a

2.6 Institution agrees to, and commits itself to CRO to
(and will ensure 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, any specific Study Instructions,
Applicable Law and any other professional standards
applicable to their professional industries and fields.
Neither Institution nor any Study Personnel shall commit
any negligent acts or any willful misconduct in connection
with the Study. Neither Institution nor any Study Personnel

2.6. Poskytovatel se dale via¢i CRO vyslovné zavazuje (a
zarucuje se v tomto sméru i za ostatni osoby podilejici se na
provadéni  klinického hodnoceni) provadét — Kklinicke
hodnoceni odbornym, u¢innym a fadnym zptsobem, v
ptisném souladu s ustanovenim této smlouvy, protokolu,
vcetné viech jeho budoucich dodatkd, konkrétnich pokynt
pro provadéni klinického hodnoceni, vSemi platnymi
z&kony a vSemi ostatnimi profesnimi ptedpisy a normami,
které se vztahuji na dané odbornosti, ve kterych provadi
svou cinnost. Poskytovatel ani ¢lenové tymu provadgjiciho
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shall make any unauthorized warranties to any person
(including Subjects) concerning the Study Drug. Institution
accepts responsibility for the acts and omissions of all
Study Personnel in the Study. 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.

klinické hodnoceni se nesmi v souvislosti s klinickym
hodnocenim  dopustit  nedbalosti  nebo  Umysiného
pochybeni. Poskytovatelani Zadny ¢len tymu provadgjiciho
klinické hodnoceni nesmi Zadné osobé& (vcetné subjekti
hodnoceni) poskytnout jakékoli neopradvnéné zaruky
tykajici se studijniho Iéciva. Poskytovatel ptijima
odpovédnost za ¢iny a opomenuti viech ¢lent tymu, ktery
provadi klinické hodnoceni. Na zékladé této smlouvy CRO
nejednd jako smluvni zastupce ZADAVATELE, ale jako
opravnény zéstupce ZADAVATELE pro ucely fizeni
tohoto Klinického hodnoceni.

2.7 If required by Applicable Law, CRO shall, or
procure that SPONSOR, make(s) the necessary submissions
or notifications to the regulatory authorities. The Study
may not commence until the Investigator and Institution
have been informed by CRO that such authorization has
been granted.

2.7. CRO a zadavatel se zavazuji provadét veSkerd
nezbytnd podani nebo ozndmeni regula¢nim Gfadam, v
souladu s platnymi z&kony. Klinické hodnoceni nesmi byt
zahajeno, dokud CRO zkouSejiciho a Poskytovatele
neinformuje, Ze potiebna povoleni byla ziskana.

2.8 Institution,throught Investigator,will ensure that
Investigator, prior to a Subject’s participation in the Study,
obtains the Subject's written informed consent to participate
in the Study. Each Subject’s written informed consent shall
be in a form approved by both CRO and the appropriate
ethics committee (hereinafter “EC”).

2.8 Pied zarazenim subjektu hodnoceni do klinického
hodnoceni, je Poskytovatel povinnen (prostiednictvim
zkousejiciho) ziskat pisemny informovany souhlas subjektu
hodnoceni s jeho G¢asti v klinickém hodnoceni.  Pisemny
informovany souhlas kazdého subjektu hodnoceni musi mit
forméat schvaleny jak CRO, tak piisluSnou etickou komisi
(dale jen EK).

2.9 Institution understands and agrees that Investigator,
shall agree or has agreed to enroll the number of duly
qualified (according to the Protocol) Subjects for the Study
as set forth in Exhibit A (Enrollment, Budget and Payment
Schedule) and shall do so according to the timetable set
forth in Exhibit A. Notwithstanding the foregoing,
Institution acknowledges that the 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.

It is expected that approximately 5 Subjects will be enrolled
in the Study under this Agreement.

2.9 Poskytovatel bere na védomi a souhlasi, Ze
zkousejici se zavdZe nebo zavazal do klinického hodnoceni
zaradit urcity pocet radné zpusobilych subjektd hodnoceni
(v souladu s ustanovenim protokolu) tak jak je uvedeno v
ptiloze A (Nébor, rozpocet a platebni kalendar), a ucini tak
v ¢asovém obdobi uvedeném v ptiloze A. Bez ohledu na
vySe uvedené Poskytovatel bere na védomi, Ze Zadavatel
nebo CRO mohou jednostrann¢é kdykoli zmenit pocet
subjektd hodnoceni, které zkouSejici do Klinického
hodnoceni muZe zatradit a/nebo ¢asovy harmonogram
naboru, a to prostrednictvim vydani piislusného pokynu ke
klinickému hodnoceni.

Piedpokladd se, Ze do klinického hodnoceni dle této
smlouvy bude zafazeno ptiblizn¢ 5 subjektt hodnoceni.

2.10 SPONSOR or its designee will provide the
Investigational  Products(hereinafter  Study Drug) to
Institution at no cost to Institution or Investigator in amounts
sufficient for the conduct of the Study. Institution, itself or
through Investigator, shall (a)  verify receipt of the
Investigational Products by signing the appropriate
documentation provided by CRO or its designee; (b) store all
Investigational Products securely as designated in the
Protocol; (c) document the administration of the
Investigational Products to Study Subjects; (d) only dispense
the Investigational Products to Study Subjects in accordance
with the Protocol; (e) upon completion or early termination of
the Study, destroy or return to CRO or its designee, at CRO’s

2.10.ZADAVATEL nebo jeho Zzéstupce poskytnou
hodnoceny  lécivy  piipravek (dale jen  studijni
léCivo)Poskytovateli bezplatné, a to v dostate¢ném

mnozstvi pro provedeni klinického hodnoceni.Poskytovatel
nebo zkousejici se zavazuji (a) potvrdit prevzeti studijniho
IéCiva podpisem na piislusnych dokumentech poskytnutych
CRO nebo jeho zastupcem; (b) uchovévat studijni 1écivo
bezpe¢né¢ a v souladu s ustanovenim protokolu; (c)
dokumentovat  (dokladat) podani studijniho léciva
subjektam hodnocenti; (d) podavat studijni 1é¢ivo subjektam
hodnoceni vyhradné v souladu s ustanovenim protokolu; (e)
po dokongeni nebo piedcasném ukonceni klinického
hodnoceni, zlikvidovat nebo vratit CRO nebo jejimu
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reasonable expense, all unused Investigational Products, as
well as any containers (whether containing unused
Investigational Products or not) in accordance with CRO’s
provided Study Instructions or as set forth in the Protocol; (f)
keep a detailed and written inventory of all Investigational
Products and equipment provided by CRO or its Affiliates
and shall store such materials according to the Protocol or
Study Instructions, and (g) retain all necessary Subject
records and/or documents whether electronic, paper, or in
any other form relating to the Study for fifteen (15) years
after the end or the premature termination of the Study.
The CRO will inform the Institution upon completion fo the
Study about how these records and documents belonging to
the Study will further be handled after the 15-year retention
period. In the event that the SPONSOR/CRO requests an
extension of the archiving period with the Institution
beyond the 15-year retention period, the Institution is
entitled to charge a proportionate fee to the SPONSOR.

In the event the individual named as Investigator ceases to
be an employee of the Institution, Institution will ensure
that such records remain available to CRO at all times.

The SPONSOR, through CRO, shall ensure delivery of
Study Drugs to the Pharmacy of the Institution, where the
Study Drug shall be taken over and checked by the
Pharmacist (in the same way as any other consignments -
e.g. whether the consignment is not damaged, whether
transport requirements were met (if any special transport
requirements were required, etc.). The Pharmacist shall
confirm receipt of the Study Drug. The Investigator shall
collect the Study Drug from the Pharmacist (and sign the
collection report) and becomes fully responsible for the
Study Drug handling at the Institution. The SPONSOR,
through CRO,undertakes to notify the Institution by e-mail
or phone of the expected delivery of the Study Drug to the
Pharmacy, no later than three (3) working days prior the
delivery date. The SPONSOR, through CRO,shall arrange
for disposal of unused drugs at the expense of the
SPONSOR.

The SPONSOR, through CRO,shall arrange for the delivery
to the following address:

FN Motol, nemocniéni lékarna,V Uvalu 84, 150 06 Praha 5
and shall specify the name of the Responsible Pharmacist
on the package.

zmocnénci (na piiméiené naklady CRO), veSkeré nevyuZité
studijni lécivo, véetné viech obalu (bez ohledu na to zda
tyto obaly obsahuji studijni Ié¢ivo ¢i nikoli), a to v souladu
s pokyny CRO pro klinické hodnoceni a v souladu s
ustanovenim protokolu; (f) vést podrobnou pisemnou
evidenci o stavu z&sob studijniho léCiva a zatizeni
poskytnutych CRO nebo jejimi sesterskymi spole¢nostmi a
skladovat tento materiél v souladu s ustanovenim protokolu
a pokynt ke Klinickému hodnoceni; a (g) uchovavat
vSechny potiebné z&znamy subjektd hodnoceni a/nebo
dokumentaci ke klinickému hodnoceni v elektronické,
papirové ¢i jakékoli jiné podobé& po dobu patnacti (15) let
od dokonceni nebo ptedcasného ukonceni klinického
hodnoceni. CRO se zavazuje informovat Poskytovatele
0 tom, jak bude déle nakladano s témito zdznamy a
dokumenty tykajicimi se Klinického hodnoceni poté,
co uplyne patnactileta doba archivacee i. V piipadg, Ze
bude zadavatel Zadat o prodlouZeni doby archivacepo
uplynuti 15 leté doby u Poskytovatele, je Poskytovatel
opravnén po zadavateli poZadovat umérné zpoplatnéni od
Zadavatele. V piipadé, Ze osoba, ktera vykonava funkci
zkouSejiciho, ptestane byt v zaméstnaneckém pomeéru ve
zdravotnickém zaftizeni, je zdravotnické zafizeni povinno
zajistit, aby CRO méla k témto zdznamam stale za vSech
okolnosti piistup.

Zadavatel prostiednictvim CRO zajisti distribuci zasilky
hodnocenych ptipravki do lékarny Poskytovatele, kde je
Iékarnik pievezme a zkontroluje (jako jiné zésilky - tzn.
neni-li poSkozena, v ptipadé¢ zvl&Stnich poZadavkia na
transport, byly-li tyto poZadavky dodrzeny, piijem zésilky
potvrdi), nasledn¢ si na Zzadanku zkouSejici hodnocené
ptipravky vyzvedne na centrum, kde je za n¢& ping
zodpovédny. Zadavatel prostiednictvim CRO je povinen
oznamit do 3 pracovnich dnt pied dodanim, kdy bude
zésilka do lékarny predana bud’to emailem nebo telefonicky
Iékarnou povérenému farmaceutovi. Likvidaci nevyuZitych
Iékt si zadavatel prostiednictvim CRO zajisti na naklady
Zadavatele.

Zadavatel prostiednictvim CRO zajisti dodavku na adresu:

FN Motol, nemocniéni Iékarna,V Uvalu 84, 150 06 Praha 5
a oznadi ji jménem odpoveédného lékarnika

2.11  Institution is not presently under any agreement or
obligation which conflicts with the duties and obligations
owed to CRO under this Agreement, and further agree not
to undertake any such obligation or agreement during the
course of the Study. Also,Institution warrants, to the best of

2.11. Poskytovatel prohlaSuje, Ze nema v soucasné dobé&
uzavienou Zadnou smlouvu ¢i zavazek, kterd by mohly
negativné ovlivnit pInéni povinnosti va¢i CRO, na zékladé
této smlouvy a soucasné se zavazuje po celou dobu prubéhu
Klinického hodnoceni Zadnou takovou smlouvu neuzavtit
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their knowledge, that no Study Personnel are presently
under any agreement or obligation which conflicts with the
duties and obligations owed to CRO under this Agreement,
and shall ensure that no Study Personnel will undertake any
such obligation or agreement during the course of the
Study.

ani Zadny takovy zavazek neptijmout. Poskytovateli rovnéz
neni zndmo, Ze kterykoliv z ¢lend tymu provadgjiciho
klinické hodnoceni mé& v soucasné uzavienou Z&dnou
smlouvu ani zavazek, které by mohly negativné ovlivnit
pInéni povinnosti vici CRO, na zékladé této smlouvy a
soucasn¢é se zavazuje zajistit, Ze Zadny z clent tymu
provadgjicino klinické hodnoceni v jeho prabéhu takovou
smlouvu neuzavie ani Zadny takovy zavazek neptijme.

