) SMLOUVA
Cislo protokolu: F. Hoffmann-I.a Roche L.td

TUTO SMLOUVU
zvefejnéni v registru
ucinnosti’’), smluvni strany:

uzaviraji s acinnosti ode dne
smluv (dale jen .datum

F. Hoffmann-La Roche Ltd

s¢ sidlem Grenzacherstrasse 124, 4070, Bazilej,
Svycarsko, v Evropské unii zastoupena spole¢nost
Roche Registration GmbH (RRG), Emil Barell Strasse
1, 79639 Grenzach-Wyhlen, Némecko (déle jen
Zadavatel”)

PPD Investigator Services LLC

se sidlem North Front St., Wilmington, NC 28401,
USA (dale jen ,,PPD?), jednajici vlastnim jménem a
jako nezavisly dodavatel jménem Zadavatele

a

Ustiedni vojenski nemocnice - Vojenska fakultni
nemocnice Praha

se sidlem U Vojenské nemocnice 1200, 169 02 Praha,
Ceska republika

(dale jen ,,Zdravotnické zarizeni”)

(dile oznacovana jako ..Smlouva™) k provedeni
tohoto klinického hodnocent:

STATEMENT OF AGREEMENT
Protocol number: F. Hoffmann-I.a Roche Ltd

THIS AGREEMENT, made cffective on the from the
date the Agreement is published in the Contract
Register (“Effective Date™), by and between:

F. lloffmann-La Roche Ltd

located at Grenzacherstrasse 124, 4070 Basel,
Switzerland in European Union represented by Roche
Registration GmbH (RRG), Emil Barell Strasse 1,
79639 Grenzach-Wyhlen, Germany (“Sponsor™)

and

PPD Investigator Services LLC

929 North Front St., Wilmington, NC 28401, USA
(“PPD”), acting on its behalf and as an independent
contractor on behalf of Sponsor

and

Ustiedni vojenska nemocnice - Vojenska fakultni
nemocnice Praha

located at Vojenské nemocnice 1200, 169 02 Praha,
Czech Republic

(“Institution’™)

(“Agreement™) for the conduct of the following
clinical trial:

Tato Smlouva byla

bude jmenovan Zkousejicim,
ctery bude za Zdravotnické zafizeni osobné odpoveédny
za provadéni nize popsaného Klinického hodnoceni.
Pokud Zkousejici nemize Klinické hodnoceni provadét
nebo v ném pokracovat, mize PPD od této Smlouvy
s okamzitou u¢innosti a bez dal3ich zavazku odstoupit.

odepsana s tim, 20_

The Agreement has been siened with the understanding
that shall be
appointed as the Investigator being personally
responsible on behalf of the Institution for the
performance of the Trial described below. If
Investigator is not available or becomes unavailable to
perform the Trial, PPD may terminate this Agreement
immediately without further liability.
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1.0 Uvod

PPD byla Zadavatelem fadné zplnomocnéna k plnéni
urCitych povinnosti Zadavatele vramci provadéni
Klinick¢ho hodnoceni v souladu s podminkami této
Smlouvy a k uzavirani smluv o klinickém hodnoceni sc
zdravotnickymi  zafizenimi a zkou$ejicimi. PPD a
Zadavatel jsou potéSeni, ze Zdravotnické zaiizeni a
ZkousSejici  souhlasili s acasti vtomto Klinickém
hodnoceni. Tato Smlouva stanovi podminky platné pro
provadéni Klinick¢ho hodnoceni.

2.0 Provadéni Klinického hodnoceni

21 Zdravotnické zafizeni zaruCuje, Ze jak ono, tak
1 Zkousejici maji potiebné zkusenosti, zpusobilost,
dostateCny pocet subjektl a zdroje k profesionalnimu a
odbornému  provedeni Klinického hodnoceni a 7ze
Zdravotnické zarizeni a ZkouSejici plné znaji platné
predpisy; dale se Zdravotnické zatizeni a ZkouSejici
zavazuji, 7ze se nebudou podilet na Zadném jiném
klinickém hodnoceni, které by jim svou povahou
branilo vplnéni povinnosti vramci Klinického
hodnoceni dle této Smlouvy.

