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PRAHEALTHSCIENCES

Czech Republic/Institution & Investigator Clinical Trial Agreement

CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL AGREEMENT (the
“Agreement”) is made as of the day the last party
to subscribe below (the “Effective Date™), by and
between Thomayerova nemocnice, located at
Videtiska 800, Post Code (PSC): 140 59 Prague 4
— Krg&, Czech Republic, IC (company ID number):
00064190, VAT no.: CZ00064190, established by
the Ministry of Health and registered under
founding charter OP-054-25.11.90, represented by
Doc. MUDr. Zdenék Benes, CSc., director (the
“Institution™), Pharmaceutical Research
Associates CZ, s.r.o., located at Praha 7,
Jankovcova 1569/2c, Post Code (PSC): 170 00,
Czech Republic, IC (company ID number):
27636852, the limited liability company duly
registered in the Commercial Register of the
Czech Republic maintained by the Municipal
Court in Prague, Section C, Entry 120574,
represented by MUDr. Andrea KI¢, Proxy
(“PRA™) as clinical research organization acting
as an independent contractor for company Teva
Branded Pharmaceutical Products R&D, INC, 41
Moores Rd, Frazer, PA 19355, USA (the
“Sponsor™) legally represented in Europe by Teva
Pharma GmbH, a company organised and existing
pursuant to the laws of Germany with its
registered offices at Graf-Arco-StraRe 3, D-89079
Ulm, Germany (hereinafter referred to as
“TEVA”) and MUDr. Jolana Markova, an
employee of the Institution, acting within the
scope of her employment, located at Videnska
800, Post Code (PSC): 140 59 Prague 4 — Kr¢,
Czech Republic, who shall serve as the principal
investigator (“Investigator”) for the Study as
defined below. The Institution and the
Investigator may be collectively referred to as the
“Site.”

1. STATEMENT OF WORK

(a) The Investigator will conduct the clinical
research study entitled “A Multicenter,
Randomized, Double-Blind, Parallel-
Group Study Evaluating the Long Term

Thomayerova nemocnice/MUDr. Jolana Markova

TV48125-CNS-30051

SMLOUVA O PROVEDENI
KLINICKEHO HODNOCEN]

Tato SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI (dale jen
»Smlouva“) nabyva ucinnosti dne kdy posledni ze
strana pfipoji nize svij podpis (dale jen ,datum
ucinnosti), mezi Thomayerova nemaocnice, se
sidlem Videfiska 800, PSC: 140 59 Praha 4 - Krg,
Ceska republika, IC: 00064190, DIC: CZ00064190,
ziizenou Ministerstvem zdravotnictvi a vedenou
pod zfizovaci listinou ¢&j. OP-054-25.11.90,
zastoupend Doc. MUDr. Zdeitkem Bene$em, CSc.,
feditelem (dale jen ,Zdravotnické zafizeni*) a
spole¢nosti Pharmaceutical Research Associates
CZ, s.r.o., se sidlem Praha 7, Jankovcova 1569/2c,
PSC 170 00, Ceska republika, IC: 27636852,
spolecnosti s ru¢enym omezenym fadné zapsanou v
Obchodnim rejstifku Ceské republiky vedeném
M¢éstskym soudem v Praze, oddil C, vlozka
120574, =zastoupena MUDr. Andreou KI¢,
prokuristkou (dale jen “PRA”), jakozto smluvni
vyzkumnou organizaci jednajici jako nezavisly
dodavatel smluvniho plnéni spole¢nosti Teva
Branded Pharmaceutical Products R&D, INC, se
sidlem 41 Moores Rd, Frazer, PA 19355, Spojené
staty americké (dale jen ,Zadavatel) v Evropé
pravné zastoupena Teva Pharma GmbH, spole¢nost
organizovana a existujici podle zakonti Némecka se
sidlem Graf-Arco-Strale 3, D-89079 Ulm,
Némecko (dale jen “TEVA”) a MUDr. Jolanou
Markovou, zaméstnance Zdravotnického zafizeni,
jednajici v rozsahu jejiho zaméstnani se sidlem
Videtiska 800, PSC: 140 59 Praha 4 - Kr¢, Ceska
republika, ktery bude vystupovat jako hlavni
zkouSejici (dale jen ,,Zkousejici*) odpovidajici za
studii, jak je definovan/a niZe. Zdravotnické
zafizeni a ZkouSejici mohou byt dale spole¢né
oznacovani jen jako ,.fesitelske centrum.”

1. POPIS PROJEKTU

(a) Zkousejici provede klinickou vyzkumnou
studii  pod ndzvem ,Multicentricka,
randomizovand, dvojité zaslepena studie
s paralelnimi skupinami vyhodnocujici
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Safety, Tolerability, and Efficacy of
Subcutaneous Administration of TEV-
48125 for the Preventive Treatment of
Migraine” (the “Study”), bearing protocol
number TV48125-CNS-30051, as may be
amended from time to time (the
“Protocol™), the provisions of which are
incorporated herein by reference. The
Investigator shall perform the Study in
conformance with: (i) generally accepted
standards of good clinical practice, (ii) an
ethical manner and in a manner that
appropriately protects the safety, security,
and well-being of the Study subjects and
any data arising from the Study (iii) the
Protocol, (iv) the FDA Form 1572, and (v)
all applicable laws, rules and regulations
including, but not limited to, those
governing the conduct of the Study. The
Institution shall not reassign the conduct
of the Study to another investigator
without PRA’s express written consent. If
the Investigator is unable to perform the
duties required by this Agreement, the
Institution shall promptly notify PRA in
writing. If a mutually acceptable
replacement is not available, this
Agreement may be terminated as provided
herein.

dlouhodobou bezpec¢nost, tolerabilitu
aufinnost  subkutinniho  podavani
pripravku TEV-48125 pri preventivni
1é6¢bé migrény* (dale jen “Studie”), s
¢islem protokolu TV48125-CNS-30051, ve
znéni  pfipadnych zmén (dale jen
»protokol“),  jehoZz  ustanoveni  jsou
nedilnou soucasti této Smlouvy. Zkousejici
bude provadét studii v souladu se: (i)
vSeobecn¢  akceptovanymi  standardy
spravné klinické praxe (GCP), (ii) etickym
jednanim a zpisobem zahrnujicim mimo
jing dodrzovani vSeobecné¢ platnych
profesionalnich standardu, které primérené
chrani bezpe€nost, jistotu a pohodu
subjektt hodnoceni a Udaju ziskanych ze
studie, (iii) protokolem (iv) FDA
formulafem 1572 a (v), vSemi prisluSnymi
zakony, predpisy a smérnicemi vcetné
mimo jiné predpisti upravujicich provadéni
studie.  Zdravotnické  zafizeni  neni
opravnéné  poveéfit  vykonem  studie
jinou/jiného Zkousejici/ho bez vyslovnéeho
pisemného souhlasu PRA. Nemize-li
Zkousejici vykonavat povinnosti
vyplyvajici ze Smlouvy, Zdravotnické
zafizeni je o tom povinno PRA neprodlené
pisemné  vyrozumét. Nelze-li  nalézt
nahradu piijatelnou pro obé& strany, muize
néktera strana od této Smlouvy odstoupit
zpusobem v této Smlouvé stanovenym.

(b) The Institution shall provide appropriate

resources and facilities so the Investigator (b) Zdravotnické zatizeni poskytne vhodné
can conduct the Study in a timely and zdroje a moZnosti, aby mohl/a ZkouSejici
professional manner and according to the provést studii v¢as a odborné a v souladu s
terms of this Agreement. The Site shall podminkami této Smlouvy, véetné, kde je
ensure that only individuals who are to na misté, vySkolenych a kompetentnich
appropriately trained and qualified will spolupracovniki, ktefi budou napomocni
assist in conducting the Study. The Site is pfi provadéni studie (dale jen ,tym
responsible for ensuring that all personnel studie), v souladu s podminkami
participating in the Study (“Study Team”) Smlouvy, s vyjimkou personélu, ktery
comply with the terms of this Agreement, poskytne PRA nebo Zadavatel.
excluding personnel supplied by PRA or Zdravotnické zafizeni a zkouSejici jsou
Sponsor. Institution and Investigator agree povinni ohlésit PRA, pokud je ¢len tymu
to promptly notify PRA in the event any studie  vySetfovan  licenéni  komisi,
Study Team member is reported to or nezavislou etickou komisi nebo
comes under investigation by any ptezkoumaci komisi a v navaznosti na
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licensing board, independent ethics
committee or institutional review board,
and further agrees to promptly discontinue
the use of any such personnel in
connection with the Study unless PRA
consents in writing to the continued use of
such personnel, which such consent shall
not be unreasonable delayed, conditioned,
or withheld. Unless otherwise agreed to in
writing by the parties, the Site shall
conduct the Study only at the facilities
indicated in this Agreement.

2. PAYMENT

(a)

(b)

PRA will pay the Institution according to
the Payment Terms attached hereto as
Exhibit A (“Payment Terms”) and the
Budget attached hereto as Exhibit B
(“Budget™), upon receipt of invoices and
other appropriate  documentation as
specified therein. Payments due hereunder
are pass-through payments from Sponsor.

The Institution as payee (“Payee”) shall
provide full payment instructions and
bank details, in writing to PRA in the
Payment Information Checklist (“PIC”),
before any payment can be made. The
Payee is obliged to inform PRA, in
writing, of any changes or required
updates of payment instructions and/or
bank details. The parties agree that any
change of or update to the Payee’s bank
details contained in the PIC may be
effected through a written notice and shall
not of itself require a formal Amendment
to this Agreement.

takové Setfeni, bude stakovym c¢lenem
ukonCena veskera CcCinnost souvisejici s
provadénim studie, pokud spolecnost PRA
nepoda pisemny souhlas, ktery nesmi byt
nepiimérené opozdény, podminény nebo
zadrzeny, s pokracovanim  spoluprace
sdanym ¢lenem. Pokud neni stranami
sjednano pisemné néco jiného, Resitelské
centrum bude provadét studii jen v
zafizenich uvedenych v této smlouvé.

2. UHRADA

() PRA zaplati Zdravotnickému zafizeni
Ghradu v  souladu s platebnimi
podminkami, jak je uvedeno v piiloze A
(dale jen ,platebni podminky*“), a

(b)

(©)

S rozpoctem uvedenym piiloze B (déle jen
,rozpocet), a to na zadkladé¢ doruceni
faktur a dalSich pfislusnych dokladd
vsouladu s rozpoétem. Uhrady splatné
podle této Smlouvy znamenaji prostiedky
poskytované Zadavatelem.

