Czech Republic / Tripartite Clinical Trial Agreement

/ Thomayerova nemocnice
ARN-509-003

CLINICAL TRIAL AGREEMENT
CRO - Institution/ Principal Investigator

SMLOUVA O KLINICKEM HODNOCENiI
Smluvni vyzkumna organizace — Zdravotnické
zafizeni / Hlavni zkousejici

This Agreement is

by and between

Tato Smlouva se uzavira

mezi

Pharmaceutical Research Associates CZ, s.r.o.
located at Jankovcova 1569/2c¢, Post code 170 00,
Prague 7, Czech Republic, company ID number:
27636852, tax ID No.: CZ27636852, represented
by MUDr. Andrea KI¢, proxy (“PRA” or “CRO")

Pharmaceutical Research Associates CZ, s.r.0. se
sidlem Jankovcova 1569/2c, PSC 170 00 Praha 7,
Ceska republika, IC: 276 36 852, DIC: CZ27636852,
zastoupena MUDr. Andreou KI¢, prokuristkou
(ddle jen ,PRA“ nebo ,smluvni vyzkumna
organizace”)

and

ARAGON PHARMACEUTICALS, INC. located at
12780 El Camino Real, Suite 301, San Diego, CA
92130, USA (the “Sponsor”). CRO is acting
pursuant to the Delegation of Authority attached
hereto as Exhibit C.

Aragon Pharmaceuticals, Inc. is a wholly-owned
subsidiary of Johnson & Johnson. Janssen
Research & Development, LLC is part of the
Janssen Pharmaceutical Companies of Johnson &
Johnson and provides various services to its
affiliated company, Aragon Pharmaceuticals, Inc.

spole¢nosti ARAGON PHARMACEUTICALS, INC.,
se sidlem 12780 El Camino Real, Suite 301, San
Diego, CA 921 30, USA (ddle jen , Zadavatel“). CRO
jednd na zakladé plné moci zadavatele, ktera tvofi
PFilohu C této Smlouvy.

Spole¢nost Aragon Pharmaceuticals, Inc., je
dcefinnou spolecnosti pattici pod Johnson &

Johnson. Spolecnost Janssen Research &
Development, LLC je soucdsti Janssen
farmaceutickych  spole¢nosti  patficich  pod

Johnson & Johnson a provadi rdzné sluzby pro
sesterskou spole¢nost Aragon Pharmaceuticals,
Inc.

Thomayerova nemocnice (“Institution”) located
at Videnska 800, Praha 4 — Kr¢, 140 59, Czech
Republic, company ID number: 00064190, TAX ID
number: CZ00064190, represented by MUDr.
Karel Filip, CSc., MBA, director

Thomayerova nemochice (“zdravotnické
zafizeni”) se sidlem Videriska 800, Praha 4 — Kr¢,
140 59, Ceskd republika, IC: 00064190, DIC:
CZ00064190, zastoupena MUDr. Karlem Filipem,
CSc., MBA, reditelem

and

a

_ (“Principal  Investigator”),

affiliated with Institution, located at Viderska 800,
Praha 4 — Kr¢, 140 59, Czech Republic

_ (“hlavni zkousejici”), plGsobici v

ramci zdravotnického zafizeni se sidlem Videnska
800, Praha 4 —Kr¢, 140 59, Ceska republika

and effective as of the date of execution by the

a ucinnd ode dne pfipojeni podpisu posledni ze
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last party to sign below (“Effective Date”).

stran (,Datum ucinnosti“).

Clinical Trial /
Klinické hodnoceni “_”

Sponsor / Zadavatel

Study Product /
Hodnoceny produkt

Protocol / Protokol ARN-509-003

EUdraCT number /
Cislo EUdraCT I
Study Site /
Resitelské centrum
Republic

ARAGON PHARMACEUTICALS, INC.

.

Thomayerova nemocnice, Videriskd 800, Praha 4 — Kré, 140 59, Czech

WHEREAS, Sponsor has requested CRO to manage

the Clinical Trial “|| | | | | > o~ its

behalf.

VZHLEDEM K TOMU, ZE Zadavatel pozadal
Smluvni vyzkumnou organizaci, aby fidila Klinické
hodnoceni s ndzvem * “ jeho
jménem.

WHEREAS, CRO has requested Institution and its
employees, and Principal Investigator, to conduct
the Clinical Trial, which is sponsored by ARAGON
PHARMACEUTICALS, INC. located at 12780 El
Camino Real, Suite 301, San Diego, CA 92130, USA
(“Sponsor”) involving the Study Product according
to the Protocol; and

VZHLEDEM K TOMU, ZE Smluvni vyzkumna
organizace pozadala Zdravotnické zafizeni a jeho
zaméstnance a Hlavniho zkousejiciho, aby provedli
Klinické hodnoceni sponzorované spole¢nosti
ARAGON PHARMACEUTICALS, INC., se sidlem
12780 ElI Camino Real, Suite 301, San Diego, CA
92130, USA (,Zadavatel”) tykajici se Hodnoceného
produktu podle Protokolu; a

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.

VZHLEDEM K TOMU, ZE je Zdravotnické zafizeni
vybaveno a opravnéno provadét Klinické
hodnoceni a Hlavni zkousejici souhlasil s
provedenim Klinického hodnoceni v souladu a za
podminek ve smlouvé uvedenych.
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NOW THEREFORE, in

consideration of the

premises and the mutual promises and covenants
expressed herein, the parties agree as follows:

PROTO NYNI,

berouce v Uvahu premisy a

vzajemné sliby a Umluvy v této Smlouvé uvedené,
se strany dohodly takto:

1.  Performance of the Clinical Trial 1. Provedeni Klinického hodnoceni

1.1 The parties agree that the Protocol, | 1.1 Strany se dohodly, Ze Protokol, vietné
including any  subsequent  Protocol vSech pfipadnych naslednych zmén
amendments, incorporated by reference as Protokolu zahrnutych odkazem jako Pfiloha
Exhibit A, if not attached hereto but known A, neni-li pfipojena k této Smlouvé, ale je
to all parties, and the Exhibits, form an znama vSem strandam, a prilohy tvori
integral part of this Agreement. nedilnou soucast této Smlouvy.

1.2 Institution and Principal Investigator agree | 1.2  Zdravotnické zafizeni a Hlavni zkousejici
to use their best efforts and professional souhlasi vyvinout maximalni Usili a vyuzit
expertise to perform the Clinical Trial in své odborné znalosti k provedeni Klinického
accordance with the Protocol, all applicable hodnoceni v souladu s Protokolem, vsemi
legal and regulatory requirements, the platnymi pravnimi a zakonnymi pozadavky,
identified timelines and the terms and stanovenymi  IhGtami a  smluvnimi
conditions of this Agreement. Institution podminkami této Smlouvy. Zdravotnické
and Principal Investigator may not start the zafizeni a Hlavni zkousejici nesmi zahdjit
clinical trial without prior approval of the Klinické hodnoceni bez predchoziho
ethics committee, notifications and further souhlasu etické komise, oznameni a dalsich
legally required approvals. zakonem pozadovanych povoleni.

1.3 In the event that the Principal Investigator | 1.3  V ptipadé, Ze Hlavni zkousejici prestane byt

becomes no longer affiliated with
Institution, Institution shall provide written
notice to CRO as soon as possible and at the
latest within three (3) calendar days of such
departure. CRO 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 CRO does not approve such
new Principal Investigator, CRO may
terminate this Agreement in accordance
with Section 2.2 below and Institution shall
take all necessary steps to accommodate

spojen se Zdravotnickym zafizenim, musi
toto  poskytnout Smluvni  vyzkumné
organizaci co nejdfive pisemné oznameni, a
to nejpozdéji do tfi (3) kalendarnich dni po
tomto ukonceni pracovniho poméru.
Smluvni vyzkumnd organizace ma pravo
schvalovat veskeré nové hlavni zkousejici
jmenované Zdravotnickym zafizenim. Novy
hlavni zkousejici je povinen souhlasit s
podminkami této Smlouvy. V pfipadé, Ze
Smluvni vyzkumna organizace nového
Hlavniho zkousejiciho neschvéli, mduze
Smluvni vyzkumna organizace ukoncit tuto
Smlouvu v souladu s oddilem 2.2 niZe a

CRO'’s decision. If Principal Investigator is to Zdravotnické zafizeni prijme veskera
be temporarily absent from Institution for nezbytnd opatfeni k tomu, aby toto
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14

more than 10 days, but not more than 14
days, Institution will designate a
Sub-investigator to temporarily supervise
the Clinical Trial on the Principal
Investigator’s  behalf. Institution  will
document this designation and notify
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 undertakes 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 Clinical Trial 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

1.4

rozhodnuti Smluvni vyzkumné organizaci
umoznila. V pfipadé, Ze je hlavni zkousejici
nepritomen ve zdravotnickém zafizeni
nepretrzité po dobu delsi nez 10 dn(, ale
ne vice nez 14 dnu, Zdravotnické zafizeni
povéri spoluzkousejictho k dohlizeni na
klinické hodnoceni v zastoupeni hlavniho
zkousejiciho. Zdravotnické zafizeni
zdokumentuje toto povéfeni a bude
pisemné informovat zadavatele o tomto
povéfeni pred zahdjenim. V pfipadé, Ze
bude hlavni zkousejici nepfitomen po dobu
delsi nez 14 dnt, Zadavatel mize ukoncit
tuto smlouvu v pripadé, ze zdravotnické
zatizeni a zadavatel nenajdou vhodnou
nahradu v osobé hlavniho zkouseiciho v
ramci |haty 14-ti dn(.