2.12  Institution hereby acknowledges and agrees that it
has received sufficient information regarding the provision

2.12. Poskytovatel timto bere na védomi a potvrzuje, Ze
obdrZel dostate¢né informace tykajici se poskytovani jeho

of its Servicesfor the proper performance of this | sluZeb za G¢elem Fadného pInéni této smlouvy.
Agreement.
2.13  Institution shall, throughout the duration of the | 2.13. Poskytovatel se zavazuje po celou dobu trvani

Study, provide, keep available and maintain all necessary
Resources for the adequate performance of the Study.
Institution shall inform CRO promptly in writing (including
by email) about all changes impacting the Resources or the
Study.

klinického hodnoceni mit k dispozici vSechny nezbytné
pomicky a zdroje pro fadné provedeni klinického
hodnoceni a poskytnout je osobam, které se na provadéni
klinického  hodnoceni  podili. Poskytovatel je
povinenneprodlené pisemné informovat CRO (a soucasné
tuto informaci odeslat elektronickou poStou) o vSech
zmeéndch, které maji vliv na dostupnost zdroja.

2.14  The Protocol 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 or science; otherwise
the terms of this Agreement shall prevail.

2.14 Protokol tvoti nedilnou soucést této smlouvy. V
pripadé jakéhokoli rozporu ¢i nesouladu mezi ustanovenim
této smlouvy a protokolu, plati ustanoveni protokolu ve
vécech tykajicich se medicinskych otdzek nebo védeckého
vyzkumu. V ostatnich piipadech plati ustanoveni smlouvy

2.15  Institution declares that neither it, 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 further declares that neither it 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 Applicable Law, . In no
event shall Institution 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 shall report any violation of this warranty
promptly to CRO and agrees 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
agrees to promptly certify in writing their ongoing
compliance (and the compliance of all other Study

2.15. PoskytovatelprohlaSuje, Ze ani Poskytovatel, ani
jakykoli jiny ¢len tymu provadéjiciho klinické hodnoceni
nejsou Ufedniky, zéstupci ¢i predstaviteli organu statni
spravy, politickych stran ¢i mezinarodnich organizaci, ve
kterych by mohli mit pravomoc nezdkonné pomahat CRO a
ZADAVATELI k ziskdni  konkuren¢nich  vyhod.
Poskytovateldale prohlaSuje, Ze ani Poskytovatel, i
jakykoli ¢len tymu provadgjici klinické hodnoceni nesmi
ptimo ¢i neptimo vyplatit Zadnou finanéni ¢i jinou odmeénu
(dale jen "vyplata™) statnim Orednikam, piedstavitelam
politickych stran, piedstavitelam zahrani¢nich organizaci,
kandidatom na politické funkce, pfedstavitelom jinych
firem ¢i osobam jednajicim ve jménu shora uvedenych
organi (dale jen v textu souhrnné oznacovani jako
"afednici"), pokud by takova vyplata byla v rozporu s
platnymi zékonyo korupc¢nich praktikdch. Poskytovatel,
ani Zadny z ¢lent tymu provadgjiciho Kklinické hodnoceni
nesmi v Zadném piipadé piimo ¢i neptimo vyplatit Zadnou
finan¢ni ¢i nefinanéni odménu Zadnému Giednikovi, pokud
je smyslem vyplaty této odmeény ovlivnéni rozhodnuti nebo
poskytnuti jakéhokoli jiného plInéni v souvislosti s
predmétem této smlouvy nebo v souvislosti s jakymkoli
aspektem  podnikani CRO nebo ZADAVATELE.
Poskytovatelse zavazuje neprodlené informovat CRO o
ptipadném poruSeni shora uvedenych ustanoveni a rovnéz
se zavazuje fadn¢ odpovidat na jakékoli dotazy CRO
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Personnel) with the warranties declaration contained in this
Section 2.15.

ohledné piipadného poruseni shora uvedenych ustanoveni a
zptistupnit CRO a/nebo ZADAVATELI na jejich Zadost
ptislusné z&znamy. Na zakladé¢ Zadosti CRO se
poskytovatelzavazuje neprodlené pisemné potvrdit, Ze jsou
i naddle dodrZovana (a téZz Ze vSichni c¢lenové tymu
provadgjiciho klinicke hodnoceni dodrzuji)
vSechnaprohl&Seni a ustanoveni tohoto ¢lanku 2.15.

2.16  Institution will collect, retain and/or use Biological
Samples solely as set forth in the Protocol. Institution will
provide SPONSOR with quantities of Biological Samples as
required by the Protocol. SPONSOR may use such Biological
Samples as specified in the Protocol, and as permitted in the
Subject’s written informed consent and by Applicable Law.

2.16.Poskytovatelse zavazuji odebirat, uchovavat a/nebo
pouZivat biologické vzorky wvyluéné¢ v souladu s
ustanovenim  protokolu. Poskytovatelse  zavazuje
ZADAVATELI poskytnout takové mnoZstvi biologickych
vzorku, kolik je poZadovano protokolem. ZADAVATEL
muZe vyuZivat tyto biologické vzorky tak, jak je uvedeno
v protokolu, a tak jak mu povoluje pisemny informovany
souhlas subjektu hodnoceni a platné zakony.

2.17  Deviations from the Protocol are not permitted
except to the extent necessary to protect the safety, rights or
welfare of Subjects. Any such deviations must be fully,
accurately, and contemporaneously documented in
accordance with established procedures. Institution itself or
through Investigator, will within one (1) business day from
occurrence, or as otherwise specified in the Protocol, notify
CRO of any (a) deviation from the Protocol, including any
deviation necessary to protect the safety, rights or welfare of
Subjects; (b) serious adverse event (as defined in the
Protocol) experienced by a Subject; (2) without any delay (1)
communication with a regulatory agency concerning (i) the
Study or the Study Drug, including any requests to inspect,
examine, copy or remove records of the Study; or (ii) the
qualification of Investigator to perform the Study.

2.17. Odchyleni se od ustanoveni protokolu neni p¥ipustné,
s vyjimkou ptipadd nezbytné¢ nutnych Kk ochrané
bezpe¢nosti, prav nebo prospéchu subjektd hodnoceni.
Vsechny takové odchylky musi byt dplIng, piesné a
okamzit¢ zdokumentovany v souladu se zavedenymi
postupy. Poskytovatel nebo prostrednictvim zkouSejici se
do jednoho (1) pracovniho dne od vyskytu takové udalosti,
pokud neni v protokolu uvedeno jinak, zavazuji pisemné
informovat CRO (a) o jakémkoli odchyleni se od
ustanoveni protokolu, véetné odchyleni v dasledku ochrany
bezpec¢nosti, prav ¢i prospéchu subjekttt hodnoceni; (b) o
zavazné nezadouci reakci (dle definice v protokolu) u
subjektu hodnoceni; a (2) bez zbyte¢ného odkladu (a) o
komunikaci s organy statniho dozoru ohledné (i) klinického
hodnoceni nebo studijnim lécivu, vcetné piipadnych
oznameni kontrolnich organi o vySetrovani, kontrole ¢i
poZadavku na zkopirovani ¢i odstranéni zaznama z
klinického hodnoceni; a (ii) o zméné zpusobilosti
Poskytovatele nebo zkouSejici k provedeni klinického
hodnoceni.

2.18. The estimated period of the Study is from July 2018
to June 2022

2.18 Predpokladana doba trvani klinického hodnoceni je
od ¢ervence 2018 do ¢ervna 2022

3. REPORTS, MONITORING AND

3. HLASENI, MONITORING A SPOLUPRACE

COOPERATION

3.1 Institution will ensure throughlnvestigator that all
completed eCRFs or CRFs resulting from the Study are
submitted to CRO within a reasonable time period and in
accordance with any Study Instructions. Institution is
responsible to ensurethat all eCRFs or CRFs submitted to
CRO are true, complete, correct and accurately reflect the
results of the Study. At the request of CRO, Institution will
cause Investigator to promptly correct any errors and/or
omissions to the eCRFs or CRFs and will make available to
CRO the corrected eCRFs or CRFs and supporting records
for further verification. Institution shall also provide CRO

3.1.Poskytovatel zajisti prostiednictvim zkouSejici predani
viech vyplnénychzaznama pacienta (dokumenty eCRF
nebo CRF) z klinického hodnoceni CRO, a to v piiméiené
c¢asové Ihate a v souladu s pokyny pro provadéni klinického
hodnoceni. Poskytovatel je odpovédny, Ze zajisti vSechny
zéznamy pacientd (dokumenty eCRF nebo CRF) jsou
pravdiveé, piesné a tadné vyplnény a Ze jsou vérnym
odrazem skute¢nych vysledki Kklinického hodnoceni. Na
Zadost CRO se poskytovatela zkouSejici zavazuji
neprodlené opravit vSechny chyby a/nebo opomenuti v
dokumentech eCRF nebo CRF a piedat CRO opravené
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with copies of all Reports, and any updates that are required
by the EC.

verze dokumenta eCRF nebo CRF, vcetné podparnych
zéznamu pro dalSi ovéreni. Poskytovatel se rovnéz zavazuje
predat CRO kopie v3ech zprav, véetné viech aktualizaci a
zmen, ktere si vyZadala eticka komise.

3.2 Institution shall Fully Cooperate with CRO and will
grant CRO access for monitoring visits and to allow direct
inspection of all Study related records, including Subject
medical files and Study Results, as requested by CRO and for
any other purposes relating to the Study as deemed
necessary by CRO.However, the Institution must be notified
of such monitoring no later than 3 days in advance and such
monitoring shall not impair a normal operation of the
Institution.

Institution shall ensure that all Study Personnel Fully
Cooperates with CRO, including meeting with personnel of
CRO, or its designee. Institution will take reasonable and
customary precautions, including periodic backup of
computer files, to prevent the loss or alteration of any such
Study related records.

3.2. Poskytovatelse zavazuje poskytnout CRO plnou
souc¢innost a umoznit CRO ptistup do svych prostor za
ucelem provedeni kontroly viech zaznamu tykajicich se
klinického hodnoceni, veetné zdravotni dokumentace
subjektt hodnoceni a vysledka klinického hodnoceni, a
také pro ostatni ucely souvisejici s provadénim klinického
hodnoceni, které CRO povaZuje za nezbytné. Takova
kontrola vSak musi byt Poskytovateli oznAmena alespot 3
dny predem a jejim prab&hem nesmi byt narusen bézny
chod Poskytovatele. Poskytovatelse zavazuje zajistit, aby
vSichni ¢lenové tymu provadejiciho klinické hodnoceni
poskytovali CRO plnou sou¢innost a Gcastnili se schizek se
zaméstnanci CRO nebo jejich zastupci. Poskytovatelse
zavazuje ptijmout vhodnd a ptiméiend opatieni, véetné
pravidelného zalohovani pogitacovych souboru, za Gc¢elem
zabranéni ztraty nebo poskozeni zaznama tykajicich se
klinického hodnoceni.

4. AUDITS AND REGULATORY INSPECTIONS

4.AUDITY A KONTROLA ORGANU STATNIHO

DOZORU

4.1 Institution shall Fully Cooperate with audits or
inspections performed during or after completion of the
Study by CRO. Institution shall allow, 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, subject to the Applicable Law.

4.1 Poskytovatela se zavazuje plné spolupracovat pfi
auditech a kontrolach provadénych beéhem Klinického
hodnoceni se CRO. Poskytovatela zkouSejici se zavazuji
umoznit CRO, statnim Gfadim a/nebo orgdntim statniho
dozoru, wvéetné mimo jiné Utadu Spojenych stata
Americkych pro kontrolu potravin a lé¢iv (FDA) piistup ke
zdrojam a prostiedkam uzivanym Kk plnéni ukont v ramci
klinického hodnoceni a poskytnout jim vSechny
poZadované dokumenty a dalsi jimi poZadované informace,
je-li ptipustné dle platného zakona.

4.2 In the event the audit or regulatory inspection
identifies a lack of compliance with this Agreement on the
part of Institution (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 14.1 (a).

4.2 V ptipad¢, Ze béhem auditu nebo kontroly orgénut
statniho dozoru bude zjisténo poruSeni ustanoveni této
smlouvy ze strany Poskytovatele (nebo nedodrzeni
ustanoveni této smlouvy ze strany kteréhokoli jiného ¢lena
tymu  provadgjiciho  klinické  hodnoceni),  maji
ZADAVATEL a CRO pravo tuto smlouvu vypovédét v
souladu s ustanovenim ¢lanku 14.1(a)

4.3 Institution 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 shall allow CRO to be present during
such inspection, and shall provide to CRO copies of all
materials, correspondence, statements, forms and records
that Institution receives, obtains or generates pursuant to or
in connection with any such inspection.