Zdravotnické zafizeni, jakozto pfijemce
platoy (dale jen “pfijemce platby”)
poskytne pisemné spolecnosti PRA
kompletni platebni pokyny a bankovni
spojeni, a to na formulafi platebnich udajt
(dale jen ,,PIC*) ptedtim, neZ bude mozno
uskutecnit jakoukoliv platbu. Piijemce
platby je povinen pisemné informovat
PRA o jakychkoliv zméndch nebo
poZadovanych aktualizacich v platebnich
pokynech a/nebo bankovnim spojeni.
Smluvni strany sjednévaji, Ze zmény nebo
aktualizace bankovniho spojeni piijemce
platby obsazené v PIC mohou byt
provadény pisemnym ozndmenim, a samy
0 sobé nevyzaduji uzavieni dodatku k této
smlouve.
Resitelské  centrum

je  nezavislym

(c) The Site is an independent contractor, and dodavatelem a PRA ani Zadavatel nejsou

neither PRA nor Sponsor is responsible odpovédni za vyplaceni jakychkoli
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(d)

(€)

()

(9)

Thomayerova nemocnice/MUDr. Jolana Markova
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for any employee benefits, pensions,
workers’ compensation, withholding, or
employment-related taxes as to the Site or
its personnel.

The Investigator and any sub-investigators
will complete and sign a financial
disclosure  form  when  reasonably
requested to do so by PRA or Sponsor.
These forms shall be promptly updated as
needed to maintain their accuracy and
completeness during the Study and for one
year after its completion.

The Institution hereby agrees that no third
party will be charged for any aspect of
treatment or subject care for which the
Payee has invoiced or been paid under this
Agreement. The Institution hereby agrees
that neither participants in the Study nor
any third party will be charged for TEV-
48125 (the “Study Drug”) or any
comparator drugs provided for this Study,
nor shall Payee include such cost in any
cost report to third-party payers.

Unless otherwise agreed herein, payments
will be made for evaluable subjects and
for eligible subjects only. An eligible
subject is one who meets all of the
inclusion requirements and does not meet
any of the exclusion criteria of the
Protocol, who was enrolled by
Investigator, and from whom informed
consent has been obtained. An evaluable
subject is one for whom case report forms
(“CRFs”) have been properly completed
in accordance with the Protocol, and who
has completed the appropriate Study
procedures as set forth in the Protocol, and
undergone the evaluations required by the
Protocol.

The parties acknowledge and agree that

(d)

(€)

()

(9)

pozitki zaméstnancti, ddichodd, nahrad
pracovnikim, srazek nebo dani hrazenych
za zaméstnance bud Zdravotnickému
zafizeni nebo jeho personalu

Zkousejici a ptipadni spoluzkousejici na
pfiméfenou zadost PRA nebo Zadavatele
vyplni a podepi$i formulaf finanénich
udaji. Tyto formulafe musi byt v pripade
potteby neprodlené aktualizovany, aby po
dobu studie a jednoho roku po jejim
skonceni zlstaly spravné a Gplné.

Zdravotnické zafizeni timto souhlasi s tim,
Ze 7adnému subjektu ani téeti strané
nebude v zadném ohledu uctovana lécba
ani zdravotni péce, kterou pfijemce platby
fakturoval nebo kterd byla uhrazena
vramci této smlouvy. Zdravotnické
zafizeni timto souhlasi stim, Ze
ucastnikim studie ani zadné treti stran¢
nebude uctovan TEV-48125 (déle jen
»,hodnoceny  1ék“) nebo jiny Iék
poskytnuty pro tuto studii, a Ze takovéto
néklady nebudou zahrnuty do Zadného
vykazu nakladu pro platce-tieti strany.

Pokud v této smlouvé neni dohodnuto
jinak, platby budou provadény jen za
vyhodnotitelné subjekty a jen za zphsobilé
subjekty. Zpusobily subjekt je ten, ktery
splni vSechny podminky pro zafazeni a
nespliiuje Zadné z vylucovacich kritérii
uvedenych protokolu, ktery byl zatfazen
hlavnim zkousSejicim a ktery udélil svij
informovany souhlas. Subjekt, kterého Ize
vyhodnotit, je ten subjekt, u né&jz byly
uspokojivé vyplnény vsechny formulafe
pro zdznamy subjektti hodnoceni (CRF)
v souladu s Protokolem, ktery absolvoval
prislusné  studijni  Ukony  stanovené
Protokolem, a ktery absolvoval vySetfeni
poZadovana Protokolem.

Smluvni strany uznavaji a souhlasi s tim,
ze odména za plnéni fesitelského centra na
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the compensation provided for Site’s
performance under the Agreement
represents the fair market value for the
services conducted by Site and has been
agreed independently from any business
the Institution or the Investigator has made
or may make in relation to the ordering of
products or services of the Sponsor.

3. RECORDKEEPING; REPORTING;
ACCESS
(@) Authorized representatives of Sponsor

and/or PRA have the right during the
performance of the Study and after the
termination of the Study, upon reasonable
advance notice, and during regular
business hours, to: (i) audit and examine
the Site’s facilities required  for
performance of the Study; (ii) review all
data, records and work products (including
portions of other Patient records for all
patients in the Study) relating to the Study,
and if necessary, make copies of such
data, records and work products, provided
such copies do not include any
unauthorized individually-identifiable
information of a Study Patient; (iii)
provide information and instruction on the
execution of the Study; and (iv) assess
and/or confirm that the Study is being
conducted by the Site in accordance to the
standards agreed upon herein. The Site
shall maintain complete and accurate
records related to the Study, and shall
retain all such records resulting from the
Study in accordance with ICH GCP for
the time required by applicable laws and
regulations. The Sponsor will retain the
rights described in this section (a) after the
termination of the Study at the Institution.

zaklad¢ této Smlouvy piedstavuje
spravedlivou  trzni  hodnotu  sluZzeb
poskytnutych fesitelskym centrem, a byla
sjedndna nezavisle na jinych obchodnich
vztazich, stavajicich nebo potencialnich,
Zdravotnického zatizeni nebo
Zkousejiciho tykajicich se objednavek
vyrobkil nebo sluzeb Zadavatele.

3. ZAZNAMY, VYKAZY, PRISTUP

() Zmocnéni  zastupci  Zadavatele,
pfipadn¢ PRA jsou behem provadéni
studie a po jejim skonceni opravnéni
na zakladé piiméteného piedchoziho
oznameni v ptimétené lhuté a béhem
obvyklé pracovni doby: (i) provadét
audit a proveétit vybaveni
Zdravotnického =zafizeni potiebné k
provedeni studie, (ii) kontrolovat
veSkeré Udaje, zaznamy a vysledky
prace (véetné soucasti zaznamt vSech
pacienti  zafazenych do studie)
souvisejici s provadénim studie, a
v piipadé¢ potieby pofizovat Kkopie
téchto wdaji, zadznami a vysledki
prace, spodminkou, Ze tyto kopie
nesmi obsahovat Zadné nepovolené
informace umoziujici urceni
totoznosti pacienta zafazen¢ho do
studie, (iii) poskytovat informace a
pokyny kprovadéni studie; a (iv)
hodnotit a/nebo potvrdit, zda/ze je
studie v feSitelském centru provadéna
vsouladu se standardy sjednanymi
v této Smlouvé. Resitelské centrum je
povinno o studii vést UpIné a spravné
zaznamy a tyto zaznamy vzniklé ze
studie archivovat vsouladu sICH
GCP po dobu stanovenou piislusnymi
pravnimi predpisy. Prava uvedena
v tomto odstavci (a) ma zadavatel i po
skonceni klinického hodnoceni ve
Zdravotnickém zatizeni.

(b) Zkousejici doru¢i PRA CRF do

(b) The Investigator will deliver CRFs to PRA Ctrnacti  (14) dnG poté, co je
Confidential Page 5 of 28
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within fourteen (14) days of Investigator’s
review or in accordance with PRA’s
reasonable written instructions, as the case
may be.  The Investigator shall be
available at reasonable times during
normal business hours to meet with Study
monitors and answer questions regarding
the conduct of the Study. If PRA must use
or access the Site’s computer systems, it
will do so in accordance with the Site’s
instructions and will only use acquired
information for the purpose of the Study.

(c) The Site will promptly notify Sponsor and
PRA if any regulatory authority notifies
the Institution or Investigator of a planned
inspection relating to the Study. The Site
shall permit PRA and/or Sponsor
representatives to be present during any
such inspection and will provide Sponsor
and PRA copies of any documents
provided to any inspector that relate to the
Study, copies of any  written
communication received as a result of
such inspection, and a summary of the
findings together with an inspection
report. Institution and Investigator agree
that, during an inspection by a competent
authority concerning the Study it will not
disclose information and materials relating
to the Study that are not required to be
disclosed without the prior written consent
of PRA.

4. CONFIDENTIALITY

The Protocol, Study Drug(s), CRFs, and
any and all information, data, reports or documents,
disclosed to or generated by the Site or any Study
Team members regarding the work performed
under this Agreement (other than subject medical
records) or which otherwise relates to this Study
(“Confidential Information”) belong to Sponsor
and shall not be disclosed by the Site to any third

zkontroluje, nebo  vsouladu s
pisemnymi pokyny PRA, jsou-li jiné.
Zkousejici je povinen byt
v pfimé&fenou hodinu béhem obvyklé
pracovni doby k dispozici
pracovnikiim kontrolujicim studii a
zodpovédét jejich otazky ohledné
provadéni studie. Pokud musi PRA
pouzit pocitatové systémy
fesitelského centra nebo do nich
vstoupit, u¢ini tak v souladu s pokyny
feSitelského centra a ziskané tudaje
pouzije pouze pro ucely studie.

(c) Resitelské centrum bude bezodkladné
informovat Zadavatele a PRA, jestliZe
bude  n&jaky  regulacni  urad
informovat  Zdravotnické zafizeni
nebo ZkouSejiciho o planované
kontrole nebo auditu tykajiciho se
studie. Regitelské centrum umozni
zastupcim PRA a/nebo Zadavatele
byt takové kontrole pfitomni a. preda
Zadavateli a PRA kopie veskerych
dokumentu, které poskytlo
kontroloriim, a které se vztahuji ke
studii, kopie veSkerych pisemnych
sdéleni obdrzenych na zakladé
kontroly, a souhrn zjisténi z kontroly
spolu se zpravou o ni. Zdravotnické
zafizeni a ZkouSejici se zavazuji, Ze
pii  kontrole pfislusného organu
tykajici se studie bez piedchoziho
pisemného souhlasu PRA nevyzradi
informace a materidly tykajici se
studie, které neni povinen vyzradit.

4. DUVERNOST INFORMACI

Protokol, 1é¢iva pouzitd v ramci studie,
pripadové formulate (Case Report Forms — dale jen
,CRF*) a veSkeré informace, Udaje, zpravy nebo
dokumenty, které obdrzi nebo vytvori Resitelské
centrum nebo ¢lenové vyzkumného tymu a tykajici
se praci vykonavanych v souladu s touto Smlouvou
(krom¢ zdravotnich zdznamil pacientil) nebo jinak
souvisejicich se studii (dale jen ,,davérné
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party or be used for any purpose other than the
performance of the Study without the prior written
consent of Sponsor, during a period of fifteen (15)
years after the termination of the performance of
the Agreement. The above obligations of
confidentiality shall not apply to the extent
Confidential Information:

(a) is or becomes, through no fault of the Site,
part of the public knowledge;
(b) the Site can demonstrate was already
lawfully in the Site’s possession on the
date of disclosure to the Site and not
subject to prior confidentiality obligations;

(c) is acquired by the Site from any third

party without restrictions on disclosure; or

(d) is developed by the Site independently,
without the use or benefit of Confidential
Information, and as evidenced by

competent written records.

