CLINICAL TRIAL AGREEMENT
(Institution/Principal Investigator)

This Clinical Trial Agreement (the “Agreement”) is

by and between

PAREXEL International Czech Republic
s.r.0., with Company No: 27160360,Tax ID No:
CZ27160360, represented pursuant to the Power
of Attorney dated 7.December 2010 by, of this
Agreement (hereinafter referred to as ,CRO") a
company organized and existng under the laws of
Czech Republic with its with principal offices
located in the Czech Republic at Sokolovska
651/136a, 186 00 Prague 8, Czech Republic
acting on behalf of Janssen-Cilag International NV
(hereinafter referred to as “Sponsor”) and in
CRO'’s own name

and

Thomayerova nemocnice (“Institution”) with
registered offices located at Videnska 800, 140 59
Praha 4, Czech Republic,Iden.Number: 00064190
, Tax Iden.number: CZ00064190
State funded organization set up by the Ministry
of Health of Czech Republic The full text of the
Foundation Deed No MZDR 17268-1V/2012
Entered in Companies Register: registered by
kept by the Municipal Court in Prague (section Pr,
inset 1043
Represented by: MUDr.Karel Filip, CSc.,MBA

and

("Principal  Investigator”),  affiliated  with
Institution, located at Thomayerova nemocnice.
Videnska 800, 140 59 Praha 4, Czech Repubilic,

is effective as of the date of execution by the last
party to sign below (“Effective Date”).

SMLOUVA O KLINICKEM HODNOCENI
(Zdravotnické zaFizeni/Hlavni zkousejici)

Tato Smlouva o klinickém hodnoceni (,Smlouva"“) je
uzaviena

mezi

PAREXEL International Czech Republic s.r.o.,
IC: 27160360, DIC: CZ27160360, zastoupen na
zakladé pIné moci ze dne 7.12.2010, (dale jen
»Smluvni  vyzkumna organizace™) je spoleCnost
zaloZena a funguiici podle zakonl Ceské republiky_ s
hlavnim sidlem v Sokolovska 651/136a, 186 00
Praha 8, Ceskd republika jednajici jménem
spolec¢nosti Janssen-Cilag International NV (dale jen
~Zadavatel") a vlastnim jménem.

a

Thomayerova nemochnice (,Zdravotnické
zafizeni™) se sidlem v ul. Videfiska 800, 140 59
Praha 4,140 59 Ceska republika

IC:00064190 , DIC:CZ00064190, statni pfispévkova
organizace zfizena Ministerstvem zdravotnictvi CR,
Uplné znéni zfizovaci listiny €.j. MZDR 17268-
IV/2012, zapsana v obchodnim rejstfiku u
Méstského soudu v Praze, oddil Pr, vl. 1043,
Zastoupena: MUDr.Karel Filip, CSc.,MBA, feditel

(,Hlavni zkousejici*) pracujicim ve Zdravotnickém
zafizeni, adresa Thomayerova nemocnice Videfiska
800, 140 59 Praha 4, Ceska republika,

a je ucinna k datu jejiho podepsani posledni smluvni
stranou (,,Datum Gcinnosti*).

Clinical Trial :RIVAROXDVT3002
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Klinické hodnoceni . RIVAROXDVT3002
Hodnocené lécivo : Rivaroxaban
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Protokol “Hodnoceni rizikovych
pacientl uzivajicich Rivaroxaban versus placebo pfi
snizovani rizika zilniho tromboembolizmu po
propusténi z nemocnice (MARINER)”

Cislo EUdraCT 2014-000305-13
Centrum klinického

hodnoceni Thomayerova
nemocnice, Videnska 800, 140 59 Praha 4

Study Product :Rivaroxaban
Protocol "Medically Il Patient
Assessment of  Rivaroxaban
Versus Placebo IN Reducing
Post-Discharge Venous
Thrombo-Embolism Risk
(MARINER)”
EUdraCT number 2014-000305-13
Study Site :Thomayerova
nemocnice, Videnska
800, 140 59 Praha 4
Whereas, CRO/Sponsor has requested
Institution and its employees, and Principal

Investigator, to conduct the Clinical Trial involving
the Study Product according to the Protocol,
Exhibit A of this Agreement (including
subsequent Protocol amendments) and the
Exhibits, which form an integral part hereof; and

Whereas, Institution is equipped and authorized
to undertake the Clinical Trial and Institution and
Principal Investigator have agreed to perform the
Clinical Trial on the terms and conditions
hereinafter set forth.

Now, therefore, in consideration of the premises
and the mutual promises and covenants
expressed herein, the parties agree as follows:

1. Performance of the Clinical Trial
1.1 The parties agree that the Protocol,
including any  subsequent  Protocol
amendments, if not attached hereto but
known to all parties, and the Exhibits form
an integral part of this Agreement.

1.2 Institution and Principal Investigator
agree to use their best efforts and
professional expertise to perform the Clinical
Trial in accordance with the Protocol, all
applicable legal and regulatory requirements,
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Vzhledem k tomu, Ze Smluvni

vyzkumna

organizace/Zadavatel pozadal Zdravotnické zafizeni
a jeji zaméstnance a Hlavniho zkousejiciho o

provedeni  Klinického hodnoceni za

pouziti

Hodnoceného IéCiva v souladu s Protokolem, jez
tvori Prilohu této Smlouvy (vcetné nasledujicich
dodatkd k Protokolu) a s Pfilohami, které tvori

nedilnou soucast této Smlouvy; a

Vzhledem k tomu, Ze Zdravotnické zafizeni je
vybaveno a zmocnéno k provedeni Klinického

hodnoceni a Zdravotnické zafizeni a

Hlavni

zkousejici souhlasi, ze Klinické hodnoceni provedou

za nize uvedenych podminek;

Se nyni proto, s ohledem na vySe uvedené

skutecnosti a vzajemné sliby a ujednani vyjadrené
této Smlouvé, Strany dohodly nasledovné:

1. Provedeni Klinického hodnoceni

1.1 Strany souhlasi, Ze Protokol,

\"

véetné

veskerych naslednych dodatkd k Protokolu,
pokud nejsou k této Smlouvé pfiloZeny, ale
jsou vSem strandm znamy, jakoz i pfilohy této

Smlouvy tvofi jeji nedilnou soucast.

1.2 Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, Ze vyvinou maximalni Usili a vyuZiji
odbornou zplsobilost pfi provadéni Klinického

hodnoceni v souladu s Protokolem,

vsemi

platnymi pravnimi a regulacnimi pozadavky,

uréenymi Casovymi
podminkami této Smlouvy.

harmonogramy
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the identified timelines and the terms and
conditions of this Agreement.

The Clinical Trial shall be performed in
accordance with  authorization  number
Sukis93342/2014 issued by the State Institute
for Drug Control (SUKL), on1.8.2014 , under
the approval of the Ethics Committee for
multicentre Studies number KH/35/5/2014
issued on 14.1.2015 (date) and under the
authorization of the Institution Review Board
(IRB) of the Institution number ......... , issued
on . The aforementioned documents
shall be attached to this Agreement as
Exhibits C,D and E.

The treatment of study subjects shall not
begin until all approvals of Ethics Committees,
authorization of State Institute for Drug
Control (SUKL) and any other approvals
necessary for Clinical Trial commencement
are awarded.

1.3 In the event that the Principal Investigator
becomes no longer affiliated with
Institution, Institution shall provide written
notice to Sponsor and CRO as soon as
possible and at the latest within three (3)
calendar days of such departure. Sponsor
or CRO on behalf of the Sponsor shall have
the right to approve any new Principal
Investigator designated by Institution. The
new Principal Investigator shall be required
to agree to the terms and conditions of this
Agreement. In the event Sponsor does not
approve such new Principal Investigator,
Sponsor may terminate this Agreement in
accordance with Section 2.2 below and
Institution shall take all necessary steps to
accommodate Sponsor’s decision.

If Principal Investigator is to be temporarily
absent from Institution for more than 10
days, but not more than 14 days,
Institution will designate a Sub-investigator
to temporarily supervise the Study on the
Principal Investigator’s behalf. Institution
will document this designation and notify
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1.3

Studie bude provedena v souladu s povolenim ¢.
sikls93342/2014 vydanym Statnim Ustavem pro
kontrolu |éCiv, dne 1.8.2014 , se souhlasem
Etické komise pro multicentrickd klinicka
hodnoceni ¢. KH/35/5/2014 vydanym dne
14.1.2015 (datum) a se souhlasem etické
komise Zdravotnického zafizeni vydanym
dne ......... . Shora uvedena dokumentace bude
k této Smlouveé pfipojena jako jeji Pfiloha C, D a
E této Smlouvy.

Lécba subjektd hodnoceni nebude zahajena,
dokud nebudou obdrZena veskera schvaleni
etickych komisi, souhlas SUKL a jakakoliv jina
svoleni potfebnd k zahdjeni  klinického
hodnoceni.

V pripadé, ze Hlavni zkousejici jiz nebude
ve Zdravotnickém zafizeni nadale pracovat,
Zdravotnické  zafizeni tuto  skuteCnost
Zadavateli a Smluvni vyzkumné organizaci
pisemné oznami co nejdfive, avsak nejpozdéji
do t¥i (3) kalendarnich dnli od jeho odchodu.
Zadavatel nebo Smluvni vyzkumna organizace
jménem Zadavatele bude mit pravo schvalit
nového Hlavniho zkousejiciho jmenovaného
Zdravotnickym  zafizenim.  Novy  Hlavni
zkousSejici musi souhlasit s podminkami této
Smlouvy. V pfipadé, Ze Zadavatel neschvali
tohoto nového Hlavniho zkousejiciho, mize
Zadavatel tuto smlouvu ukoncit v souladu
s ustanovenim 2.2 nize a Zdravotnické zafizeni
podnikne veskeré nutné kroky, aby rozhodnuti
Zadavatele vyhovélo.

Jestlize  Hlavni  zkouSejici  bude  ve
Zdravotnickém zafizeni doCasné nepfitomen
po dobu vice nez 10 dnl, avSsak nejvice 14
dnll, uréi Zdravotnické zafizeni dalsiho
zkousejiciho, ktery bude docCasné jménem
Hlavniho zkousejiciho na Klinické hodnoceni
dohlizet. Zdravotnické zafizeni toto jmenovani
zadokumentuje a oznami ho pisemné
Zadavateli pred jeho zahajenim. Jestlize
Hlavni zkousejici je nebo bude nepfitomen po
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1.4

Sponsor in writing of such designation prior
to its commencement. If Principal
Investigator is, or is to be, absent for more
than 14 days, Sponsor may terminate
Agreement if Institution and Sponsor
cannot agree on a replacement Principal
Investigator within a 14-day period.

Institution and Principal Investigator may
appoint such other individuals and
investigational staff as they may deem
appropriate as co-investigator or
investigational staff to assist in the conduct
of the Clinical Trial. All co-investigators and
investigational staff will be adequately
qualified, timely appointed and an updated
list will be maintained. Principal
Investigator shall be responsible for leading
such team of co-investigators and
investigational staff, who in all respect shall
be bound to the same terms and conditions
as the Principal Investigator under this
Agreement. Institution and Principal
Investigator are responsible for the
services performed by its staff and
undertake in particular to have it executed
by competent persons. In the event that
Institution and/or Principal Investigator use
the services of others to conduct the Study
pursuant to this Agreement, Institution and
Principal Investigator shall be responsible
for ensuring that all are appropriately
licensed and credentialed and in
compliance with the terms of this
Agreement. Institution and Principal
Investigator shall be liable for any breach
of this Agreement by such individuals.

Institution and Principal Investigator shall
ensure that Principal Investigator and
designated staff attend all trainings
conducted by Sponsor, CRO or their
designee in the proper performance of
the Protocol, safety and reporting
requirements, and any other applicable
guidelines relevant to the Study and
performance of the Protocol.
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1.4

dobu vice nez 14 dnl, mlze Zadavatel tuto
Smlouvu ukoncit, jestlize se Zdravotnické
zarizeni a Zadavatel nebudou moci dohodnout
na nahradé Hlavniho zkousejiciho béhem 14
dnd.