4.3 Poskytovatela zkouSejici se zavazuji neprodlené
telefonicky, e-mailem nebo faxem informovat CRO v
ptipad¢, kdy EK nebo statni Grad nebo orgén statniho
dozoru, v¢etné mimo jiné Statnimu Uradu pro kontrolu lé¢iv
( SUKL) nafidi provedeni kontroly v prostorach
Poskytovatele nebo takovou kontrolu zah4ji. Poskytovatela
zkousejici se zavazuji umoznit ZADAVATELI a CRO
ucast pti téchto kontrolach a zavazuji se poskytnout
ZADAVATELI a CRO kopie vSech materidlu,
korespondence, prohldSeni, formulaia a zdznamu, které
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poskytovatela/nebo zkousejici obdrzi, zisk& nebo vytvoti na
zakladé nebo v souvislosti s kontrolou.

5. FINANCIAL DISCLOSURE

5. ZVEREJNOVANI FINANCNICH INFORMACI

51 During the conduct of the Study and for one (1)
year after its completion,Investigator 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 CRO or any
applicable regulatory bodies related to his/her financial
interests in the SPONSOR and/or the Study Drug.

5.1 Béhem provadeéni klinického hodnoceni a jeden (1) rok
po jeho dokonéeni béhem provéadéni studie a pro jeden (1)
rok po jejim dokonceni je zkouSejici povinen vypliovat a
provadét aktualizaci formuldit, potvrzeni a informaci o
jeho finan¢nich zajmech na firmé¢ ZADAVATELE a/nebo
na studijnim lécivu, které ZADAVATEL nebo organy
statniho dozoru v této souvislosti vyZaduji. ZkouSejici je
rovnéz povinen zajistit, aby stejné tak cinili i ptipadni
spoluzkousejici provadgjici toto klinické hodnoceni.

6. CONFIDENTIAL INFORMATION

6. DUVERNE INFORMACE

6.1 Institution agrees that any and all Confidential
Information 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. Except as expressly provided
for in this Agreementor by a decision of a public authority
or under an applicable legal obligation.If Institution is
required by a decision of a public authority or under an
applicable legal obligationto disclose any of the
Confidential Information, Institution will give Sponsor
prompt written notice thereof and Institution will take all
reasonable and lawful actions to avoid or minimize the
degree of such disclosure. Institution will cooperate
reasonably with Sponsorin any efforts to seek a protective
order.

Institution agrees to use the Confidential Information only
for the purposes of this Agreement. Notwithstanding the
foregoing, Institution may publish Study Results in
accordance with Section 9 and use Study Results in
connection with Subject care and for internal, non-
commercial research purposes subject to the terms of this
Agreement including this Section 6.

6.1. Poskytovatel bere na védomi a souhlasi s tim, Ze
vSechny davérné informace, které obdrZi v souvislosti s
touto smlouvou, musi byt uchovavény v tajnosti a nesmi
byt po celou dobu provadéni klinického hodnoceni a
dalSich patnéct (15) let po jeho dokonéeni sdélovany
Zadnym tietim stranam (s vyjimkou ZADAVATELE),
pokud neni vyslovné v této smlouvé anebo rozhodnutim
statniho organu anebo na zakladé povinnosti plynouci z
pravniho piedpisustanoveno jinak.

Pokud Poskytovatel, na z&kladé rozhodnuti statniho Gradu
nebo na zakladé zdkonem stanovené povinnosti musi
Duavérné informace zverejnit, zavazuje se Poskytovatel o
takové skutec¢nosti neprodlené¢ pisemné informovat
Zadavatele a prijmout vSechna piiméiend a zakonem
povolena opatieni za Gcelem zabranéni takového zvetejnéni
nebo minimalizace rozsahu zvetejnovanych informaci.
Poskytovatel se zavazuji poskytnout Zadavateli pfimétenou
souc¢innost pii obrané vaci takovému rozhodnuti.
Poskytovatelse zavazuje pouzivat davérné informace
vyluéné pro ucely této smlouvy. Bez ohledu na vyse
uvedené muZe poskytovatelzvetejnit vysledky klinického
hodnoceni v souladu s ustanovenim ¢lanku 9 a vyuZivat
vysledky Klinického hodnoceni v souvislosti s péci o
subjekty hodnoceni a pro interni, nekomer¢ni vyzkumné
ucely, pokud je to v souladu s ustanovenim této smlouvy,
véetné jejiho ¢lanku 6.

6.2 Institution may disclose Confidential Information
only to (a) Investigator and 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 binds such
Investigator and 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 Confidential Information for any purpose other
than in accordance with the terms of this Agreement, and
(b) the EC.

6.2. PoskytovatelmuZe duvérné informace piedavat pouze
(a)zkouSejicimu a ¢lenam tymu provadégjicino klinické
hodnoceni nebo ostatnim zaméstnancam ¢i pracovnikam,
ktefi musi mit k témto informacim ptistup za Gcelem plnéni
ustanoveni této smlouvy, za predpokladu, Ze pied piedanim
téchto informaci poskytovatel zajisti stejnou povinnost
micenlivosti ohledn¢ nakladani s daveérnymi informacemi
od zkouSejiciho a c¢lena tymu provadgjiciho klinické
hodnoceni a/nebo ostatni zaméstnance ¢i pracovniky, jakou
predepisuje tato smlouva, jakoz i povinnostem jako
predepisuje tato smlouva ohledn¢ vyuzivani téchto
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Further, if Institution is required by a governmental
authority or by order of a court of competent jurisdiction to
disclose any Confidential Information, Institution will give
CRO prompt written notice of such request or order and
Institution will take all reasonable and lawful actions to
avoid or minimize the degree of such disclosure. Institution
will cooperate reasonably with CRO in any efforts to seek a
protective order.

The CRO acknowledges that the Institution, , and as a state
contributory organization is required to provide information
on a third party's request under the Act No. 106/1999 Coll.,
On Free Access to Information, as amended.

davérnych informaci vyluéné pro Gcely pinéni jejich
ustanoveni; (b) prislusné etické komisi nebo kontrolni
komisi Poskytovatele, kterA ma provadéni klinického
hodnoceni ve zatizeni poskytovatele na starosti. Pokud jsou
navic poskytovatel na zakladé nafizeni statniho organu
nebo rozhodnuti opravnéného soudu, povinen zpfistupnit
duvérné informace, zavazuji se poskytovatelo této
skute¢nosti neprodlené pisemné informovat CRO a
sou¢asné se zavazuje piijmout veSkerd priméiena opatient,
v souladu s ustanovenim platnych z&kond, vedouci k
minimalizaci miry takového zptistupnéni. Poskytovatelse
zavazuje poskytnout CRO primétenou soucinnost pfi
obrang vici takovému rozhodnuti.

CRO bere na védomi, Ze poskytovatel zdravotnich sluzeb
jakoZto statni prispévkova organizace, je povinna na dotaz
tieti osoby poskytnout informace podle zakona ¢. 106/1999
Sb., o svobodném pristupu k informacim, ve znéni
pozdgjSich predpist.

6.3 The obligations of non-disclosure and non-use
under this Agreement will not apply to any portion of

6. 3 Povinnost micenlivosti a nevyuzivani davérnych
informaci na z&klad¢ této smlouvy neplati pro duvérné

Confidential Information which Institutioncan demonstrate | informace, které, na zadkladé dukaza predloZzenych
by competent proof: Poskytovatelem a zkousejici:
(@) s generally available in the public domain or (@) byly vieobecné verejné zndmé
becomes available to the public through no nebo se stanou verejné zndmymi bez prispéni
act of the party receiving said Confidential smluvni strany, ktera tyto davérné informace
Information; or obdrzela; nebo
(b) is independently known by the party (b) strana, ktera tyto informace
receiving the Confidential Information, prior obdrZela, je jiz znala z dtivejSka a muze to
to receipt thereof, which said party can prukaznym zpusobem dokazat; nebo
demonstrate by documented proof; or
(© strana, ktera tyto informace obdrZela,
(c) s lawfully given to the receiving party on a jiz drive zadkonnym zpisobem ziskala od jiné tieti
non-confidential basis by a third party who is strany, ktera neni vazana povinnosti ml¢enlivosti ve
not bound by any obligation to preserve it as vztahu k témto davérnym informacim anebo toto
confidential or it can reasonably be assumed opravnéni bylo mozné od tieti strany predpokladat.
that such third party is authorized to disclose
such Confidential Information.
7. RIGHTS TO CONFIDENTIAL | 7. PRAVA K INFORMACIM A
INFORMATION AND INVESTIGATIONAL | HODNOCENEMU PRIPRAVKU
PRODUCTS

7.1 All Confidential Information provided to Institution
for purposes of the performance of the Services and
Investigational ~ Products are and will  remain
CRO’s/SPONSOR's property. Institution and any Study
Personnel shall not acquire any rights of any kind
whatsoever with respect to such Investigational Product(s)
or Confidential Information as a result of performance
under this Agreement or otherwise.

7.1 VSechny davérné informace a také studijni
léCivo  poskytnutéPoskytovateli pro Gcely tohoto
klinického hodnoceni jsou a zistavaji vlastnictvim
CRO/ZADAVATELE. Poskytovatel ani osoby
podilejici se na provadéni klinického hodnoceni
neziskavaji v duasledku poskytnuti plnéni dle této
smlouvy ¢i jinak ke studijnimu lécivu ani davérnym
informacim Zadné prava.

7.2 Institution shall deliver all Study Results and

7.2. Poskytovatelse zavazuje predavat veSkeré vysledky
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Biological Samples 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 (a) the date of termination of this Agreement or
(b) the date on which SPONSORCRO otherwise requests
delivery of Study Results and/or Biological Samples.

klinického hodnoceni a biologické vzorky ZADAVATELI.
CRO nebo jejich oprdvnénym zéstupcam, a to vcas a po
celou dobu provadeni klinického hodnoceni, v souladu s
ustanovenim protokolu nebo pokyni Kk provadeéni
klinického hodnoceni, avSak v Zadném ptipadé ne pozdgji
nez deset (10) pracovnich dnu po (a) datu ukonceni
platnosti této smlouvy nebo (b) datu kdy si ZADAVATELL,
CRO wvyZadali piedani téchto vysledkd klinického
hodnoceni a/nebo biologickych vzorki.

7.3 The Institution acknowledge that, SPONSOR (and
its Affiliates) may use Study Results in any manner it deems
appropriate(to the extent permitted by applicable legal
regulations), to comply with SPONSOR’s business interests,
both during, and following termination of, this Agreement.

7.3..Poskytovatel bere na védomi, Ze ZADAVATEL (a jeho
sesterskeé spole¢nosti) smi vyuZivat vysledky klinického
hodnocenijakymkoli zpusobem, ktery uznd za vhodné (v
mezich pravnich ptredpisi) a ktery je v souladu s obchodnimi
zajmy ZADAVATELE, a to jak po celou dobu platnosti této
smlouvy, tak po jejim ukongeni.

8. PUBLICATION AND PUBLICITY

8. REKLAMA

8.1 Except to the extent required by Applicable Law or
the rules of any stock exchange or listing agency, no party
will use the name of another party (or the name of
SPONSOR) in any form of advertising, promotion or
publicity or in any press release, without the prior written
consent of that other party. Institution agrees not to answer
inquiries regarding the Study or the Study Drug from
financial analysts. Institution expressly consents to
SPONSOR’s listing of information about the Study on
publicly accessible internet sites related to the Study (for
example, ClinicalTrials.gov, patient recruitment sites, etc.),
including the name and contact information for
Institution.Further, Institution hereby explicitly grants the
CRO its approval to publish the Study related information
by CRO/SPONSOR on publicly accessible clinical trial
websites (such as ClinicalTrials.gov, study recruitment
sites, etc.), including the name (s) and contact details of the
Institution. The CRO shall ensure compliance with
applicable laws, such as the Act no. 40/1995 Coll., On
Regulation of Advertising, as amended.

8.1.  Pokud to neni vyZadovéano jinak platnymi zakony
nebo pravidly burzy ¢i pravidly pro kotovani na burze,
nesmi Zadna smluvni strana pouZzit ndzev druhé smluvni
strany (v¢etné nazvu ZADAVATELE) v Zadné inzerci,
propagaci, reklamé ¢&i tiskové zpravé bez predchoziho
pisemného souhlasu doty¢né druhé smluvni strany.
Poskytovatelse zavazuje neodpovidat na dotazy finanénich
analytiku ohledn¢ klinického hodnoceni a studijniho 1éciva.
Poskytovateltimto vyslovné udélujeZADAVATEL souhlas,
aby informace o klinickém hodnoceni zveiejnilo
ZADAVATEL na vetfejné dostupnych internetovych
strankéch tykajicich se klinického hodnoceni (napiiklad
ClinicalTrials.gov, strdnky pro nabor subjektt hodnoceni,
apod.), a to v¢éetné nazvu (jména) a kontaktnich informaci
dale Poskytovatele. CRO zajisti pii takovém zveiejnéni
soulad s ptislusnymi pravnimi piedpisy, mj. se zakonem ¢.
40/1995 Sh., o regulaci reklamy, ve znéni pozdgjSich
predpisu.