Permitted Disclosures. The Site’s obligations of
non-disclosure and non-use of Confidential
Information shall not apply to the extent the Site is
required by law to disclose Confidential
Information, provided the Site promptly notifies
Sponsor of such a requirement prior to disclosure to
allow Sponsor the reasonable opportunity to oppose
the requirement or seek an appropriate protective
order. This Section 4 does not limit the Site’s rights
or obligations under Section 6 Publication.

5. PRIVACY AND DATA PROTECTION

The parties agree that each will comply
with their respective obligations as required under
applicable privacy and data protection laws. The
Institution and Investigator will obtain the consent

informace”) jsou vlastnictvim Zadavatele a
Resitelské centrum ani ¢lenové vyzkumného tymu
nejsou opravnéni je sdélovat jakékoli tfeti osobé
ani pouzivat k jakémukoli jinému ucelu nez pfi
provadéni studie bez piedchoziho pisemného
souhlasu Zadavatele po dobu patnécti (15) let od
posledniho data predani davérnych informaci.
Tento zavazek davérnosti informaci se nevztahuje
na divérné informace v rozsahu, v jakém:

(a) budou zvefejnény bez zavinéni ze strany
Resitelského centra;

(b) mize Resitelské centrum prokazat, ze k
datu jejich sdéleni Regitelskému centru jiz
byly legalné Resitelskému centru znamy,
aniz by podléhaly predchozimu zévazku
dtvérnosti informaci;

(c) je Resitelské centrum ziskalo od né&jaké
téeti osoby bez omezeni tykajicich se jejich
sdélovani;

(d) Resitelské centrum je vytvofilo nezavisle,
bez pouziti ¢ prispéni  davérnych
informaci, coz Ize prokazat
kvalifikovanymi pisemnymi zéznamy;

Povolené vyzrazeni. Povinnost Resitelského centra
Vv oblasti utajeni a nepouziti divérnych informaci
neplati v rozsahu, v jakém je Resitelské centrum
povinno sdélovat divérné informace podle zakona,
pokud Resitelské centrum bezodkladn& informuje

Zadavatele pied jejich sdélenim o tomto
pozadavku, aby m¢él Zadavatel piiméfenou
ptilezitost se tomuto pozadavku branit nebo

pozadat o vydani ptislusného ochranného opatieni.
Tento ¢lanek 4 neomezuje prdva a povinnosti
fesitelského centra dle ¢l. 6 — Publikace.

5. OCHRANA SOUKROMI A OSOBNICH
UDAJU

Smluvni strany se dohodly, Ze budou plnit
své prislusné zavazky v souladu s pravnimi
predpisy na ochranu soukromi a osobnich tdaja.
Zdravotnické zatizeni a ZkousSejici zajisti souhlas
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of each Data Subject, and the Investigator will
provide his/her consent and will obtain the Study
Team members’ consent with regard to their own
personal data, to the use, processing, holding and
transfer of their data to countries other than their
own, that may not have the same level of data
protection as their own country. For any personal
information received from either the Study subjects
or the Study Team, the Sponsor will be the data
controller where the Study is within the European
Union. The Investigator and the Study Team have
the right to access and correct their personal data.
In order to exercise this right, the requests should
be addressed to the Sponsor and PRA.

6. PUBLICATION

The Study is part of a multi-site study, and
publication, presentation or public disclosure of the
results of the Study conducted at the Site shall not
be made before the first multi-site publication by
Sponsor. If there is no multi-site publication within
eighteen (18) months after the Study has been
completed or terminated at all Study sites, and all
data has been received and Study database has been
locked, the Site shall have the right to publish,
present or otherwise publicly disclose its results
from the Study, upon prior written consent from the
Sponsor and subject to the following notice
requirements. Prior to submitting or presenting a
manuscript or other materials relating to the Study
to a publisher, reviewer, or other outside person,
the Site shall provide to Sponsor a copy of all such
manuscripts and materials, and Sponsor shall have
sixty (60) days from receipt of such manuscripts
and materials to review and comment. At Sponsor’s
request the Site shall remove any Confidential
Information (other than Study results) prior to
submitting or presenting the materials. The Site
shall, upon Sponsor’s request, further delay
publication or presentation for a period of up to one
hundred and twenty (120) days to allow Sponsor to
protect its interests in any Sponsor Inventions (as
defined below) described in any such materials.
The Institution and the Investigator shall not, and
shall ensure that the Study Team do not, engage in

jednotlivych subjektt, jichz se udaje tykaji a
Zkousejici poskytne jeho/jeji souhlas a ziska
souhlas ¢lenti tymu studie ohledné jejich osobnich
udaji s pouzivanim, zpracovavanim, ukladanim a
pfevadénim jejich tidajii mimo jejich vlastni zemi, i
kdyZ tam neplati stejné predpisy pro ochranu udaja,
jako v jejich vlastni zemi. Vzhledem k tomu, Ze
studie probihd v ramci Evropské unie, kontrolu
veskerych osobnich udaji ziskanych bud od
subjektt hodnoceni, ktefi se podileji na studii, nebo
od studijniho tymu, bude mit na starosti Zadavatel.
Zkousejici a c¢lenové vyzkumného tymu maji
pravo pfistupu ke svym osobnim tidajim a k jejich
opravé. PoZadavky na vykon tohoto prava musi byt
adresovany Zadavateli a PRA.

6. ZVEREJNOVANI

Studie je soucasti multicentrického
klinického hodnoceni a publikace, prezentace Ci
jiné zvetejnéni  vysledkll  studie provadéné

v fesitelském centru nejsou dovoleny pied prvni
multicentrickou publikaci provedenou
Zadavatelem. Nebude-li multicentrick&d publikace
vydana do osmnacti (18) mésici po dokonceni
nebo predCasném ukonceni studie ve vSech
fesitelskych centrech, obdrZzeni v3ech dat a
uzavieni databaze studie, ma ReSitelské centrum
pravo  po predchozim pisemném  souhlasu
Zadavatele a pod podminkou niZe uvedenych
ohlaSovacich povinnosti své vysledky studie
publikovat, prezentovat ¢i jinak zvefejnit. Pted
predloZzenim nebo prezentaci rukopisu ¢i jinych
materiali tykajicich se studie vydavateli, lektorovi
nebo jiné osobé zvenéi je ReSitelské centrum
povinno predlozit Zadavateli jednu kopii vSech
rukopist a materialt k posouzeni a
pripominkovani, a Zadavatel ma na
pripominkovani Sedesatidenni (60) lhitu od jejich
obdrzeni. Na 7adost Zadavatele je Resitelské
centrum povinno pied predlozenim nebo prezentaci
materidlu  zn& odstranit vSechny divérné
informace (krom¢ vysledki studie). Na zadost
Zadavatele je Resitelské centrum povinno publikaci
nebo prezentaci pozdrZzet o daldich aZz sto dvacet
(120) dnd, aby mohl Zadavatel zajistit ochranu
svych prav K vynalezim Zadavatele (jak jsou
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interviews or other contacts with the media,
including but not limited to newspapers, radio,
television and the Internet, related to the Study, the
Study Drug, Inventions, or the results of the Study
without the prior written consent of Sponsor.
Sponsor may prepare, use, refer to, and disseminate
or distribute reprints of scientific, medical, and
other published articles relating to the Study,
royalty-free, including such reprints that disclose
the name of the Investigator, the Institution or the
Study Team.

7. OWNERSHIP

All documents, protocols, data, know-how,
methods, operations, formulas, Confidential
Information and Materials (as defined below)
provided to the Site pursuant to this Agreement are
and shall remain Sponsor’s property. The
completed CRFs, the final report (if applicable) and
other results of the Study, shall also be owned by
Sponsor. Sponsor shall not own Patient medical
records.

8. INVENTIONS

The existing inventions and technologies of
Sponsor or the Investigator are their separate
property and are not affected by this Agreement.
The entire right, title and interest in and to any
inventions, discoveries, know-how, copyrights or
other intellectual property rights that are conceived,
developed, or reduced to practice, (including all
improvements or modifications), which (i) rely,
use, or incorporate the Study Drug; (ii) incorporate
or are anticipated by the Protocol; or (iii) rely, use,
or incorporate any Confidential Information, shall
be the exclusive property of Sponsor (collectively
referred to as “Sponsor Inventions”). The
Investigator shall promptly disclose in writing to
Sponsor each such Sponsor Invention and hereby

definovany niZze) popsanym v téchto materialech.
Zdravotnické zafizeni a Zkousejici nebudou bez
pfedchoziho pisemného souhlasu Zadavatele
poskytovat rozhovory sdélovacim prostiedkiim ani
s nimi nebudou mit jiné kontakty, a totéZ zajisti u
¢lent vyzkumného tymu. Tyka se to zejména, ale
bez omezeni, novin, rozhlasu, televize a internetu, a
udaji o studii, hodnoceném 1é¢ivu, vynalezech
nebo vysledcich studie. Zadavatel je opravnén
zpracovavat, pouzivat a Sifit védecké, lékarské a
dalsi publikované ¢lanky tykajici se studie,
odkazovat na né a Sifit jejich pretisky, a to bez
autorskopravnich poplatkd, véetné pretiskt, kde je

uvedeno jméno Zkousejiciho, nazev
Zdravotnického zafizeni nebo jména ¢lend
vyzkumného tymu.
7. VLASTNICTVI
VesSkeré dokumenty, protokoly, Udaje,

know-how, metody, postupy, vzorce, davérné
informace a materidly (jak je definovano nize),
které Regitelské centrum obdrzi na zékladé této
Smlouvy, jsou anadale zlstanou vlastnictvim
Zadavatele. Vlastnictvim Zadavatele jsou i
vyplnéné CRF, =zavéreCna zprava (pokud se
zpracovava) a dalsi pfipadné vysledky studie.
Vlastnictvim Zadavatele nejsou lékaiské zpravy
pacientd.

8. VYNALEZY

Stavajici  vyndlezy a  technologie
Zadavatele nebo ZkouSejiciho zakladaji jejich
samostatné vlastnictvi a Smlouva na né nema
Zadny vliv. Kompletni prava, naroky a podily
ohledn¢ veskerych vynalezii, autorskych prav nebo
jinych prav dudevniho vlastnictvi, know-how, které
vzniknou, budou vyvinuty nebo pouzity v praxi,
vcetné veskerych zlepSeni nebo Uprav, které (i)
pouzivaji, vyuzivaji nebo zahrnuji 1é¢iva pouzita
pii studii; (i) jsou zahrnuty nebo predvidany v
protokolu; nebo (iii) pouZivaji, vyuZivaji nebo
zahrnuji divémé informace, zakladaji vylu¢né
vlastnictvi Zadavatele (spole¢né dale jen ,,vynalezy
Zadavatele”). ZkouSejici je povinen bezodkladné
pisemn¢ informovat Zadavatele o kazdém takovém
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assigns (and shall ensure that all Study Team
members hereby assign) to Sponsor all rights, title
and interest, if any, in and to each such Sponsor
Invention.  Investigator agrees to provide, at
Sponsor’s expense, reasonable assistance to
Sponsor to enable Sponsor to perfect and enforce
its rights in such Sponsor Inventions. The
Investigator shall have exclusive ownership of any
inventions or discoveries conceived or reduced to
practice solely by the Investigator that are not
Sponsor Inventions.