Zdravotnické zafizeni a Hlavni zkousejici
mohou ustanovit takové dalsi osoby a studijni
personal, které budou povaZzovat za vhodné

jako spoluzkousejiciho nebo personal v
klinickém  hodnoceni  napomahajici  pfi
provadéni  Klinického hodnoceni. Vsichni

spoluzkousejici a veSkery personal Ucastnici
se klinického hodnoceni budou mit
odpovidajici  kvalifikaci, budou ustanoveni
v€as a bude veden jejich aktualizovany
seznam. Hlavni zkousejici odpovida za vedeni
tohoto tymu spoluzkousejicich a personalu
Ucastniciho se klinického hodnoceni, pricemz
Clenové tohoto tymu jsou ve vSech ohledech
vazani stejnymi podminkami jako Hlavni
zkousejici podle této Smlouvy. Zdravotnické
zarizeni a Hlavni zkouSejici jsou odpovédni za
sluzby poskytované jeho persondlem a
zavazuji se zejména k tomu, Ze tyto sluzby
budou poskytovany kompetentnimi osobami.
V pripadé, Ze Zdravotnické zafizeni anebo
Hlavni zkousejici vyuZziji sluzeb jinych osob k
provadéni Klinického hodnoceni podle této
Smlouvy, budou Zdravotnické zafizeni a
Hlavni zkousejici odpovédni za zajisténi, aby
véechny mély fadné licence, byly fadné
akreditovany a jednaly v souladu
s podminkami této Smlouvy. Zdravotnické
zarizeni a Hlavni zkousejici budou odpovédni
za jakékoliv poruseni této Smlouvy témito
osobami.

Zdravotnické zafizeni a Hlavni zkousSejici
zajisti, aby se Hlavni zkousejici a jim urceni

pracovnici Gcastnili vsech Skoleni
poradanych Zadavatelem, Smluvni
vyzkumnou organizaci a jimi uréenymi

osobami ohledné fadného pinéni Protokolu,
bezpecnosti a povinnosti podavani zprav a
jakychkoliv  ostatnich platnych predpisd
tykajicich se Klinického hodnoceni a pInéni
Protokolu.

Pouziti randomizacnich kodd: Hlavni
zkousejici  provadéjici  zaslepenou  studii
Page 4 of 31
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1.5

Use of Randomization Codes: The
Principal Investigator conducting a
blinded study agrees to maintain the
blinding of the Study Product. The
Principal Investigator understands that
the randomization codes will be released
upon completion of the Clinical Trial and
finalization of the database by Sponsor.
For multi-center studies, data from all
centers are required before the Clinical
Trial is considered complete. Should a
medical emergency occur requiring the
Principal Investigator to break the code

for a specific subject, the Principal
Investigator agrees to notify CRO
immediately.

For the performance of the Clinical Trial,
Sponsor shall provide the Study Product
and CRO shall provide all Clinical Trial
related documents (such as case report
forms) and any materials and equipment
set forth in Exhibit A. Neither Institution nor
Principal Investigator shall make any use of
Study Product and Clinical Trial related
documents, materials and equipment other
than for the performance of the Clinical
Trial in accordance with the Protocol.
Sponsor or the Sponsor’s designee shall
ensure appropriate and timely supply of the
Study Product necessary for the
performance of the Study.

The Study Product shall be supplied, free of
charge, to Institution’s pharmacy.
Institution hereby undertakes to ensure that
the Study Product be stored separately from
other medication in the pharmacy, and its,
inspecting, preserving and dispensing
(hereinafter only “Study Product Handling”)
be performed in compliance with Protocol
and Study Instructions, and the Applicable
Law, as well as the terms and conditions
stipulated by LEK-12 Directive issued by
State Institute for Drug Control.

Institution shall appoint agent/agents
meeting professional qualification criteria for
the medical position of a pharmacist or

Strana 5z 31

1.5

souhlasi s tim, ze bude udrzovat zaslepeni

hodnoceného  |é¢iva.  Hlavni  zkouSejici
souhlasi, 7e randomizacni kody budou
zvefejnény  po  dokonceni  Klinického

hodnoceni a finalizaci databaze Zadavatelem.
U multicentrickych studii jsou vyzadovany
Udaje predtim, nez je Kklinické hodnoceni
povazovano za ukoncené. Pokud by se
vyskytla mimofadnd zdravotni  udalost
vyzadujici, aby Hlavni zkousejici prolomil kod
u urcitého Subjektu hodnoceni, Hlavni
zkousejici souhlasi s tim, Ze tuto skutecnost
ihned ozndmi Zadavateli.

Pro provadéni Klinického hodnoceni Zadavatel

poskytne Hodnocené |écivo a Smluvni
vyzkumna organizace poskytne veskeré
dokumenty souvisejici S Klinickym

hodnocenim (napfiklad zdznamy Subjektl
hodnoceni) a veskeré materidly a vybaveni
uvedené v Priloze A. Zdravotnické zafizeni ani
Hlavni zkousSejici nepouziji Hodnocené lécivo,
dokumenty souvisejici S Klinickym
hodnocenim, materidly a vybaveni jinak, nez
pro provadéni Klinického hodnoceni v souladu
s protokolem. Vhodné a vcasné dodani
hodnoceného léCiva a dokumentl nezbytnych k
provadéni klinického hodnoceni se zavazuje
zajistit ZADAVATEL nebo osoba jim urcena.

Hodnocené Iécivo bude dodano do nemocnicni

lékarny zdravotnického zafizeni. Zdravotnické
zarizeni se zavazuje, ze zajisti, aby hodnoceny
lécivy pfipravek byl ulozen v Iékarné oddélené
od ostatnich léCiv, a aby kontrolovani,
uchovavani a vydavani hodnoceného lécivého
pfipravku (déle jen ,nakladani s hodnocenym
léCivym pfipravkem") probihaly v souladu s
Protokolem, pokyny, , dale se obecné
zavaznymi pravnimi predpisy a se spravnou
lékarenskou praxi a rovnéz dle podminek
stanovenych v pokynu LEK-12  vydaném
Statnim Ustavem pro kontrolu IéCiv.

Zdravotnické zafizeni je povinno urcit osobu(y),
ktera spliiuje odborné predpoklady pro vykon
zdravotnického povolani farmaceuta nebo
farmaceutického  asistenta ve  smyslu
prisluSnych pravnich predpisti, a ktera bude
odpovédna za nakladani s hodnocenym lécivym
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pharmaceutical assistant pursuant to
Applicable law, who shall be responsible for
Study Product Handling and keeping full
records thereon. Immediately after
appointing such agent, Institution shall
notify CRO in writing of the name and
surname of the appointee(s) along with the
appropriate contact details, if applicable.

Investigator hereby undertakes to draw the
Study Product from Institution’s pharmacy in
compliance with the Protocol and in doses
required for each individual Study subject
visit.

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

1.6 Additional Research: Unless it is approved

in writing by Sponsor, Institution and
Principal Investigator shall not conduct any
research not required by the Protocol for
the conduct of the Clinical Trial at or by
Institution (i) on Trial subjects during the
Clinical Trial (including any additional or
(i) on biological samples collected from
Trial subjects during the Clinical Trial or
the data derived there from. Hereinafter,
the research described in the previous
sentence shall be referred to as “Additional
Research”. In any case where Sponsor
gives such approval, the approved
Additional Research shall be considered an
amendment to the original Protocol, or
shall be the subject of another agreement,
and Institution and Principal Investigator
shall conduct all such research in
compliance with all applicable regulations,
including requirements for obtaining
appropriate  EC approval and subject
informed consent a Further, if such
research is conducted notwithstanding the
foregoing restriction, Institution hereby
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1.6

pripravkem a za vedeni  kompletni
dokumentace o této Cinnosti. Zdravotnické
zarizeni je povinno neprodlené po jejim urceni
pisemné oznamit spolecnosti PAREXEL jméno a
pfijmeni uvedené osoby (osob) spolu s
pripadnymi kontaktnimi Gdaji.

Hlavni zkousSejici se zavazuje, ze bude
hodnoceny léCivy pripravek odebirat z Iékarny
zdravotnického zafizeni v souladu s Protokolem
a v davkach potrebnych pro jednotlivé studijni
vizity subjektd hodnoceni

Zdravotnické zafizeni se zavazuje na zakladé

Zadosti ZADAVATELE nebo CRO
provést/zajistit bezpectnou likvidaci
nevyuzitého studijniho lécCiva (jako

nebezpecny odpad) v souladu s ustanovenim
platnych zakond.

Dalsi vyzkum: Neni-li Zadavatelem
pisesmné  schvaleno  jinak, nebudou
Zdravotnické zafizeni a Hlavni zkousejici
provadét vyzkum nevyZzadovany Protokolem
pro provadéni Klinického hodnoceni ve
Zdravotnickém zafizeni nebo Zdravotnickym
zarizenim (i) na Subjektech hodnoceni
béhem  Klinického hodnoceni  (vCetné
jakychkoliv dalSich) nebo (ii) na biologickych
vzorcich odebranych od Subjektl hodnoceni
béhem Klinického hodnoceni. V této Smlouvé
bude vyzkum popsany v predchozi vété
uvadén jako ,Dalsi vyzkum®. V pFipadé, kdy
Zadavatel da takovy souhlas, bude schvaleny
DalSi vyzkum povaZovan za dodatek k
plvodnimu Protokolu nebo bude predmétem
dalsi smlouvy a Zdravotnické zafizeni a
Hlavni zkousSejici budou provadét takovy
vyzkum v souladu s platnymi predpisy,
vCetné pozadavkl pro ziskani pfislusného
souhlasu Etické komise a informovaného
souhlasu Subjektu hodnoceni Dale, pokud
takovy vyzkum bude provadén bez ohledu na
vySe uvedené omezeni, Zdravotnické zafizeni
timto Zadavateli udéluje neodvolatelnou,
celosvétovou, zaplacenou vyhradni licenci
bez licen¢niho poplatku s pravem udélovat
podlicenci k ucinéni, nechani ucinit, pouZziti,
nechani pouzit, prodani, nechani prodat a
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grants to Sponsor an irrevocable,
worldwide, paid up, royalty-free, exclusive
license, with right of sub-license, to make,
have made, use, have used, sell, have
sold, and import any invention that results
from such Additional Research. This
Section shall survive termination or
expiration of this Agreement.
1.7 Sponsor has authorized CRO to provide
support services to facilitate Sponsor’s
oversight, monitoring and administration of
the Study, to provide support services to
facilitate Sponsor’s oversight, monitoring
and administration of the Study in
accordance with applicable law and with this
Agreement. Sponsor has authorized the
CRO to handle Sponsor communications
with the Site and Investigator with respect
to the Study and this Agreement. Upon
written notice to Site and Principal
Investigator, Sponsor may designate other
such organizations to replace or work with
CRO in the performance of such services for
Sponsor, and Site and Investigator will
permit such CRO to perform such delegated
tasks on behalf of Sponsor.

2. Term and Termination
2.1 The term of this Agreement shall begin on
the Effective Date and continue until the
completion of each parties obligations The
parties estimate that the Clinical Trial will
end on (i) June 2017 or (ii) six (6) months
following final database lock, unless sooner
terminated in accordance with the terms
hereof. The parties agree that the term
may be amended by mutual agreement.

2.2 This Agreement may be terminated by
either party at any time in the exercise of
its sole discretion upon twenty (20)
calendar days prior written notice to the
other party for the following reasons:

(i Reasons for Clinical Trial

termination may include but are
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1.7

2.1

2.2

importu jakéhokoliv vynalezu, ktery vyplyva z
takového Dalsiho vyzkumu. Tento clanek
pretrva i po ukonceni této Smlouvy nebo
skonceni jeji Gcinnosti.

Zadavatel povéruje Smluvni vyzkumnou
organizaci, aby poskytovala podptirné sluzby
napomahajici Zadavateli provadét dohled,
monitorovani a spravu Klinického hodnoceni v
souladu s platnymi zakony a touto Smlouvou.
Zadavatel povéfuje Smluvni  vyzkumnou
organizaci, aby vedla komunikaci s Centrem
klinického hodnoceni a Zkousejicim souvisejici
s Hodnocenim a touto Smlouvou. Na zakladé
pisesmného oznameni Centru klinického
hodnoceni a Hlavnimu zkousejicimu mlze
Zadavatel urcit dalSi organizace, aby nahradily
Smluvni vyzkumnou organizaci nebo s ni
spolupracovaly pfi poskytovani sluzeb pro
Zadavatele, a Centrum klinického hodnoceni a
Hlavni  zkousSejici dovoli této  Smluvni
vyzkumné organizaci provadét tyto
delegované ukoly jménem Zadavatele.