8.2 Institution agrees that it shall not make any
publications on presentations related to the Study without
SPONSOR’s prior written consent.

8.2. Poskytovatelse zavazuje nevydavat v souvislosti s
klinickym hodnocenim Z&dné publikace ani neprovadeét
Zadné prezentace bez piedchoziho pisemného souhlasu
ZADAVATELE.

9. INTELLECTUAL PROPERTY

9.DUSEVNI VLASTNICTVI

9.1 All Study Results together with all inventions,
discoveries, know-how, and improvements (including new
uses and improvements of the Study Drug), whether or not
protectable under patent, copyright or other intellectual
property law, resulting from the performance of the Study,
or the use of the Study Drug or the Confidential
Information by Institution, Investigator or Study Personnel
alone or jointly with others (collectively, with all associated

9.1. VSechny vysledky Klinického hodnoceni, veetné viech
vynalezt, objev, know-how a technickych vylepSeni
(veetné noveho zpusobu vyuZiti ¢i vylepSeni studijniho
léCiva), ziskané nebo odvozené v souvislosti s provadénim
klinického hodnoceni nebo v souvislosti s vyuZivanim
studijniho 1é¢iva ¢i daveérnych informaci zatizenim,
zkouSejicim nebo osobami podilejicimi se na provadeéni
Klinického hodnoceni, a to jak spole¢né tak jednotlivé (dale

235741_BGB-A317-301_CZE_420010 CSA Institution Bilingual 20181012 1,0
Page 11 of 28



intellectual property rights, hereinafter the *“Inventions”),
will be the sole and exclusive property of SPONSOR.
Institution will promptly disclose to SPONSOR in writing
all Inventions and will assign and does assign to SPONSOR
all right, title and interest throughout the world to
Inventions, if is feasible. Institution will, and will cause
Investigator and Study Personnel to (a) cooperate fully in
obtaining patent and other proprietary protection for any
patentable or protectable Inventionsall in the name of
SPONSOR and at SPONSOR’s cost and expense; and (b)
execute and deliver all requested applications, assignments,
and other documents and take such other measures as
SPONSOR reasonably requests, in order to perfect and
enforce SPONSOR’s rights in the Inventions.

jen spolu se vSemi souvisejicimi pravy duSevniho
vlastnictvi jako "objevy"), bez ohledu na to, zda je lze
chranit patenty, pravy duSevniho vlastnictvi ¢i jinymi
vlastnickymi préavy ¢i nikoli, jsou vyhradnim a vylu¢nym
vlastnictvim ZADAVATELE. Poskytovatelje povinen
neprodlen¢ pisemn¢ sdélit CRO/ZADAVATELI informace
0 Vv3ech objevech a timto na ZADAVATELE ptevadi,
celosvétove viechna prava, vlastnictvi a podily k témto
objevam, je-li to proveditelné. Poskytovatelse zavazuje a
soucasné je povinen zajistit, aby vSechny osoby podilejici
se na provadéni klinického hodnoceni: (a) poskytly
zadavatelovi plnou soucinnost pii zisk&vani patentd ¢i jiné
vhodné ochrany patentovatelnych ¢i chrdnénych objevi, a
to na néklady a vydaje zadavatele; a (b) podepsaly a dodaly
vSechny poZadované Zadosti, pievody a ostatni dokumenty
a aby prijaly ostatni opatieni, kter4 zadavatel v ptimérené
mite miZe poZadovat za U¢elem zajisténi a vymahani svych
préav k objevam.

9.2 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.

9.2. Vsechny strany této smlouvy a ZADAVATEL si
zachovavaji vSechna prava, podily a zajmy k duSevnimu
vlastnictvi, které tyto strany a/nebo ZADAVATEL
vlastnily pied zahajenim plnéni této smlouvy nebo které
byly ziskany nezavisle na této smlouvé. Touto smlouvou se
neprevadi Zadné licence, a to ani vyslovng, ani domnéle ¢i
na zakladé zakonné piekdzky ¢i jinak, nad rémec
povinnosti jednotlivych smluvnich stran dle této smlouvy

10. DATA PROTECTION AND PRIVACY

10. DATA PROTECTION & PRIVACY.

10.1  Institution will declares that Investigator will obtain
all necessary consents in writing from:

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

(b) the members of Study Personnel participating
in the Study for administrative / study
management and any other purpose required by
Applicable Law.

so that such Subjects’ 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.

10.1Poskytovateltimto prohlaSuje a odpovida za to, Ze
prostiednictvim zkouSejiciho ziska viechny nezbytné
souhlasy v pisemné form¢ od:

(@) vSech subjekta hodnoceni, ve formé informovaného
souhlasu; a

(b) vSech hlavnich ¢lent tymu, ktery se podili na
provadeni klinického hodnoceni, véetné
zkousejiciho, a to pro administrativni ucely, pro
ucely spravy a provadeéni klinického hodnoceni a
pro ostatni Gcely poZzadované zdkonem

tak, aby CRO a jeji sesterské spolecnosti, ZADAVATEL a
jeho dcefiné spole¢nosti a organy statniho dozoru mohly
osobni data subjektd hodnoceni, zpracovavat (véetné
prevadeni), a to jak v zemi, odkud tyto udaje pochazi, tak v
zahranici.

10.2  Institution shall notify CRO immediately in writing
(but in no event later than five (5) days from the date) of
any Data Security Breach and shall assist and cooperate
with CRO concerning any disclosures to affected parties
and other remedial measures as requested by CRO or

10.2. Poskytovatelse zavazuje neprodlené¢ a pisemné
informovat CRO o jakémkoli porudeni ustanoveni o
bezpecnosti osobnich Gdaja (v kaZzdém ptipadé vSak
nejpozdéji do dvou (5) dnt od data takového poruseni) a
zavazuji se poskytnout CRO soucinnost pii informovani
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required under any Applicable Laws.

dotyénych stran a prijimani napravnych opatieni
vyZadovanych CRO nebo na zékladé ustanoveni platnych
zékond.

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

10.3. Na zéklad¢ Zadosti CRO a za ucelem umoznéni, aby
CRO mohla dodrzet ustanoveni platnych zékoni a
zpracovavat osobni Udaje, se poskytovatela zkouSejici
zavazuji v dobré vire spolupracovat s CRO pii teSeni
problému souvisejicich se zpracovanim osobnich udaji.

10.4 . For purposes of fulfillment of the obligations
arising from relevant applicable data protection legal
regulations, the Institution is considered to be the joint data
controller with SPONSOR . In the event that any Personal
Information from the Institutionshall be transmitted to the
CRO or Sponsor, it shall be in accordance with the relevant
applicable data protection legal regulations, in the Act no.
101/2000 Coll., On the Protection of Personal Information,
as well as other related EU legal regulations. In case of the
transmission of the obtained data and Personal Information
of the Institutionby the CRO/Sponsor to third parties, the
CRO/Sponsor undertakes - during the Study and after its
completion - to comply with relevant applicable legal
regulations on the protection of personal information while
processing and transferring the Personal Information, in
particular to comply with the Act no. 101/2000 Coll., On
the Protection of Personal Information, as amended and EU
legal regulations.

10.4. Poskytovatel je za ucelem pInéni povinnosti
vyplyvajicich mu z ptisluSnych pravnich ptedpist na
ochranu osobnich Gdaju je Poskytovatel povaZovan za
spole¢ného zpracovatele (daja. V ptipadé, Ze budou
jakékoliv osobni Udaje od Poskytovatele piedavany CRO,
budou vZdy dodrZeny ptisluSné pravni predpisy na ochranu
osobnich Gdaju, zejména zakon ¢. 101/2000 Sb., o ochrang
osobnich Udaja, jakoZ i souvisejici pravni predpisy EU. V
ptipad¢ piedavani ziskanych dat a osobnich ddaju od
Poskytovatele ze strany CRO tietim osobam, V.
ZADAVATELE, se CRO v prabéhu Kklinické hodnoceni i
po jeho ukonéeni zavazuje dbat podle ptisluSnych pravnich
predpist 0 ochranu osobnich Gdaju pii jejich zpracovani i
predani do jiné zem¢, ato zejm. v souladu se zakonem ¢.
101/2000 Sh., o ochrangé osobnich udaju, ve znéni
pozdgjSich predpisu, a pravnimi piedpisy EU.

11. INDEMNIFICATION

11. ODSKODNENI

11.1  Institution 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
shall allow SPONSOR to handle such claim (including, if
applicable, settlement negotiations), and shall cooperate
fully with SPONSOR in its handling of the claim.

11.1. Poskytovatel se zavazuje neprodlené¢ pisemné
informovat CRO o v3ech nérocich v souvislosti s
onemocnénim ¢i zranénim subjekta hodnoceni, které lze
ptipsat  nezadoucim reakcim na  studijni  1écivo
ZADAVATELe nebo na Kklinickd vySetieni ¢i zakroky
provadéné v souladu s protokolem, kterym by dotyény
subjekt hodnoceni nebyl vystaven nebo se jim nemusel
podrobit, tj. kdyby se neGcastnil klinického hodnoceni.
Poskytovatela ~ zkouSejici  se  zavazuji  umoZnit
ZADAVATELI {eSit tyto naroky (véetné, mimo jiné,
vedeni jednani o wvyrovnani) a soucasn¢ se zavazuji
poskytnout ZADAVATELI maximalni moznou soucinnost
pti reSeni takovych naroki.

11.2  Subject to Section 11.3 below, any indemnification
of the Institution by SPONSOR shall be settled by means of
a separate Letter of Indemnity provided by the SPONSOR
to the Institution, which is attached to this Agreement as
Exhibit D. The subject of the Letter of Indemnity is, inter
alia, the commitment of the Parties to indemnify and hold
harmless one another under the terms and conditions of the
letter.

. CRO shall act as the intermediary to coordinate the
provision of any such letters of indemnity by SPONSOR,

11.2S ohledem na ustanoveni ¢lanku 11.3 nize, bude
veSkeré odSkodnéni Poskytovatele ze strany
ZADAVATELE, teSeno prostrednictvim samostatné
Dohody o odSkodnéni (Letter of indemnity)poskytnutého
ZADAVATELEM Poskytovateli, ktery je soucasti této
smlouvy jako piiloha D Predmétem Ujednani o odSkodnéni
je, mimo jiné, zdvazek Smluvnich stran vzajemn¢ se
odSkodnit a zprostit odpovédnosti, na zakladé prisluSnych
ustanoveni doty¢ného Ujednani o odSkodnéni.

. CRO bude pro ugely téchto pisemného piislibu tykajicich

235741_BGB-A317-301_CZE_420010 CSA Institution Bilingual 20181012 1,0
Page 13 of 28




and shall have no other obligation in connection therewith.
Requests for such letters should be made in writing to the
address below:

Investigator Contracts
PAREXEL International (IRL) Limited
One Kilmainham Square
Inchicore Road
Kilmainham
Dublin 8
Ireland

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

se odSkodnéni ze strany ZADAVATELE vystupovat pouze
jako prostrednik a koordinator a nema v souvislosti s témito
ptisliby odSkodnéni ze strany ZADAVATELE Zadnou
odpovédnost. PoZadavek na odSkodnéni (formuléie Z&dosti
0 odSkodnéni) bude zaslan pisemné na niZe uvedenou
adresu:

Investigator Contracts

Attention 231925

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

Dublin 2

Irsko

Pozadavek Poskytovatelemusi obsahovat cely nazev
pravnické osoby (obchodni jméno) a adresy viech
smluvnich stran, které Zadaji o odSkodnéni ze strany
ZADAVATELe).

11.3  Institution acknowledges that SPONSOR has no
obligation to indemnify or be responsible for any third
party 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 Personnel’s
willfull negligence or willful misconduct, 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 Investigational Product or
provision of unauthorized warranties.

11.3Poskytovatel bere na védomi, Ze ZADAVATEL nemé
povinnost odSkodnit ani neni odpovédny za Zadné ztraty,
naroky a néklady tietich stran (vcetné primétenych nakladt
na pravni pomoc) ¢i pozadavky, pokud tyto ztraty, naroky,
naklady nebo poZadavky vznikly v dasledku védomé
nedbalosti na strané Poskytovatele, zkouSejiciho a/nebo
¢lent tymu provadéjiciho klinické hodnoceni a/nebo v
dusledku toho, Ze Poskytovatel, zkouSejici a/nebo néektery
¢len tymu provadéjiciho klinické hodnoceni porusili
ustanoveni této smlouvy, porusili ustanoveni protokolu,
nenechali subjekt hodnoceni podepsat informovany souhlas,
porusili ustanoveni platnych zékonu, chybnym zptisobem
pouzili  studijni 1é¢ivo, zpusobili Skodu Umysinym
zavinénim, poskytli neopravnéné zaruky a/nebo se dopustili
umysliného zavinéni.