Zdravotnické zatizeni a Hlavni zkousejici
mohou jmenovat takové dalsi osoby a cleny
studijniho tymu, které budou povaZovat za
vhodné pro vykon funkce spoluzkousejiciho
nebo ¢lena studijniho tymu s cilem pomoci
pfi provadéni Klinického hodnoceni. Vsichni
spoluzkousejici a ¢lenové studijniho tymu
musi mit odpovidajici kvalifikaci, musi byt
v€as jmenovani a musi se vést jejich
aktualizovany seznam. Hlavni zkousejici je
odpovédny za vedeni takového tymu
spoluzkousejicich a ¢lend studijniho tymu,
ktefi se ve vsech ohledech budou fidit
stejnymi podminkami jako Hlavni zkousejici
podle této Smlouvy. Zdravotnické zafizeni a
Hlavni zkousejici jsou zodpovédni za sluzby
vykonané jmenovanymi zaméstnanci a
zavazuji se zejména, Ze budou vykonavany
kompetentnimi osobami.
V pfipadé, Ze Zdravotnické zafizeni a/nebo
Hlavni zkousejici vyuZivaji sluzeb jinych osob
pfi provadéni Klinického hodnoceni na
zakladé této Smlouvy, budou odpovédni za
zajisténi toho, Ze jsou vsechny tyto osoby
drziteli pfislusnych licenci
a povéreni a Ze spliuji podminky této
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1.6

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 or its designee in the
proper performance of the Protocol, safety
and reporting requirements, and any other
applicable guidelines relevant to the Clinical
Trial and performance of the Protocol.

In case of Blinding the Clinical Trial; 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,
CRO shall provide the Study Product, all
Clinical Trial related documents (such as
case report forms). 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.

Additional Research: Unless it is approved
in writing by Sponsor, Institution and

1.5

1.6

Smlouvy. Zdravotnické zafizeni a Hlavni
zkousejici budou odpovédni za jakékoli
poruseni této Smlouvy ze strany téchto
osob.

Zdravotnické zafizeni a Hlavni zkousejici
musi zajistit, aby se Hlavni zkousejici a
uréeni zameéstnanci Ucastnili vSech Skoleni
pofadanych Zadavatelem nebo jeho
zmocnénci tykajicich se fadného provadéni
Protokolu, bezpecnosti a pozZadavkd na
vykazovani a dalSich pfipadnych pokynu
tykajicich se Klinického hodnoceni a
provadéni Protokolu.

Pouziti randomizaénich koda: Hlavni
zkousejici provadéjici zaslepenou studii
souhlasi s tim, Ze bude udrZovat zaslepeni
Hodnoceného produktu. Hlavni zkousejici
souhlasi, Ze randomizacni kody budou
zvefejnény po dokonceni  Klinického
hodnoceni a finalizaci databaze
Zadavatelem. U multicentrickych studii jsou
vyzadovany Udaje predtim, nez je Klinické
hodnoceni povazovano za ukoncené.
Pokud by se vyskytla mimoradna zdravotni
udalost vyZzadujici, aby Hlavni zkousejici
prozradil kod u uréitého Hodnoceného
produktu, Hlavni zkousejici se zavazuje tuto
skute¢nost ihned oznamit Zadavateli.

Pro provadéni Klinického hodnoceni
Smluvni vyzkumna organizace poskytne
Hodnoceny produkt, veSkeré dokumenty
souvisejici s Klinickym  hodnocenim
(naptiklad zaznamy Subjektd hodnoceni) .

Ani  Zdravotnické zafizeni ani Hlavni
zkousejici nebudou Zadnym zpUsobem
vyuzivat Hodnoceny produkt
a dokumenty, materidly a vybaveni

souvisejici s Klinickym hodnocenim pro jiné
ucely, nez pro vykon Klinického hodnoceni v
souladu

s Protokolem.

Dalsi vyzkum: Pokud to Zadavatel pisemné
neschvali, pak Zdravotnické zafizeni a
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1.7

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
research technique, procedure,
questionnaire, or observation), or (ii) on
biological samples collected from Trial
subjects during the Clinical Trial or the data
derived there from, if the Clinical Trial
involves a Study Product and the research is
related to the Study Product or its
pharmaceutically acceptable salts,
enantiomers and polymorphs. 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 Additional Research in
compliance with all applicable regulations,

including requirements for obtaining
appropriate  EC approval and subject
informed consent. Further, if such
Additional Research is conducted

notwithstanding the foregoing restriction,
without limiting any other rights, Institution
hereby 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.

Delegation by Sponsor to CRO. Sponsor has
contracted with CRO, a clinical research
organization, to provide support services to
facilitate Sponsor’s oversight, monitoring

1.7

Hlavni zkouSejici nesmi provadét Zadny
vyzkum, ktery neni vyzadovan Protokolem
pro provadéni Klinického hodnoceni v

Zdravotnickém  zafizeni nebo  jeho
prostfednictvim (i) na Pacientech v
priabéhu Klinického hodnoceni (vCetné

vSech dodateénych vyzkumnych technik,
postuptl, dotaznik(l nebo pozorovani) nebo
(i) na biologickych vzorcich odebranych z
Pacientl v prabéhu Klinického hodnoceni
nebo datech z nich odvozenych v pfipadé,
Ze Klinické hodnoceni zahrnuje Hodnoceny
produkt a vyzkum se tykd Hodnoceného
produktu nebo jeho farmaceuticky
prijatelnych soli, enantiomer( a polymorf(.
Dale se vyzkum popsany v predchozi vété
oznacuje jako ,Dalsi vyzkum“. V kazidém
pfipadé, pokud Zadavatel da souhlas, bude
se schvdleny Dalsi vyzkum povaZovat za
zménu pavodniho Protokolu nebo musi byt
predmétem jiné smlouvy
a Zdravotnické zafizeni a Hlavni zkousejici
provedou vsechen tento Dalsi vyzkum v
souladu s platnymi predpisy, vcetné
pozadavkl na ziskani vhodného ES
schvaleni typu a na informovany souhlas
Pacienta. Dale, pokud je takovy Dalsi
vyzkum provadén bez ohledu na vyse
uvedena omezeni, aniZz by byla omezena
jakdkoli jind prdva, Zdravotnické zafizeni
udéluje Zadavateli neodvolatelnou,
celosvétovou, splacenou
a bezplatnou vyhradni licenci s pravem
udélovat dil¢i licence k budoucimu ¢i
pfedchozimu pouZiti, prodeji a importu
jakéhokoli vynalezu, ktery vyplyva z tohoto
dalsiho vyzkumu. Tento oddil bude platny i
po ukonceni nebo vyprseni platnosti této
Smlouvy.

Delegace pravomoci Zadavatele na
Smluvni vyzkumnou organizaci. Zadavatel
uzaviel se Smluvni vyzkumnou organizaci
smlouvu
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and administration of the Clinical Trial in o poskytovani pomocnych sluzeb pro
accordance with applicable laws and with usnadnéni dohledu Zadavatele,
this Agreement. Sponsor has authorized the monitorovani a  spravé  Klinického

CRO to handle Sponsor communications
with  the Institution and  Principal
Investigator with respect to the Study and
this Agreement. Upon written notice to
Institution and  Principal Investigator,
Sponsor may designate other such
organizations to replace or work with CRO in
the performance of such services for
Sponsor, and Institution and Principal
Investigator will permit such CRO to perform
such delegated tasks on behalf of Sponsor.

hodnoceni v souladu s platnymi pravnimi
pfedpisy a s touto Smlouvou. Zadavatel
povéfuje Smluvni vyzkumnou organizaci,
aby zajistovala komunikaci Zadavatele se
Zdravotnickym  zafizenim a  Hlavnim
zkousejicim
v souvislosti s touto Studii
Smlouvou. Na  zadkladé  pisemného
oznameni Zdravotnickému zafizeni a
Hlavnimu zkousejicimu miiZze Zadavatel
urcit dalsi organizace, aby nahradily
Smluvni vyzkumnou organizaci nebo s ni
spolupracovaly pfi poskytovani sluzeb
Zadavateli, a Zdravotnické zatizeni a Hlavni
zkousejici dovoli této Smluvni vyzkumné
organizaci provadét tyto delegované ukoly
jménem Zadavatele.

a touto

2. Term and Termination 2. Doba trvani a ukonéeni

2.1 The term of this Agreement shall begin on | 2.1  Doba trvani této Smlouvy zacind Dnem
the Effective Date and continue until the ucinnosti a bude pokradovat az do
Clinical Trial has been completed to the dokonceni Klinického hodnoceni
reasonable satisfaction of the Sponsor. The k plné spokojenosti Zadavatele. Strany
parties estimate that the Clinical Trial will odhaduji, Ze Klinické hodnoceni skondi (i) v
end on (i) | GGG o (i) six (6) I <bo (i) sest (6) mésic
months following final database lock, unless po kone¢ném uzamdceni databaze, pokud
sooner terminated in accordance with the nebude ukonceno dfive
terms hereof. The parties agree that the v souladu s podminkami této Smlouvy.
term may be amended by mutual Strany se dohodly, Ze dobu trvani lze
agreement. zménit vzdjemnou dohodou.

2.2 This Agreement may be terminated by | 2.2 Tuto Smlouvu miuzZe kterdkoli ze stran

either party at any time in the exercise of its
sole discretion upon thirty(30) calendar
days prior written notice to the other party.
Reasons for Clinical Trial termination may
include but are not limited to:
(i) breach of contract, including
failure to comply with the
Protocol and applicable laws and

kdykoli dle svého uvazeni ukoncit, a to na
zdkladé predchozi pisemné vypovédi
dorucené druhé strané do tficeti (30)
kalendarnich dnlG. Davody pro ukonceni
Klinického hodnoceni mohou byt mimo jiné:
(i) poruseni smlouvy, véetné
nedodrzeni Protokolu a platnych

zakonu a predpisU;
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2.3

regulations;
(ii) receipt of safety information that
makes it prudent to do so or
(iii) 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
such immediate termination is necessary
based upon considerations of patient safety
or upon receipt of data suggesting lack of
sufficient efficacy. 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
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 to Institution being refunded to CRO.

Institution and Principal Investigator shall
immediately deliver to Sponsor 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
unused Study Product, all documents,
materials and equipment provided by CRO
and all Sponsor Confidential Information, as
defined in Section 7.2 below, or in
accordance with Exhibit B, at the earlier of

(ii)  ziskani informaci o bezpecnosti,
diky kterym se jevi ukonceni jako
rozumné nebo

(iii) pokud resitelské centrum
nepfijalo do tfi (3) mésicd po
zahajeni hodnoceni zadné
Pacienty.