Doba ucinnosti a ukonceni smlouvy

Doba ucinnosti této Smlouvy zacne v Den
Ucinnosti a potrva, dokud Klinické hodnoceni
nebude dokonceno az do doby, kdy jednotlivé
strany spini své povinnosti Strany odhaduii,
Ze Klinické hodnoceni skonéi dne (i) Cervna
2017 nebo (ii) Sest (6) mésicd od konecného
uzamceni databaze, nebude-li ukonceno dfive
v souladu s podminkami této Smlouvy. Strany
souhlasi, Ze tato doba Ucinnosti mize byt po
vzajemné dohodé upravena.

Tuto Smlouvu mize kterakoli strana kdykoli
dle svého vyhradniho uvaZeni ukoncit na
zakladé predchozi pisemné vypovédi v délce
dvaceti (20) kalendarnich dnl podané druhé
smluvni stran€, a to z ddvodu:~
Mezi dlvody pro ukonceni
hodnoceni, mimo jiné, patfi::
(iv) poruseni  ustanoveni smlouvy, s
vyjimkou pfipadd, kdy takové poruseni
Ize napravit a kdy je takové poruseni
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2.3

not limited to: breach of
contract, unless such breach — if
capable of remedy - is remedied
within thirty (30) days following
receipt of a written notice asking
the breaching party to remedy the
breach

(i) failure to comply with the Protocol and
applicable laws and regulations

(i) receipt of safety information that
makes it prudent to do so or
(ii) if no subjects have been

recruited at the Study Site within

three (3) months following the

trial initiation at the site.
Notwithstanding the above, CRO may
immediately terminate the Clinical Trial if,
within its sole judgment, such immediate
termination is necessary based upon
considerations of patient safety or upon
receipt of data suggesting lack of sufficient
efficacy of the Study Drug. . Upon receipt
of notice of termination, Institution and
Principal Investigator agree to promptly
terminate conduct of the Clinical Trial to
the extent medically permissible for any
individual who participates in the Clinical
Trial ("Trial Subject”). In the event of
termination hereunder, other than as a
result of a material breach by Institution or
Principal Investigator, the total sums
payable by CRO on behalf of Sponsor
pursuant to this Agreement shall be
equitably prorated for actual work
performed to the date of termination, with
any unexpended funds previously paid by
CRO of behalf of Sponsor to Institution
being refunded to CRO on behalf of
Sponsor.

Institution and Principal Investigator shall
without any delay deliver to CRO or its
designee all data generated as a result of
the Clinical Trial as well as all clinical
specimen collected and shall return to CRO
or destroy upon instructions of the CRO, all
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2.3

(i) obdrzeni

(iii)

napraveno do tficeti (30) dnl poté, co
porusujici  smluvni  strana  obdrzi
pisesmnou Zadost o napraveni daného
poruseni.

0] Poruseni ustanoveni protokolu, platnych

zakon(l a predpisd,

bezpecnostni informace, na
zakladé které je zahodno tak ucinit; nebo
pokud v Centru Kklinického hodnoceni
nebyly zarazeny Zadné  Subjekty
hodnoceni béhem tfi (3) mésicl po
zahajeni Klinického hodnoceni v Centru
Klinického hodnoceni.

Bez ohledu na vySe uvedena ustanoveni mize
Smluvni vyzkumna organizace ihned ukoncit

Klinické hodnoceni na zakladé svého
vyhradniho Usudku, je-li toto okamzité
ukonCeni nezbytné na zakladé uvazeni

bezpecnost pacientl ¢ na zakladé obdrzeni
Udajl naznacujicich nedostateCnou Ucinnost
léCivého pripravku. Zdravotnické zafizeni a
Hlavni zkousejici souhlasi, ze po obdrzeni
upozornéni ohledné ukonceni okamzité ukonci
provadéni Klinického hodnoceni v rozsahu
lékafsky pfipustném pro jakoukoli osobu
Ucastnici se Klinického hodnoceni (dale jen
»Subjekt hodnoceni*). V pfipadé ukonceni v
souladu s touto Smlouvou jinak nez v
disledku zavazného poruseni ze strany
Zdravotnického zafizeni nebo Hlavniho
zkousejiciho budou celkové ¢&astky splatné
Smluvni  vyzkumnou organizaci jménem
Zadavatele podle této Smlouvy spravedlivé
pomérmé rozdéleny za skuteCnou praci
provedenou k datu ukonceni, pricemz jakékoli
nevyCerpané finan¢ni prostiedky predtim
vyplacené Smluvni vyzkumnou organizaci
jménem Zadavatele Zdravotnickému zafizeni
budou vraceny Smluvni vyzkumné organizaci
zastupuijici Zadavatele.

Zdravotnické zafizeni a Hlavni zkousSejici bez
zbyte¢ného odkladu odevzdaji  Smluvni
vyzkumné organizaci nebo ji uréenému
subjektu vSechny Udaje vygenerované v
dlsledku Klinického hodnoceni a také
vSechny odebrané klinické vzorky. Dale
Smluvni vyzkumné organizaci vrati, popfipadé
na zakladé jejich pokynl znici, veskeré
nepouzité Hodnocené lécivo, dokumenty,
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unused Study Product, all documents,
materials and equipment provided by CRO
or Sponsor and all Sponsor Confidential
Information, as defined in Section 7.2
below or in accordance with Exhibit A, at
the earlier of the conclusion of the Clinical
Trial or termination of this Agreement. This
provision does not apply to those
documents that should be maintained and
retained by the Principal Investigator at the
Study Site, as defined in the Protocol and
as requested by applicable laws and
regulations.

2.4 Upon termination, if the Clinical Trial is a
multi-center trial, if possible, upon the CRO
or Sponsor’s request, Principal Investigator
shall refer the Trial Subjects to other trial
sites designated by Sponsor.

3. Ethics Committee (EC) - Informed
Consent - Authorizations

3.1 In accordance with the Ilaws and
regulations applicable at the Study Site,
Sponsor shall be responsible for obtaining
approval of the Protocol and its
amendments, Informed Consent Form,
Clinical Trial recruitment procedures (e.g.
announcements, financial compensation if
any) and any other relevant documents in
connection with the Clinical Trial, from the
appropriate EC prior to commencement of
the Clinical Trial. In the event the EC
requires changes in the Protocol, Informed
Consent Form or Clinical Trial recruitment
procedures, such changes shall not be
implemented until Sponsor and CRO are
notified and the Sponsor or CRO gives its
written approval. The Protocol, the
informed consent form and any advertising
shall not be revised without the prior
written agreement of CRO and EC.

3.2 Institution and Principal Investigator shall
also be responsible for adequately
informing the Trial Subject and for
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materidl a zafizeni poskytnuté Smluvni
vyzkumnou organizaci nebo Zadavatelem a
vSechny D0vérné informace Zadavatele
vymezené nize v ¢lanku 7.2 nebo v souladu s
Prilohou A ke dni ukonceni Klinického
hodnoceni ¢i ukonceni této Smlouvy podle
toho, co nastane dfive. Toto ustanoveni se
nevztahuje na dokumenty, které by mél vést
a uchovavat Hlavni zkouSejici v Centru
klinického hodnoceni, jak je uvedeno v
Protokolu a jak vyzaduji platné zakony a
nafizeni.

2.4. Po ukonceni, jedna-li se o multicentrické
klinické hodnoceni, Hlavni zkousejici na zadost CRO
nebo Zadavatele pokud mozno doporuci Subjekty
studie na jind mista vykonu klinického hodnoceni
urena Zadavatelem.

3.

Eticka komise (EK) — Informovany

souhlas — Povoleni

3.1

3.2

V souladu se zakony a predpisy platnymi v
Centru  klinického  hodnoceni  odpovida
Zadavatel za to, ze pred zahajenim Klinického
hodnoceni pfislusna Eticka komise schvali
Protokol a jeho dodatky, informovany
souhlas, postupy pro nabor Subjekt(
hodnoceni (napf. inzertni oznameni, ptipadné
finanéni kompenzace) a jakékoliv dalsi
relevantni dokumenty souvisejici s Klinickym
hodnocenim. V pfipadé, ze EK pozaduje
zmény v Protokolu, informovaném souhlasu
nebo postupech pro nabor Subjektl
hodnoceni,  nebudou  takové  zmény
provedeny, dokud o tom Zadavatel a Smluvni
vyzkumna organizace nebudou informovani a
dokud k tomu Zadavatel nebo Smluvni
vyzkumna organizace nedaji pisemny souhlas.
Protokol, informovany souhlas a veskerou
inzerci je mozné upravit pouze s predchozim
pisemnym souhlasem Smluvni vyzkumné
organizace a Etické komise.

Zdravotnické zafizeni a Hlavni zkousejici
odpovidaji téZ za to, Zze adekvatné informuji
Subjekt hodnoceni a ziskaji informovany
souhlas podepsany kazdym Subjektem
hodnoceni nebo v jeho zastoupeni, pficemz
tento informovany souhlas schvali Zadavatel

Page 9 of 31

RIVAROXDVT3002_CZ_146 CTA_Inst_Inv_ bilingual_1,0_2015017




obtaining an informed consent form signed
by or on behalf of each Trial Subject, which
informed consent form shall be approved
by Sponsor and the EC, prior to the Trial
Subject’s participation.

The informed consent shall include the right
for Sponsor and its designees and
applicable government authorities to
review raw Study data, including original
subject records, in all monitoring and
auditing activities required to ensure
quality assurance and compliance with the
Protocol as well as all legal and regulatory
requirements.

3.3. CRO shall be responsible for fulfilling all
other authorization formalities related to
the conduct of the Clinical Trial (such as
submitting a clinical trial application) and
related to the manufacturing, supply or
importation of the Study Product, and if
required, for obtaining the written
authorization from the competent health
authorities prior to commencement of the
Clinical Trial.

4. Reporting of Data and Adverse Events

4.1 Principal Investigator and Institution agree
to provide CRO periodically and in a timely
manner with all Clinical Trial results and
other data called for in the Protocol (the
“Data”) on properly completed (written or
electronic) case report forms. All Clinical
Trial results and other data called for in
the Protocol shall be provided to the CRO
in a timely manner on properly completed
(written or electronic) case report forms.

4.2 Electronic Data Capture ("EDC"):
Institution will submit Trial data using the
electronic system provided by the Sponsor
or CRO on behalf of the Sponsor.
Institution shall prevent unauthorized
access to the data by maintaining physical
security of the computers and ensuring that
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3.3.

4.1

4.2

a EK jesté pred ucasti Subjektu hodnoceni
v Klinickém hodnoceni. Informovany souhlas
bude zahrnovat pravo Zadavatele nebo jim
urCeného subjektu a prislusnych statnich
Uradl prezkoumat nezpracované U(daje z
Klinického hodnoceni, vcéetné plvodnich
zaznam{ Subjektl hodnoceni, a to ve vSech
monitorovacich a kontrolnich  ¢innostech
nutnych k zajisténi kvality a dodrzovani
Protokolu, jakoz i vSech pravnich a
regulacnich pozadavkd.

Smluvni vyzkumnd organizace odpovida za
spInéni vSech dalSich formalnich naleZitosti
souvisejicich s  povolenim  provedeni
Klinického hodnoceni (napfiklad predlozeni
Zadosti o povoleni Klinického hodnoceni) a s
vyrobou, dodavanim Ci dovozem
Hodnoceného Iéciva. Bude-li to vyZadovano,
bude odpovidat také za obstarani pisemného
povoleni od prislusnych  zdravotnickych
organ( pred zahajenim Klinického hodnoceni.