9. MATERIAL TRANSFER; RETURN OF
MATERIALS; EQUIPMENT.

(@) During the Study, Sponsor or Sponsor’s
designee shall provide to the Site, at
Sponsor’s expense, the Study Drug,
placebo and other compounds, or agents
for the performance of the Study
(collectively, the “Materials™). The
Materials will be used only by the Site for
performance of the Study in accordance
with the Protocol and this Agreement. The
Site shall handle, store, and ship or
dispose of Materials in accordance with
the Protocol and any reasonable written
instructions provided by Sponsor (or
Sponsor’s designee), and in compliance
with all applicable, local and national
laws, rules and regulations including, but
not limited to, those governing hazardous
substances.

vynalezu nalezicimu Zadavateli a pfevede (a bude
pozadovat na vSech clenech tymu studie, aby
ptevedli) na Zadavatele veSkera prava, naroky a
podily tykajici se kazdého jednotlivého vynéalezu
naleziciho Zadavateli. ZkouSejici se zavazuje
poskytnout Zadavateli na jeho naklady pfimétenou
pomoc, aby mohl Zadavatel smluvné zajistit a
vykonavat sva prava na takové vynalezy naleZici
Zadavateli. ZkouSejici ma vyluény vlastnicky titul
ke vSem vynaleziim nebo objeviim, které vzniknou
nebo budou pouzity v praxi vyhradné zasluhou
Zkousejiciho, které nenalezi Zadavateli.

9. PREVODY A VRACENI MATERIALU,

ZARIZENI

(@ V prabé¢hu studie, Zadavatel nebo
zmocnénec Zadavatele poskytnou
feSitelskému  centru, na  naklady
Zadavatele, 1é¢iva pouzivana v rdmci

studie, smési, jiné léky, vzorky, Cinidla,
pomicky a souvisejici materialy a zafizeni
(spole¢né dale jen , materialy*). Regitelské
centrum bude materialy vyuzivat vyhradné
pfi provadéni studie v souladu s
protokolem a touto Smlouvou. Resitelské
centrum bude s materidlem nakladat,
skladovat jej a zasilat nebo likvidovat v
souladu s protokolem a piimérenymi
pisemnymi pokyny predanymi
Zadavatelem (nebo jeho zmocnéncem) a v
souladu se viemi platnymi mistnimi a
narodnimi zékony, pravidly a pfedpisy,
véetné mimo jiné piedpisit upravujicich
zachazeni s nebezpe¢nymi latkami.

(b) Unless otherwise agreed by the parties, in (b) Jestlize neni smluvnimi  stranami
the event that the Protocol for a Study dohodnuto jinak, odb¥r krve, tkén& nebo
requires the .CO“eCtlon 0 f blood, tlssu'e or jiného biologického materialu od subjektt
other biological materials from subjects (déle jen ,biologicky material®), bude
(“Biological Materials”) the Investigator probihat ’\’/souladu sprotokolém a
agrees that the use of such Biological ZkouSejici se zavazuje, Ze odbdry
Materials shall be limited to those tests, biologického materialu bL]de limitovano
analyses or procedures identified in the testy, analyzami nebo procedurami
Protocold bar;ﬁ qurg;)érged consent  as v souladu s protokolem a se souhlasem
approved Dy the : schvalenym etickou komisi (dale jen

SETK"Y).
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(c) Upon completion or termination of the
Study, all Materials furnished to the Site (c) Po ukonceni nebo zruseni studie musi byt
by Sponsor or Sponsor’s designee shall be vSechny  materialy, které  obdrZelo
promptly returned or destroyed as directed Resitelské centrum od Zadavatele nebo
by PRA. Shipping costs relating thereto jeho zmocnénce, vraceny v souladu s
will be paid by PRA. instrukcemi PRA. Pfislusné pfepravni

naklady uhradi PRA.

(d) If Sponsor provides equipment to the Site, (d) Poskytuje-li Zadavatel fesitelskému centru
such equipment shall be used only by the vybaveni, bude Resitelské centrum toto
Site for the performance of the Study and vybaveni pouzivat vyhradné k provadéni
in accordance with any  written studie a v souladu s veSkerymi pisemnymi
instructions of use provided by the ndvody k pouZiti poskytnutymi vyrobcem
equipment manufacturer or Sponsor. Such vybaveni nebo Zadavatelem. Takové
equipment is property of the Sponsor or vybaveni je vlastnictvim Zadavatele nebo
Sponsor’s designee and shall be returned, jeho zmocnénce a na pisemnou Zzadost
at Sponsor’s expense, to Sponsor (or zadavatele nebo po dokonceni studie musi
Sponsor’s  designee), upon Sponsor’s byt na néklady Zadavatele vraceno
written request or upon completion of the Zadavateli (nebo jeho zmocnénci).
Study. Site will use reasonable care to Resitelské centrum vynaloZi pfiméfenou
maintain such equipment while in its péci, aby zajistilo idrzbu vybaveni v dobg,
possession, provided that Sponsor shall be kdy je ma v drzeni, za pfedpokladu, Ze
responsible for maintenance and repair néklady na adrZzbu a opravy spojené s
costs due to normal wear and tear. béZnym opotiebenim nese Zadavatel.

Resitelské centrum bude odpovédné za
fadnou kalibraci a pouzivani takového
vybaveni.

10. TERM; TERMINATION 10. PLATNOST SMLOUVY

(@) This Agreement shall commence on the (a) Tato Smlouva vstoupi v platnost k datu
Effective Date, subject to the approval of ucinnosti, pokud studii schvali Statni Gistav
the Study by the State Institute for Drug pro kontrolu Ié¢iv, Multicentricka eticka
Control, the  Multicentric  Ethics komise a mistni etickd komise, a plati az
Committee and the Local Ethics do dokonéeni studie u Zadavatele v ramci
Committee, and shall continue in force ptiblizného ¢asového rdmce v trvani leden
until the Study has been completed at the 2018. Kopie ziskanych schvalovacich
Institution with an approximate timeframe dokumentt tvoii piilohu této smlouvy a
of January 2018. Copies are annexed bude uloZena u Zdravotnického zatizeni
thereto to this Agreement and will be filed spolené s dokumentaci k provadéni
at the Institution with the Study conduct studie.
documentation.

(b) Lécba  subjektt  hodnoceni  nebude

(b) Treatment of the Study subject will not zahajena, dokud nebudou obdrZzeny
start unless all approvals from Ethics veSkera schvéleni etickych  komisi,
Committees, State Institute for Drug souhlas Statniho tustavu pro kontrolu 1é¢iv
Control and any other approvals needed a jakakoliv jina povoleni potiebna
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for the Study start are obtained.

This Agreement may be terminated by
PRA at any time and for any reason upon
thirty (30) days written notice, or
immediately upon written notice by any
party for health or safety reasons.

Upon the effective date of termination of
this Agreement, an accounting shall be
conducted by the Site, subject to
verification by PRA. Following PRA’s
receipt of adequate documentation, PRA
will pay for:

(i)  all services properly rendered and
monies properly expended by the
Site, through the effective date of
termination which have not vyet
been paid by PRA; and

(i)  non-cancelable obligations properly
incurred for the Study by the Site
prior to receipt of notice of
termination.

If the Site has been paid any amounts
which have not been earned hereunder as
of the date of termination, the Institution
shall promptly return to PRA all such
unearned funds within 30 days.

Immediately upon receipt of a notice of
termination, the Investigator shall stop
screening and enrolling subjects into the
Study and shall, as directed by PRA, cease
conducting Study procedures on subjects
already enrolled in the Study, to the extent
medically permissible, and to cease, to the
extent reasonably feasible, from incurring
any additional Study expenses.

11. INSURANCE.

The parties hereto acknowledge that

(©)

(d)

(€)

)

k zahdjeni Studie.

PRA je opravnéna vypovedét tuto
Smlouvu kdykoli a z jakéhokoli divodu
na zakladé¢ pisemné odivodnéného
oznameni ve 1hité tficeti (30) na zéklad¢
pfiméfenych divodd ochrany zdravi nebo
bezpecnosti.

K datu ucinnosti zruSeni této Smlouvy
provede Resitelské centrum vyuactovani,
které oveéti PRA. Jakmile PRA obdrzi

ptislusnou dokumentaci, zaplati
Zdravotnickému zatizeni:
(i) za wveSkeré poskytnuté sluzby a

astky, které Resitelské centrum
fadn¢ vynalozi do data zaniku
Smlouvy, které PRA doposud
neuhradila; a
(if)  nezrusitelné zavazky, které
Resitelskému centru fadné vznikly
v souvislosti s provadénim studie
pfed tim, nez mu byla dorucena
vypoved.
Jestlize Regitelské centrum  obdrzelo
néjaké zalohy, které nebyly do data zaniku
fadn¢ vyuzity, Zdravotnické zafizeni
veskeré tyto nevyuzité zalohy
bezodkladné vrati PRA do 30 dntl.

Okamzit¢ po  obdrzeni  vypovédi
Zkousejici zastavi screening a nébor
subjektti do studie a, jak je nafizeno PRA,
piestane s provadénim studijnich procedur
na subjektech jiz zatazenych do studie v
1ékatsky piipustném rozsahu a ptestane v
pfiméfené proveditelném rozsahu vytvaret
jakékoli dalSi ndklady na studii.

11. POJISTENI

Smluvni strany berou na védomi, Ze si

Sponsor has obtained before the Study start for the Zadavatel sjednal pied zahajenim studie pro ného
Institution and Investigator the insurance required jako Zadavatele a Hlavniho zkouSejiciho pojisténi
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by Article 52 para. 3(f) of Act No. 378/2007 Coll.,
on Medicinal Products (as amended), thru which
will be provided also compensation in case of death
of the Study subjects or in case of damage to the
health of the Study subjects as a result of the Study
conduct. Confirmation of concluded insurance is
annexed thereto as Exhibit F of this Agreement.

Institution shall, in conformance with Article 45 (2)
(n) of the Act No. 372/2011 Coll. on Health
Services maintain insurance or self-insurance to
the extent of its contractual, professional and
medical liabilities and to cover damages caused by
the Study Team members or the Investigator’s
malpractice. Institution’s insurance coverage does
not cover damage to health caused by the clinical
trial conduct. Upon request of the Sponsor,
Institution will submit a certificate of its concluded
general liability insurance.

For avoidance of doubts, it is understood that the
Institution’s insurance agreement is not insurance
agreement for clinical trials.