Bez ohledu na vySe uvedena ustanoveni
muzZe Smluvni vyzkumna organizace ihned
ukoncit Klinické hodnoceni na zakladé
svého vyhradniho uvazeni, je-li toto
okamzité ukonceni nezbytné na zdakladé
zohlednéni bezpecnosti pacientll ¢i na
zakladé  ziskani  adaji  naznadujicich
nedostate¢nou  uUcinnost.  Zdravotnické
zafizeni a Hlavni zkousejici souhlasi, Ze po
obdrzeni upozornéni ohledné ukonceni
okamzité ukonc¢i provadéni Klinického
hodnoceni v rozsahu |ékarsky pfipustném
pro jakoukoli osobu ucastnici se Klinického
hodnoceni (dale jen ,Pacient”). V pfipadé
ukonceni v souladu s touto Smlouvou jinak
nez v dlsledku zdvainého poruseni ze
strany Zdravotnického zafizeni nebo
Hlavniho zkousejiciho budou celkové ¢astky
splatné ze strany Smluvni vyzkumné
organizace podle této Smlouvy spravedlivé
pomérné rozdéleny za skute¢nou praci
provedenou k datu ukonceni, pfFicemz
jakékoli nevycerpané finanéni prostfedky
pfedtim vyplacené Smluvni vyzkumnou
organizaci Zdravotnickému zatizeni budou
vraceny Smluvni vyzkumné organizaci.

Zdravotnické zafizeni a Hlavni zkouSejici
okamzité odevzdaji Zadavateli nebo jim
urcenému  subjektu  vSechny  udaje
vygenerované v duasledku Klinického
hodnoceni a také vSechny odebrané
klinické vzorky. Dale Smluvni vyzkumné
organizaci vrati, popfipadé na zakladé
jejich pokyna znic¢i, veSkeré nepoufZité
Hodnocené produkty, dokumenty, material
a zarizeni poskytnuté Smluvni vyzkumnou
organizaci a vSechny Davérné informace
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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.

Zadavatele vymezené nize v ¢lanku 7.2
nebo v souladu
s Pfilohou B 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
resitelském centru provadéjicim
hodnoceni, jak je uvedeno v Protokolu a jak
vyZzaduji platné zakony a nafizeni.

2.4  Upon termination, if the Clinical Trial is a | 2.4  Pokud je Klinické hodnoceni multicentrické,
multi-center trial, if possible, upon the CRO prevede po jeho ukonceni Hlavni zkousSejici
or Sponsor’s request, Principal Investigator na zadost Smluvni vyzkumné organizace
shall refer the Trial Subjects to other trial nebo Zadavatele, pokud je to moiné,
sites designated by Sponsor. Pacienty na jina vyzkumna feSitelskd centra

uréend Zadavatelem.

3. Ethics Committee (EC) - Informed Consent - | 3. Eticka komise (EK) — Informovany souhlas

Authorizations - Povoleni

3.1 In accordance with the laws and regulations | 3.1 V souladu se zdkony a predpisy platnymi

applicable at the Study Site, Sponsor / CRO
shall be responsible for obtaining approval
of the Protocol and its amendments,
informed consent form, and 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 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 the EC.

Study will be conducted in accordance with
the approval of regulatory authorization of

v fesitelském centru, odpovida Zadavatel
/ CRO za to, Ze pred zahajenim Klinického
hodnoceni pfislusna Eticka komise schvali
Protokol a jeho dodatky, informovany
souhlas, postupy pro nabor Pacientl
(napf. inzertni oznameni, pfipadné
finanéni odmeény) a jakékoliv dalsi
relevantni dokumenty souvisejici s
Klinickym hodnocenim. V pfipadé, Zze EK
poZaduje zmény v Protokolu,
informovaném souhlasu nebo postupech
pro nabor Pacientl, nebudou takové
zmény provedeny, dokud Smluvni
vyzkumna organizace k tomu neda
pisemny souhlas. Protokol, informovany
souhlas

a veskerou inzerci je mozné upravit pouze
s predchozim pisemnym souhlasem
Smluvni vyzkumné organizace a Etické
komise.

Studie bude provedena vsouladu s
povolenim Statniho Ustavu pro kontrolu
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3.2

3.3.

the State Institute for Drug Control of

_ with the affirmative

opinion of the Ethics Committee of

_ which attached hereto

as Exhibit E and Exhibit F.

The treatment of subjects will not start until
receipt of all approvals by ethics
commitees, SIDC authorization any any
other permits required for the initation of
the Study.

The Sponsor prepared and provided to the
Principal Investigator Informed consent
form which includes information for Trial
Subjects (the nature, significance,
implications and risks of the Study).
Informed consent form is attached hereto
as Exhibit H.

Institution and Principal Investigator shall
also be responsible for adequately
informing the Trial Subject and for obtaining
an informed consent form signed by or on
behalf of each Trial Subject, which informed
consent form shall be approved by the CRO
and the EC, prior to the Trial Subject’s
participation. The informed consent shall
include the right for CRO, Sponsor and its
designees and applicable government
authorities to review raw Clinical Trial 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.

Sponsor shall be responsible for the

3.2

3.3

eciv ze dne | NS |

souhlasnym stanoviskem Etické komise ze

dne NN Kter¢ tvori

Pfilohu E a F této Smlouvy.

Lécba subjektd hodnoceni nebude
zahdjena, dokud nebudou obdrzeny
veskera schvdleni etickych komisi, souhlas
SUKL a jakakoliv jind povoleni potiebna
k zahdjeni Studie.

Zadavatel zpracoval a predal Hlavnimu
zkousejicimu navrh formuldre pisemného
informovaného souhlasu Subjektu
hodnoceni s Ucasti ve Studii, jehoz
soucasti bude informace pro Subjekty
hodnoceni (o povaze, vyznamu,
dopadech a rizicich Studie. Vzor
informovaného souhlasu je Pfilohou H
této smlouvy.

Zdravotnické zafizeni a Hlavni zkousejici

odpovidaji za dostatecné informovani
Pacienta a za ziskani formuldfe o
informovaném souhlasu podepsaného

kazdym Pacientem nebo jeho jménem,
ktery musi k umoZnéni jeho ucasti
schvélit Smluvni vyzkumnd organizace a
EK. Formulaf o informovaném souhlasu
musi obsahovat pravo Smluvni vyzkumné
organizace, Zadavatele a jeho zastupcl a
prislusnych vladnich orgadnd prezkoumat
surova data z Klinickych hodnoceni,
véetné puvodnich zdznamu
o Pacientech, pfi vSech monitorovacich
a auditorskych ¢innostech nezbytnych k
zajisténi kvality a dodrZovani Protokolu,
stejné jako vSechny pravni a zakonné
pozadavky.

Zadavatel odpovida za splnéni vsech
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fulfillment of all other authorization dalsich formalnich nalezitosti
formalities related to the conduct of the souvisejicich s povolenim provedeni
Clinical Trial (such as submitting a clinical Klinického hodnoceni (napriklad
trial application) and related to the-supply predloZeni zadosti

or importation of the Study Product, and if
required, for obtaining the written
authorization from the competent Health
Authorities prior to commencement of the

o povoleni Klinického hodnoceni) a s
doddvanim ¢i dovozem Hodnoceného
produktu. Bude-li to vyZzadovano, bude
odpovidat také za obstarani pisemného

Clinical Trial. povoleni od pfislusnych zdravotnickych
organll pred zahdjenim  Klinického
hodnoceni.

4. Reporting of Data and Adverse Events 4. Vykazovani dat a nezddouci pfihody

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

4.2 Electronic Data Capture ("EDC"): | 4.2
Institution/Principal Investigator will submit
Trial data using the electronic system
provided by the Sponsor.
Institution/Principal Investigator  shall
prevent unauthorized access to the data by
maintaining physical security of the
computers and ensuring that investigational
staff maintains the confidentiality of their
passwords. Institution/Principal Investigator
shall also comply with 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.

Hlavni zkousejici a zdravotnické zatizeni
souhlasi dodat Smluvni  vyzkumné
organizaci veskeré vysledky Klinického
hodnoceni a dalsi Udaje vyZadované v
Protokolu a to vfas prostfednictvim

nalezité (pisemné ¢i  elektronicky)
vyplnénych formuldra pripadové zpravy.

Elektronicky zaznam dat — Electronic Data

Capture (,EDC“): Zdravotnické
zarizeni/Hlavni zkousejici predlozi data z
hodnoceni prostfednictvim

elektronického systému, ktery zajisti
Zadavatel. Zdravotnické zafizeni/Hlavni
zkousejici musi zabranit neopravnénému
pristupu k datlim tim, Ze zajisti fyzickou
bezpecnost pocitacli a to, aby clenové
studijniho tymu udrZovali sva hesla v
tajnosti.  Zdravotnické  zafizeni/Hlavni
zkousejici musi rovnéz dodrzovat pokyny
Smluvni  vyzkumné organizace pro
zadavani dat do systému, coZ znamenj,
Ze clenové studijniho tymu pouZivajici
systém musi chapat, Ze jejich elektronické
podpisy jsou pravné zavaznym
ekvivalentem jejich vlastnorucnich
podpisl

a dokladaji spravnost a uUplnost zadanych
udaja.
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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 a maximum timeframe of
seventy-two (72) hours of the visit. Principal
Investigator/Institution also agree to
provide appropriate responses to queries
received within five (5) days of receipt.

Hlavni zkousejici/Zdravotnické zafizeni
souhlasi s tim, aby se shromazidily
vSechny Udaje z Klinickych studii ve
zdrojovych dokumentech pred jejich
zadanim do elektronického formulare
pripadové studie (,,eCRF“), ktery musi byt
vyplnén nejpozdéji do sedmdesati dvou

(72)  hodin po navstévé. Hlavni
zkousejici/Zdravotnické  zafizeni  take
souhlasi, Ze poskytnou odpovidajici

odpovédi na dotazy obdrzené do péti (5)
dnl od jejich obdrzeni.