11.4  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 third
party loss, claim, or demand arising from any (a) injuries or
damages incurred if they are the result of or are alleged to
be the result of willfull negligence or wilful misconduct on
the part of the Institution or Study Personnel; (b) activities
contrary to the Protocol, any Study Instructions, this
Agreement, or Applicable Law; (c) unauthorized
warranties made by the Institution or Study Personnel
concerning the Study Drug; or (d) case in which written
informed consent was not obtained in accordance with the
Protocol for the Subject involved in such case.

11.4. Ani CRO ani ZADAVATEL nenesou odpovédnost,
a poskytovatelse zavazuje CRO a jeji sesterské spolecnosti
a ZADAVATELE, wvcetné jejich piisluSnych fteditelu,
zaméstnanct a zastupch, chrénit, odSkodnit a zprostit
odpovédnosti za ztraty, naroky a poZadavky tietich stran,
vzniklé, mimo jiné,: (a) v dasledku zranéni osob nebo Skod,
které vznikly (nebo je lze ptipsat) v dusledku védome
nedbalosti ¢i umysIného zavinéni na strané Poskytovatele,
zkousejiciho nebo osob podilejicich se na provadéni
klinického hodnoceni; (b) v dasledku provadeéni ¢innosti v
rozporu s protokolem, pokyny pro provadéni klinického
hodnoceni, touto smlouvou nebo platnymi zékony; (c) v
dusledku  poskytnuti  neopravnénych  zaruk ohledné
studijniho léciva ze strany zdravotnického zafizeni,
zkousejiciho nebo osob podilejicich se na provadeéni
klinického hodnoceni; nebo (d) v dasledku skute¢nosti, Ze u
dotceného subjektu hodnoceni, kterého se dany ptipad
tykal, nebyl fadn¢ zisk&n informovany souhlas v souladu s
ustanovenim protokolu.
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115 CRO shall be liable under this Agreement for
damages resulting from its negligence or wilful misconduct
in the execution of its services hereunder.

11.5 -CRO je na zaklad¢ této smlouvy odpovédna za Skody
vzniklé v dusledku jeji nedbalosti nebo tmysiného zavinéni
pti poskytovani nize uvedenych sluzeb.

12. INSURANCE

12. POJISTENI

12.1 CRO represents and warrants that the SPONSOR,
in accordance with the provisions of § 52, 3, letter f) of the
Act no. 378/2007 Coll., On Pharmaceuticals, as amended,
has ensured the insurance of the Study.

and will provide Institution with evidence of such insurance
upon request by Institution.

12.1 CRO prohlaSuje a potvrzuje, ze ZADAVATEL v
souladu s ustanovenim § 52 odst. 3, pism. f) zak. ¢.
378/2007 Sh., o lécivech, ve znéni pozdgjSich predpisq,
zajistil  pojisténi  klinického hodnoceni, a poskytne
Poskytovateli na jejich Zadost dtikaz o uzavieni takového
pojisteéni.

12.2  The Institution represents, that in accordance with
8§ 45, paragraph 2 letter n) of the Act no. 372/2011 Coll.,
On Health Services, it has concluded a liability insurance
for damage caused by the provision of health care. In
accordance with 8§ 45 paragraph 2 letter n) of the Act no.
372/2011 Coll. the insurance must be concluded for the
entire period during which the Institution provides health
care services.

12.2 Poskytovatel prohladuje, Ze ma dle § 45 odst. 2 pism.
n) zadkona ¢. 372/2011 Sb., o zdravotnich sluzbach
uzavienu pojistnou smlouvu na pojisténi odpovédnosti za
Skodu zptisobenou pti poskytovani zdravotni péce. Dle § 45
odst. 2 pism. n) zdkona ¢. 372/2011 Sh. musi byt pojisténi
uzavieno po celou dobu, po kterou Poskytovatel poskytuje
zdravotni peci.

13. DEBARMENT

13. ZAKAZ CINNOSTI

13.1 Institution hereby certifies and undertakes that
neither Institution nor any person employed by Institution
to perform the Study (including any subcontractor
permitted pursuant to Section 15.2) is or has been:

(@) 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 under the provisions of 21 C.F.R. 8

312.70;

(b)  convicted of any of the felonies identified among the
exclusion authorities listed on the U.S. Department
of Health and Human Services (HHS), Office of
Inspector General website, including without

limitation 42 U.S.C. 1320a-7; or

(c) listed on any of the following lists as being
suspended, debarred, or excluded, or otherwise
ineligible to participate in Federal procurement or
non-procurement programs:

0] the List of Excluded
Individuals/Entities (LEIE) database
(http://0ig.hhs.gov/fraud/exclusions/
exclusions_list.asp) on the HHS

13.1 Poskytovateltimto potvrzuje, Ze poskytovatel a dle
jeho nejlepSiho védomi ani Zadnd jin& osoba zaméstnana
Poskytovatelem pro uc¢ely provadéni klinického hodnoceni
(veetng ptipadnych povolenych subdodavatelu na zakladé
ustanoveni ¢lanku 17.2):

(@  nema piislusnymi organy, na zaklad¢ platnych
zakont, veetng, mimo jiné, na zékladé ustanoveni
¢lanku 306 zakona US Federal Food Drug and
Cosmetic Act (Federalni zdkon USA o potravinach,
lécivech a kosmetickych ptipravcich) zakdzéan vykon
funkce zkousejiciho v souladu s ustanovenim 21
C.F.R. §312.70;

(b) nebyla odsouzena za trestné ¢iny uvedené na
strankach dozornych organt ze seznamu Ministerstva
zdravotnictvi USA (U.S. Department of Health and
Human Services - HHS), oficialnich webovych
strankach Uradu generélniho inspektora, véetné mimo
jiné, paragrafu 42 U.S.C. 1320a-7; a

(c) neni vedena v Zadném z niZe uvedenych seznamu
jako osoba se zdkazem Ucasti, ¢innosti ¢i jakymkoli
jinym trestem, ktery ji ¢ini nezpisobilou G¢astnit se
federélnich zakdzek a programu:

(i) Databaze osob/subjekti (LEIE)
(http://oig.hhs.gov/fraud/excl
usions/exclusions_list.asp)
vylou¢enych osob, osob se
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Office of Inspector General website;

(i) the U.S. General Services
Administration's Excluded Parties
List System (EPSL) (sometimes
referred to as the “GSA
Debarment List”)

(iif)  the U.S. Food and Drug
Admnistration (FDA) Debarment
List

(iv)  any of the FDA

Disqualified/Restricted/Restriction
s/Removed/Assurance Lists for
Clinical Investigators
(http://www.fda.gov/ora/complianc
e_ref/bimo/dis_res_assur.htm); or

(v) the Administrative Actions
Listing of the Public Health
Service

je.

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

In addition, Institution agrees that no debarred person will
in the future be employed or otherwise engaged in this
Study (including on a contract basis) by Institution to
perform the Study. If during the course of the Study,
Institution or any person employed by Institution to

zakézanou Ucasti ¢i 0sob
zbavenych zpasobilosti
ucastnit se federalnich
zakézek a programu:

Seznam vylouc¢enych
osob/subjektt (LEIE) na
webovych strankach
generalniho inspektora
Ministerstva zdravotnictvi
USA (HHS).

(i)

Seznam subjektt vylouc¢enych
vlddou USA z Ucasti na
statnich zakazkach (U.S.
General Services
Administration's Excluded
Parties List System - EPSL)
(nekdy téZ oznacovan jako
"Seznam vyloucenych osob
GSA - GSA Debarment List"
)

(iii)

Seznam subjektd zbavenych
zpasobilosti Uradem USA
pro kontrolu potravin a lé¢iv
(U.S. Food and Drug
Admnistration (FDA)
Debarment List)

(iv)

v) V seznamu subjektt proti
nimzZ je vedeno disciplinarni
fizeni na webovych strankach
Veiejné zdravotni sluzby
(Public Health Service)

Pro Gcely tohoto ¢lanku plati, Ze zapis ve kterémkoli ze
shora uvedenych seznami znamend "ztratu zpusobilosti®.

Poskytovatela zkouSejici dale souhlasi a zavazuji se
nezaméstnat ani neangaZzovat v rdmci provadéni tohoto
klinického hodnoceni (vcetné angaZzovani na zékladé
smlouvy) Z&dnou osobu, kterd je zbavena zpusobilosti pro
vykon jakékoli ¢innosti v souvislosti s provadénim
Klinického hodnoceni. Pokud se priabéhu klinického
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perform the Study 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
must immediately notify CRO. CRO may immediately
terminate this Agreement in the event any of the foregoing
occurs.

hodnoceni poskytovatelnebo zkousejici stanou nezpusobili
k provadéni Kklinického hodnoceni nebo pokud se
poskytovatela/nebo zkou3ejici dozvi, Ze néktera z osob
podilejicich se na provadéni klinického hodnoceni byla
zbavena zpusobilosti k jeho provadeéni nebo ji zbaveni
zpuasobilosti  hrozi, jsou povinni o této skute¢nosti
neprodlen¢ informovat ZADAVATELe a CRO. V pfipadé,
Ze dojde ke shora popsané situaci, maZze CRO tuto smlouvu
vypoveédét s okamzitou platnosti.

14. PAYMENT TERMS AND CONDITIONS

14. PLATEBNI USTANOVENI A PODMINKY

14.1  In full consideration for the Services of Institution
rendered in compliance with this Agreement, CRO agrees to
pay the fees and expenses set forth in Exhibit A-Enrolment,
Budget and Payment Schedule. 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 is
part of this Agreement and clarifies the schedule of
payments associated with this Agreement and that the fees
and expenses set forth in Exhibit A represent the fair
market value for the Services provided by Institution. .
CRO will not be required to pay any amount that exceeds
the amount specified in Exhibit A. Payments shall be made
in accordance with the provisions set forth in Exhibit A,
with the last payment being made after Institution
completes all of its obligations under this Agreement and
any Exhibits thereto. Institution shall not seek
reimbursement from any national healthcare program or third
party payer for any amounts paid by CRO to Institution in
connection with the Study.

The expected total remuneration is 705 536CZK

14.1 Jako kone¢nou a Uplnou odménu za fadné a v souladu
s protokolem poskytnuté sluzby ze strany Poskytovatele, se
CRO zavazuje vyplatit odménu a zajistit Ghradu nakladu, a
to dle ustanoveni piilohy A této smlouvy (Néabor pacientu,
rozpocet a platebni kalendar). Tato odména a naklady
budou vyplaceny vylu¢né Poskytovateli, pokud neni v
ptiloze A této smlouvy vyslovné uvedeno jinak. Smluvni
strany berou na védomi a souhlasi s tim Ze Priloha A -
Harmonogram plateb tvoii nedilnou soucést této smlouvy a
je v ni uveden platebni kalendai veSkerych plateb
souvisejicich s touto smlouvou. CRO neni povinna vyplatit
jakoukoli ¢éstku, ktera pievySuje ¢astky uvedené v Priloze
A. Vyplata odmén bude probihat v souladu s ustanovenim
této ptilohy A s tim, Ze posledni odména bude vyplacena aZ
poté, co poskytovatel splni v3echny své povinnosti dle
ustanoveni této smlouvy a v3ech jejich ptiloh.Poskytovatel
nesmi pozadovat Zadnou Uhradu céstek, které CRO jiZ
poskytovateli zaplatila, nebo byla poskytuta ze zdravotniho
pojisténi nebo od tietich stran.

Predpokladana vySe odmeny za sluzby poskytnuté dle této
smlouvy ¢ini 705 536K¢

14.2  Institution shall comply with all obligations with
respect to taxes, amounts to be withheld and social security
contributions, if applicable, which relate to the subject matter
of this Agreement,

14.2 Poskytovatel se zavazuje splnit veSkeré povinnosti v
oblasti odvodu dani, socidlniho pojisténi a dalSich zakonem
stanovenych odvodu, a to, mimo jiné, ze vSech plateb, které
jsou na zéklad¢ této smlouvy Poskytovatelivyplaceny

14.3  Institution acknowledges and agrees that its
judgment with respect to its advice to and care of each
Subject is not and shall not be affected by the compensation
Institution receives in connection with the Study.