12. INDEMNIFICATION

That Sponsor’s obligation to indemnify, defend or
hold harmless Institution, Investigator and their
respective personnel (collectively, the *“Site
Indemnitees”) is limited to an obligation to
indemnify, defend or hold harmless the Site
Indemnities solely from and against any and all
liabilities, damages, losses, claims, or expenses,
including court costs and reasonable attorneys’ fees
(hereinafter, the “Losses”) resulting from any third
party claims, actions or proceedings seeking
compensation for bodily injury or death of any
Study Patient enrolled in the Study at a particular
Study site, to the extent that such injury or death
was directly caused by the applicable Study Drug
provided by Sponsor and used in compliance with
the applicable Clinical Trial Agreement, the
Protocol, and the Informed Consent, but solely to
the extent that such Losses do not arise out of or
are not in connection with any: (i) Site
Indemnitees’ failure to (A) follow any applicable
federal, state or local laws, regulations, and

v souladu s ¢lankem 52 odst. 3 pism. f) zékona &.
378/2007 Sb., o 1é¢ivech (v platném znéni), jehoZ
prostiednictvim bude zajiSténo 1 odskodnéni
v piipadé¢ smrti subjekti hodnoceni nebo v
piipadé¢ Skody wvzniklé na zdravi subjektt
hodnoceni v dasledku provadéni Studie. Potvrzeni
0 uzavieném pojisténi je Ptilohou F této smlouvy.

V souladu s ¢lankem 45 (2) (n) zékona ¢. 372/2011
Sb. o zdravotnich sluzbach, je Zdravotnické
zafizeni povinno udrzovat dostateCné pojisténi
nebo samopojisténi az do rozsahu své odpovédnosti
za Skody zplsobené¢ zanedbanim povinné péce ze
strany tymu studie nebo Zkousejici/ho. Pojistné
kryti Zdravotnického =zafizeni se nevztahuje na
poskozeni zdravi zpusobené klinickym
hodnocenim. Na Zadost Zadavatele predlozi
Zdravotnické zafizeni osvédCeni o uzavieném
pojisténi obecné odpoveédnosti.

Pro vylouceni vSech pochybnosti se rozumi, Ze
pojistna smlouva Zdravotnického zafizeni neni
pojistnou smlouvou pro klinické hodnoceni.

12. NAHRADA SKODY

Povinnost Zadavatele odSkodnit, hajit nebo
ochranit Zdravotnické zatizeni, Zkousejiciho a jeho
pracovniky (souhrnné oznaCované jako

»opravnéné osoby v feSitelském centru“) je
omezena na povinnost nahrady Skody, obhajoby a
ochrany opravnénych osob fesitelském centru
vyhradné pfed hmotnou odpovédnosti, nahradami
Skody, ztratami, naroky nebo vydaji, vcetné
nakladd soudniho fizeni a pfiméfenych nakladi na
pravni zastoupeni (dale jen ,ztraty"), vzniklymi
znarokd, zalob nebo fizeni podanych, resp.
zahajenych tfetimi osobami z divodu Skody na
zdravi nebo umrti pacienta zafazeného do
klinického hodnoceni v konkrétnim feSitelském
centru, a to v rozsahu, v jakém byla Skoda na zdravi
nebo umrti pfimo zplUsobena  prisluSnym
hodnocenym lé¢ivem poskytnutym Zadavatelem a
pouZivanym v souladu s ptislusnou Smlouvou o
klinickém hodnoceni, protokolem a informovanym
souhlasem, ale vyhradné v rozsahu, v jakém tyto
ztraty nevznikly v disledku nebo nesouvisi se: (i)
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guidelines, (B) follow applicable standards of care,
or (C) conform to reasonable and prudent clinical
practices, including GCPs as applicable to clinical
studies; (ii) Site Indemnitees’ wrongful or negligent
acts or omissions, or willful malfeasance or misuse
of the Study Drug; (iii) Site Indemnitees’ failure to
follow the Protocol or other  written
recommendations or instructions provided by
Sponsor or PRA; or (iv) treatment of a Study
subject prior to initiation of the Study at the
particular Study site.

That Institution, Investigator shall, at a minimum,
indemnify, defend, and hold harmless Sponsor, its
affiliated entities and their respective employees
and personnel (collectively, the “Sponsor
Indemnitees”) from and against any and all Losses
resulting from or arising out of or in connection
with any third party claims, actions or proceedings
relating to any: (i) Site Indemnitees’ failure to
follow any applicable federal, state or local laws,
regulations, and guidelines, or to conform to
reasonable and prudent clinical practices, including
GCPs as applicable to clinical studies; (ii) Site
Indemnitees” wrongful or negligent acts or
omissions, or willful malfeasance or misuse of the
Study Drug; (iii) Site Indemnitees’ failure to follow
the Protocol or other information provided to Site
Indemnitees in connection with the Study by
Sponsor or PRA; or (iv) treatment of a Study
Patient prior to initiation of the Study.

13. LIABILITY

The Site is and shall remain liable for any
harm, claims, actions or expenses (including legal
expenses) resulting from or connected with the
negligence, omission or fault on the part of the
Institution, Investigator or any Study Team
members.

skute¢nosti, ze opravnéné osoby v feSitelském
centru (A) nedodrzely platné zédkony, ptedpisy a
pokyny, (B) nedodrzely platné standardy péce,
nebo (C) nedodrzely pfiméfené a opatrné klinické
postupy v souladu se spravnou Klinickou praxi
platnou pro klinickd hodnoceni; (ii) zavinénim,
nedbalosti  nebo  opomenutim ze  strany
opravnénych osob v feSitelském centru, umyslnym
porusenim jejich povinnosti nebo zneuZitim
hodnoceného 1éCiva; (iii) skuteCnosti, ze se
opravnéné osoby v feSitelském centru nefidily
protokolem nebo jinymi pisemnymi doporucenimi
¢i pokyny pfedanymi Zadavatelem nebo PRA; nebo
(iv) 1écbou subjekti hodnoceni pied zahajenim
studie v daném fesitelském centru.

Zdravotnické zatizeni a ZkouSejici jsou minimalné
povinni odSkodnit, hajit a ochranit Zadavatele, jeho
subjekty ve skupiné¢ a jejich zaméstnance a
pracovniky (souhrnné oznacované jako
,opravnéné osoby u Zadavatele*) proti veSkerym
ztratdm vzniklym z narok®i, Zalob nebo fizeni
podanych, resp. zahajenych tfetimi osobami nebo
v souvislosti s nimi, tykajicich se: (i) skute¢nosti,
Ze opravnéné osoby v feSitelském centru
nedodrzely platné zakony, piedpisy a pokyny, nebo
nedodrzely pfiméfené a opatrné klinické postupy
v souladu se spravnou Klinickou praxi platnou pro
klinicka hodnoceni; (ii) zavinéni, nedbalosti nebo
opomenuti ze strany  opravnénych  osob
v fesitelském centru, Gmyslného poruseni jejich
povinnosti nebo zneuziti hodnoceného 1éciva; (iii)
skute¢nosti, Ze se opravnéné osoby v feSitelském
centru neftidily protokolem nebo jinymi pisemnymi
doporucenimi ¢i pokyny pfedanymi Zadavatelem
nebo PRA; nebo (iv) lécby pacienta pied zahdjenim
studie.

13. ODPOVEDNOST

Resitelské centrum je a bude zodpovédné
za veSkeré Skody, naroky, Zaloby nebo vydaje
(vCetn¢ soudnich wvydaji) vyplyvajici nebo
souvisejici se zanedb&nim, opomenutim nebo
pochybenim na strané¢ Zdravotnického zafizeni,
Zkousejiciho nebo kteréhokoliv ¢lena tymu studie.
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14. STATUS OF SPONSOR

Sponsor is an intended third-party
beneficiary to this Agreement. To the extent
applicable law does not allow vesting of any rights
directly in Sponsor under this Agreement, such
rights will vest in PRA, on Sponsor’s behalf until
the Sponsor grants its consent according to the
Civil Code (Article 50).

15. CERTIFICATIONS

(&) The Institution and the Investigator, and in
the case of Institution its employees or any
one on their or it’s employees’ behalf,
hereby individually certify that they have
not, and are not currently been debarred or
disqualified from participating in clinical
research under any laws or regulations or
subject to a sanction, disciplinary action,
or agreement by or with any federal, state
or local agency, including state licensing
authorities or regulatory authorities,
medical societies, or specialty boards, that
restricts their ability to practice medicine.
If during the term of this Agreement, the
Institution or the Investigator (i) becomes
debarred or disqualified or (ii) receives
notice or threat of an action with respect to
its debarment or disqualification, the
Institution and/or the Investigator, as the
case may be, shall notify PRA
immediately.

14. STATUT ZADAVATELE

Zadavatel je zamyslenou tfeti osobou, jiz
tato Smlouva svédéi. V rozsahu, v jakém platné
piedpisy nedovoluji, aby Zadavatel na zaklad¢ této
Smlouvy pfimo nabyval prav, nabyva téchto prav
v zastoupeni Zadavatele PRA, a to do doby, kdy
Zadavatel poskytne souhlas v souladu s ob¢anskym
zakonikem (8§ 50).

15.POTVRZENI

(a) Zdravotnické zatizeni a Zkousejici timto

individudlné  potvrzuji, a Vv piipadé
Zdravotnického zatizeni i jeho
zam&stnanci nebo n€kdo v zastoupeni

zam&stnancd, Ze nebyli Zadnym pravnim
ani jinym predpisem zbaveni prava ani
prohlaseni nezpisobilym provadeét
Klinickd hodnoceni a Ze nejsou pfedmétem
sankce, disciplinarnino  fizeni nebo
dohody s jakymkoliv federalnim, statnim
nebo mistnim organem, vcetn¢ statnich
organii  vydavajicich  licence, nebo
regula¢nich organtl, 1ékatskych
spole¢nosti, specialnich komisi, omezeni
ve schopnosti vykonavat zdravotni péci.
Jestlize po dobu platnosti této Smlouvy
bude Zdravotnickému zafizeni nebo
zkousejicimu(i) zastavena cinnost nebo
bude diskvalifikovan,, nebo (ii) obdrzi
oznadmeni 0 Zalobé nebo hrozbé zbaveni
prava nebo prohlaSeni za nezpuUsobilé,
Zdravotnické zatizeni a/nebo Zkousejici o
tom bude bezodkladné informovat PRA.