4.3  Principal Investigator and Institution also | 4.3 Hlavni zkousejici a Zdravotnické zatizeni
agree to report to CRO all serious adverse podaji Smluvni vyzkumné organizaci
events within twenty-four (24) hours after zpravu o vSech zdvaznych nezadoucich
learning of any serious adverse events and pfihodach nejpozdéji do ctyriadvaceti
other important medical events, as (24) hodin poté, co se o nich dozvi
identified in the Protocol, affecting any Trial a o jinych vyznamnych lékafskych
Subject in the Clinical Trial.  Principal udalostech, jak je stanoveno v Protokolu,
Investigator and Institution further agree to které ovliviiuji vSechny Pacienty v
follow up such report with detailed, written Klinickém hodnoceni. Hlavni zkousejici
reports in compliance with all applicable a Zdravotnické zafizeni dale souhlasi, Ze
legal and regulatory requirements. po této zpravé zaslou podrobné pisemné

zpravy v souladu se vSemi platnymi
pravnimi a zakonnymi poZzadavky.

4.4 Timely, accurate and complete data| 4.4 Predkladani véasnych, prfesnych a Uplnych
submission and query responses are dat
necessary to ensure payment in accordance a reakce na dotazy jsou nezbytné k
with the Payment Schedule, Exhibit B of this zajisténi platby v souladu s rozpoétem a
Agreement. platebnim kalendarem (Pfiloha B této

Smlouvy).

5. Monitoring of Clinical Trial — Audit - | 5. Monitorovani Klinického hodnoceni

Inspections — Audit — Kontrola

5.1 Monitoring - Audit 5.1 Monitorovani — Audit

During and after the term of this
Agreement, Institution and Principal
Investigator agree to permit representatives
of CRO, Sponsor and/or the competent
health authorities (including, if applicable,
the US FDA) to examine at any reasonable
time during normal business hours

Béhem doby trvani této Smlouvy a po ni
souhlasi Zdravotnické zafizeni a Hlavni
zkousejici, Ze umozni zastupcdm Smluvni
vyzkumné organizace, Zadavateli a/nebo
pfislusnym zdravotnickym organliim
(vCetné, pripadné, FDA), aby prezkoumali v
jakoukoli rozumnou dobu béhem béiné
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5.2

53

(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

(iii) 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.

Inspections

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

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.

5.2

5.3

pracovni doby

(i) zarizeni, ve kterych
hodnoceni probih3,

(ii) surova data z Klinické studie,
véetné plvodnich zdznaml o
Pacientech, pokud je to dovoleno
podle podminek formulafe o
informovaném souhlasu
a platnych zakond, a

(iii) jakékoli dalsi dualezité informace
nutné
k potvrzeni, ze Klinické hodnoceni
je provedeno v souladu s
Protokolem
a v souladu s platnymi pravnimi
a zakonnymi pozadavky, vietné

Klinické

prava na soukromi a
bezpecnostnich zakonl
a predpis(.
Kontroly
Zdravotnické zafizeni a Hlavni zkousejici
ihned upozorni Smluvni vyzkumnou
organizaci v pfipadé, Ze odpovédny

zdravotnicky Urad naplanuje kontrolu
nebo takovou kontrolu provede bez
ohlaseni. Dale Smluvni  vyzkumné
organizaci poskytne ihned po jejim vydani
kopii korespondence jakéhokoli statniho
zdravotnického uradu vyplyvajici z dané
kontroly.

Zdravotnické zafizeni a Hlavni zkousejici
souhlasi, Ze podniknou veskeré
pfiméfené kroky vyZzadované Smluvni
vyzkumnou  organizaci k  napravé
nedostatkli  zaznamenanych  béhem
auditu nebo kontroly. Smluvni vyzkumna
organizace ma rovnéz pravo pred
odeslanim Zdravotnickému zafizeni nebo

Hlavnimu zkousejicimu prezkoumat a
schvalovat  jakoukoli  korespondenci
zasilanou prislusnému statnimu

zdravotnickému organu vytvorfenou v

disledku takovéto kontroly
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zdravotnickym orgdnem.

6. Compliance with Applicable Laws 6.

DodrzZovani platnych pravnich predpist

6.1 The parties agree to conduct the Clinical | 6.1
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.

6.2 No party shall perform any actions that are | 6.2
prohibited by local and other
anti-corruption laws (collectively
“Anti-Corruption Laws”) that may be
applicable to one or more parties to the
Agreement. Without limiting the foregoing,
no 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.

6.3 Parties agree that the collection, processing | 6.3
and disclosure of personal data and medical
information related to the Trial Subject; is
subject to compliance with applicable
personal data protection and security laws
and regulations. When collecting and
processing personal data, the parties agree
to 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

Smluvni strany souhlasi, Ze budou
provadét Klinické hodnoceni a uschovaji
zaznamy a Udaje béhem doby ucinnosti
této Smlouvy i po jejim skonceni v
souladu se vsemi platnymi pravnimi a
zakonnymi poZzadavky, jakoZ i s obecné
uzndvanymi  Umluvami, jako jsou
napfiklad Helsinskd deklarace a smérnice
ICH-GCP.

Zadna ze smluvnich stran nesmi provadét
zadné kroky, které jsou zakazany dle
mistnich a dalSich protikorupcnich zakon(
( souhrnné ,protikorupéni zakony“), které
se mohou vztahovat na jednu nebo vice
stran Smlouvy. Bez omezeni vyse
uvedeného nesmi zadna ze stran ucinit
zadné platby, nabidku prodeje nebo
prevodu hodnotného predmétu
jakémukoli statnimu ufednikovi nebo
stadtnimu zaméstnanci, zastupci politické
strany nebo kandidatovi na politickou
funkci nebo jiné treti osobé v souvislosti s
transakci takovym zplsobem, Ze by doslo
k poruseni protikorupcnich zakon.

Strany se dohodly, Ze shromaZidovani,
zpracovavani a zvefejiiovani osobnich
Udaju a lékarské informace tykajici se
Pacientl jsou podminény souladem s
pfislusnymi zakony
o ochrané osobnich udaja a
bezpecnostnimi zakony a predpisy. Strany
souhlasi, ze pfi shromazdovani
a zpracovani osobnich udajd pfijmou
nalezitd opatfeni k jejich zajisténi,
zachovani d0vérnosti zdravotnich a
Iékarskych informaci souvisejicich
s Pacienty, Ze budou fadné informovat
dotCené Pacienty o shromazdovani a
zpracovani  jejich  osobnich  Gdajq,
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access by unauthorized persons. Personal
data related to Principal Investigator and
any investigational staff (e.g., name,
hospital or clinic address and phone
number, curriculum vitae) may be
transferred to other Johnson & Johnson's
affiliates dedicated to clinical research with
the purposes of drug monitoring,
implementation, documentation and
control of clinical trials, as well as for
contacting them and their respective
agencies around the World in case of other
future studies or investigations in which
they may be involved. The parties also agree
that the Sponsor can use personal data
provided by the Principal Investigator for
managing internal studies and ensuring that
their contact information is contained in a
faithful and complete way in other systems
used by the Sponsor and its affiliates, in
compliance with paragraph 6.4 below.

6.4 The CRO may transmit personal data to | 6.4
Sponsor and other affiliates of the Johnson
& Johnson group of companies and their
respective agents worldwide. Accordingly,
personal data may be transmitted to
countries outside the European Economic
Area (EEA), such as the United States, which
the EU has determined currently lack
appropriate privacy laws providing an
adequate level of privacy protection.
Notwithstanding the above, CRO, Sponsor
and its affiliates of the Johnson & Johnson
group of companies and respective agents
will apply adequate privacy safeguards to
protect such personal data as required in
the EEA. Personal data may also be
disclosed as required by individual

poskytnou Pacientim pFiméreny pfistup k
jejich osobnim udajlim a zabrani pfistupu
k nim neopravnénym osobam. Osobni
udaje tykajici se Hlavniho zkousejiciho a
¢lenl studijniho tymu (napf. jméno,
adresa a telefonni Cislo nemocnice nebo
kliniky, Zivotopis) mohou byt prevedeny
na jiné pridruzené spole¢nosti Johnson &
Johnson, které se vénuji klinickému
vyzkumu, a to za ucelem monitorovani
[éCiv, realizace, dokumentace a kontroly
klinickych zkousek, stejné jako
kontaktovani téchto osob a jejich
pfislusnych organizaci po celém svété v
pfipadé dalSich budoucich studii a
projektl, do nichZz se mohou zapojit.
Strany se rovnéz dohodly, Ze Zadavatel
mUlZe pouZit osobni Udaje poskytnuté
Hlavnim zkouSejicim pro sprdvu internich
studii a zajistit, aby jejich kontaktni Udaje
byly uchovdvany davérnym a Uplnym
zplUsobem % jinych systémech
pouzivanych  Zadavatelem a jeho
pfidruzenymi subjekty, a to v souladu s
odstavcem 6.4 niZe.

Smluvni vyzkumna organizace muze
pfedat osobni uUdaje Zadavateli a jinym
pridruzenym subjektiim skupiny
spole¢nosti Johnson & Johnson a jejich
zastupcim na celém svété. V souladu s
tim mohou byt osobni Udaje pfedany do
zemi mimo Evropsky hospodarsky prostor
(EHP), jako jsou naptiklad Spojené staty
americké, které dle EU
v soucCasné dobé nemaji odpovidajici
zakony na ochranu soukromi poskytujici
naleZitou Uroven ochrany soukromi. Bez
ohledu na vySe uvedené uplatni Smluvni
vyzkumna organizace, Zadavatel
a pridruzené subjekty skupiny spole¢nosti
Johnson & Johnson a jejich zastupci
adekvatni bezpecCnostni opatfeni na
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regulatory agencies or applicable law, such ochranu soukromi dle pozadavk( EHP.
as to report serious adverse events. Osobni udaje mohou byt rovnéz

zpfistupnény, jak wvyZaduji pfislusné
regulacni ufady ¢ platné zakony,
napfiklad  kvali  hlaseni  zavainych
nezadoucich prihod.