14.3 Poskytovatel bere na védomi a souhlasi, Ze odmeéna,
kterou ziskavaji na zdkladé této smlouvy za poskytované
sluzby, Zadnym zptsobem nesmi ovlivnit jeho medicinsky
Usudek a kvalitu zdravotni péce poskytovanou pacientam.

14.4  |Institution agrees that SPONSOR and CRO may
disclose the fees and expenses payable or paid under this
Agreement to any governmental authorities according to
Applicable Law.

14.4.. Poskytovatel bere na védomi a souhlasi s tim, Ze
ZADAVATEL a CRO mohou sdélit informace o odménach
a nékladech vyplacenych na zékladé této smlouvy statnim
organim na zaklad¢ platnych zakoni.

145 SPONSOR, through CRO, will provide Institution
with (a) the Investigational Products, (b) eCRFs/CRFs and
(c) support services (e.g., laboratory services) as specified
in the Protocol.

145 ZADAVATEL, prostiednictvim CRO, poskytne
poskytovateli a/nebo zkouSejicimu: (a) studijni Ié¢ivo (b)
formulate zaznama pacientu (dokumenty eCRF/CRF) a (c)
podpurné sluzby (napf. laboratorni sluzby) uvedené v

235741_BGB-A317-301_CZE_420010 CSA Institution Bilingual 20181012 1,0
Page 17 of 28




protokolu.

14.6. Subject to the confidentiality obligations under this
Agreement, Institution agrees to accurately describe
SPONSOR’s support for the Study in accordance with any
Applicable Law and institutional or publication policies
applicable to activities authorized by this Agreement.

14.6. S ohledem na povinnost ml¢enlivosti na zakladé¢ této
smlouvy, se poskytovatelzavazuje piesné informovat o
podpoie ZADAVATELE poskytnuté pro Gcely klinického
hodnoceni, a to v souladu s ustanovenim platnych zakoni a
zésad pro zverejnovani informaci popsanych v této
smlouve.

14.7 Notwithstanding anything in this Agreement to the
contrary, CRO reserves the right to terminate enrollment at
Institution when the total number of subjects enrolled in the
Multi-Center Study reaches the level specified in the
Protocol.

14.7 Bez ohledu na protikladna ustanoveni této smlouvy, si
CRO vyhrazuje pravo ukoncit nabor pacienti do klinického
hodnoceni u  Poskytovatele, poté co bude do
multicentrického klinického hodnoceni zafazen pocet
pacienti uvedeny v protokolu.

14.8 In the interest of transparency, CRO wishes to
make clear that it will conclude a separate agreement with
Investigator for the conduct of the Study at Institution, and
such agreement will include financial terms (for
Investigator and his team).

14.8. 'V z&mu priahlednosti CRO prohlaSuje, Ze uzavie
samostatnou smlouvu se zkouSejicim pro Gcely provedeni
klinického hodnoceni u poskytovatele, a Ze tato smlouva
bude obsahovat také ustanoveni tykajici se finan¢nich
podminek (pro zkouSejiciho a studijni team).

14.9.  To the extent required by and in accordance with
Act No. 340/2015 Coll., on Registry of Contracts, this
Agreement and/or any amendment to it, will be published
on the Contract Registry within thirty (30) days from the
date of last signature of this Agreement and/or any
amendment to it. The parties agree that if publication on
the Contract Registry is required, Institution will, in
accordance with applicable law and this Section 13.10,
make such publication, including this Agreement, its
attachments (excluding the Protocol) and any future
amendments thereto within the above-mentioned thirty (30)
day time period. Institution will limit what it publishes on
the Contract Registry to the information it is required to
publish by the act referenced above.

The Agreement shall not disclose any personal data of
natural persons, which are not publicly available in public
registers, Confidential Information pursuant to this
Agreement, as well as trade secrets, which the Contractual
Parties agreed on, pursuant to provisions of § 504 of the
Civil Code, as follows: Study Protocol and Study design,
detailed budget, number of Subjects and their remuneration,
duration of the Study, detailed information on the insurance
of the Sponsor.

For the purpose of publication of this Agreement in
accordance with this paragraph, CRO shall provide the
Institution with a revised version of the Agreement in a
machine-readable format (ideally in .pdf format).

The Institutionshall publish the Agreement in the Register
of Contracts and shall inform the CRO about the
publication at: .email : Smlouvy@parexel.com

14.9.V rozsahu pozadovaném zakonem ¢islo 340/2015 Sb.
0 registru smluv a v souladu s timto zdkonem bude tato
smlouva a/nebo veSkeré dodatky k ni, zvefejnény v
Registru smluv, a to do tticeti (30) dnu od data, kdy tuto
smlouvu a/nebo prislusny dodatek podepiSe posledni
smluvni strana. Smluvni strany se dohodly, Ze pokud je
vyZadovano zvetrejnéni v Registru smluv, provede toto
zveiejnéni v souladu s ustanovenim platnych zakona a
tohoto ¢lanku 13.10.Poskytovatel. To se tykd jak této
smlouvy, tak jejich ptiloh (s vyjimkou protokolu) a
veSkerych ptipadnych budoucich dodatka k témto
dokumentam. Zvefejnéni musi byt provedeno ve shora
uvedené lhuté triceti (30) dni. Poskytovatelse zavazuje
zvetejnit v Registru smluv pouze informace, které ma
povinnost zverejnit na zaklad¢ ustanoveni shora uvedeneho
zékona.

Ve smlouvé nebudou zveiejnény Zadné osobni Udaje
fyzickych osob, které nejsou verejné dostupné ve verejném
rejstiiku, davérné informace dle této smlouvy, a dale pak
obchodni tajemstvi, které si smluvni strany sjednavajici ve
smyslu ust. 8 504 obcanského zakoniku takto:: protokol a
design studie, detailni rozpocet, pocet subjektt hodnoceni a
jejich odmeénovani, délka trvani studie, detailni informace o
pojisténi zadavatele/.)

Za Ucelem zvetejnéni této smlouvy ve smyslu tohoto
odstavce poskytne CRO Poskytovateli revidovanou verzi
smlouvy ve strojové ¢itelném formatu. (idedIné v .pdf)
Uvetejnéni smlouvy v registru smluv provede Poskytovatel,
a o0 zvefejnéni bude CRO informovat na: email:
smlouvy@parexel-com

15. TERMINATION

15. UKONCENI PLATNOSTI SMLOUVY

15.1  This Agreement will become effective upon the last

15.1.Tato smlouva nabyva platnosti k datu, kdy sviij podpis
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date of signature by the parties andeffective by the date of
Register of Contracts 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 without cause
upon thirty (30) days prior written notice to Institution and
immediately upon written notice to Institution upon any of
the following occurrences:

@) Institution has failed to cure a breach to this
Agreement within thirty (30) days of receipt of
written notice specifying such breach; or

(b) the individual serving as Investigator becomes
personally unavailable to conduct the Study and a
CRO- approved replacement has not been

identified by Institution; or

(c) if two months after shipment of the Investigational
Products, 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 EC or competent

regulatory authority at Institution ; or

(e) the audit or regulatory inspection identifies a
serious breach or lack of compliance withthis
Agreement; or

0] if any of the circumstances permitting termination
pursuant to Section 12.1 occur.

ptipojila posledni ze v3ech jejich smluvnich stran a
ucéinnosti dnem zvetejnéni v Registru smluv, a jeji platnost
a ucinnost trvd po celou dobu provadeéni Klinického
hodnoceni v souladu s ustanovenim protokolu, pokud
nebude predcasné ukoncena v souladu s ustanovenim
tohoto ¢lanku této smlouvy.CRO miZe tuto smlouvu
vypovédét bez udani davodu, a to s triceti (30) denni
vypovédni dobou, na zékladé pisemné vypovédi zaslané
Poskytovateli, a to v nasledujicich ptipadech:

(@) poskytovatelnezjednal népravu pii porudeni
ustanoveni této smlouvy do tticeti (30) dnu od
obdrZzeni pisemného upozornéni na konkrétni
poruseni smlouvy; a/nebo

(b) stavajici zkouSejici neni schopen dale
pokracovat v provadéni klinického hodnoceni a
poskytovateli se nepodaftilo ziskat nahradniho
zkousejiciho, kterého by CRO schvélila; nebo

(c) pokud do dvou mésica po dodani studijniho
Iéciva nesplni zkou3ejici cilovy pocet zafazenych
subjekta do klinického hodnoceni dle ptilohy A
nebo pokud do klinického hodnoceni zaradi tak
nizky pocet subjektd, ze CRO muZe duvodné
predpokladat, Ze se do klinického hodnoceni
nepodaii zaradit cilovy pocet subjekta dle ptilohy
A; nebo

(d) orgdn statniho dozoru a/nebo eticka komise
odvolaji své povoleni nebo souhlas s provedenim
klinického hodnoceni u Poskytovatele; nebo

(e) pokud audit nebo kontrola ze strany organa
staitniho dozoru zjisti z&vazné nedostatky v
dodrZovani ustanoveni smlouvy

(F)pokud nastane nekterd z okolnosti dle ¢lanku 14.1,
umoziujici ukonéeni této smlouvy.

15.2  This Agreement may be terminated by Institution,
upon fortyfive)45days’ prior written notice to CRO, for
breach of this Agreement by CRO if the breach is not cured
within thirty (30) days of such notification.

15.2. Poskytovatel muze tuto smlouvu vypovédét na
z&klade pisemné vypoveédi se cCtyricetipéti(45) denni
vypovédni dobou zaslané CRO, a to v ptipadé poruseni
ustanoveni této smlouvy CRO, pokud tato do tticeti (30)
dnt od obdrZeni upozornéni na takové poruSeni nezjedna
napravu.

15.3 If this Agreement is terminated prematurely in
accordance with Section 14.1 or 14.2, Institution shall/must
use its best efforts to:

(@) minimize further costs while maintaining good
medical care of the Subjects; and

15.3. V pripadé piedcasného ukonéeni této smlouvy v
souladu s ustanovenim ¢lanka 14.1 nebo 14.2 se
poskytovatel a zkouSejici zavazuji vyvinout pfimétené Usili
ve smyslu:

a) minimalizace dalSich nakladi, aviak s ohledem na
zachovani fadné zdravotni péce o subjekty
hodnoceni; a
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(b) immediately stop enrolling subjects into the
Study and cease administering Investigational
Products to Subjects and conducting Study
procedures on Subjects, to the extent medically
advisable.

b) neprodlen¢ ukonéit ndbor subjektt do Klinického
hodnoceni a piestat podavat studijni Iécivo
subjektim hodnoceni a provadét lékarské zakroky
predepsané pro klinické hodnoceni na subjektech
hodnoceni, pokud je to z lékaiského hlediska
vhodné.

154  Termination of this Agreement by either 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.

15.4 Vypovézeni této smlouvy kteroukoli smluvni stranou
neovliviiuje prdva a povinnosti smluvnich stran vzniklé
pred datem nabyti Gc¢innosti vypovédi této smlouvy.
VSechna ustanoveni této smlouvy, kterd by méla mit
pretrvavajici platnost i po ukonéeni platnosti této smlouvy,
aby byl naplnén jejich zamySleny pravni vyznam, maji
pretrvavajici platnost i po ra&dném ¢i predcasném ukonceni
této smlouvy.

16. INDEPENDENT CONTRACTOR

16. VZTAH NEZAVISLEHO DODAVATELE

16.1  The relationship of Institution to CRO is that of
independent contractor.  Institution shall perform the
Services only as independent contractor and nothing
contained herein shall be construed to be inconsistent with
that relationship or status. Institution 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. No party is authorized or empowered
to act as agent for any other party for any purpose and will
not, on behalf of another party, enter into any contract,
warranty or representation as to any matter.

16.1. Vztah Poskytovatele vacéi CRO je vztahem
nezavislého dodavatele. Poskytovatelposkytuje své sluzby
na zakladeé této smlouvy jako nezavisly smluvni partner a
Zadné z ustanoveni této smlouvy neni s timto vztahem v
rozporu. Poskytovatela vSichni ostatni ¢lenové tymu
provad¢jici klinické hodnoceni nejsou zaméstnanci ani
zéstupci CRO, a z tohoto davodu nemaji narok na Zadné
zaméstnanecké vyhody poskytované CRO. Zadna ze
smluvnich stran nemé pravo jednat jako zastupce druhé
smluvni strany, ani jménem druhé smluvni strany a nesmi
jménem druhé smluvni strany uzavirat Z&dné smlouvy,
poskytovat zaruky ¢i jakakoli prohlaseni.

16.2  Institution 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 of its obligations
hereunder, and Institution shall remain fully liable for all
acts and omissions of any such subcontractor.