(b) The Institution and the Investigator and in (b) Zdravotnické zafizeni a zkousejici, a
the case of Institution, its employees, or v pfipadé¢ Zdravotnického zaiizeni i jeho
any one on their or it’s employees’ behalf, zaméstnanci nebo nékdo v zastoupeni
hereby individually certify that they have zam@stnancd, timto  potvrzuji,  Ze
not and will not use in any capacity the nevyuzivali ani nebudou wvyuZivat v
services of any individual or entity which Zadném ohledu jakekoli sluzby jednotlivct
has been debarred or disqualified from nebo sdruZeni, které jsou zbaveny prava
participating in clinical research under any nebo prohlaseny za nezptsobilé provadét
laws or regulations. In the event that the klinicka hodnoceni na zakladé jakychkoli
Institution or the Investigator becomes zakon €1 predpisi.  Jestlize se
aware of the debarment, threatened Zdravotnické zafizeni nebo Zkousejici
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debarment, disqualification or threatened
disqualification of any such individual or
entity, the Institution and/or the
Investigator, as the case may be, shall
notify PRA immediately.
(c) The Institution and Investigator and in the
case of Institution, its employees, or any
one on their or it’s employees’ behalf,
individually warrant and promise that, in
connection with this Agreement, it/he/she
has not and will not (directly or indirectly)
make any improper payment or offer (or
authorizing another to pay or offer)
money or anything of value to a
government official or any other person
connected with the provision of services
under this Agreement, in order to
improperly influence any act or decision
of such official or person, to induce such
official or person to do or omit to do any
act in violation of his or her relevant duty,
to obtain any improper advantage, to
procure improper performance of a
function or activity associated with this
Agreement or in the case of a government
official, to induce such official to use his
or her influence improperly to affect or
influence any act or decision of a
government.

16. ASSIGNABILITY

Site may not assign any of its rights or
delegate any performance under this Agreement,
voluntarily or involuntarily, whether by merger,
consolidation, dissolution, operation of law, or any
other manner except with the prior written consent
of PRA, and any purported assignment or
delegation without PRA’s written consent is void.

17. NOTICES
With the exception of Study funds paid by

PRA pursuant to Section 2 hereof, all notices
required or permitted to be given under this

dozvi o skutecném nebo hrozicim zbaveni
prava nebo o skuteném ¢i hrozicim
prohlaseni  nezpusobilosti  nékterych
jednotliveti nebo sdruzeni, bezodkladné o
tom bude informovat PRA.
(¢) Zdravotnické zafizeni a ZkouSejici, a
v piipad¢ Zdravotnického zafizeni i jeho
zam@stnanci, nebo né&kdo v zastoupeni
zam&stnanci, kazdy za sebe prohlasuji a
slibuji, Ze v souvislosti s touto Smlouvou
neposkytli ani neposkytnou, nenabidli ani
nenabidnou (pfimo ani nepiimo) Zadnou
nedovolenou platbu (ani nedovoli jinym
osobam, aby ji poskytly nebo nabidly),
penize ani jiné hodnotné plnéni statnimu
ufednikovi, s cilem nedovolené ovlivnit
ukon nebo rozhodnuti takové ufedni
osoby, pfimét tfedni osobu, aby v rozporu
se svymi povinnostmi provedla urcity
Ukon nebo se jej zdrZela, ziskat
neopravnénou vyhodu, anebo podnitit
statniho ufednika k nedovolenému pouZiti
jeho vlivu ke zmén¢ nebo ovlivnéni tkonu
nebo rozhodnuti statniho organu.

16. POSTOUPENI

Resitelské centrum neni opravnéno postoupit sva
prava ani delegovat néjaké vykony dobrovolné c¢i
nedobrovolng, at jiz na zaklad¢ fize, slouceni,
zruseni, pasobenim préva nebo jakymkoli jinym
zpusobem vyjma s pfedchozim pisemnym
souhlasem PRA a jakékoli domnélé postoupeni
nebo delegovéni bez pisemného souhlasu PRA je
neplatné.

17. OZNAMOVANI

S vyjimkou prostiedkt na provadéni studie,
které uhradi PRA v souladu s ¢asti 2 této smlouvy,
musi byt veSkerd oznameni, ktera maji nebo mohou
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Agreement shall be in writing and shall be (a)
delivered personally, (b) sent by certified mail, or
(c) sent by a nationally-recognised courier
guaranteeing next-day delivery, to the recipients
below. The parties agree that changes to the
addresses below for receipt of notices under this
Section may be effected by a letter signed by the
relevant party and does not require an amendment
to this Agreement signed by all parties:

If to PRA:

Pharmaceutical Research Associates CZ, s.r.o.,
Praha 7, Jankovcova 1569/2c, Post Code (PSC):
170 00, Czech Republic

Attention: MUDr. Andrea KI1¢

If to the Institution:

Thomayerova nemocnice, Videnska 800,
Post Code (PSC): 140 59 Prague 4 — Krg,
Czech Republic
Attention: Doc. MUDr. Zdenék Benes, CSc.

If to the Investigator:

Videniska 800, Post Code (PSC): 140 59
Prague 4 — Kr¢, Czech Republic
Attention: MUDr. Jolana Markova

If to the Sponsor:
Teva Branded Pharmaceutical Products R&D,
INC, 41 Moores Rd, Frazer, PA 19355, USA

With copy to:

Teva Pharma GmbH
Graf-Arco-StraRe 3, D-89079
Ulm, Germany

Attention: Clinical Operations

18. USE OF NAMES

The Institution and Investigator shall not
use the name, symbols and/or trademarks of PRA
or the Sponsor in any form of publicity in

byt podavana podle této Smlouvy, v pisemné form¢e
a musi byt (a) doruceny osobné, (b) zaslany postou
jako doporucena zasilka nebo (c) zaslany celostatné
uznavanou kuryrni sluzbou zarucujici doruceni
nasledujiciho dne, a to pfijemcim uvedenym nize.
Smluvni strany se dohodly, ze zmény adres
uvedenych nize pro pfijem oznameni dle této Casti
mohou byt sdéleny dopisem podepsanym
prislusnou smluvni stranou a nevyzaduji dodatek k

této smlouvé podepsany vSemi smluvnimi
stranami:
Pokud jsou uréeny pro PRA:

Pharmaceutical Research Associates CZ,
s.r.o., Praha 7, Jankovcova 1569/2c,
PSC 170 00, Ceska republika

K rukam: MUDr. Andrea KI¢

Pokud jsou uréeny pro Zdravotnické
zafizeni:

Thomayerova nemochice, Videriska 800,
PSC: 140 59 Praha 4 — Krg,

Ceska republika

K rukdm: Doc. MUDr. Zdené&k Benes, CSc.

Pokud jsou uréeny pro Zkousejiciho:
Videriska 800, PSC: 140 59 Praha 4 — Krg,
Ceska republika

K rukdm: MUDr. Jolana Markova

Pokud jsou uréeny pro Zadavatele:
Teva Branded Pharmaceutical Products
R&D, INC, 41 Moores Rd, Frazer,

PA 19355, USA

V kopii:

Teva Pharma GmbH

Graf-Arco-Strafle 3, D-89079

Ulm, Germany

K rukdm: Clinical Operations

18. UZIVANI NAZVU

Zdravotnické zafizeni a ZkousSejici nejsou
opravnéni pouzivat v jakékoli form¢& publicity v
souvislosti se studii ndzev, symboly, pfipadné
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connection with the Study unless explicitly
approved by PRA or the Sponsor in advance.
Institution and Investigator agree that, in
accordance with applicable law, Sponsor may make
public the amount of funding provided hereunder
for the conduct of the Study and may identify
Institution and Investigator as part of this
disclosure.

19. WAIVER; SEVERABILITY

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more instances shall be deemed to be or
construed as a further or continuing waiver of such
term or condition, or of any other term or condition
of this Agreement. If any terms or conditions of
this Agreement are held to be invalid, illegal or
unenforceable the remaining terms and conditions
contained herein shall not be affected.

20. ENTIRE AGREEMENT; EXHIBITS;
COUNTERPARTS

This Agreement, including the Exhibits
attached hereto, constitutes the full understanding
of the parties with respect to the subject matter
hereof and a complete and exclusive statement of
the terms of their agreement, and no terms,
conditions, understanding or agreement purporting
to amend, modify, vary or waive the terms of this
Agreement shall be binding unless made in writing
and signed by an authorised representative of each
party hereto. This Agreement and any amendment
hereto may be executed in several counterparts,
each of which shall be deemed an original but
taken together shall constitute one and the same
instrument. The priority language of this
Agreement will be Czech language.

ochranné znamky PRA nebo Zadavatele, pokud to
vyslovné pfedem PRA nebo Zadavatel neschvali.
Zdravotnické zafizeni a Zkousejici souhlasi s tim,
ze v souladu s platnymi pfedpisy muze zadavatel

zvefejnit  vysi  prosttedkdi  poskytnutych na
provadéni studie na zakladé této smlouvy, a v
ramci tohoto zvefejnéni mulze identifikovat

Zdravotnické zatizeni a Zkousejiciho.

19. VZDANI SE PRAV, ODDELITELNOST
USTANOVENI

Z4adné  prominuti  splnéni  nékterych
podminek nebo ustanoveni této smlouvy, at uz
jedndnim nebo jinak, se nepovaZzuje nebo nebude
vykladadno jako dalsi nebo trvalé prominuti
takovych podminek nebo jinych podminek dle této
smlouvy. V ptipadé ze né€které podminky nebo
ustanoveni této Smlouvy se stanou neplatnymi,
nicotnymi, nezakonnymi nebo nevynutitelnymi v
jakémkoli smyslu, potom platnost, zakonnost a
vynutitelnost zbyvajicich podminek a ustanoveni
obsazenych v této smlouvé nebude dotéena nebo
timto naruSena.

20. UPLNOST SMLOUVY, PRILOHY,

VYHOTOVENI

Tato smlouva, véetné piiloh, zaklada Uplnou
dohodu smluvnich stran ohledné piedmétu smlouvy
a uplné¢ vyjadfeni podminek jejich ujednéni, a
Zadné podminky, ujednani ani dohody, o kterych se
ma za to, ze dopliuji, méni, upravuji nebo
promijeji podminky této Smlouvy, nejsou platné,
ledaze jsou v pisemné formé a podepsané
zmocnénymi zastupci smluvnich stran. Tato
Smlouva a veSkeré jeji dodatky mohou byt
uzavieny v nckolika vyhotovenich, z nichz se
kazdé vyhotoveni povaZuje za original, ale které
spole¢né¢ zakladaji jeden a tentyz dokument.
Rozhodnym jazykem této Smlouvy je cesky jazyk.

Confidential
Version 13 September 2016

Page 18 of 28



Az
£

PRAHEALTHSCIENCES

Czech Republic/Institution & Investigator Clinical Trial Agreement

Thomayerova nemocnice/MUDr. Jolana Markova
TV48125-CNS-30051

21. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS

Except as otherwise specifically provided
herein, termination of this Agreement shall not
relieve any party hereto from any obligation under
this Agreement that accrued or arose from facts and
circumstances in existence prior thereto. In
addition, the provisions of this Agreement that by
their nature contemplate continuing obligations
shall survive expiration or termination of this
Agreement.

22. GOVERNING
RESOLUTION

LAW; DISPUTE

(@) This Agreement and any non-contractual
obligations arising out of or in connection
with it are governed by and must be
construed in accordance with Czech law.

(b) Mutual rights and obligations of the
parties that are not expressly provided for
in this Agreement shall be governed by
the civil code.