6.5 Institution and Principal Investigator agree | 6.5 Zdravotnické zafizeni a Hlavni zkousejici
to inform their investigational staff that souhlasi s tim, Zze budou informovat ¢leny
their personal data will be collected as studijniho tymu o tom, Ze jejich osobni
stated in Section 6. Udaje budou shromaidovdny podle

oddilu 6.

6.6 Inthe event that any part of this Agreement | 6.6 V ptipadé zjisténi, Ze nékterd c¢ast této
is determined to violate applicable laws and Smlouvy porusuje platné zdkony a
regulations the parties agree to negotiate in predpisy, smluvni strany souhlasi, Zze v
good faith revisions to the provision or dobré vife wvyjednaji zmény téch
provisions that are in violation. In the event ustanoveni, u nichz tento problém nastal.
the parties are unable to agree to new or V pripadé, Ze strany nejsou schopny
modified terms as required to bring the dohodnout se na novych nebo
entire Agreement into compliance, either upravenych podminkach tak, aby celd
party may terminate this Agreement on Smlouva jiz neporusovala platné zdkony a
sixty (60) calendar days prior written notice predpisy, muze kterakoli ze stran tuto
to the other party. Smlouvu ukoncit, a to Sedesat (60)

kalendarnich dnG pred dorucenim
pisemné vypovédi druhé strané.

7. Ownership of Data - Confidentiality - | 7. Vlastnictvi dat — Ddvérnost — Rejstiik —

Registry - Publication publikace

7.1 Ownership of Data 7.1  Vlastnictvi dat
All case report forms and other data, VSechny formuladfe ptipadovych zprav a
including without limitation, written, jinych dat, véetné mimo jiné napsanych,
printed, graphic, video and audio material, tisténych, kreslenych, video a audio
and information contained in any computer materidlu a informaci obsaZenych v
data base or computer readable form, jakékoliv  pocitacové  databdzi nebo
generated by the Institution and/or elektronické podobé, které vytvofilo
Principal Investigator in the course of Zdravotnické zafizeni a/nebo  Hlavni
conducting the Clinical Trial (the “Data”) zkousejici v prlbéhu provadéni Klinického
shall be the property of Sponsor, which may hodnoceni (,Data“), budou majetkem
utilize the Data in any way it deems Zadavatele, ktery je mUze vyuZit jak uzna za
appropriate, subject to and in accordance vhodné v souladu s platnymi zakony a
with applicable privacy and security laws predpisy o ochrané soukromi a bezpecnosti
and regulations and the terms of this a podminkami této Smlouvy. Jakékoli
Agreement. Any copyrightable work autorské dilo vytvorené v souvislosti s
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7.2

created in connection with the performance
of the Clinical Trial 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.

Confidentiality
All information, including, but not limited
to, the Study Product or Sponsor’s
operations, such as Sponsor’s patent
application, formulas, manufacturing
processes, basic scientific data, prior clinical
research data and formulation information
supplied by Sponsor to |Institution or
Principal Investigator and not previously
published (the “Sponsor Confidential
Information”) are considered confidential
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
(i) information which is identified in
the preceding sentence 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
(ii) the Data. The preceding
obligations shall not apply to data
or information (i) which has been
published through no fault of
Institution or Principal
Investigator, (ii) which Sponsor
agrees in writing, may be used or
disclosed, or (iii) which s
published in accordance with the

vykonem Klinického hodnoceni a obsazené
v Datech (s wvyjimkou pfipadu jeho
zvefejnéni Hlavnim zkousSejicim, jak je
stanoveno v oddile 7.4) se povaZuje za
,smluvni dilo” v maximalnim rozsahu
povoleném zidkonem a je ve vlastnictvi
Zadavatele nebo jeho zmocnénce.

Zachovani dlivérnosti
Veskeré informace o, véetné mimo jiné
Hodnoceného produktu nebo cinnosti
Zadavatele, jako jsou jeho patentové
zadosti, vzorce, vyrobni procesy, zakladni
védecké udaje, predchozi klinické udaje z
vyzkumu a dfive nezverejnéné formulacni
informace poskytnuté Zadavatelem
Zdravotnickému zafizeni nebo Hlavnimu
zkousejicimu (,DGvérné informace
Zadavatele”) jsou povazovany za dlvérné a
zGstanou vyhradnim majetkem Zadavatele.
Oba souhlasi, Zze béhem trvani této
Smlouvy i poté vynaloZi Zdravotnické
zafizeni a Hlavni zkousejici maximalni usili k
uchovani v tajnosti a pouZiti pouze pro
Ucely zvazované v této Smlouvé
(i) informaci, které jsou oznaceny jako
dlvérné v predchozi vété, nebo o
nichz mdZe rozumné uvaZujici
osoba usoudit, Ze jsou dvérnym a
soukromym majetkem sponzora a
které jsou poskytnuty Zadavatelem
nebo jeho jménem
Zdravotnickému  zafizeni nebo
Hlavnimu zkouS$ejicimu, a
(ii) Dat. Predchozi povinnosti se
nevztahuji  na udaje nebo
informace (i), které byly zvefejnény
bez zavinéni  Zdravotnického
zafizeni nebo Hlavniho
zkousejiciho, (ii) u nichz Zadavatel
pisemné souhlasi, Ze mohou byt
pouzity nebo zverejnény nebo (iii)
které jsou zverejnény v souladu s

Clinical Trial Agreement between CRO and Institution & Principal Investigator EMEA contract template
Medicinal Products
Version June, 2012

Page 17 of 40

Confidential




Czech Republic / Tripartite Clinical Trial Agreement

/ Thomayerova nemocnice
ARN-509-003

7.3

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

Registry

Prior to the initiation of enroliment,
Sponsor will have the right to publicly
register protocol summaries and site
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; (ii) required
by the ICMIJE for studies intended to be
published in the international

peer-reviewed literature
(http://www.icmje.org); or (i) 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-

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 patients screened as potentially
eligible in the Institution's geographical
area, Principal Investigator will receive a
report with the completed screen and the

7.3

oddilem Uverejnéni této Smlouvy.
Ustanoveni tohoto oddilu budou
platna i po ukonceni nebo vyprseni
platnosti této Smlouvy.

Rejstrik

Pfed zahajenim zafazovani  Subjekt(
hodnoceni do Klinického hodnoceni bude
mit Zadavatel prdvo verejné zaregistrovat
protokolarni souhrny
a kontaktni udaje rteSitelského centra od
spole¢nosti zadanych klinickych hodnoceni
jak hodnoceného Iéciva, tak registrovanych
IéCivych pripravkl, které spliuji nejméné
jedno z nize uvedenych kritérii:

(i) musi byt registrovdny Zadavatelem podle
platnych zdkon( a predpist a v souladu s
nimi, (ii) jsou vyZzadovany ICMJE pro studie

urcené k uverejnéni v zahranicnich
odbornych publikacich
(http://www.icmje.org); nebo (i) od
hodnoceni  sponzorovanych spolecnosti

zkoumanych ¢i  registrovanych [écivych
pfipravkd a vyrobkd, které jsou dostatecné
navrzeny a dobfe kontrolovany, at jiz je toto
pozadovano dle bodu (i) nebo (ii) v tomto
oddile vySe. Registrace probihd v ramci
webovych  stranek  Narodni  lékarské
knihovny Spojenych statd navrzenych pro
tento ucel na adrese www.clinicaltrials.gov.
Kromé toho lze vyuzit pro ucely registrace
rovnocenné oficidlni webové stranky a
webové stranky Zadavatele.

V ramci soupisu klinického hodnoceni na
adrese www.clinicaltrials.gov si mfze
kdokoli  vyplnit on-line dotaznik o
zpUsobilosti zpfistupnény diky financovani
Zadavatele. U Pacientd, ktefi se na zakladé

dotazniku ukdzi byt jako potencidlné
zpUsobili v rdmci zemépisné oblasti
Zdravotnického zafizeni, obdrzi Hlavni

zkousejici zpravu s vyplnénym profilem
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7.4.

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 in public
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 twelve
(12) months of Clinical 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
the Clinical Trial 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 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 Sponsor Confidential
Information  will be submitted for

7.4

Pacienta a jeho kontaktnimi informacemi.
Hlavni zkousSejici souhlasi, Ze bude
provadét Cinnosti v navaznosti na zpravu
a bude dokumentovat tyto cCinnosti ve
zdrojovych zaznamech.

Uveiejnéni

V souvislosti s jakymikoliv Daty nebo s
jinymi informacemi vygenerovanymi v ramci
sluzeb provadénych podle této Smlouvy
prostfednictvim Zdravotnického zafizeni
nebo Hlavniho zkousejictho mda Zadavatel
prvni pravo zvefejnit Udaje o Klinickém
hodnoceni, a to jak formou Ustni prezentace
na kongresu, tak publikovanim bez souhlasu
Zdravotnického zafizeni nebo Hlavniho
zkousejiciho. Pokud by navic ke zverejnéni
Klinického  hodnoceni v  odbornych
publikacich nedoslo béhem dvanacti (12)
meésicd od ukonceni Klinického hodnoceni,
miZe pfipadné Zadavatel zverejnit vysledky
Klinického hodnoceni na webové strance
vysledk( klinickych studii ve formé Synopse
klinického hodnoceni ve formatu ICH-E-3.

Zdravotnické zafizeni a Hlavni zkousejici
maji pravo zvefejnit vysledky Klinického
hodnoceni a veskeré zakladni informace,
které je treba zahrnout pfi zvefejnéni
vysledkl klinickych studii nebo proto, aby
mohli jini odbornici ovéfit vysledky téchto
Klinickych hodnoceni.