Hlaseni adajh a nezadoucich pfihod

Hlavni zkouSejici a Zdravotnické zafizeni
souhlasi s tim, ze budou Smluvni vyzkumné
organizaci pravidelné a vCas poskytovat
vSechny vysledky Klinického hodnoceni a dalsi
udaje vyzadované v Protokolu (ddle jen
LUdaje"), a to prostfednictvim nalezité
(pisemné & elektronicky) vypinénych zédznam(
Subjektd  hodnoceni.  Veskeré  vysledky
Klinického hodnoceni a dalsi Udaje vyZadované
v Protokolu budou dodany Smiuvni vyzkumné
organizaci vCas prostfednictvim  nalezité
(pisemné ¢i elektronicky) vyplnénych zaznamd
Subjektl hodnoceni.

Elektronicka data (,,EDT“) Zdravotnické
zafizeni bude dodavat Udaje tykajici se
Klinického hodnoceni s pouZitim elektronického
systému dodaného Zadavatelem nebo Smluvni
vyzkumnou organizaci jménem Zadavatele.
Zadavatel zabrani neopravnénému piistupu k
Udajim  udrzovanim  fyzické  bezpeCnosti
pocitacll a zajiSténim toho, aby studijni personal
zachovaval v tajnosti sva hesla. Zdravotnické
zarizeni bude také dodrZovat pokyny Zadavatele
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4.3

4.4

5.

investigational staff  maintains  the
confidentiality = of  their  passwords.
Institution shall also comply with Sponsor’s
and CRO'’s instructions for data entry into
the system, which includes that
investigational staff using the system
understands that their electronic signatures
are the legally binding equivalent of
handwritten signatures, and they attest to
the accuracy and completeness of the data
entered.

Principal Investigator/Institution agree to
collect all Trial data in source documents
prior to entering it into the electronic Case
Report Form (“eCRF”), which shall be
completed within @ maximum timeframe of
seventy-two (72) hours of the subject’s
visit. Principal Investigator/Institution also
agree to provide appropriate responses to
queries received within five (5) days of
receipt.

Principal Investigator and Institution also
agree to report to CRO all serious adverse
events immediately but not later than
twenty-four (24) hours after learning of
any serious adverse events and other
important medical events, as identified in
the Protocol, affecting any Trial Subject in
the Clinical Trial. Principal Investigator and
Institution further agree to follow up such
report with detailed, written reports in
compliance with all applicable legal and
regulatory requirements.

Timely, accurate and complete data
submission and query responses are
necessary to ensure payment in accordance
with the Payment Schedule, Exhibit A of
this Agreement.

Monitoring of Clinical Trial — Audit -

Inspections

5.1 Monitoring - Audit
During and after the term of this
Strana 11z 31

4.3

4.4

5.

a Smluvni vyzkumné organizace ohledné
zadavani Udajd do systému, coz zahrnuje, Ze
pracovnici Ucastnici se klinického hodnoceni a
pouzivajici systém védi, ze jejich elektronické
podpisy jsou pravné stejné zavazné jako jejich
vlastnoruéni podpisy a budou ovéfovat
spravnost a Uplnost vkladanych Gdajg.

Hlavni zkousejici/Zdravotnické zafizeni
souhlasi s tim, ze veskeré udaje Klinického
hodnoceni  shromazdi ve  zdrojovych
dokumentech pred jejich vlozenim do
elektronického Zaznamu subjektu hodnoceni
(,eCRF"), coz bude dokonceno v casovém
ramci maximalné sedmdesati dvou (72) hodin
od navstévy Subjektu hodnoceni. Hlavni
zkousejici/ Zdravotnické zafizeni téZz souhlasi,
Ze poskytne prislusné odpovédi na obdrzené
dotazy do péti (5) dni od jejich pfijeti.

Hlavni zkousSejici a Zdravotnické zafizeni také
souhlasi s tim, ze Smluvni vyzkumné
organizaci podaji zpravu bezprostiedng,
avSak nejpozdéji dvacet Ctyfi (24) hodin poté,
co se dozvi o jakychkoli zavaznych
nezadoucich pfihodach a jinych vyznamnych
zdravotnich pfihodach dle popisu v Protokoluy,
které postihnou jakykoli Subjekt hodnoceni.
Hlavni zkousSejici a Zdravotnické zafizeni dale
souhlasi, Ze po této zpravé zaslou podrobné
pisemné zpravy v souladu se vSemi platnymi
pravnimi a regulacnimi pozadavky.

Vcasné, spravné a Uuplné dodani Udaji a
odpovédi na dotazy jsou nutné pro zajisténi
platby % souladu S Platebnim
harmonogramem, tj. Pfilohou A této smlouvy.

Monitorovani Klinického hodnoceni -

Audit - Kontroly

5.1

Monitorovani - Audit

Zdravotnické zafizeni a Hlavni zkouSejici
souhlasi, Ze po dobu ucinnosti této Smlouvy i
po jejim skonceni povoli  zastupcim
zadavatele, smluvni vyzkumné organizace
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Agreement, Institution and Principal
Investigator agree to permit
representatives of Sponsor, CRO and/or the
competent health authorities (including, if
applicable, the US FDA) to examine at any
reasonable time during normal business
hours

(i) the facilities where the Clinical
Trial is being conducted,

(ii) raw Clinical Trial data including
original Trial Subject records, if
allowed under the terms of the
informed consent form and the
applicable laws, and

(ii) any other relevant information
necessary to confirm that the
Clinical Trial is being conducted
in conformance with the Protocol
and in compliance with applicable
legal and regulatory
requirements, including privacy
and security laws and
regulations.

5.2 Inspections

Institution and Principal Investigator shall
without any delay notify Sponsor and CRO
if a competent health authority schedules
or, without scheduling, begins an
inspection and shall without any delay ,
upon issuance, provide CRO a copy of any
health authority’s correspondence resulting
from any such inspection.

5.3 Institution and Principal Investigator agree
to take any reasonable actions requested
by CRO to cure deficiencies noted during
an audit or inspection. In addition, CRO
shall have the right to review and approve
any correspondence to a competent health
authority generated as a result of such
health authority’s inspection prior to
submission by Institution or Principal
Investigator.
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5.2

5.3

6.

anebo pfislusnych zdravotnickych organt
(vCetné, bude-li zapotiebi, Amerického Ufadu
pro potraviny a léky - FDA) prohlédnout v
jakoukoli pfimérenou dobu v bézné pracovni
dobé

(i)  zafizeni, kde je Klinické hodnoceni
provadéno,

(ii) nezpracované udaje z Klinického
hodnoceni, vCetné plvodnich
zaznam{ Subjektl hodnoceni, pokud
to umozni podminky informovaného
souhlasu a platné zakony, a

(iii) jakékoli dalsi relevantni informace
potfebné k potvrzeni toho, Ze
Klinické hodnoceni je provadéno ve
shodé s Protokolem a v souladu s
platnymi pravnimi a regulacnimi
pozadavky, vcetné pravnich predpist
na ochranu soukromi.

Kontroly

Zdravotnické zafizeni a Hlavni zkousejici bez
zbyte¢ného odkladu upozorni Zadavatele a
Smluvni vyzkumnou organizaci v pfipadé, ze
odpovédny zdravotnicky Ufad naplanuje
kontrolu nebo takovou kontrolu provede bez
ohlaseni. Dale Smluvni vyzkumné organizaci
poskytne bez zbyte¢ného odkladu po vydani
kopii korespondence jakéhokoli
zdravotnického Ufadu vyplyvajici z dané
kontroly.

Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, Ze podniknou veskeré pFimérené
kroky vyzadované Smluvni  vyzkumnou
organizaci k napravé nedostatkd
zaznamenanych béhem auditu nebo kontroly.
Smluvni vyzkumna organizace ma rovnéz
pravo pred odeslanim  Zdravotnickému
zafizeni a Hlavnimu zkousejicimu prezkoumat
a schvalovat jakoukoli  korespondenci
zasilanou pfislusnému zdravotnickému organu
vytvofenou v dlsledku takovéto kontroly
zdravotnickym organem.

DodrZovani platnych zakonti
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6.1

6.2

6.3

Compliance with Applicable Laws

Institution agrees to administer and
Principal Investigator shall conduct the
Clinical Trial and maintain records and data
during and after the term of this
Agreement in compliance with all
applicable legal and regulatory
requirements. as well as with generally
accepted conventions such as the
Declaration of Helsinki and the ICH-GCP
guidelines.

Neither party shall perform any actions that
are prohibited by local and other anti-
corruption  laws  (collectively  “Anti-
Corruption Laws”) that may be applicable
to one or both parties to the Agreement.
Without limiting the foregoing, neither
party shall make any payments, or offer or
transfer anything of value, to any
government  official or  government
employee, to any political party official or
candidate for political office or to any other
third party related to the transaction in a
manner that would violate Anti-Corruption
Laws.

Parties agree that the collection,
processing and disclosure of personal data
and medical information related to the Trial
Subject, and personal data related to
Principal Investigator and any
investigational staff (e.g., name, hospital or
clinic address and phone number,
curriculum vitae) is subject to compliance
with applicable personal data protection
and security laws and regulations. When
collecting and processing personal data,
Institution shall take appropriate measures
to safeguard these data, to maintain the
confidentiality of Trial Subject related
health and medical information, to properly
inform the concerned data subjects about
the collection and processing of their
personal data, to grant data subjects
reasonable access to their personal data
and to prevent access by unauthorized
persons. Personal data related to Principal
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6.1

6.2

6.3

Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, Ze budou provadét Klinické
hodnoceni a uschovaji zadznamy a (daje
béhem doby Ucinnosti této Smlouvy i po jejim
skonCeni v souladu se vSemi platnymi
pravnimi a regulacnimi pozadavky, jakoz i s
obecné uznavanymi Umluvami, jako jsou
napriklad Helsinska deklarace a smérnice ICH-
GCP.

Kterakoliv ze smluvnich stran se zdrzi
jakéhokoliv  jednani, které je zakazano
mistnimi nebo jinymi protikorupcnimi zakony
(spole¢né dale ,Protikorupcni zakony"), které
mohou platit pro jednu nebo obé strany této
Smlouvy. AnizZ by bylo omezeno vyse uvedené,
zadna ze smluvnich stran nebude provadét
platby ani nenabidne a nepfevede nic
hodnotného jakémukoliv statnimu Gfedniku
nebo zaméstnanci, funkcionafi politické strany
nebo kandidatu na politickou funkci nebo
jakékoliv jiné treti strané spojené s transakci
zplsobem, ktery by porusoval Protikorupcni
zakony.

Strany souhlasi, ze shromazd'ovani, zpracovani
a zpfistupnéni osobnich Udaji a lékaFskych
informaci souvisejicich se Subjektem hodnoceni
a osobnich Udajd tykajicich se Hlavniho
zkousejiciho a veskerého studijniho personalu
(napf. jméno, adresa a telefonni Cislo
nemocnice nebo kliniky, Zivotopis) musi
probihat v souladu s platnymi zakony a
nafizenimi  na ochranu osobnich  (dajd.
Zdravotnické  zafizeni  souhlasi, ze  pfi
shromazdovani a zpracovani osobnich (dajt
prijme nalezitd opatfeni k jejich zajisténi,
zachova dlvérnost zdravotnich a lékarskych
informaci souvisejicich se Subjekty hodnoceni,
bude Fadné informovat dotCené subjekty udajd
o shromazdovani a zpracovani jejich osobnich
Udajd, poskytne pfiméfeny pristup subjektlim
Udaji k jejich osobnim (dajim a zabrani
pristupu k nim neopravnénym osobam. Osobni
Udaje souvisejici s Hlavnim zkousejicim a dalSim
vySetfujicim personalem (napf. jméno, adresa
nemocnice nebo kliniky a telefonni Cislo,
Zivotopis) je mozné predat Smluvni vyzkumné
organizaci a skupiné spoleCnosti Johnson &
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6.4

6.5

6.6

Investigator and any investigational staff
(e.g., name, hospital or clinic address and
phone number, curriculum vitae) may be
transferred to CRO and the Johnson &
Johnson group of companies, of which
Sponsor is a part of, and their respective
agents worldwide.

The Sponsor and CRO may transmit
personal data to other affiliates of CRO and
the Johnson & Johnson group of companies
and their respective agents worldwide.
Accordingly, personal data may be
transmitted to countries outside the
European Economic Area, such as the
United States, which the EU has
determined currently lack appropriate
privacy laws providing an adequate level of
privacy protection. Nonetheless, Sponsor,
CRO and their respective affiliates and the
Johnson & Johnson group of companies
and respective agents will apply adequate
privacy safeguards to protect such personal
data. Personal data may also be
disclosed as  required by individual
regulatory agencies or applicable law, such
as to report serious adverse events.