16.2. Bez predchoziho pisemného souhlasu CRO nesmi
poskytovatelvyuZit k plnéni svych povinnosti dle této
smlouvy sluzeb Zadného subdodavatele. Udéleni takového
souhlasu v3ak PoskytovatelenezproStuje jejich povinnosti
dle této smlouvy a Poskytovatelnese plnou odpovédnost za
vSechny skutky ¢i pochybeni svych subdodavatelu.

16.3  This Agreement shall not constitute, create or in
any way be interpreted as, a joint venture, partnership, or
business organization of any kind.

16.3.Tato smlouva nezaklada, neptedstavuje ani ji nelze
vykladat jako zaloZeni spole¢ného podniku, uzavieni
partnerstvi ¢i zaloZeni obchodni organizace jakéhokoli
druhu.

17. CONTRACTUAL

17. SMLUVNI NALEZITOSTI

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

17.1.Nadpisy jednotlivych ¢lanka této smlouvy slouZi
pouze k usnadnéni orientace a neptedstavuji pravni
podstatu této smlouvy.

17.2  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.

17.2 Pokud bude n¢které z ustanoveni této smlouvy soudem
prohlaSeno za nezadkonné, neplatné nebo nevymahatelné,
nebude tim dotcena platnost a vymahatelnost ostatnich
ustanoveni této smlouvy.
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17.3  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.

17.3. V ptipadé, Ze nekterd ze smluvnich stran netrva i
nevymaha dodrZovani nekterych ustanoveni této smlouvy,
neznamena to, Ze by se téchto ustanoveni vzdala nebo se
jich ztekla a vSechna tato ustanoveni ztstavaji i nadale plné
platnd a (¢inna.

17.4  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.

17.4. Osoby podepisujici za jednotlivé smluvni strany tuto
smlouvu prohladuji a ruci za to, Ze maji jsou opravnény
jménem prislusnych smluvnich stran uzaviit tuto smlouvu
za zde uvedenych podminek.

17.5  No 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. However,
the concerned contractual Party must immediately notify
the other contractual Party any risk of breach of obligations
under this Agreement.

17.5. Zadna ze smluvnich stran neni odpovédna za
nedodrZeni ustanoveni této smlouvy, pokud k nému doslo v
dusledku stavky, nepokoji, nepratelskych utoku, valek,
poZaru, teroristickych ¢ina, zasaht vy38i moci, dmrti
zkousejiciho nebo z jakékoli jiné pticiny mimo p¥imétenou
kontrolu doty¢né smluvni strany. Hrozba nedodrZeni
povinnosti vyplyvajicich z této smlouvy dle tohoto
odstavce viak musi byt ozndmena druhé smluvni strané
neprodleng.

17.6  This Agreement may not be assigned by Institution
without the prior written consent of CRO. CRO may
assign, in whole or in part, the discharge of obligations it
assumed under this Agreement to any of its Affiliates or
any other entity contracted by SPONSOR and designated
to take over CRO obligations and rights under this
Agreement, without releasing CRO from its responsibility
for the appropriate performance of such assigned
obligations towards Institution. Institution acknowledges
and accepts that PAREXEL enters into this Agreement as
SPONSOR’s appointed designee to manage the Study.
SPONSOR may at any time and upon written notice to
Institution, assume (or have one of its Affiliates assume)
the duties and functions, and the obligations and rights of
CRO under this Agreement or substitute PAREXEL with
another independent contractor. For avoidance of doubt,
any assumption of the obligations and rights of PAREXEL
under this Agreement by the SPONSOR (or one of its
Affiliates) or another independent contractor will be from
and after the effective date of such written notice to the
Institution.

17.6. Poskytovatel nesmi tuto smlouvu postoupit na Zadny
tieti subjekt bez ptedchoziho pisemného souhlasu CRO.
CRO ma prévo postoupit veSkeré své povinnosti na
z&klad¢ této smlouvy nebo jejich ¢ast na kteroukoli ze
svych sesterskych spolec¢nostinebo jakykoliv jiny subjekt
smluvné urcenyZadavatelelem a povéreny Kk prevzeti
zdvazka a prdv CRO podle této smlouvy., aviak za
predpokladu, Ze takové postoupeni CRO nezbavuje
odpovédnosti za t&dné plnéni téchto postoupenych
smluvnich povinnosti viaci Poskytovateli.  Poskytovatel
bere na védomi a souhlasi s tim, Ze spole¢nost PAREXEL
uzavira tuto smlouvu jako oprdvnény  zéstupce
ZADAVATELE pro vedeni Klinického hodnoceni.
ZADAVATEL muaZe kdykoli, na zéakladé¢ pisemného
ozndmeni doru¢enému Poskytovateli, pievzit sam (nebo
nechat nékterou ze svych sesterskych spole¢nosti pievzit)
povinnosti a prava CRO, na zéklad¢é této smlouvy, nebo
nahradit spolecnost PAREXEL jinou nezavislou smluvni
vyzkumnou organizaci. Aby se piedeSlo pochybnostem,
jakékoli prevzeti povinnosti a prav spole¢nosti PAREXEL
na zaklad¢ této smlouvy ZADAVATELEM (nebo jeho
sesterskou spole¢nosti) nebo jinou nezavislou smluvni
vyzkumnou organizaci plati, Ze za datum 0cinnosti
takového prevzeti se povazuje datum doruceni piislusného
pisemného oznameni Poskytovateli.

17.7  Each provision in this Agreement is independent
and severable from the others, and no provision will be
rendered unenforceable because any other provision is
found by a proper authority to be invalid or unenforceable
in whole or in part. If any provision of this Agreement is
found by such an authority to be invalid or unenforceable in

17.7 VSechna ustanoveni této smlouvy jsou samostatna a
oddélitelnd od ostatnich a Zadné z ustanoveni této smlouvy
se nestane nevymahatelnym z davodu castecné ¢i uplné
neplatnosti nebo nevymahatelnosti jiného ustanoveni této
smlouvy. Pokud se n¢které z ustanoveni této smlouvy stane
zcela nebo césteéné neplatné nebo nevymahatelné, bude
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whole or in part, such provision will be changed and
interpreted so as to best accomplish the objectives of such
unenforceable or invalid provision and the intent of the
parties, within the limits of Applicable Law.

toto ustanoveni nahrazeno, v mezich moZnosti stanovenych
platnymi  z&kony, ustanovenim novym, platnym a
vymahatelnym, které se z hlediska pravniho vyznamu co
nejvice blizi puavodnimu neplatnému ustanoveni a
pavodnimu zaméru smluvnich stran.

17.8  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 both parties.

17.8. Tato smlouva ptedstavuje UpIné a kone¢né ujednani
mezi smluvnimi stranami ve véci predmétu této smlouvy a
nahrazuje a ukoncuje vSechna piedchozi a/nebo stavajici
pisemnd i ustni vyslovna ¢i domnéla ujednani mezi
smluvnimi stranami ve véci predmétu této smlouvy. Tuto
smlouvu Ize ménit ¢i upravovat pouze formou pisemnych
dodatki, podepsanych vSemi smluvnimi stranami.

17.9. Except as otherwise expressly provided in this
Agreement, all notices must be in writing and sent to the
address for the recipient set forth below or at such other
address as the recipient may specify in writing under this
procedure. All notices must be given (a) by personal
delivery, with receipt acknowledged; or (b) prepaid
certified or registered mail, return receipt requested; or (c)
by prepaid recognized express delivery service. Notices
will be effective upon receipt or at a later date stated in the
notice.

To CRO:

PAREXEL International (IRL) Limited
One Kilmainham Square

Inchicore Road

Kilmainham

Dublin 8

Ireland

Attn: 235741 Study

To Institution:

Fakultni nemocnice v Motole s
secretariat namestka pro LPP,
Attn:

V Uvalu 84

150 06 Praha 5

Ceska republika

Email:

17.9.-Pokud neni vyslovné uvedeno v této smlouvé jinak,
musi mit veSkera oznameni pisemnou formu a musi byt
odeslana na shora uvedenou adresu prislusného piijemce
nebo na adresu, kterou ptislusny ptijemce predtim pisemné
urcil pro prijimani takovych ozndmeni. VSechna ozndmeni
musi byt doruc¢ena (a) osobnim doru¢enim s potvrzenim
ptijmu; nebo (b) doporucenou postou s doru¢enkou; nebo
(c) predplacenou uznavanou expresni doruc¢ovatelskou
sluzbou s potvrzenim o doruceni. Ozndmeni nabyva
ac¢innosti dnem doruceni nebo k pozdéjSimu datu, které je v
doty¢ném oznadmeni uvedeno:

CRO:

PAREXEL International (IRL) Limited
One Kilmainham Square

Inchicore Road

Kilmainham

Dublin 8

Irsko

Attn: Study Studie 235741

To Institution:

Fakultni nemocnice v Motole,
secretariat namestka pro LPP,
kontaktni osoba:

V Uvalu 84

150 06 Praha 5

Ceska republika

Email:

17.11 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.

17.11.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.

17.12 This Agreement is executed in five (5)
counterparts, with one (1) counterpart for the Institution,
one (1) counterpart for the Investigator and one (3) for the

17.12. Tato smlouva je vyhotovena ve péti (5) stejnopisech,
pticemZ jeden (1) stejnopis obdrZi Poskytovatel, jeden
hlavni zkouSejici a tti (3) CRO. KaZdy z téchto stejnopist

235741_BGB-A317-301_CZE_420010 CSA Institution Bilingual 20181012 1,0
Page 22 of 28




CRO. Each counterpart shall be deemed to be an original,
and all of such counterparts shall together constitute one
and the same Agreement.

je povaZzovan za originalni dokument a piedstavuje tuto
smlouvu.

17.13. The parties agree that this Agreement and legal
relationship arising from 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 Czech Republic will
have sole jurisdiction over the litigation.

17.13. Smluvni strany se dohodly, Ze se tato smlouva a
pravni vztahy z ni vyplyvajici fidi pravnim fadem Ceské
republiky, bez ohledu na konfliktni ustanoveni jednotlivych
zakond. V piipadé, Ze bude spor piednesen soudu, jsou
mistem soudni ptisluSnosti vyhradné mistné ptislusnée
soudy Ceské republiky.

17.14. Upon signature of the present Agreement, each
Party hereto declares that it has been informed and it
consents to its personal information being used upon
entering into and executing the contractual relationship
between the same Parties. This information may also be
disclosed to third parties in Czech Republic and/or abroad,
including outside the European Union, if such disclosure is
necessary for the purposes of fulfilling the rights and
obligations related to the execution of this Agreement.

The Parties also acknowledge their own rights related to the
privacy rules. The terms as per the present article fulfil the
information and consent requirements set forth in current
regulations on processing personal data.

17.14. Podpisem této Smlouvy vSechny Smluvni strany
stvrzuji, Zze byly radn¢ informovéany o zpusobu vyuZivani
svych osobnich informaci pro udcely pInéni smluvnich
vztahi mezi Smluvnimi stranami a Ze s timto pouZitim
svych osobnich informaci souhlasi. Informace mohou byt
také sdélovany tietim stranam v Ceské republice a/nebo v
zahranic¢i, véetné zemi mimo Evropskou unii, pokud je
takové sdéleni nezbytné pro Ucely splnéni zakonnych
povinnosti v souvislosti s pInénim této Smlouvy.

Smluvni strany také berou na védomi sva vlastni prava
tykajici se ochrany soukromi. Ustanoveni tohoto ¢lanku
spltuji informa¢ni povinnost a povinnost ziskani souhlasu
na zaklade¢ aktualné platnych zakonu o zpracovani osobnich
Udaja.

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

NA DUKAZ CEHOZ smluvni strany této smlouvy
vyjadrily svym podpisem na vSech trech stejnopisech svuj
souhlas se znénim smlouvy dle zde uvedenych podminek.

(1) PAREXEL International

(IRL) Limited :

(Signature of Authorized Official)

(Typed or Printed Name) Date / Datum
(2 Fakultni nemocnice v

Motole:

(Signature of Authorized Official)

(, feditel Fakultni nemocnice v Motole)

Date/ Datum

235741_BGB-A317-301_CZE_420010 CSA Institution Bilingual 20181012 1,0
Page 23 of 28




The undersigned., as the Investigator(s), hereby
acknowledge that I/we have duly familiarized
myself/ourselves with the contract and the relevant
documentation relating to the clinical trial of the drug and
undertake to ensure compliance with all obligations arising
from them. l/we further undertake not to disclose any
information relating to this clinical trial without prior
written consent of the Sponsor, to keep confidential all
provided information, to consider such information
confidential and to refrain from any use of such
information and results for a purpose other than for this
clinical trial. As the Investigator(s), I/we agree with the
Sponsor (and CRO, if applicable) collecting, using,
processing and disclosing my/our personal data, including

the name, qualification and clinical trial experience,
financial data (including, but not limited to the received
remuneration and financial compensation), as well as any
other personal data for administrative purposes related to
the clinical trial, or for the purpose of presenting such data
to ethics committees and public authorities, and undertake
to procure such consent from all co-investigators and any
other study team members.