Pokud si Zdravotnické zafizeni a Hlavni
zkousejici preji zvefejnit informace z
Klinického hodnoceni, musi byt za ucelem
posouzeni Zadavateli poskytnuta kopie
rukopisu, a to alespon Sedesat (60) dni pred
predloZzenim ke zverejnéni nebo prezentaci.
Zadavatel, Zdravotnické zafizeni a Hlavni
zkousejici  zajisti  urychlené posouzeni
anotaci, plakatovych prezentaci nebo jinych
material(. Bez ohledu na vySe uvedené se
nesmi bez predchoziho pisemného souhlasu
Zadavatele k publikaci predkladat prace,
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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.

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 Study site until the 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.

které obsahuji dlvérné informace o
Zadavateli. Na zdkladé pisemné Zadosti
mohou Zdravotnické zafizeni a Hlavni
zkousejici zamezit takové publikaci az na
dalSich Sedesati (60) dnl, aby bylo mozné
podani patentové pfihlasky.

Pokud je soucasti  multicentrického
klinického hodnoceni konkrétni klinické
hodnoceni, nesmi Zdravotnické zafizeni ani
Hlavni zkousejici
u takovéhoto klinického hodnoceni
zvefejiiovat Udaje ziskané od feSitelského
centra, dokud nedojde ke zverejnéni
kombinovanych vysledkdl z dokonceného
Klinického hodnoceni v ramci spolec¢ného
multicentrického zverejnéni. Pokud vsak
k takovému multicentrickému zverejnéni
nedojde do dvanacti (12) mésicl po
zavrseni, preruseni nebo dokonceni
Klinického hodnoceni ve vsech zafizenich
nebo poté, co zadavatel potvrdi, Ze
nedojde k zZadné multicentrické publikaci
Klinického hodnoceni, Zdravotnické
zafizeni a/nebo Hlavni zkousejici mohou
zverejnit vysledky sami v souladu s
ustanovenimi tohoto oddilu.

7.5 Institution and Principal Investigator | 7.5  Zdravotnické zafizeni a Hlavni zkousejici se
warrant the compliance of all zavazuji, Ze vsichni spoluzkousejici a dalsi
co-investigators and other personnel Clenové studijniho tymu podilejici se na
involved with the Clinical Trial with the Klinickém hodnoceni budou dodrZzovat
provisions of this Section. ustanoveni tohoto oddilu.

8. Patents 8. Patenty

It is recognized and understood that the
existing inventions and technologies of
Sponsor, Institution and Principal
Investigator are their separate property
respectively, and are not affected by this
Agreement. All rights to any discovery or
invention conceived or conceived and
reduced to practice as a result of the work
conducted under this Agreement shall

Je zndmo a ma se za to, Ze stavajici

vynalezy a technologie Zadavatele,
Zdravotnického zafizeni a  Hlavniho
zkousejiciho  jsou jejich  oddélenym

vlastnictvim a tato Smlouva se na né
nevztahuje. VSechna prdva na jakékoli
objevy nebo vynalezy, které vznikly nebo se
zacaly aplikovat % praxi
v dusledku prace provadéné v ramci této
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belong to Sponsor or its designee. Smlouvy, naleZi Zadavateli nebo jeho
Institution and Principal Investigator shall zmocnénci. Zdravotnické zafizeni a Hlavni
promptly disclose any invention or zkousejici neprodlené zverejni jakykoli

discovery arising under this Agreement.
Institution and Principal Investigator agree
to assign to Sponsor or its designee the sole
and exclusive ownership thereto. Such
application, if any, shall be filed and
prosecuted by Sponsor. 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.

vynalez nebo objev vznikly v ramci této
Smlouvy. Zdravotnické zafizeni a Hlavni
zkousSejici souhlasi s tim, aby Zadavateli
nebo jeho zmocnénci pfiznali jediné a
vyhradni vlastnictvi k témto vyndlezim
nebo objevim. Pokud k tomu dojde, o
vlastnictvi zadd a fteSi jej Zadavatel.
Zdravotnické zafizeni a Hlavni zkousejici
podepiSe a  zajisti  podpis  svych
zaméstnanc pod vSemi dokumenty
potfebnymi pro prevod veskerych prav,
narokl a podil na vSech takovych
vynalezech nebo objevech na Zadavatele
nebo jeho zmocnénce.

9. Compensation 9. Odména

9.1 The budget and compensation to be paid | 9.1 Rozpofet a odména k vyplaceni za
for the Clinical Trial is contained in Exhibit B. provedeni Klinického hodnoceni jsou
Payment shall be due and payable in obsahem Prilohy B. Platby budou splatné
accordance with the schedule set forth in podle kalendare uvedeného v Ptiloze B.
Exhibit B.

9.2 The parties acknowledge and agree that the | 9.2  Strany potvrzuji a souhlasi, Ze odména a

compensation and support provided by
Sponsor through its Payment Agent
(Clinverse, Inc.) to Institution pursuant to
this Agreement represents the fair market
value for the research services conducted
by Institution and Principal Investigator, has
been negotiated in an arms-length
transaction, and has not been determined
in @ manner that takes into account the
volume or value of any referrals or other
business otherwise generated between

Sponsor and Institution or Principal
Investigator. 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
purchase the Sponsor’s products or those of
any entity affiliated with Sponsor.

podpora poskytnuté Zadavatelem
prostrednictvim Platebniho agenta
(Clinverse, Inc.) Zdravotnickému zafizeni
v souladu s touto Smlouvou predstavuji
pfiméfenou trini hodnotu za vyzkumné
sluzby provedené Zdravotnickym zafizenim
a Hlavnim zkouSejicim, byly sjednany v
transakci za béZnych trinich podminek a
nebyly stanoveny zplUsobem, ktery by
zohledrioval objem nebo  hodnotu
jakéhokoli doporucovani pacientl ¢i jinych
zaleZitosti  jinak  probihajicich  meazi
Zadavatelem a Zdravotnickym zafizenim
nebo Hlavnim zkousejicim. Nic v této
Smlouvé nelze vykladat zadnym zplsobem
jako povinnost nebo podnét
Zdravotnickému zafizeni nebo Hlavnimu
zkousejicimu s cilem doporucdit, aby jakakoli
fyzickd nebo pravnickd osoba nakupovala
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vyrobky  Zadavatele  nebo
pridruzenych subjektl Zadavatele.

vyrobky

9.3 Neither Institution nor Principal Investigator | 9.3  Ani Zdravotnické zafizeni ani Hlavni
shall bill any third party for any Study zkousejici nebudou uctovat jakékoli treti
Product or other items or services furnished strané za zadné Hodnocené produkty nebo
by CRO in connection with the Clinical Trial, jiné pfedméty nebo sluzby dodané Smluvni
or any services provided to Trial Subjects in vyzkumnou organizaci v souvislosti s
connection with the Clinical Trial for which Klinickym hodnocenim ani za zaddné sluzby
payment is made as part of the Clinical Trial. poskytované Pacientim v souvislosti s

Klinickym hodnocenim, za néz se provadi
platba jako soucast Klinického hodnoceni.

10. Indemnification 10. Odskodnéni

10.1 Sponsor shall defend, indemnify and hold | 10.1 Zadavatel musi hdjit, odSkodnit a zprostit
harmless Institution, its trustees, officers, obvinéni  Zdravotnické zafizeni, jeho
agents and employees (including the vedeni, vedouci pracovniky, zastupce a
Principal Investigator and co-investigators) zaméstnance (v¢éetné Hlavniho zkousejiciho
from any and all losses, costs, expenses, a spoluzkousejicich) od vSech ztrat,
liabilities, claims, actions and damages, nakladd, vydajl, zavazkd, pohledévek,
based on a personal injury to a Trial Subject krok( a nahrad skod ve vztahu k Ujmam
directly caused by use of the Study Product Pacientll pfimo zplUsobenym pouZitim
during the course of the Clinical Trial. Hodnoceného  produktu v  prlbéhu

Klinického hodnoceni.
10.2 The above obligation of Sponsor, as stated | 10.2 VysSe uvedend povinnost Zadavatele, jak je

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 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 CRO or
Sponsor’s written recommendations and
instructions related to the use of the Study
Product, or with any applicable legal and
regulatory requirements.

uvedeno v bodé 10.1, neplati a Zadavatel
nenese odpovédnost za jakékoli
odskodnéni ¢i naklady a Zdravotnické
zafizeni musi hajit, odSkodnit a zprostit
obvinéni Zadavatele pred kroky ¢i naroky
jakkoli vyplyvajici z nebo zplsobené
umysinym, bezohlednym, nebo nedbalym
jedndanim  nebo  opomenutim  nebo
odbornym zanedbanim Zdravotnického
zafizeni nebo nékterého z jeho vedeni,
vedoucich pracovnikli, zastupcli nebo
zaméstnancl (véetné Hlavniho zkousejiciho
a spoluzkousejicich) nebo vyplyvajici nebo
zpUsobené jejich pfipadnym nedodrZenim
Protokolu, pisemnych pokynt a doporuceni
Smluvni  vyzkumné organizace nebo
Zadavatele tykajicich se uzivani
Hodnoceného produktu nebo platnych
pravnich a zakonnych predpisu.
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10.3 The obligation of the indemnifying party | 10.3 Povinnost odskodnujici strany podle této
hereunder shall apply only if the other party Smlouvy se pouZije pouze v pfipadé, Ze
provides prompt notification upon receipt druhd smluvni strana po obdrZeni
of notice of any claim or suit, permits the oznameni o pfipadném naroku nebo Zalobé
indemnifying party and its attorneys and toto bez zbytec¢ného odkladu, a umoznuje
personnel to handle and control the odskodnujici strané a jejim pravnikim a
defense of such claims or suits, including zaméstnancim feSit a fidit obhajobu
pretrial, trial or settlement, and the téchto narokll nebo v ramci takovych
indemnified party fully cooperates and soudnich fizeni véetné predbéziného liceni,
assists in such defense. The indemnified soudniho procesu nebo vyrovnani a
party further agrees that it will not settle or odskodnéna strana pfi této obhajobé plné
compromise any such claim or suit without spolupracuje a pomdha. Odskodnéna
the prior written consent of the strana ddle souhlasi s tim, Ze nepfijme
indemnifying party. odskodnéni ani neohrozi pripadny takovy

narok nebo soudni fizeni bez predchoziho
pisemného souhlasu odskodnujici strany.