Institution and Principal Investigator agree
to inform their investigational staff that
their personal data will be collected as
stated in Section 6.

In the event that any part of this
Agreement is determined to violate
applicable laws and regulations the parties
agree to negotiate in good faith revisions
to the provision or provisions that are in
violation. In the event the parties are
unable to agree to new or modified terms
as required to bring the entire Agreement
into compliance, either party may
terminate this Agreement on sixty (60)
calendar days prior written notice to the
other party.

Strana 14 z 31

6.4

6.5

6.6

Johnson, jiz je Zadavatel soucasti, a jejich
prislusnym zastupclim po celém svété.

Zadavatel a Smluvni vyzkumna organizace
mohou predat osobni Udaje  jinym
pfidruzenym subjektdm Smluvni vyzkumné
organizace a skupiny spole¢nosti Johnson &
Johnson a jejich zastupclim na celém svété. V
souladu s tim mohou byt osobni Udaje
predany do zemi mimo Evropsky hospodarsky
prostor, jako jsou napfiklad Spojené staty
americké, které dle EU v soucasné dobé
nemaji odpovidajici zakony na ochranu
soukromi poskytujici nalezitou Uroven ochrany
soukromi. Zadavatel, Smluvni vyzkumna
organizace a pridruzené subjekty skupiny
spolecnosti Johnson & Johnson a jejich
zastupci  uplatni adekvatni  bezpecnostni
opatfeni na ochranu soukromi, aby tyto
osobni Udaje chranili. Osobni Udaje mohou
byt rovnéz zpfistupnény, jak vyzaduji
prislusné regulacni Ufady ¢ platné zakony,
napriklad kvali hlaseni zavaznych neZadoucich
prihod.

Zdravotnické =zafizeni a Hlavni zkousejici
souhlasi, Ze budou informovat personal
Ucastnici se klinického hodnoceni o tom, Ze

osobni Udaje  jeho clent budou
shromazd'ovany, jak je uvedeno
v ¢lanku 6.

Strany souhlasi, Ze v pripadé zjisténi, ze
jakakoli Cast této Smlouvy porusuje platné
zakony a nafizeni, dojednaji v dobré vife
Upravy  ustanoveni, kijehoz  (jejichz)
poruSovani dochazi. Pokud strany nejsou
schopny se dohodnout na  novych
podminkach ¢ podminky pozménit tak, aby
celd Smlouva byla uvedena do souladu, midze
kterakoli ze stran tuto Smlouvu ukoncit na
zakladé predchozi pisemné Sedesatidenni (60
kalendafnich dnll) vypovédi predané druhé
strané.

Vlastnictvi udajti - Davérnost -
Registrace - Zverejnéni
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7. Ownership of Data - Confidentiality —
Registry - Publication

7.1 Ownership of Data

All case report forms and other data,
including  without limitation,  written,
printed, graphic, video and audio material,
and information contained in any computer
data base or computer readable form,
generated by the Institution and/or
Principal Investigator in the course of
conducting the Clinical Trial (the “Data”)
shall be the property of Sponsor, which
may utilize the Data in any way it deems
appropriate, subject to and in accordance
with applicable privacy and security laws
and regulations and the terms of this
Agreement. Any copyrightable work
created in connection with the performance
of the Study and contained in the Data
(except any publication by the Principal
Investigator as provided for in Section 7.4)
shall be considered a “work made for hire”
to the fullest extent permitted by law, and
owned by Sponsor or its designee.

7.2 Confidentiality

All information, including, but not limited
to, the Study Product or Sponsor’s
operations, such as patent application,
formulas, manufacturing processes, basic
scientific data, prior clinical data and
formulation information  supplied to
Institution or Principal Investigator and not
previously published and any data as a
result of this Clinical Trial is considered to
be confidential (the “Confidential
Information”) and shall remain the sole
property of Sponsor. Both during and after
the term of this Agreement, Institution and
Principal Investigator will use diligent
efforts to maintain in confidence and use
only for the purposes contemplated in this
Agreement
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7.1

7.2

Vlastnictvi udajt

Veskeré zaznamy subjektd hodnoceni a
ostatni Udaje, napfiklad mimo jiné psany,
tistény, graficky, video a audio material, jakoz
i informace obsazené v jakékoli pocitacové
databazi nebo v elektronické podobé, které
jsou vytvoreny Zdravotnickym zafizenim
anebo  Hlavnim  zkouSejicim v prlibéhu
provadéni Klinického hodnoceni (,Udaje"),
budou majetkem Zadavatele, ktery mlZe
Udaje vyuzivat jakymkoli zplsobem jim
povazovanym za vhodny, avsak s podminkou
dodrzeni platnych zakonl na ochranu
soukromi a bezpecnostnich zakonl a predpis
a podminek této Smlouvy a v souladu s nimi.
Jakékoli dilo vytvorené v souvislosti s
provadénim Klinického hodnoceni a obsaZzene
v Udajich (kromé jakékoli publikace Hlavniho
zkousejiciho, jak je stanoveno v clanku 7.4),
které podléha autorskému pravu, bude
povazovano za ,dilo provedené za odménu/na
zakazku" v plném rozsahu povoleném zakony
a za majetek Zadavatele nebo jim urcenych
osob. Zdravotnické zafizeni nesmi pouzit
Udaje pro Zzadné komercni Ucely vcetné
podani patentové prihlasky nebo predloZeni
Udajl na podporu jiz podané nebo budouci
patentové pfihlasky.

Diivérnost

Veskeré informace tykajici se Hodnoceného
léCiva nebo Ukonll Zadavatele, jako jsou
mimo jiné zadost o udéleni patentu, vzorce,
vyrobni postupy, zakladni védecké udaije,
drivéjsi klinické Udaje a informace o slozeni
léCiva, dodané Zdravotnickému zafizeni nebo
Hlavnimu zkousejicimu a dfive nezverejnéné,
a dale jakékoli udaje vzniklé v dUsledku
tohoto Klinického hodnoceni, se povazuji za
dbvérné (dale jen ,Dlvérné informace") a
zlistanou vyhradnim majetkem Zadavatele.
Béhem doby Ucinnosti této smlouvy i po jejim
skonCeni Zdravotnické zafizeni a Hlavni
zkousSejici  vynalozi maximalni Usili, aby
uchovali v dlvérnosti a pouZili pouze k
Gcellim zamyslenym v této Smlouve:

(i) informace, jez jsou oznaceny za
dbvérné nebo jeZ jsou odlvodnéné
povazovany za d0vérné a jsou
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(i) information which is identified as
confidential or which a
reasonable person would
conclude is the confidential and
proprietary property of Sponsor
and which is disclosed by or on
behalf of Sponsor to Institution
or Principal Investigator, and

(i) Data which is generated as a
result of this Clinical Trial.

The preceding obligations shall not apply to
data or information

(i) which has been published
through no fault of Institution or
Principal Investigator,

(if) which Sponsor agrees in writing,
may be used or disclosed, or

(i) which is published in accordance
with Section 7.4 below.

The provisions in this paragraph shall
survive the termination or expiration of this
Agreement.

7.3. Registry

Prior to the initiation of enrollment, Sponsor
will have the right to publicly register
Protocol summaries and Institution contact
details from company sponsored trials of
both investigational medicinal products and
marketed medicinal products that meet at
least one of the following criteria: (i)
required to be registered by Sponsor
pursuant to and in accordance with
applicable laws and regulations; (i)
required by the ICMJE for studies intended
to be published in the international peer-
reviewed literature (http://www.icmje.org);
or (iii) from company sponsored trials of
both  investigational and  marketed
medicines and products that are
adequately-designed and well-controlled,
whether or not required by (i) or (ii) of this
section above. Registration will be to the
United States National Library of Medicine
web site designed for this purpose at
www.clinicaltrials.gov. In addition
equivalent official websites and Sponsor’s
websites may be used for registration
purposes.
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vlastnictvim Zadavatele a jsou
zpristupnény Zadavatelem i v jeho
zastoupeni Zdravotnickému zafizeni
nebo Hlavnimu zkousejicimu, a
(iii) udaje vytvorené v dlsledku tohoto
Klinického hodnoceni.
Predchazejici povinnost se nevztahuje na
Udaje nebo informace
(i) které byly zvefejnény nikoliv vinou
Zdravotnického  zafizeni  nebo
Hlavniho zkousejiciho,
(i) s jejichz pouzitim i zpfistupnénim
Zadavatel pisemné souhlasi, nebo
(iii) jsou zverejnény v souladu
se Clankem 7.4 nize.

Ustanoveni tohoto odstavce zlistanou v platnosti i
po ukonceni nebo uplynuti platnosti této Smlouvy.

7.3.

Registr

Pfed  zahajenim  zafazovani  Subjektd
hodnoceni do Klinického hodnoceni bude mit
Zadavatel pravo vefejné  zaregistrovat
protokolarni souhrny a kontaktni Udaje
Zdravotnického  zafizeni od  klinickych
hodnoceni  zadanych  spole¢nosti  jak
hodnoceného 1éCiva, tak registrovanych
léCivych pripravkl, které spliiuji nejméné
jedno z nize uvedenych kritérii: (i) musi byt
registrovany Zadavatelem podle platnych
zakond a predpisl; (i) je tak pozadovano
Mezinarodnim vyborem Séfredaktor(
lékarskych  casopisG (ICMJE) u  studii
zamyslenych ke zvefejnéni v mezinarodni
odborné literature (http://www.icmje.org)
nebo (iii) je tak pozadovano od spolecnosti
sponzorujici klinicka hodnoceni  jak
hodnoceného, tak prodavaného IéCiva a
pripravkl, které jsou adekvatné navrzeny a
dobfe kontrolovany, at' jsou nebo nejsou
pozadovany podle bodu (i) nebo (ii) vyse.
Registrace bude provedena na internetovych
strankach ~ Narodni  |ékafské  knihovny
Spojenych statli americkych navrZené pro
tento Gcel na www.clinicaltrials.gov. Kromé
toho mohou byt pro registracni ucely pouzity
ekvivalentni oficialni internetové stranky a
internetové stranky Sponzora.

Jakakoliv osoba, ktera ma pristup k seznamu
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http://www.clinicaltrials.gov/

7.4.

Any person accessing a clinical trial listing
for a Clinical trial on www.clinicaltrials.gov
may elect to complete an online eligibility-
screening questionnaire made available
through Sponsor funding. For Trial Subjects
screened as potentially eligible in the
Institution's geographical area, Principal
Investigator will receive a report with the
completed screen and the Trial Subject's
contact information. Principal Investigator
agrees to follow-up on the report and to
document such follow-up in source records.

Publication

In connection with any Data or other
information generated from the services
conducted under this Agreement by the
Institution or  Principal  Investigator,
Sponsor shall have the first right to present
publicly the data of the Clinical trial,
whether this is by means of an oral
presentation at a congress or by
publication without approval from the
Institution or  Principal Investigator.
Moreover, if publication of the Clinical Trial
to the peer reviewed literature has not
occurred within 18 months of Trial
completion, Sponsor may post the results
of the Clinical Trial to a clinical trial results
web site in the form of a Clinical Study
Report Synopsis in ICH-E-3 format, if
applicable. The Institution and Principal
Investigator shall have the right to publish
the results of research and any background
information that is necessary to include in
any publication of Clinical Trial results or
necessary for other scholars to verify such
Clinical Trial results.

If a particular Clinical Trial is part of a
multicenter Clinical Trial, the Institution
and Principal Investigator for such Clinical
Trial shall not publish data derived from
the individual Clinical Trial site until the
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7.4.

klinickych hodnoceni pro Klinické hodnoceni
na www.clinicaltrials.gov mdZe dobrovolné
vyplnit dotaznik o vhodnosti provéfeni, ktery
je  zpfistupnén  prostfednictvim  fond{
Zadavatele. u Subjektd hodnoceni
provéfenych jako potencialné vhodnych v
zemépisné oblasti Zdravotnického zafizeni
obdrzi Hlavni zkousejici zpravu s vyplnénym
provéfenim a kontaktnimi (daji Subjektl
hodnoceni. Hlavni zkousejici souhlasi, Ze bude
postupovat v souladu se zpravou a bude
dokumentovat tento postup ve zdrojovych
zaznamech.