By

NiZze podepsand zkouSejici potvrzuji, Ze jsem se radné
seznamil se smlouvou a prislusnou dokumentaci ke
klinickému hodnoceni léc¢iva a zavazuji se zajistit
dodrZovani povinnosti z nich vyplyvajicich. Déale se
zavazuji nezverejiiovat informace tykajici se predmétného
klinického hodnoceni bez predchoziho pisemného souhlasu
zadavatele, zachovévat mlcenlivost o vSech poskytnutych
informacich, povaZovat tyto za duaverné a zdriet se
jakéhokoliv jiného uZiti techto informaci a vysledkii nez pro
ucely tohoto Klinického hodnoceni. Jako zkou3ejici
souhlasim s tim, Ze zadavatel (a pops. i CRO) bude/budou
shromaZdovat, pouZivat, zpracovivat a zverejiovat mé
osobni Udaje, vcetné jména, kvalifikace a zkuSenosti
v klinickém hodnoceni, mé finan¢ni Gdaje vztahujici se
mimo jiné k obdrZené odmeéné a financni nahrade a dalSi
osobni Udaje k administrativnim Ucelim v souvislosti
s klinickym  hodnocenim, pop7.  k poskytnuti  etickym
komisim a statnim Gradim a zavazuji se zajistit tento
souhlas i od spoluzkou3ejicich a ostatnich ¢len: studijniho
tymu.

Podpis :
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Exhibit B — Definitions

Priloha B - Definice pojmi

“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.

"Sesterskd spolec¢nost” ve vztahu k nékteré ze
smluvnich stran této smlouvy znamena firmu,
partnerstvi nebo jakykoli jiny subjekt, ktery piimo ¢i
nepiimo danou smluvni stranu ovlada, je ji ovladan
nebo je s doty¢nou smluvni stranou pod spole¢nym
ovladanim.  Pro ucely této definice pojem "ovladat"
znamena vlastnit vice neZ padeséati (50) procentni podil
na akciich s hlasovacimi pravy nebo mit vice nez
padeséati (50) procentni rozhodovaci pravomoc v
doty¢né spolecnosti, partnerstvi ¢i subjektu. Vyznam
pojmu "ovladany" Ize vysvétlit stejnym zptisobem.

“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
the Study, the Services, or this Agreement, However, as
far as the Institution's obligations are concerned, the
Institution is only bound by these Applicable
Regulations to the extent of their compliance with legal
regulation of the Czech Republic.

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.

"Platné zékony" jsou vSechny mezinarodni, narodni,
federalni, statni, krajske, okresni ¢i mistni zékony,
smérnice, predpisy, pozadavky, normy, kodexy ¢i
narizeni, kterd se vztahuji na jednotlivé smluvni strany
nebo na klinické hodnoceni, sluzby, tuto smlouvu,
aviak co se tyce povinnosti Poskytovatele, je témito
predpisy vazan vzdy maximalné v rozsahu jejich
shody s pravnim tadem Ceské republiky. Patii sem
také aktualné platné zésady spravné klinické praxe
Mezinarodni konference o harmonizaci technickych
poZadavki na registrace humannich lécivych
ptipravku - ¢lanek E6: Pokyny pro spravnou klinickou
praxi a platné znéni Helsinské deklarace Svétové
Iékatské asociace a téZ piedpisy pro spravnou vyrobni
a laboratorni praxi a predpisy, kterymi se fidi
shromazdovani a zpracovani osobnich  Gdaju,
odebirdni a uchovavani vzorka lidskych tkéani a
zpracovani a testovani DNA.

“Biological Samples” means blood, fluid and/or tissue
samples collected from Subjects as may be set forth in
the Protocol, and tangible materials directly or indirectly
derived from such samples.

“Biologické vzorky” predstavuji vzorky krve,
télesnych tekutin a/nebo tkani odebiranych subjektam
hodnoceni na zaklad¢ ustanoveni protokolu a veSkeré
hmotné materidly, které jsou z téchto vzorkt piimo ¢i
neptimo odvozeny.

“Completed Subject” means any Subject who has

"Dokonceny pacient” je kazdy léceny pacient, ktery

completed the prescribed course of treatment for a | dokoncil lé¢bu piedepsanou v ramci klinického
subject in the Study in accordance with the Protocol. hodnoceni, v souladu s protokolem.

“Confidential Information” refers to any and all non- | "Davérné informace" jsou vSechny neveiejné
public information which is (a) provided, disclosed or | informace, které (a) byly jménem CRO nebo

submitted by or on behalf of CRO or SPONSOR to
Institution or Investigator; or (b) generated, learned or
otherwise obtained by Institution or Investigator during
the conduct of the Study. For the purpose of clarity and
without limiting the generality of the foregoing,
Confidential Information includes the financial terms of
this Agreement, all approvals and correspondence with
or from an EC or other entities with oversight

ZADAVATELE poskytnuty, sdéleny nebo piedany
Poskytovateli nebo zkouSejicimu; nebo (b) odvozeny,
zjisteny  nebo  jakymkoli  jinym  zpasobem
Poskytovatelem nebo  zkou3ejicim  ziskany v
souvislosti s provadénim klinického hodnoceni. Pro
zamezeni pochybnostem a aniZz by tim byla dotéena
vSeobecnost vySe uvedeného ustanoveni, se za
duvérné informace povaZuji také finan¢ni ustanoveni
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responsibilities for the Study, including or data safety
monitoring committees, and all Study Results.

této smlouvy, vesSkeré souhlasy a korespondence s/od
kontrolni komise zdravotnického zatizeni (EK) nebo
ostatnich organt statniho dozoru nad provadénim
klinickych hodnoceni,

a vybora pro monitoring bezpec¢nosti dat a také
veSkeré vysledky klinického hodnoceni.

“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.

“PoruSenim bezpec¢nosti dat” se rozumi: (a) ztrata
nebo zneuZziti osobnich udaju (jakymkoli zpasobem);
(b) nedbalé, neoprdvnéné a/nebo  nezdkonné
zpracovani, sdéleni, zptistupnéni, zmeéna, pievod,
prodej, prondjem, zniceni ¢i vyuZiti osobnich Gdaja;
nebo (c) jakykoli jiny skutek ¢i pochybeni, které
ovliviiuje bezpe¢nost, davérnost ¢i celistvost osobnich
udaju.

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

“eCRFs/CRFs” (Electronic Case Report Forms/Case
Report Forms) jsou papirovée nebo elektronické
dotazniky, které poskytovatela zkouSejici pouZivaji v
souladu s ustanovenim protokolu pro zaznamenavani
Udaju o subjektech hodnoceni (z&znamy pacienta).

“Cooperate” means to assist in completing a specified
end or purpose, as much as possible.

"Poskytnout maximalni moznou soug¢innost" znamena
pomahat pri dokonéeni konkrétniho tkonu nebo cile.

“Investigational Products” means the Study Drug and
the comparator drug, ibrutinib.

"Hodnocené ptipravky" timto pojmem se rozumi
studijni lécivo a srovnavaci lécivo ibrutinib.

“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.

"Zkousejici" je fyzickd osoba uvedena v odstavci (3)
Uvodnich ustanoveni této smlouvy a jedna se o osobu
odpovédnou za provedeni klinického hodnoceni u
Poskytovatele. Pokud je Kklinické hodnoceni
provadéno vzatizeni poskytovateletymem nékolika
osob, je zkouSejici odpovédny vedouci tohoto tymu a
muZe byt nazyvan téz hlavnim zkousejicim.

“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.

"Formulat pro zkouSejiciho (IRF)" je formulat
obsahujici informace, které finan¢ni Usek firmy
PAREXEL potiebuje k tomu, aby mohl tadné
zpracovavat vyplaty odmén danému ptijemci odmeny.

“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.

“Osobni Gdaje” jsou vSechny informace tykajici se
totoZznosti nebo  ztotoZnitelnosti  fyzické osoby.
Ztotoznitelna fyzick& osoba je osoba, jejiz totoZnost
lze piimo ¢i  nepfimo urcit, zejména dle
identifikacniho ~ ¢isla  nebo  jinych  télesnych,
fyziologickych, duSevnich, ekonomickych, kulturnich
¢i ekonomickych parametri.

“Process” or “Processing” 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

Zpracovani" znamenad operaci nebo soubor operaci
provadénych s osobnimi Udaji (jak automaticky tak
manualng), jako jsou naptiklad sbér, nahravani,
téidéni, uskladnéni, ptizpusobeni, zména, vyjmulti,
zkoumani, pouZivani, predavani formou pienosu,
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transmission, dissemination or otherwise making
available, alignment or combination, blocking, erasure
or destruction.

distribuce ¢i jakymkoli jinym zpasobem umoZziujicim
zpiistupnéni téchto informaci, srovnani, slouceni,
zablokovani, vymazani nebo likvidace.

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

"HIaSeni" je zprdva nebo zpravy, které prislusné
organy statniho dozoru vyZaduji pro ucely uzavieni
klinického hodnoceni.

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

"Zdroje" jsou prostory a vybaveni pouZivané pro
provadéni klinického hodnoceni.

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

"Sluzby" jsou sluzby poskytované Poskytovatelem,
zkousejicim a/nebo tymem provadéjicim klinické
hodnoceni na zaklad¢ této smlouvy.

“Study Instructions” means any written document, other
than the Protocol, issued by 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 CRO to
Institution and/or Investigator by personal delivery, fax,
e-mail, registered post, certified post or courier.

"Pokyny pro provadéni klinického hodnoceni jsou
vSechny pisemné dokumenty, jiné nez protokol,
vydané CRO, které se tykaji klinického hodnoceni a
které poskytuji dalsi informace a/nebo pokyny jak maji
poskytovatela zkouSejici klinické hodnoceni provadét.
Pokyny pro provéadéni klinického hodnoceni mohou
byt CRO poskytovateli a/nebo zkouSejicimu piedany
formou osobniho dorucgeni, faxem, elektronickou
poStou, doporucenou poStou s doruéenkou nebo
kuryrem.

“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.

Osoby podilejici se na provadéni  Kklinického
hodnoceni/ studijné team" je tym, ktery zahrnuje
zamgstnance  Poskytovatele, zkouSejiciho a/nebo
smluvni partnery Poskytovatele a/nebo zkousejiciho,
ktefi se podili na provadeni Klinického hodnoceni,
vcetné viech ostatnich smluvnich partneri, zastupcu ¢i
zamgstnanct Poskytovatele a/nebo zkousejiciho, kteti
poskytovateli  poskytovatelia/nebo  zkouSejicimu
pomahaji s provadénim Kklinického hodnoceni.

“Study Results” refers to any and all data, information,
and reports generated as a result of conducting the
Study. Subject medical records are not included in
Study Results.

"Vysledky klinického hodnoceni* jsou veSkera data,
informace a zpravy vytvoiené v souvislosti s
provadénim Kklinického hodnoceni. Lékaiské zaznamy
predmétd  nejsou  soucasti  vysledki  klinického
hodnoceni.

“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).

"Spoluzkousejici" je jakakoli fyzickd osoba, ktera je
¢lenem tymu provadgjiciho klinické hodnoceni a ktera
je podtizena zkouSejicimu u Poskytovatele, a kterd
provadi dulezitd vySetteni a cinnosti v souvislosti s
klinickym hodnocenim a/nebo pfijima rozhodnuti
tykajici se klinického hodnoceni (naptiklad pomocni
neatestovani lékari, atestovani lékati, pomocni
vyzkumni pracovnici).

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

"Subjekt hodnoceni* je osoba (pacient) ucastnici se
klinického hodnoceni, ktera je uvedena ve formulafi
informovaném souhlasu.
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	(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 under the provisions of 21 C.F.R. § 312.70;
	(b)
	(b) convicted of any of the felonies identified among the exclusion authorities listed on the U.S. Department of Health and Human Services (HHS), Office of Inspector General website, including without limitation 42 U.S.C. 1320a-7; or
	(c) listed on any of the following lists as being suspended, debarred, or  excluded, or otherwise ineligible to participate in Federal procurement or non-procurement programs:
	(i)the List of Excluded Individuals/Entities (LEIE) database (http://oig.hhs.gov/fraud/exclusions/exclusions_list.asp) on the HHS Office of Inspector General website;
	(ii) the U.S. General Services Administration's Excluded Parties List System (EPSL) (sometimes referred to as the “GSA Debarment List”) (
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