11. Insurance 11.  Pojisténi

11.1 The Institution shall maintain general | 11.1  Zdravotnické zafizeni udrZuje pojisténi
liability insurance (including contractual obecné odpovédnosti (véetné smluvni
liability) that is sufficient to cover the odpovédnosti)  postaCujici ke  kryti
Institution’s liabilities under this Agreement zavazk( Zdravotnického zafizeni zatizeni
and any applicable laws and regulations. For podle této Smlouvy a podle zdkonnych
the avoidance of doubt, it is understood pozadavka..
that the Institution’s insurance contract Pro wvylouceni vSech pochybnosti se
does not provide coverage for injury rozumi, Ze pojistna smlouva
resulting from the conduct of the Clinical Zdravotnického zafizeni  neposkytuje
Trial. pojisténi pro ujmu zpUsobenou

provadénim Klinického hodnoceni.

11.2 Sponsor shall ensure that before starting | 11.2 Zadavatel zajisti, Ze pred zahdjenim
this Clinical Trial It has insurance coverage Klinického hodnoceni bude pro ného jako
for itselfas the Sponsor and for the Principal Zadavatele a Hlavniho zkousejiciho
Investigator according to the section 52 uzavieno pojisténi odpovédnosti za Skodu
subsection 3 letter f) of the Act on ve smyslu § 52 odst. 3 pism. f) zdkona o
Pharmaceuticals No. 378/2007 Coll, which |éCivech, které zahrnuje odskodnéni
will include coverage forcompensation in v pfipadé smrti subjektd hodnoceni nebo
the case of injuryor in event of damage to v pfipadé skody vzniklé na zdravi subjektl
health of the Trial Subjects as a hodnoceni v dlsledku provadéni Studie.
consequence of carrying out this Clinical Potvrzeni o uzavieném pojisténi je
Trial. The Certificate of Insurance is Pfilohou D této smlouvy.
attached hereto as Exhibit D.

11.3 Upon request, the Institution shall provide | 11.3 Zdravotnické zafizeni poskytne na

the Sponsor with certificates of insurance

vyzadani Zadavateli osvédceni o pojisténi
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evidencing the required insurance coverage.
The failure of any party to secure
appropriate or sufficient coverage shall in
no way limit the respective liability of that
party pursuant to this Agreement.

dokladajici pozadované pojistné kryti.
Jakékoliv pochybeni nékteré ze stran
zajistit odpovidajici a dostatecné pojisténi
v zadném pripadé neomezi pfislusnou
odpovédnost smluvnich stran na zakladé
této Smlouvy.

12. Financial Disclosure - Conflict of Interest =
Debarment

12.

Zvefejiiovani finanénich udaji - Stret

zajmul — Vylouceni

12.1 |Institution and Principal Investigator agree
to provide all information to 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 and
other affiliates of 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
information involving immediate family
members of those involved in the Clinical
Trial.

12.2 Institution and Principal Investigator
confirm that there is no conflict of interest
between parties 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

12.1

12.2

Zdravotnické zafizeni a Hlavni zkousejici
souhlasi s tim, Ze poskytnou Smluvni
vyzkumné organizaci veskeré informace
nezbytné k dodrzeni jakychkoli poZzadavku
na zvefejiovani, které jsou nafizeny
jakymkoli  pfislusnym  zdravotnickym
organem (véetné Amerického uradu pro
potraviny a léky - FDA), vcetné vsech
informaci, jejichz  zpfistupnéni  se
vyzaduje v souvislosti s jakymkoli
finanénim vztahem mezi Zadavatelem a
dalsimi pfidruzenymi subjekty skupiny
spolec¢nosti Johnson & Johnson a jejich
prislusnymi zastupci a Hlavnim
zkousejicim a jakymkoli spoluzkousejicim
zapojenym do Klinického hodnoceni a
mezi jakymkoli jinym zdstupcem nebo
zaméstnancem Zdravotnického zatizeni a
Zadavatele. Tento  poZadavek na
zvefejnéni  financnich  udaji  muze
vyzadovat zvefejnéni informaci tykajicich
se blizkych rodinnych pfislusnikd osob
zapojenych do Klinického hodnoceni.

Zdravotnické zafizeni a Hlavni zkousejici
potvrzuji, Ze mezi nimi a smluvnimi
stranami neni Zadny konflikt zajm0, 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 tfetimi stranami. Zdravotnické
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Investigator will promptly inform CRO if any
conflict of interest arises during the
performance of this Agreement.

zafizeni a Hlavni zkousejici okamzité
uvédomi Smluvni vyzkumnou organizaci,
pokud v pribéhu plnéni této Smlouvy
vyvstane jakykoli konflikt zajma.

12.3 Institution and Principal Investigator shall | 12.3 Zdravotnické zatizeni ani Hlavni zkousejici
not employ, contract with or retain any nezaméstnaji Zadnou osobu, neuzaviou
person directly or indirectly to perform smlouvu ani nevyuziji sluzeb jakékoli
services under this Agreement if such a osoby poskytovanych pfimo nebo
person nepifimo podle této Smlouvy, pokud

takova osoba
(i) is debarred by a competent health (i) je vyloucena pfislusSnym
authority (including, if applicable, zdravotnim Uradem
the US FDA) or (véetng, pripadné US
FDA) nebo
(ii) has been sentenced for (ii) byla odsouzena pro
malpractice related to the zanedbani povinné péce v
conduct of clinical trials. souvislosti s provadénim
klinickych hodnoceni.

Upon written request from CRO, Institution Na pisemnou zddost Smluvni vyzkumné
and Principal Investigator shall, within ten organizace Zdravotnické zafizeni a Hlavni
(10) days, provide written confirmation that zkousejici do deseti (10) dnl poskytnou
it has complied with the foregoing pisemné potvrzeni, ze plni vySe uvedeny
obligation. This shall be an ongoing zavazek. Jedna se o stalé prohlaseni a
representation and warranty during the zaruku po dobu trvani této Smlouvy a
term of this Agreement and Institution and Zdravotnické zafizeni a Hlavni zkousejici
Principal Investigator shall immediately neprodlené ozndmi Smluvni vyzkumné
notify CRO of any change in the status of organizaci  jakékoli  zmény  stavu
the representation and warranty set forth in prohldseni a zaruk stanovenych v tomto

this Section. oddile.

13. Independent Contractor 13. Nezavisly dodavatel
Institution and Principal Investigator are Zdravotnické zafizeni a Hlavni zkousejici
acting in the capacity of independent jednaji jakoZto nezavisld smluvni strana
contractors hereunder and not as podle této Smlouvy a nikoli jako
employees or agents of CRO or Sponsor. zaméstnanec nebo zastupce Smluvni

vyzkumné organizace nebo Zadavatele.

14. Publicity 14. Propagace

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 wither party disclose the existence

Zadnad ze stran nesmi pouZivat nazev
jakékoliv jiné strany pro propagacni ucely
bez predchoziho pisemného souhlasu
strany, jehoZ jméno se navrhuje pouZit, a
7adnd ze stran nesmi ani zvefejnit
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or substance of this Agreement except as
required by law.

existenci nebo obsah této Smlouvy s
vyjimkou pfipadl danych zdkonem.

15.

Notice

15.

Oznameni

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

TO Sponsor:

Janssen Research & Development, LLC
Janssen Research and Development
10990 Wilshire Blvd., Ste 1200

Los Angeles, CA 90024

United States

aven: [

COPY:
Janssen  Pharmaceutical
Development, L.L.C.

Research &

1125 Trenton-Harbourton Road
Titusville, NJ 08560

Facsimile: |

TO CRO:
Pharmaceutical
s.r.o

C/0 Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park
Reading, Berkshire, RG2 6AD

United Kingdom

Attention: the director of the Institution

Research Associates CzZ,

TO the Institution:
Thomayerova nemocnice
Videnska 800

Praha 4 — Kr¢, 140 59
Czech Republic
Attention:

TO the Principal Investigator:
Thomayerova nemocnice
Videriska 800

Veskera oznameni uvedend nize musi byt
zasldna expresni postou, faxem nebo
osobné dorucena se  zaplacenym
postovnym timto zplsobem:

Zadavateli :

Janssen Research & Development, LLC
Janssen Research and Development
10990 Wilshire Blvd., Ste 1200

Los Angeles, CA 90024

United States

aven: [

KOPIE:
Janssen Pharmaceutical
Development, L.L.C.

Research &

1125 Trenton-Harbourton Road
Titusville, NJ 08560

Fax: [

Smluvni vyzkumné organizaci:
Pharmaceutical Research Associates CZ,
s.r.o.

C/0 Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

Velka Britanie

K rukam: reditele Zdravotnického zafizeni

Zdravotnickému zatizeni:
Thomayerova nemocnice
Videnska 800

Praha 4 — Kr¢, 140 59
Ceska republika

K rukdam:

Hlavnimu zkouSejicimu:
Thomayerova nemocnice
Videriska 800

Clinical Trial Agreement between CRO and Institution & Principal Investigator EMEA contract template
Medicinal Products
Version June, 2012

Page 26 of 40

Confidential




Czech Republic / Tripartite Clinical Trial Agreement

/ Thomayerova nemocnice
ARN-509-003

Praha 4 — Kr¢, 140 59
Czech Republic

Praha 4 — Kr¢, 140 59
Ceska republika

Attention: K rukdm:

16. Assignment 16. Postoupeni
CRO shall have the right to assign this Smluvni vyzkumna organizace ma pravo
Agreement to an affiliate of Sponsor upon postoupit tuto Smlouvu pfidruzenému
prior written notice to Institution. In all subjektu Zadavatele po predchozim
other instances, neither party shall assign pisemném oznameni Zdravotnickému
its rights or duties under this Agreement zatizeni. Ve vSech ostatnich pfipadech
to another without prior written consent zadnd ze stran sva prava a povinnosti
of the other party. Subject to the podle této Smlouvy nepostoupi jiné
foregoing, this Agreement shall bind and osobé bez predchoziho pisemného
inure to the benefit of the respective souhlasu druhé smluvni strany. V souladu
parties and their successors and assigns. s vySe uvedenym tato Smlouva zavazuje a

uzavira se ve prospéch pfislusnych stran a
jejich nastupcl a nabyvateld.