Zverejnéni )

V souvislosti s jakymikoli Udaji ¢&i jinymi
informacemi vytvorenymi v souvislosti se
sluzbami poskytovanymi na zakladé této
Smlouvy Zdravotnickym  zafizenim nebo
Hlavnim zkouSejicim bude mit Zadavatel
pravo jako prvni vefejné prezentovat Udaje z
Klinického hodnoceni, at’ jiz prostiednictvim
Ustni prezentace na kongresu Ci zverejnénim
bez schvéaleni ze strany Zdravotnického
zarizeni nebo Hlavniho zkousejiciho. Pokud se
navic zverejnéni Klinického hodnoceni v
odborné recenzované literatufe neuskutecni
do 18 mésicd po ukonceni Klinického
hodnoceni, miize Zadavatel zverejnit vysledky
Klinického hodnoceni na nékteré internetové
strance s vysledky klinickych hodnoceni v
podobé synopse souhrnné zpravy o klinickém
hodnoceni ve formatu ICH-E-3. Zdravotnické
zafizeni a Hlavni zkousejici budou mit pravo
zverejnit vysledky vyzkumu a jakychkoli
podkladovych informaci, které je nezbytné
zahrnout do jakéhokoli zvefejnéni vysledkd
Klinického hodnoceni nebo jsou nezbytné pro
jiné védce k ovéfeni takovych vysledkl
Klinického hodnoceni.

Je-li Klinické hodnoceni soucasti
multicentrického Klinického hodnoceni,
Zdravotnické zafizeni a Hlavni zkousejici
nezvefejni Udaje pochazejici z tohoto
jednotlivého Centra klinického hodnoceni,
dokud nebudou souhrnné vysledky z
dokonceného Klinického hodnoceni
zverejnény v ramci spole¢ného,
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7.5

combined results from the completed
Clinical Trial have been published in a joint,
multicenter publication of the Clinical Trial
results. However, if such a multicenter
publication is not submitted within twelve
(12) months after conclusion,
abandonment or termination of the Clinical
Trial at all sites, or after Sponsor confirms
there will be no multicenter Clinical Trial
publication, the Institution and/or such
Principal Investigator may publish the
results from the Institution site individually
in accordance with this Section.

If the Institution and Principal Investigator
wish to publish information from the
Clinical Trial, a copy of the manuscript
must be provided to the Sponsor for review
at least sixty (60) days prior to submission
for publication or presentation. The
Sponsor, the Institution and Principal
Investigator will arrange expedited reviews
for abstracts, poster presentations or other
materials. Notwithstanding the foregoing,
no paper that incorporates Confidential
Information  will  be submitted for
publication without Sponsor’s prior written
consent. If requested in writing, the
Institution and Principal Investigator will
withhold such publication for up to an
additional sixty (60) days to allow for filing
of a patent application.

Institution and Principal Investigator
warrant the compliance of all co-
investigators and other personnel involved
with the Clinical Trial with the provisions of
this Section.

Patents

It is recognized and understood that the

existing inventions and technologies of Sponsor,
CRO, Institution and Principal Investigator are
their separate property respectively, and are not
affected by this Agreement. All rights to any
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multicentrického zverejnéni vysledkd
Klinického hodnoceni. Pokud vSak takové
multicentrické zverejnéni neni provedeno
béhem dvanacti (12) mésicl po dokonceni,

zanechani nebo  skonceni  Klinického
hodnoceni ve vSech centrech provadéni
klinického hodnoceni, nebo poté, co

Zadavatel potvrdi, Ze se neuskutecni zadné
multicentrické zverejnéni Klinického
hodnoceni, mdzZe Zdravotnické zafizeni anebo
Hlavni zkousejici zverejnit vysledky z Centra

klinického hodnoceni ve Zdravotnickém
zafizeni individuadlné v souladu s timto
¢lankem.

Jestlize si Zdravotnické zafizeni a Hlavni

zkousejici preji publikovat udaje z Klinického
hodnoceni, musi byt kopie rukopisu
poskytnuta Zadavateli k revizi nejméné
Sedesat (60) dni pred jejim predanim k
publikaci nebo prezentaci. Zadavatel,
Zdravotnické zafizeni a Hlavni zkousejici

zajisti urychlené revize vypisd, prehledu
prezentaci nebo ostatnich materiall. Bez
ohledu na vySe uvedené nebude bez

predchoziho pisemného souhlasu Zadavatele
pfedan Zadny dokument, ktery obsahuje
D@vérné informace. Pokud o to bude pisemné
pozadano, Zdravotnické zafizeni a Hlavni
zkousSejici pozdrzi publikaci o dalSich Sedesat
(60) dni, aby umoznili podani patentové
prihlasky.

7.5 Zdravotnické zafizeni a Hlavni zkousejici
zarucCuji, ze vsichni spoluzkousejici a dalsi
personal zapojeny do Klinického hodnoceni

budou dodrzovat ustanoveni tohoto ¢lanku.

8. Patenty

Uznava se a rozumi se, Ze stavajici vynalezy
a technologie Zadavatele, Smluvni vyzkumné
organizace, Zdravotnického zafizeni a Hlavniho
zkousejiciho jsou jejich separatnim majetkem a
nejsou nijak dotéeny touto Smlouvou. Veskera
prava k jakémukoli objevu nebo vyndlezu
vymyslenému nebo vymyslenému a uvedenému do
praxe jako vysledek poskytovani sluzeb na zakladé

Page 18 of 31

RIVAROXDVT3002_CZ_146 CTA_Inst_Inv_ bilingual_1,0_2015017




discovery or invention conceived or conceived
and reduced to practice as a result of the work
conducted under this Agreement shall belong to
Sponsor or its designee. Institution and Principal
Investigator shall promptly disclose any invention
or discovery arising under this Agreement.
Institution and Principal Investigator hereby
assign to Sponsor or its designee the sole and
exclusive ownership thereto. Such application, if
any, shall be filed and prosecuted by Sponsor or
its designee. Institution and Principal Investigator
shall execute, and shall have its employees
execute, all documents necessary to transfer all
right, title and interest in and to any such
invention or discovery to Sponsor or its designee
at Sponsor’s cost for reasonable out of pocket
expenses associated therewith.

9. Compensation
9.1 The total budget and compensation to be
paid to Institution and  Principal
Investigator for the Clinical Trial is
contained in Exhibit B. Payment shall be
due and payable in accordance with the
schedule set forth in Exhibit B. Payments
include the fee for Study Drug Handling
according to Sec. 1.5 above.

9.2 The parties acknowledge and agree that
the compensation and support provided by
CRO on behalf of Sponsor to Institution
and Principal Investigator pursuant to this
Agreement represents the fair market value
for the research services conducted by
Institution, has been negotiated in an
arms-length transaction, and has not been
determined in a manner that takes into
account the volume or value of any

referrals or other business otherwise
generated between Sponsor, CRO and
Institution. Nothing contained in this

Agreement shall be construed in any
manner as an obligation or inducement for
the Institution or Principal Investigator to
recommend that any person or entity
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této Smlouvy nalezi Zadavateli nebo jim uréenému
subjektu. Zdravotnické zafizeni a Hlavni zkouSejici
okamzité oznami Zadavateli jakykoli vynalez Cdi
objev, k némuz dojde na zakladé této Smlouvy.
Zdravotnické zafizeni a Hlavni zkousejici timto
pfevadi na Zadavatele nebo jim urCeny subjekt
vyhradni a exkluzivni vlastnictvi k takovému
vynalezu ¢i objevu. Pfipadna zadost bude podana a
ddle uplatiiovana Zadavatelem nebo jim urenym
subjektem. Zdravotnické zafizeni a Hlavni zkousejici
vyhotovi nebo povéri své zaméstnance vyhotovenim
veskerych dokumentt potfebnych k prevedeni vsech
prav, vlastnického prava k jakémukoli takovému
vynalezu ¢i objevu a podilu na nich na Zadavatele
nebo jim urceny subjekt.

a to na naklady zadavatele, ktery hradi pfimérené
naklady souvisejici s timto prevodem.

9. Nahrada
9.1 RozpoCet a nahrada k  vyplaceni
Zdravotnickému  zafizeni a Hlavnimu

zkousejicimu za Klinické hodnoceni jsou
obsahem Prilohy A. Platby budou splatné
podle harmonogramu, ktery je uveden v
Pfiloze A. Platby zahrnuji odménu za
Manipulaci s hodnocenym |éCivem podle
odstavce 1.5 shora.

9.2 Strany potvrzuji a souhlasi, ze nadhrada a

podpora poskytnuté Smluvni vyzkumnou
organizaci jménem Zadavatele
Zdravotnickému  zafizeni a  Hlavnimu

zkousejicimu v souladu s touto Smlouvou
predstavuji pfiméfenou trzni hodnotu za
vyzkumné sluzby provedené Zdravotnickym
zarizenim, Ze byly sjednany v transakci za
béZnych trznich podminek a nebyly stanoveny
zplsobem, ktery by zohlednoval objem nebo
hodnotu jakéhokoli doporucovani pacient Ci
jinych zaleZitosti jinak probihajicich mezi
Zadavatelem, Smluvni vyzkumnou organizaci
a Zdravotnickym zafizenim. Nic z toho, co je
obsahem této Smlouvy, nebude Zadnym
zplsobem vykladano jako zavazek nebo
navod pro Zdravotnické zafizeni nebo
Hlavniho zkousejiciho k doporucovani, aby si
jakakoli osoba Ci subjekt kupovali vyrobky
Zadavatele nebo  Smluvni  vyzkumné
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9.3

purchase the Sponsor’s or CRO’s products
or those of any entity affiliated with
Sponsor or CRO.

Neither Institution nor Principal
Investigator shall bill any third party for
any Study Product or other items or
services furnished by Sponsor or CRO in
connection with the Clinical Trial, or any
services provided to Trial Subjects in
connection with the Clinical Trial for which
payment is made as part of the Clinical
Trial.

The Sponsor and/or CRO hereby represent that

10.

10.1

they did not (and will not) enter — without
the participation of the Institution - into
any separate agreement the Principal
Investigator or Co-Investigators concerning
this Study, which is subject of this
Agreement.

Indemnification

Sponsor shall defend, indemnify and hold
harmless Institution, its trustees, officers,
agents and employees (including the
Principal Investigator and co-investigators)
from any and all losses, costs, expenses,
liabilities, claims, actions and damages,
based on a personal injury to a Trial
Subject directly caused by use of the Study
Product during the course of the Clinical
Trial.

10.2 The above obligation of Sponsor,
as stated in Section 10.1, shall not apply
and Sponsor shall not be liable for any
indemnification or expenses, and, in fact,
Institution shall defend, indemnify and hold
harmless Sponsor, for actions or claims in
any way arising from or caused by the
willful, reckless or negligent acts or
omissions, or professional malpractice of
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9.3

10.

10.1

10.2

organizace nebo subjektu propojenému se
Zadavatelem nebo Smluvni  vyzkumnou
organizaci.

Zdravotnické zatizeni ani Hlavni zkousejici
nebudou UCtovat Zadné treti strané
Hodnocené lécivo ani jiné polozky ¢i sluzby
poskytované Zadavatelem nebo Smluvni

vyzkumnou organizaci v  souvislosti s
Klinickym hodnocenim, ani Zadné sluzby
poskytované  Subjektim  hodnoceni v

souvislosti s Klinickym hodnocenim, za které
je poskytovana Uhrada v ramci Klinického
hodnoceni.

Zadavatel a/nebo  Smluvni  vyzkumna
organizace prohlasuji, ze v souvislosti s
klinickym hodnocenim, které je predmétem
této Smlouvy, neuzavieli a neuzaviou bez
UCasti Zdravotnického zafizeni s hlavnim
zkousejicim ¢i spoluzkousejicimi zadnou dalsi
smlouvu upravujici jejich vzajemna prava a
povinnosti.