Any and all disputes arising from this Agreement
shall be resolved by the courts of the Czech
Republic

23. TRADE SECRETS AND AGREEMENT
DISCLOSURE

Designation of trade secrets. Sponsor states that
information on design of the Study, remuneration,
payment schedule, number of Study subjects,
Investigator Brochure, Insurance contract covering
the clinical trial and the trial protocol information
are considered as important within the meaning of
the statutory definition of a trade secret (§ 504 of
the Act no. 89/2012 Coll., Civil Code), as universal
access to such information can have a significant
impact on economic results and market position of
Sponsor. Institution and the Investigator confirm
that for them the information pursuant to the first

21. TRVALE _ ZAVAZKY,
USTANOVENI

PLATNOST

Pokud neni v této Smlouvé konkrétné
uvedeno jinak, zanikem této Smlouvy neni Zadna
smluvni strana osvobozena od svych zavazki podle
této Smlouvy, které vznikly nebo vyplynuly ze
skute¢nosti a okolnosti existujicich pfed jejim
zanikem. Mimo to, ustanoveni této Smlouvy, které
ze své povahy dopliluji pretrvavajici zavazky, plati
i po uplynuti platnosti nebo po zaniku této
Smiouvy.

22.ROZHODNE  PRAVO: RESENI

SPORU

(@) Tato Smlouva i jakekoli mimosmluvni
povinnosti z ni nebo v souvislosti s ni
vyplyvajici se fidi a musi byt vykladany
v souladu s ¢eskym pravem.

(b) Vzijemnd prdva a povinnosti Stran
vyslovné neupravené touto Smlouvou se

fidi ob¢anskym zakonikem.

Vesker¢ spory z této Smlouvy budou feseny soudy
Ceské republiky.

23. OBCHODNI __ TAJEMSTVI A
ZVEREJNENI SMLOUVY

Oznaceni obchodniho tajemstvi. Zadavatel uvadi,
Ze informace o designu studie, odméné, Platebni

rozvrh, pocCet subjektd hodnoceni, BroZura
ZkousSejiciho, Pojistnd smlouva o pojisténi
klinického hodnoceni a Protokol klinického

hodnoceni povaZuje za informace vyznamné ve
smyslu zakonné definice obchodniho tajemstvi (8
504 zakona ¢. 89/2012 Sb., obcansky zéakonik),
nebot’ v§eobecny pristup k témto informacim muze
mit podstatny dopad na ekonomické vysledky a
trzni postaveni Zadavatele. Zdravotnické zatizeni a
Zkousejici potvrzuji, Ze i pro né jsou informace
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sentence is significant within the meaning of the
statutory definition of a trade secret (§ 504 of the
Act no. 89/2012 Coll., Civil Code) and undertake
to keep confidentiality about these information in
accordance with this Agreement.

Disclosure. The Parties agree that, if necessary, the
publication of the Agreement pursuant to the Act
no. 340/2015 Coll., on special conditions for the
effectiveness of some contracts, the disclosure of
these contracts and register contracts or under other
laws will always inform each other in advance
about the need for such disclosure and will proceed
in accordance with this Agreement. Before the
publication of the Agreement, all the provisions
and annexes of the Agreement designated by
Parties as trade secrets and information that
according to the Act no. 340/2015 Coll. are not for
publicizing will be removed (blackened), while the
publication will be performed by the Institution.
Before signing the Agreement, Sponsor will
provide to Institution customized version of the
Agreement for publication.

Sponsor and PRA declare that in the context of the
Study, which is the subject matter of this
Agreement, they have not concluded and will not
enter into any agreement with Principal
Investigator or Sub-investigators that is governing
their mutual rights and obligations without the
participation of the Institution. In case the Sponsor
and / or PRA concluded other such an agreement,
this will be subject of immediate termination of this
Agreement and closure of the Site without any
compensation form the Institution side. All
thwarted costs will be borne by Sponsor. Breach of
this Agreement and closure of the Site will be
announced to the State Institute for Drug Control
and relevant Ethics Committees.

An integral part of this Agreement are the
following Exhibits:

Exhibit A — Payment Terms

Exhibit B - Budget

Exhibit C — Approval from the State Institute for
Drug Control

podle véty prvni vyznamné ve smyslu zakonné
definice obchodniho tajemstvi (§ 504 zédkona C.
89/2012 Sb., obcansky zakonik) a zavazuji se o
téchto  informacich  zachovavat  mlcenlivost
v souladu s touto Smlouvy.

Zveiejnéni. Smluvni strany se dohodly, Ze v
piipadé nutnosti zvetejnéni Smlouvy dle zakona ¢.
340/2015 Sb., o zvlastnich podminkach ucinnosti
nekterych smluv, uvefejniovani téchto smluv a o
registru smluv, ¢i dle jinych pravnich piedpist se
budou vzdy predem vzajemné informovat o
nutnosti takového zvetejnéni, a budou postupovat
vsouladu stouto Smlouvou. Pifed zvefejnénim
Smlouvy budou veskera ustanoveni a ptilohy
Smlouvy ozna¢ené¢ Smluvnimi stranami jako
obchodni tajemstvi a Udaje, které se podle zakona
¢. 340/2015 Sb. nezvefejiiuji ze Smlouvy
odstranény (zaCernény), pricemz zvetejnovani bude
provedeno Zdravotnickym zafizenim. Zadavatel
pted podpisem smlouvy poskytne Zdravotnickému
zafizeni 1 verzi Smlouvy upravenou ke zvefejnéni.

Zadavatel a PRA prohladuji, Ze v souvislosti se
Studii, ktera je predmétem této Smlouvy,
neuzavieli a neuzaviou bez ucéasti Zdravotnického
zatizeni ] Hlavnim zkousejicim ¢i
Spoluzkousejicimi Z&dnou dalSi smlouvu upravujici
jejich vzdjemna prava a povinnosti. V ptipadé
zji$téni, Ze zadavatel a/nebo PRA uzavieli takovou
dal$i Smlouvu, bude toto duvodem k okamzitému
ukonceni spoluprace dle této smlouvy a k uzavieni
Regitelského centra bez nahrady. Veskeré zmatené
naklady ponese Zadavatel. Porudeni smlouvy a
uzavieni ReSitelského centra bude oznameno
Statnimu ustavu pro kontrolu 1é¢iv a pfislusSnym
etickym komisim.

Nedilnou soucésti této Smlouvy jsou nasledujici
ptilohy:

Ptiloha A — Platebni podminky

Ptiloha B — Rozpocet

Ptiloha C - Povoleni Statniho Ustavu pro kontrolu
1éciv
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Exhibit D - Approval from the Multicenter Ethic
Committee

Exhibit - Ethics Committee Approval

Exhibit F - Insurance Certificate

Exhibit G - Protocol Synopsis

Exhibit H - Power of Attorney for PRA and PRA

extract from the Commercial Register of
Companies
Exhibit 1 — Template of Financial Disclosure
Agreement

Exhibit J — Template of Informed Consent

The above mentioned Exhibits shall not be
published with the Agreement within the frame of
the disclosure obligation provided by Act n°.
340/2015 Coll.

SIGNATURES APPEAR ON FOLLOWING
PAGE

Piiloha D - Souhlas Etické komise
multicentricka klinickd hodnoceni

Piiloha E - Souhlas Etické komise

Ptiloha F - Pojistny certifikat

Piiloha G — Synopse protokolu

Piiloha H - PInd moc pro PRA a vypis PRA
Z obchodniho rejstiiku spole¢nosti

Ptiloha I - Vzor finan¢niho prohlaseni

Piiloha J - Vzor informovaného souhlasu

pro

VySe uvedené ptilohy nebudou publikovany spolu
se Smlouvou v ramci informacéni povinnosti
stanovené zakonem ¢. 340/2015 Sb.

PODPISY  JSOU
NASLEDUJICI STRANE.

UVEDENY NA
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IN WITNESS WHEREOF, the parties NA DUKAZ TOHO #dn¢ zmocnéni
have caused this Agreement to be executed by their z&stupci smluvnich stran podepsali tuto Smlouvu
duly authorised representatives on the date(s) dne, jak je uvedeno dale, ale s ucinnosti pro
indicated below, but effective for all purposes as of vSechny ucely k datu Géinnosti.
the Effective Date.

Pharmaceutical Research Associates CZ, s.r.o.

By / Podepsal:
Authorised Signature / podpis zmocnéného zastupce

Name / Jméno: MUDr. Andrea KI¢
Title / Funkce: Proxy / Prokuristka

Date / Datum:

Thomayerova nemocnice

By / Podepsal:
Authorised Signature / podpis zmocnéného zastupce

Name / Jméno: Doc. MUDr. Zdengk Benes, CSc.
Title / Funkce: Director / Reditel

Date / Datum:

Principal Investigator / Hlavni zkou3ejici

By / Podepsal:

Name/ Jméno: MUDr. Jolana Markova
Title / Funkce: Principal Investigator / Hlavni zkousSejici

Date / Datum:
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EXHIBIT A / PRILOHA A
PAYMENT TERMS / PLATEBNI PODMINKY

Sponsor: / Teva Branded Pharmaceutical Products R&D, INC
Zadavatel:

Protocol No: / TV48125-CNS-30051

Protokol &.:

PRA Project Id: / TEA4812X-48125X

ID projektu PRA:

1. Subject Recruitment. Enrollment for this
study is competitive. PRA anticipates that the
Site will recruit approximately ] subjects,
but makes no guarantees regarding this
number.  Site shall not recruit or enroll
additional subjects without the prior written
approval of PRA or Sponsor, and neither
PRA nor Sponsor will be liable for
compensation for unauthorized subjects in
excess of the number specified above. PRA
will advise on recruitment progress and
notify sites when recruitment is complete.

2. Payment Method. PRA will make
payments in CZK by electronic bank transfer,
in accordance with Exhibit B Budget as
attached. PRA will not make any additional
payments to Payee pursuant to this
Agreement without the prior written approval
of Sponsor. Nor will PRA pay for any
procedures performed or treatments given in
violation of the Protocol unless approved in
writing by Sponsor.

3. Payment Timing. PRA will make
payments on quarterly basis in accordance

1. Nabor subjektii hodnoceni. Zafazeni do

této studie je kompetitivni. PRA océekava, Ze
Resitelské  centrum  ziskd piiblizné
subjektt klinického hodnocent, ale
neposkytuje Zadné zaruky s ohledem na tento
podet. Resitelské centrum nesmi provadét
nabor nebo =zatazovat dalSi  subjekty
hodnoceni bez piedchoziho pisemného
souhlasu PRA nebo Zadavatele a PRA ani
Zadavatel neru¢i za odménu za neschvalené
subjekty hodnoceni nad vySe uvedeny podet.
PRA bude informovat o prabéhu naboru a
upozorni Resitelské centrum, aZ bude nabor
subjektl ukoncen.