17. Miscellaneous 17. Rlzné

17.1 This Agreement may not be altered, | 17.1 Tuto Smlouvu Ize upravit, zménit nebo
amended or modified except by written modifikovat pouze na zakladé pisemného
document signed by all parties. dodatku ke Smlouvé podepsaného vsemi

stranami.

17.2 If a provision of the Agreement conflicts | 17.2 Pokud je nékteré ustanoveni této
with a provision of the Protocol, the Smlouvy v rozporu s ustanovenim
Protocol takes precedence on matters of Protokolu, ma Protokol pfednost v
medicine, science and conduct of the otazkach lékafstvi, védy a provadéni
Clinical Trial. This Agreement takes Klinického hodnoceni. Tato Smlouva ma
precedence in any other conflicts. pfednost v pripadé vsSech ostatnich

rozporda.

17.3 If any of the provisions defined under the | 17.3 Pokud je nékteré z ustanoveni pfiloh v
exhibits conflicts with any of the provisions rozporu s nékterym z ustanoveni této
of this Agreement, the terms of the Smlouvy, ustanoveni  pfiloh  maji
exhibits will take precedence. prednost.

17.4 If any part of this Agreement is found to | 17.4 Pokud se zjisti, Ze je nékterd cast této
be unenforceable, the rest of this Smlouvy nevymahatelna, zbytek této
Agreement will remain in effect: Smlouvy zUstava v platnosti.

17.5 This Agreement constitutes the complete | 17.5 Tato Smlouva predstavuje Uplnou dohodu
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agreement of the parties with respect to
the subject matter hereof. The Exhibits
form an integral part of the Agreement. It
expressly supersedes any prior or
contemporaneous oral or  written
representations or agreements.

smluvnich stran ve vztahu k pfedmétu
tohoto dokumentu. Pfilohy tvofi nedilnou
soucast této Smlouvy. Tato Smlouva
vyslovné nahrazuje veskeré dfivéjsi nebo
soucasné ustni Ci pisemné prohlaseni i
smlouvy.

17.6  The following provisions and any other | 17.6 Nasledujici ustanoveni a jakékoli jiné
term or condition which by its nature is podminky jsou svou povahou
clearly intended to survive the termination jednoznacné uréeny k tomu, aby zUstaly v
or expiration of this Agreement will survive platnosti i po ukoncéeni nebo vyprseni
the termination or expiration of this platnosti této Smlouvy: 1.6, 5, 6, 7, 8, 10,
Agreement: 1.6, 5, 6, 7, 8, 10, 11, 14, 16 11,14,16a17.
and 17.

18. Controlling Law 18. Rozhodné pravo

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 an
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 agree that any
dispute between the parties which cannot
be settled amicably shall be brought before
the judicial authorities of the Czech Republic.

The Sponsor and / or CRO claim that in the
context of the Clinical Trial, which is the
subject of this Agreement, have not
concluded and have entered into any other
agreement with the Principal Investigator or
the Subinvestigator governing their mutual
rights and obligations without the
participation of the Institution. In case a
sponsor and / or CRO concluded such an
agreement, it will be grounds for immediate
termination of cooperation under this
Agreement and the closing of the study site
without compensation. The Sponsor will

V ptipadé jakéhokoli sporu mezi smluvnimi
stranami ve vztahu k ustanoveni této
Smlouvy vynaloZi smluvni strany veskeré
usili k tomu, aby vyfesily tuto zalezitost
smirnou cestou. Tato Smlouva se fidi a
bude vykldddana v souladu s pravnimi
predpisy Ceské republiky bez ohledu na
pfipadné kolize zakonnych ustanoveni.
Strany souhlasi Ze ptipadné rozpory mezi
stranami, které nebude mozZné vyresit
smirné, budou feSeny pred soudnimi
organy Ceské republiky.

Zadavatel a/nebo smluvni vyzkumna
organizace prohlasuji, Ze v souvislosti s
Klinickym hodnocenim, které je
pfedmétem této Smlouvy, neuzavieli a
neuzaviou bez Ucasti Zdravotnického
zafizeni s Hlavnim zkouSejicim (i
Spoluzkousejicimi Zadnou dalsi smlouvu
upravujici  jejich vzdjemnd pridva a
povinnosti. V pfipadé zjisténi, Ze zadavatel
a/nebo  Smluvni vyzkumna organizace
uzavreli takovou dalsi Smlouvu, bude toto
dlvodem k okamzitému  ukonceni
spoluprace dle této smlouvy a k uzavieni
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bear all executory costs. Breach of contract
and closing of the study site will be
announced to the State Institute for Drug
Control and the relevant ethics committees.

In the event of any conflict between the English
and Czech version of this Agreement shall prevail
the Czech version which is also determing version.

An integral part of this Agreement are the
following Exhibits:
Exhibit A - Protocol
amendments

Exhibit B — Financial provisions

Exhibit C — Letter of Authorization

Exhibit D — Certificate of Insurance

Exhibit E - The Approval of regulatory
authorization of the State Institute for Drug
Control

Exhibit F — The Approval of Ethics Comitee for
multicentric clinical trial and approval of local
ethics comitee

Exhibit G — The Letter of Authorization for proxy
of CRO and Certificate of Incorporation by the
Commercial Registry

Exhibit H — Informed Consent Form

Exhibit | — Financial statement Form

and its subsequent

fesitelského centra bez nahrady. Veskeré
zmarené naklady ponese Zadavatel.
Poruseni smlouvy a uzavfeni fesSitelského
centra bude ozndmeno Statnimu Ustavu
pro kontrolu léCiv a pfrislusSnym etickym
komisim.

V pfipadé rozporu mezi anglickou a ¢eskou
verzi této smlouvy mda prednost a je
rozhodujici verze ¢eska.

Nedilnou soucasti
nasledujici Pfilohy:
Ptiloha A — Protokol a jeho nasledné zmény
Ptiloha B — Rozpocet a rozpis plateb
Pfiloha C — delegacni dopis zadavatele
3
3

této Smlouvy jsou

Pt¥iloha D — Potvrzeni o pojisténi

Ptiloha E - Povoleni Statniho ustavu pro kontrolu
écCiv

Pfiloha F -
multicentricka
etickou komisi
Pfiloha G - Povéreni pro osobu podepisujici za
Smluvni vyzkumnou organizaci a vypis z OR
Pfiloha H - vzor informovaného souhlasu

Ptiloha | — vzor financniho prohlaseni

etickou komisi
hodnoceni a

Schvaleni
klinicka

pro
mistni
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IN WITNESS WHEREOF, the parties hereto have | NA DUKAZ €EHOZ fadné jmenovani zastupci obou
caused this Agreement to be executed by their | smluvnich pfipojuji ke dni Gcinnosti pod tuto

duly authorized representatives as of the Effective | Smlouvu svij podpis.
Date.

Pharmaceutical Research Associates CZ, s.r.o.

Podpis/Signature:

Jméno/Name: MUDr. Andrea KI¢
Funkce/Title: prokuristka / proxy

Datum/Date:

THOMAYEROVA NEMOCNICE

Podpis/Signature:

IJméno/Name: MUDr. Karel Filip, CSc., MBA
Funkce/Title: director / feditel

Datum/Datum:

Podpis/Signature:

Jméno/Name: [IEEEEEEE

Funkce/Title: Principal Investigator / hlavni zkousejici

Datum/Date:
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Pharmaceutical Research Associates CZ, s.r.o. on behalf of ARAGON PHARMACEUTICALS, INC. by

virtue of Delegation of authority dated _

Podpis/Signature:

Jméno/Name: MUDr. Andrea KI¢
Funkce/Title: prokuristka / proxy

Datum/Date:
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Exhibit A — Protocol and its subsequent Pt¥iloha A — Protokol a jeho nasledné zmény
amendments

By reference only; (page intentionally left blank) | Pouze prostfednictvim odkazu; (stranka je prazdna
zamérné)
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Exhibit B — Budget & Payment Schedule

P¥iloha B — Rozpocet a platebni kalendar

NOT PUBLISHED

NEZVEREJNENO
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Exhibit C — Letter of Authorization

Priloha C — Delegacni dopis

NOT PUBLISHED

NEZVEREJNENO

Clinical Trial Agreement between CRO and Institution & Principal Investigator EMEA contract template

Medicinal Products
Version June, 2012

Page 34 of 40

Confidential




Czech Republic / Tripartite Clinical Trial Agreement

/ Thomayerova nemocnice
ARN-509-003

Exhibit D — Certificate of Insurance

Priloha D — Potvrzeni o pojisténi

NOT PUBLISHED

NEZVEREJNENO
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Exhibit E — The Approval of regulatory
authorization of the State Institute for Drug
Control

Priloha E — Povoleni Statniho ustavu pro
kontrolu lé€iv

NOT PUBLISHED

NEZVEREJNENO
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Exhibit F— The Approval of Ethics Committee
for multicentric clinical trial and approval for
local ethics committee

Priloha F — Schvaleni etickou komisi pro
multicentrické klinicka hodnoceni a mistni
etickou komisi

NOT PUBLISHED

NEZVEREJNENO
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Exhibit G — The Letter of Authorization for proxy
of CRO and Certificate of Incorporation by the
Commercial Registry

Priloha F — Povéreni pro osobu podepisujici za
Smluvni vyzkumnou organizaci a vypis z
Obchodniho rejstiiku

NOT PUBLISHED

NEZVEREJNENO
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Exhibit H — Informed Consent Form

Pfiloha H — Vzor informovaného souhlasu

NOT PUBLISHED

NEZVEREJNENO
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Exhibit | = Financial Disclosure Form

Priloha | — Vzor finanéniho prohlaseni

NOT PUBLISHED

NEZVEREJNENO
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