Odskodnéni
Zadavatel ochrani, odskodni a zbavi
odpovédnosti  Zdravotnické zafizeni, jeho

povérence, vedouci pracovniky, zastupce a
zaméstnance (v¢etné Hlavniho zkousejiciho a
spoluzkousejicich) v souvislosti se ztratami,
naklady, vydaji, zavazky, naroky, zalobami a
nahradou Skody v dlsledku Gjmy na zdravi
Subjektu  hodnoceni  pfimo  zplsobené
pouzitim Hodnoceného I|éCiva v pribéhu
Klinického hodnoceni.

VySe uvedeny zavazek Zadavatele stanoveny
v Clanku 10.1 nebude platit a Zadavatel
nebude odpovédny za jakékoli odskodnéni
nebo vydaje, a Zdravotnické zafizeni ochrani,
odskodni a zbavi odpovédnosti Zadavatele
v souvislosti se zalobami nebo naroky, které
jakkoli vyplyvaji z Umysiného bezohledného
nebo nedbalého jednani ¢i opomenuti nebo
zanedbani povinné péce pti vykonu povolani
na strané Zdravotnického zafizeni nebo
kteréhokoli z jeho povéfencll, vedoucich
pracovnik{, zastupcl ¢i zaméstnancd (véetné

Page 20 of 31

RIVAROXDVT3002_CZ_146 CTA_Inst_Inv_ bilingual_1,0_2015017




the Institution or any of its trustees,
officers, agents or employees (including
the Principal Investigator and co-
investigators), or arising from or caused by
any of their failures to comply with the
Protocol, with Sponsor’s written
recommendations and instructions related
to the use of the Study Product, or with
any applicable legal and regulatory
requirements.

CRO hereby disclaims any liability in
connection with the Study Product,
including any liability for any product claim
arising out of a condition caused by or
allegedly caused by the administration of
such Study Product. CRO shall be liable for
damages resulting from its negligence or
wilful misconduct in the execution of its
services hereunder or breach of this
Agreement.

This Section shall survive termination or
expiration of this Agreement.

10.3 The obligation of the indemnifying party
hereunder shall apply only if the other
party provides without any delay
notification upon receipt of notice of any
claim or suit, permits the indemnifying
party and its attorneys and personnel to
handle and control the defense of such
claims or suits, including pretrial, trial or
settlement, and the indemnified party fully
cooperates and assists in such defense.
The indemnified party further agrees that it
will not settle or compromise any such
claim or suit without the prior written
consent of the indemnifying party.

11. Insurance

11.1 Institution shall, in conformance
with Article 45 (2) (n) of the Act No. 372/2011
Coll. on Health Services, maintain insurance to
cover its liability for damages caused by the study
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Hlavniho zkousejiciho a spoluzkousejicich)
nebo jimi zplsobenymi, nebo vyplyvajicimi z
jejich nedodrZeni Protokolu, Zadavatelovych
pisemnych doporuceni a pokyn{ souvisejicich
s pouzitim Hodnoceného Iéfiva nebo
jakychkoli platnych pravnich a regulacnich
pozadavkd.

CRO timto odmitd veskerou odpovédnost v
souvislosti se Studijnim pfipravkem, vcetné
veskeré odpovédnosti za jakykoli narok
ohledné vady vyrobku, ktery vyplyva ze stavu
zplsobeného nebo (dajné zplsobeného
podavanim takového Studijniho pfipravku.
CRO je odpovédna za Skody, které vzniknou v
dlsledku nedbalosti nebo Umysiného zavinéni
pfi poskytovani sluzeb uvedenych v této
smlouvé anebo v dlsledku poruseni
ustanoveni této smlouvy smluvni vyzkumnou
organizaci.

Ustanoveni tohoto c¢lanku maiji pretrvavajici
platnost i po fadném ¢i predc¢asném ukonceni
platnosti této smlouvy.

10.3 Zavazek odskodnujici strany podle této
Smlouvy bude platit pouze tehdy, pokud
druhd strana poskytne informaci bez
zbytecného odkladu poté, co obdrzi oznameni
jakéhokoli naroku & soudniho sporu, povoli
odskodiujici  strané a jejim  pravnim
zastupcdm a personalu fesit a fidit obhajobu
proti takovym naroklm ¢i soudnim spordm,
véetné pripravného Fizeni, soudniho procesu
¢ narovnani, a odskodiovana strana na
takovéto obhajobé pIné spolupracuje a je pfi
ni napomocna. Odskodhovana strana dale
souhlasi, Ze nebude narovnavat ¢ smirné
urovnavat jakykoli takovy narok nebo soudni
spor bez predchoziho pisemného souhlasu
odskodnuijici strany.

11. Pojisténi

11.1.V souladu s ustanovenim clanku 45 (2) (n)
zakona o zdravotnich sluzbach Cislo 372/2011 Sb.,
se zdravotnické zafizeni zavazuje mit uzavieno
platné a ucinné pojisténi na pokryti jeho
odpovédnosti za Skody zplsobené tymem
provadéjicim klinické hodnoceni a zanedbanim péce
na strané hlavniho zkousejiciho. Toto pojisténi musi
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team or the Principal Investigator's malpractice.
Such insurance shall be maintened in full force
and effect through the performance of the Clinical
Trial and following termination of the Clinical Trial
to cover for any claims arising from such
malpractice.

11.2.The Sponsor concluded an insurance
required by provisions of 52, paragraph 3(f) of
the Act on Drugs number 378/2007 Coll. (as
amended). This insurance shall be maintained in
full validity and efficiency for the whole period of
the Study as well as following the completion of
the Study and shall cover all potential claims
(including indemnification for death of Subjects
and indemnification for health damage caused to
Subjects) in connection with administration of
Study Drug in accordance with the Protocol. Valid
and efficient insurance certificate shall be
attached to this Agreement as Schedule F.

11.3 Upon request, each party shall provide the
other party with certificates of insurance
evidencing the required insurance
coverage. The failure of any party to
secure appropriate insurance shall in no
way limit the respective liability of that

party.

12. Financial Disclosure - Conflict of
Interest — Debarment

12.1 Institution and Principal Investigator agree
to provide all information to Sponsor and
CRO necessary to comply with any
disclosure requirements mandated by any
competent health authority (including, if
applicable, the US FDA), including any
information required to be disclosed in
connection with any financial relationship
between Sponsor, CRO and other affiliates
of CRO and the Johnson & Johnson group
of companies and respective agents and
Principal Investigator and any co-
investigator involved in the Clinical Trial
and between any other agent or employee
of Institution and Sponsor. This disclosure
requirement may require disclosure of
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byt udrzovano v pIné platnosti a Ucinnosti po celou
dobu provadéni klinického hodnoceni a také po jeho
ukonceni, na pokryti vSech pripadnych narokl v
souvislosti se zanedbanim péce.

11.2. Zadavatel uzaviel pojisténi vyzadované
¢lankem 52, odstavcem 3(f) zakona o IéCivech Cislo
378/2007 Sb. (ve znéni pozdejsSich predpist). Toto
pojisténi musi byt udrzovano v plné platnosti a
Gcinnosti po celou dobu provadéni klinického
hodnoceni a také po jeho ukonceni, na pokryti
vsech pfipadnych narokd (véetné odskodnéni
v pripadé smrti subjektu hodnoceni ¢i v pfipadé
Skody vzniklé na zdravi subjektu hodnoceni) v
souvislosti s pouzivanim studijniho léciva v souladu
s protokolem ke klinickému hodnoceni. Potvrzeni o
uzavieném pojisténi je Prilohou F této Smlouvy.

11.3 Na vyzadani poskytne kazdad strana druhé
strané osvédéeni o pojisténi dokladajici
pozadované pojistné kryti. V prfipadé, ze
néktera ze smluvnich stran neuzavie vhodné
pojisténi, neomezuje to zZadnym zplsobem
jeji odpovédnost.

12. Zvefejiovani financnich udajb - Konflikt
zajmii — Zbaveni povoleni k vykonu ¢innosti

12.1 Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, ze poskytnou Zadavateli a Smiluvni
vyzkumné organizaci veskeré informace
nezbytné k dodrZeni jakychkoli pozadavk{ na
zverejiiovani, které jsou narizeny jakymkoli
prisluSnym zdravotnickym organem (vCetné
Amerického Ufadu pro potraviny a léky -
FDA), vCetné vSech informaci, jejichz
zpristupnéni se vyZzaduje v souvislosti s
jakymkoli financnim vztahem mezi
Zadavatelem, Smluvni vyzkumnou organizaci
a dalSimi pridruzenymi subjekty Smluvni
vyzkumné organizace a skupiny spolecnosti
Johnson & Johnson a jejich prisluSnymi
zastupci a Hlavnim zkouSejicim a jakymkoli
spoluzkousejicim zapojenym do Klinického
hodnoceni a mezi jakymkoli jinym zastupcem
nebo zaméstnancem Zdravotnického zafizeni
a Zadavatele. Tento pozadavek na
zverejiovani  informaci mdZe vyZadovat
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12.2

12.3

13.

14.

information involving immediate family
members of those involved in the Clinical
Trial.

Institution and Principal Investigator
confirm that there is no conflict of interest
between Institution, Principal Investigator
and the Sponsor that would inhibit or affect
the Institution and/or Principal
Investigator's performance under this
Agreement and confirm that their
performance under this Agreement does
not violate any other agreement with third
parties. Institution and Principal
Investigator will promptly inform Sponsor if
any conflict of interest arises during the
performance of this Agreement.

Institution and Principal Investigator shall
not employ, contract with or retain any
person directly or indirectly to perform
services under this Agreement if such a
person
(i) is debarred by a competent
Health Authority (including, if
applicable, the US FDA) or
(i) has  been  sentenced for

malpractice related to the

conduct of clinical trials.
Upon written request from CRO, Institution
shall, within ten (10) days, provide written
confirmation that it has complied with the
foregoing obligation. This shall be an
ongoing representation and warranty
during the term of this Agreement and
Institution shall immediately notify Sponsor
of any change in the status of the
representation and warranty set forth in
this Section.

Independent Contractor

Institution and Principal Investigator are
acting in the capacity of independent
contractors hereunder and not as
employees or agents of CRO or Sponsor.

Publicity
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12.2

12.3

13.

14.

vvs

rodinné pfislusniky osob zapojenych do
Klinického hodnoceni.

Zdravotnické zafizeni a Hlavni zkouSejici
potvrzuji, Ze mezi stranami neni Zadny
konflikt zajm@, ktery by mafil nebo ovliviioval
plnéni podle této Smlouvy na strané
Zdravotnického zafizeni nebo Hlavniho
zkousejiciho, a potvrzuji, ze jejich plnéni
podle této Smlouvy neporusuje zadnou jinou
smlouvu s tretimi stranami. Zdravotnické
zarizeni a Hlavni zkousSejici okamzité uvédomi
Zadavatele, pokud v prbéhu pInéni této
Smlouvy vyvstane jakykoli konflikt zajm@.

Zdravotnické zatizeni ani Hlavni zkouSejici
nezaméstnaji zadnou osobu, neuzaviou
smlouvu ani nevyuziji sluzeb jakékoli osoby
poskytovanych pfimo nebo nepfimo podle
této Smlouvy, pokud takova osoba
0] je zbavena povoleni k vykonu cinnosti
prislusnym  zdravotnickym organem
(vCetné Amerického Ufadu  pro
potraviny a |éCiva - FDA) nebo
(i) byla odsouzena za zanedbani povinné
péce pii vykonu povolani v souvislosti
s provadeénim klinickych hodnoceni.
Na pisemnou Zzadost Smluvni vyzkumné
organizace Zdravotnické zafizeni do deseti
(10) dnl poskytne pisemné potvrzeni, ze plni
vySe uvedeny zavazek. Toto bude trvalé
prohldSeni a zaruka v dobé ucinnosti této
Smlouvy a Zdravotnické zafizeni bude
okamzité informovat Zadavatele o jakékoli
zméné ve stavu prohlaseni a zaruky uvedené
v tomto ¢lanku.

Nezavisla smluvni strana

Zdravotnické zafizeni a Hlavni zkousejici
jednaji jakozto nezavisla smluvni strana podle
této Smlouvy a nikoli jako zaméstnanec nebo
zastupce Smluvni vyzkumné organizace nebo
Zadavatele.

Propagace

Z4dna ze stran nepouzije jméno druhé strany
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None of the parties shall use the name of
any other party for promotional purposes
without the prior written consent of the
party whose name is proposed to be used,
nor shall either party disclose the existence
or substance of this Agreement except as
required by law.