2. Zpusob platby. PRA bude provadét
platby v CZK prostiednictvim elektronického
bankovniho ptfevodu v souladu s pfipojenou
Ptilohou B Rozpocet. PRA neuhradi piijemci
plateb Zadné dodatecné platby podle této
Smlouvy bez ptedchoziho pisemného
souhlasu Zadavatele. PRA neuhradi ani
Zadné vykonané procedury ani oSetieni
poskytnutd v rozporu s protokolem bez
predchoziho pisemného schvaleni
Zadavatele.

3. Nacasovani_platby. PRA bude hradit
platby kvartilné v souladu s Pfilohou B
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with Exhibit B Budget. Request For Invoice
form will be delivered by e-mail to:
marketa.lajnerova@ftn.cz or by e-mail to:
jaroslava.skalova@ftn.cz. Payment period
will start by the date of the site initiation visit
at the Institution. These payments will be
made within 45 days of the acceptance
criteria outlined below under the headings of
Start-up Payments, Subject Visit Payments
and Other payments.

a) Start-Up Payments. Upon site
activation and the receipt of a completed
Payment Information Checklist. Start-Up
fees will be paid in accordance with
Exhibit B Budget. An exception is
administrative Start-up fee that will be paid
upon Agreement execution.

b) Subject Visit Payments. PRA will
make payments based on subject visits that
have been source document verified by
Study Monitor, in accordance with
Exhibit B Budget. PRA will withhold 10%
of each subject visit payment until the Final
Payment, as defined below.

4. Other Payments. All other payments
will be made within the agreed timing, as
defined in section 3 above, upon receipt by
PRA of a valid invoice, in the amounts
specified in Exhibit B Budget, and according
to the following criteria.

a) IRB Fees or Ethics Committee Fees.
If Site will be using the central IRB or
Ethics Committee designated for this
Study, PRA will be responsible for the
Task Order and fees associated with this
service provider. PRA will reimburse the
relevant IRB or Ethics Committee for fees
in accordance with an invoice issued to
PRA by the IRB or Ethics Committee.
PRA will not reimburse Site for IRB fees
incurred in connection with the Study.

Rozpocet. Platebni obdobi bude zahajeno
zatizeni. Platebni prehled bude zaslan e-
mailem na marketa.lajnerova@ftn.cz nebo e-
mailem na jaroslava.skalova@ftn.cz . Tyto
platby budou provedeny do 45 dnt od kritérii
prijatelnosti uvedenych niZze v bodech
Pocateéni platby, Platby za navstévy subjektt
a Ostatni platby.

a) Pocatecni platby. Po aktivaci centra a
piijeti vyplnéného formulafe platebnich
udaju. Pocate¢ni poplatky budou uhrazeny
v souladu s Pfilohou B Rozpocet. Vyjimku
tvoii administrativni poplatek Start-up,
ktery je splatny po podpisu smlouvy.

b) Platby za navStévy subjekti. PRA
uhradi platby na zakladé navstév subjektu,
které byly zdrojovy dokument ovéfeny
monitorem studie souladu s Piilohou B
Rozpocet. PRA zadrzi 10 % z kaZzdé platby
za navstévu subjektt hodnoceni az do
koneéné platby, jak je uvedeno nize.

4. Ostatni platby. VSechny ostatni platby
budou hrazeny ve sjednané c¢asové lhaté
definované vySe v ¢asti 3 poté, co PRA
obdrzi platnou fakturu, a to v castkach
specifikovanych v Ptiloze B Rozpocet a v
souladu s nasledujicimi kritérii.

a) Poplatky instituciondlni revizni
komise (IRB) nebo poplatky etické
komise. Pokud bude Resitelské centrum
vyuZivat centrélni instituciondlni revizni
komisi nebo etickou komisi uréenou pro
tuto studii, ponese PRA odpovédnost za
potadi Uloh a poplatky splatné tomuto
poskytovateli  sluZeb. PRA zaplati
poplatky piimo piislusné IRB nebo etické
komisi v souladu s fakturou vystavenou
IRB nebo etickou komisi pro PRA. PRA
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b) Screen Failures. PRA will pay for
subjects who fail screening based on a pre-
determined flat fee per number of subjects
randomized (1 screen failure per 3
randomized subject). The Site must
document all  screening  procedures
completed prior to screen failure and must
ensure that the subject has signed an
informed consent form. PRA will not pay
for any procedures carried out after the
subject has failed screening.

C) Subject Travel Reimbursement.
When necessary, and upon evidence of the
expense, PRA will reimburse the Site or
the Investigator, for subject travel expenses
per subject visit up to maximum [

Any amount in excess will require
the express and prior approval of
PRA/Sponsor.

5. Invoicing. All invoices must contain the
Protocol title and number, a detailed
summary of the payment to be made,
supporting documents (if any), and be
addressed to the following:

Pharmaceutical Research Associates CZ, s.r.o.
ATTN: Accounts Payable /

Jankovcova 1569/2c, 170 00 Prague 7, Czech
republic,

PRA Email: investigatorinvoices@prahs.com /
E-mail PRA: investigatorinvoices@prahs.com

* Invoices missing any of the above
information may result in delayed payment.

All invoices should be received by PRA within

neproplati centru poplatky pro IRB hrazené
ve spojitosti se studii.

b) Neuspéch ve screeningu. PRA zaplati
za subjekty, které nebudou uspésné ve
screeningu, predem stanoveny pausalni
poplatek na zakladé randomizovanych
subjekti (1 netspésny screening za 3
randomizované  subjekty).  Regitelské
centrum musi dokumentovat v3echny
screeningové postupy provedené pied
zjisténim neuspé$ného screeningu a musi
zajistit, Ze subjekt podepsal formulaf
informovaného souhlasu. PRA nezaplati
za Zadné procedury provedené u subjektu
hodnoceni po neuspésném screeningu.

c) Nahrada  cestovnich vydaja
subjektim. Pokud bude potieba, PRA
zaplati  feSitelskému  centru nebo
zkouSejicimu cestovni vydaje subjektt
souvisejici s navstévami subjektd na
zdkladé evidence nakladd, v maximalni
vwii I za jednu navitévu subjektu.
Jakékoli ¢astka presahujici bude podléhat
ptedchozimu a vyslovnému souhlasu od
PRA/Zadavatele.

5. Fakturace. VSechny faktury musi
obsahovat nézev a ¢islo protokolu, podrobné
shrnuti  platby a pfipadné podptirné
dokumenty a budou fakturovany
nasledujicim ptijemctm:

Pharmaceutical Research Associates CZ, s.r.o.
ATTN: Accounts Payable /

Jankovcova 1569/2c, 170 00 Praha 7, Ceska
republika

PRA Email: investigatorinvoices@prahs.com /
E-mail PRA: investigatorinvoices@prahs.com

* Uhrada faktur s neplnymi informacemi mtize
byt zpozdéna.

V8echny faktury by méla PRA obdrzet do
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forty-five (45) days following the incurrence of
the applicable expense or database lock,
whichever is earlier. Site understands once PRA
has reconciled and closed Study internally that
PRA reserves the right to no longer accept
invoices.

Institution will issue an invoice, which will
correspond to Payment Request Form.

6. Final Payment. PRA will perform a
reconciliation of the Site’s payments before
issuing a final payment to the Payee to
account for all previous Study payments,
remaining payments due and if applicable
this shall include the withholding from
Subject Visit Payments and the fair market
value of any equipment provided under this
Agreement which the Site purchases. The
reconciliation will result in either a final
payment due to the Payee (“Final Payment”)
or a request for reimbursement due to PRA
(“Reimbursement”).

7. Taxes. Payments shown in the Exhibit B
Budget do not include tax of any type. If the
Payee is VAT/GST registered, and if VAT/
GST or other applicable taxes are required
under the Payee’s country law, the applicable
tax should be added and shown on the
invoice at the local applicable VAT rate. The
Site and Payee each acknowledge and agree
that Payee shall be solely responsible for
paying the appropriate amount of any
applicable federal, state, and local taxes with
respect to all payments made pursuant to this
Agreement, and PRA shall have no
responsibility whatsoever for withholding or
paying any such taxes on behalf of the Site or
Payee.

Date of taxable fulfillment will be the day of
receipt of the Request For Invoice form at the
Institution.

Ctyficeti péti (45) dnd od vzniku pfisluSnych
vydaju nebo uzavieni databdze, podle toho,
ktery z terminil nastane diive. Resitelské
centrum chape, Ze jakmile PRA interné
sesouhlasi platby a uzavie studii, vyhrazuje si
pravo nepiijimat Zadné dalsi faktury.

Zdravotnické zafizeni vystavi daitiovy doklad,
ktery bude odpovidat tomuto platebnimu
piehledu.

6. Konefna platba. Pred uhrazenim
koneéné platby ptijemci plateb provede PRA
odsouhlaseni plateb centra k ovéieni vSech
ptedchozich plateb provedenych v ramci
studie, zbyvajicich plateb kuhradé, a ty
budou ptipadné zahrnovat zadrZzené platby za
navstévy subjektt, a trZzni cenu vybaveni
poskytnutého dle této smlouvy, které
Resitelské centrum zakoupi. Po sesouhlaseni
bude bud’ vyplacena kone¢na platba piijemci
(,,kone¢na platha“), nebo bude uplatnén
pozadavek na vraceni castky dluzné
spole¢nosti PRA (,,refundace®).

7. Dané. Platby uvedené v Piiloze B
Rozpodet neobsahuji Zadné dané. Je-li
ptijemce platby platcem DPH / dan¢ ze zboZi
a sluzeb a poZaduje-li se odvedeni DPH /
dané ze zboZi a sluZzeb podle zakona v zemi
pfijemce plathy, je tfeba pripoéitat a uveést
DPH na faktufe v platné sazb&é pro danou
zemi. Regitelské centrum a pifjemce platby
potvrzuji a souhlasi, Ze ptijemce platby bude
vyhradn¢ odpovidat za platbu ptisluSné
castky jakychkoli platnych federalnich,
narodnich a mistnich dani souvisejicich se
vsemi platbami provedenymi podle této
Smlouvy a PRA nenese zadnou odpovédnost
za sraZku nebo zaplaceni jakychkoli takovych
dani za Resitelské centrum nebo piijemce
platby.

Datem
doruceni

zdanitelného plnéni bude den
platebniho piehledu
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Fulfilment of taxable document will be forty- Zdravotnickému zafizeni.

five (45) days from the date of its issue. Splatnost dafiového dokladu bude Cinit

Ctyficet pét (45) dni od data jeho vystaveni.

8. Payment Dispute. Payee and Institution 8. Sporné platby. Ptijemce platby a
will have thirty (30) days from the receipt of instituce budou mit tticet (30) dnt od ptijeti
final payment to dispute any payment kone¢né platby na zpochybnéni jakychkoli
discrepancies. rozdila v platbéch.
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OTHER EXHIBITS / OSTATNI PRILOHY

[Exhibit B, F, G, I, J is kept blank based on non- [Pfiloha B, F, G, |, J je ponechana prazdna dle
disclosure agreement in accordance with Article  ujednani o nezvefejiiovani v souladu s ¢lankem 23.
23. of this Agreement] této Smlouvy]
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