15. Notice

Any notices given hereunder shall be sent
by first class mail, by fax or personally
delivered, with postage prepaid, as follows:

If Sponsor to:
920 Route 202 South
Raritan, NJ 08869

COPY TO:
Janssen Research & Development,
L.L.C.
— Director, Contracts & Grants
1125 Trenton-Harbourton Road
Titusville, NJ 08560
Facsimile: 609-730-6689

TO:

PAREXEL International Czech Republic
s.r.o.

Sokolovska 651/136a

186 00 Prague 8

Czech Republic

TO:
Thomayerova nemocnice,
Videniska 800,
140 59 Praha 4
Czech Republic
Attention: manager of healthcare

TO:

Linterni klinika
Thomayerova nemocnice,
Videniska 800,
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15.

péci

k propagacnim Uceldm bez predchoziho
pisemného souhlasu té strany, jejiz jméno se
navrhuje pouzit, ani 7Zadna ze stran
neprozradi existenci nebo podstatu této
Smlouvy kromé pripadll, kdy to vyZaduje
zakon.

Oznameni

Veskera oznameni davana podle této Smlouvy
budou zasldna jako postovni zasilka prvni

tfidy, faxem nebo doruCena osobng, s
predplacenym  postovnym,  nasledujicim
zplsobem:
KOMU:

920 Route 202 South
Raritan, NJ 08869

KOPIE:
Janssen Research & Development, L.L.C.
— Director, Contracts & Grants
1125 Trenton-Harbourton Road
Titusville, NJ 08560
Fax: 609-730-6689

KOMU:
PAREXEL International Czech Republic
S.r.o.
Sokolovska 651/136a
186 00 Praha 8
Ceska republika

PRO:

Thomayerova nemocnice,

Videniska 800,

140 59 Praha 4

Ceska republika

K rukdm: naméstka reditele pro IéCebnou

PRO:

Linterni klinika
Thomayerova nemocnice,
Videriska 800,

140 59 Praha 4
Ceska republika
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140 59 Praha 4
Czech Republic

16. Assignment

CRO shall have the right to assign this
Agreement to an affiliate of Sponsor upon
prior written notice to Institution. In all
other instances, neither party shall assign
its rights or duties under this Agreement to
another without prior written consent of
the other party. Subject to the foregoing,
this Agreement shall bind and inure to the
benefit of the respective parties and their
successors and assigns.

17. Miscellaneous

17.1 This Agreement may not be altered,
amended or modified except by written
document signed by all parties.

17.2 If a provision of the Agreement conflicts
with a provision of the Protocol, the
Protocol takes precedence on matters of
medicine, science and conduct of the
Clinical Trial. This Agreement takes
precedence in any other conflicts

17.3 If any of the provisions defined under the
exhibits conflicts with any of the provisions
of this Agreement, the terms of the exhibits
will take precedence.

17.4 If any provision of this Agreement becomes
invalid, inefficient or unenforceable, the
validity, efficiency and enforceability of the
remaining provisions of this Agreement
shall not be affected. In such case the
contractual parties undertake to replace
such invalid, inefficient or unenforceable
provision by a new valid, efficient and
enforceable provision with similar legal
meaning as the original invalid, inefficient
or unenforceable provision.
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16.

17.

17.1

17.2

17.3

17.4

17.5

Postoupeni

Smluvni vyzkumna organizace ma pravo
postoupit tuto  Smlouvu  pfidruzenému
subjektu Zadavatele po  predchozim
pisemném oznameni Zdravotnickému zafizeni.
Ve vSech ostatnich pripadech zadna ze stran
nepostoupi sva prava ani povinnosti podle
této  Smlouvy jinému  subjektu  bez
predchoziho pisemného souhlasu druhé
strany. Pod podminkou dodrzeni vyse
uvedeného bude tato Smlouva zavazovat a
poplyne ve prospéch dotCenych stran a jejich
nastupcl a nabyvatell prav.

Rdzné

Tato Smlouva nesmi byt ménéna,
pozménovana ani upravovana, neni-li tak
ucinéno pisemnym dokumentem podepsanym
vSemi smluvnimi stranami.

Je-li kterékoli ustanoveni této Smlouvy v
rozporu s jakymkoli ustanovenim Protokolu, je
Protokol rozhodujici ve vécech Iékarskych,
védeckych a zaleZitostech provadéni Klinického
hodnoceni. Tato Smlouva je rozhodujici ve
vSech ostatnich spornych zalezitostech.

Je-li kterékoli z ustanoveni vymezenych v
prilohdch v rozporu s kterymkoli ustanovenim
této Smlouvy, budou podminky pfiloh
rozhodujici.

1Stane-li se nékteré ustanoveni této smlouvy
neplatnym, neudcinnym ¢ nevykonatelnym,
platnost, Gcinnost a vykonatelnost ostatnich
ustanoveni smlouvy tim neni dotCena. Smluvni
strany se zavazuji takové neplatné, neudcinné
¢i nevykonatelné ustanoveni nahradit tak, aby
Ucelu smlouvy bylo dosazeno.

Tato Smlouva predstavuje Uplnou dohodu
stran tykajici se predmétu této Smlouvy.
Vyslovné nahrazuje veskera predchozi nebo
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17.5 This Agreement constitutes the complete
agreement of the parties with respect to
the subject matter hereof. It expressly
supersedes any prior or contemporaneous
oral or written representations or
agreements. The Exhibits form an integral
part of the Agreement.

17.6 The provisions of Sections 5; 6.1; 6.2; 6.4,
6.5; 7; 8; 10; 11 and 14 shall survive
termination of this Agreement.

17.7 This Agreement has been drawn up in four
identical counterparts in both language
version this mean in Czech and English
version.

17.8..In case of any discrepancy between the two
versions, the Czech language version shall
prevail.

18. Controlling Law

In the event of any dispute arising between
the Parties in relation to the terms of this
Agreement, the Parties shall use their best
endeavors to resolve the matter on a
amicable basis. This Agreement shall be
governed by and shall be construed in
accordance with the laws of Czech Republic
without regard to any conflicts of laws
provisions. The parties consent to the
appropriate court of competent jurisdiction
of Czech courts for the resolution of all
disputes or controversies between the
parties hereto that parties are unable to
settle amicably.

19. Disclosure Pursuant to Applicable
Laws / Public Posting by the CRO/Sponsor

19.1 The parties acknowledge that certain laws
now or in the future may require
pharmaceutical, medical device and other
companies to disclose information on
compensation, gifts or other remuneration
provided to health care professionals. The
CRO/Sponsor may report information about
compensation  provided under this
agreement, as required by law. Once
reported, such information may be publicly
accessible.
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soubézna Ustni ¢ pisemna prohlaseni nebo
dohody. Prilohy tvofi nedilnou soucast této
Smlouvy.

17.6 Ustanoveni ¢lankd 5, 6.1, 6.2, 6.4, 6.5, 7, 8,
10, 11 a 14 zUstanou v Gcinnosti i po skonceni
Gcéinnosti této Smiouvy.

17.7 Tato Smlouva byla vyhotovena v Ctyfech
identickych vyhotovenich v obou jazykovych
verzich, tj. jak Ceské, tak anglické.

17.8 V pripadé jakychkoli rozporli mezi Ceskou a
anglickou jazykovou verzi této smlouvy ma
prednost Ceska jazykova verze.

18. Rozhodné pravo

V pfipad€, Ze mezi stranami nastane jakykoli
spor tykajici se podminek této Smlouvy,
strany vyvinou maximalni Usili k tomu, aby
zalezitost vyreSily smirnou cestou. Tato
Smlouva se bude fidit a bude vykladana v
souladu se zakony Ceské republiky bez
ohledu na kolizi pravnich norem. Pro feSeni
veskerych sporli nebo rozepfi mezi stranami
této Smlouvy, které strany nejsou schopny
vyfesit smirnou cestou, strany souhlasi se
soudem s prislusnou jurisdikci ¢eskych soudd.

19. Sdélovani informaci na zakladé platnych
zakonut / Zverejnovani informaci
CRO/Zadavatelem

19.1 Smluvni strany berou na védomi, Zze nékteré
zakony mohou jiz dnes nebo v budoucnosti
vyZadovat, aby farmaceutické firmy, vyrobci
zdravotnickych prostfedkl a ostatni firmy,
sdélovaly informace tykajici se kompenzaci,
darl a ostatnich odmén vyplacenych nebo
poskytovanych  pracovnikim v  oblasti
zdravotni péce. CRO/Zadavatel mdze sdélit
informace o odménach uvedené v této
smlouveé, v rozsahu pozadovaném platnymi
zakony. Po sdéleni takovych informaci se tyto
informace mohou stat vefejné pristupnymi.
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19.2 Notwithstanding any other provision in this

agreement, Institution understand and
agree that the CRO/Sponsor reserves the
right to post on a website accessible to the
public, information regarding all payments
under this agreement (whether or not
required by law), including your identity,
the total value of all payments, the
purposes for which such payments were
made, and other information as the
CRO/Sponsor determines is appropriate.

An integral part of this Agreements are following
Exhibits:

A.

mmoOw

Protocol and its subsequent amendments
(shall be archived with other Study related
documentation by the Principal
Investigator)

Budget and Payment Schedule

State Institute of Study Drugs approval

Approval of Ethics Committee

Insurance Certificate

Power of Attorney of the Sponsor to CRA and
power of attorney for MUDr.Michaela Ticha

Copy of an Entry to the Commercial Register
of CRO
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19.2 Bez ohledu na ostatni ustanoveni této
smlouvy, bere Zdravotnické zafizeni na
védomi a souhlasi s tim, ze CRO/Zadavatel
si vyhrazuje pravo zvefejnit na verejné
pristupnych webovych strankach informace o
vSech platbach provadénych na zakladé této
Smlouvy (a to bez ohledu na to zda je
zverejnéni  téchto informaci pozadovano
zakonem i nikoli), vCetné informaci o
totoznosti, celkové vysi vyplacenych Castek,
informaci o ucelu platby a dalSich informaci,
jejichz zvefejnéni CRO/Zadavatel povazuje za
vhodné.

Nedilnou soucasti této Smlouvy jsou nasledujici
Prilohy:

Priloha A Protokol a jeho nasledné zmény

Priloha B Rozpocet a platebni kalendar

Priloha C Povoleni Statniho Ustavu pro kontrolu Iéciv

Priloha D Souhlas Etické komise pro multicentricka
klinicka hodnoceni

Priloha E Souhlas Etické komise

Priloha F Pojistny certifikat

Priloha G PIna moc od Zadavatele pro CRO a plna
moc CRO pro osobu podepisujici za CRO

Pfiloha H Vypis z obchodniho rejstfiku CRO
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IN WITNESS WHEREOF, the parties hereto
have caused this Agreement to be executed by
their duly authorized representatives as of the
date first above written.

PAREXEL International
S.r.o. on behalf
International NV

CRO on behalf of the Sponsor

Czech Republic
ofJanssen-Cilag

Signature:

Associate Director Clinical Operation

Date:

PAREXEL International Czech Republic s.r.o.

Signature:

Associate Director Clinical Operation

Date:

Strana 28 z 31

NA DUKAZ TOHO opravnéni zastupci stran této
Smlouvy tuto Smlouvu podepsali v den uvedeny
vyse.
Smluvni vyzkumna jménem
Zadavatele

PAREXEL International Czech Republic s.r.o.

jménem f Janssen-Cilag International NV

organizace

Podpis:

Associate Director Clinical Operation

Datum:

PAREXEL International Czech Republic s.r.o.

Podpis:

Associate Director Clinical Operation

Datum:

Thomayerova nemocnice
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Thomayerova nemochnice

Signature:

MUDr. Karel Filip, CSc., MBA, feditel

Director

Date:

Signature:

Principal Investigator

Date:
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Podpis:

MUDr. Karel Filip, CSc., MBA,
feditel

Datum:

Podpis:

Hlavni zkousejici

Datum:
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Exhibit A — Protocol and its subsequent
amendments

By reference only; (page intentionally left blank)

Priloha A — Protokol a jeho nasledné zmény

Pouze prostiednictvim odkazu; (stranka je prazdna
zamérné)
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