2.2

Zdravotnické zatizeni a Zkousejici se zavazuji
provadét Klinické hodnoceni v souladu s:

(dale oznacovanym jako ..Protokol™) a
veSkerymi jeho naslednymi zménami schvalenymi
Zadavatelem, PPD, SUKL a prislusnou etickou
komisi.

Platnymi piedpisy CR, zejména zikonem ¢.
78/2007 Sb., o IléCivech, ve znéni pozdé¢jsich
predpistl, zdkonem ¢. 372/2011 Sb., o zdravotnich
sluzbéach, ve znéni pozdéjsich predpist, vyhlaskou ¢.
226/2008 Sb., o spravné klinické praxi a blizsich
podminkach  klinického  hodnoceni lé¢ivych
piipravki, ve znéni  pozd¢jsich  predpist, a
piislusnymi predpisy o ochrané osobnich udaju.

1.0 Introduction

PPD has been duly authorized by Sponsor, to carry out
certain obligations of the Sponsor in the conduct of this
Trial, consistent with the terms of this Agreement, and
to enter into clinical trial agreements with institutions
and investigators. PPD and Sponsor are pleased that
Institution and Investigator have agreed to participate in
this Trial.  This Agreement sets forth the terms and
conditions applicable to the conduct of this Trial.

2.0 Trial Conduct

2.1 Institution warrant that 1t as well as
Investigator have the experience, capabilities, adequate
subject population and resources to conduct the Trial in
a professional and competent manner, and that
Institution and Investigator are fully aware of applicable
regulations; furthermore, Institution and Investigator
agree that they will not participate in any other trial that
by its nature will prevent Institution and Investigator
from fulfilling their obligations in the Trial hereunder.

2.2 Institution and Investigator agree to carry out
the Trial in accordance with:

subscquent amendments thereto approved by the
Sponsor, PPD and, the State Institute for Drug
Control and the appropriate Ethics Committee.

..... applicable national laws, including, but not
limited to, Act no. 378/2007 Coll. on Pharmaceuticals,
as amended, Act no. 372/2011 Coll. on Health Care
Services, as amended, Decree no. 226/2008 Coll. on
the Good Clinical Practice and Detailed Conditions
for Clinical Studies of Pharmaceuticals, as amended,
and relevant data protection laws.
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2.2.3  Pokyny pro spravnou klinickou praxi (GCP)
vydanymi Mezinarodni konferenci o harmonizaci (ICH)

technickych pozadavkil na registraci humannich
1éCivych pripravkd a jinymi obecné piijimanymi

pokyny ICH, Evropskych spoleCenstvi a prislusnych
organti Ceske republiky (Statni ustav pro kontrolu léc1v,
dale oznacovany jako “SUKL").

2.2.4. Podminkami této Smlouvy.

23 V piipadé rozporu mezi Protokolem a touto
Smlouvou maji prednost ustanovent této Smlouvy.

3.0 Nabyti cinnosti a doba platmosti Smlouvy

ucinnosti - k Datu
ucinnosti  do
nebo  zaniku

3.1 Tato Smlouva
Géinnosti a zOstdva v platnosti a
dokonceni Klinického hodnoceni
Smlouvy dle ¢l. 17.0 této Smlouvy.

nabyva

Klinické hodnoceni bude zahdjeno, jakmile
Zadavatel a PPD  ziskaji souhlas  pfislusné
multicentrické a mistni etické komise a souhlas SUKL.
Odhaduje se, ze nabor pacientii bude zahdjen

a jeho ukonceni se odhaduje
dokonceni celé¢ho Klinického hodnoceni se odhaduje do
Predpoklada sc, ze ve Zdravotnickém
zafizeni bude do Klinick¢ho hodnoceni zarazeno
pacientu. Pokud se v prubéhu Klinick¢ho hodnoceni
ukaze, ze Zdravolnické zafizeni a ZkousSejici nebudou
schopni Klinické hodnoceni dokoncit ve stanoveném
terminu, Zdravotnické zarizeni a ZkouSejici o tom
neprodlené vyrozumi PPD, aby se mohla pripadné
zafidit jinak. Zdravotnické zafizeni a Zkousejici se
maximalné vynasnazi pouzivat nezavisly I¢kaisky
usudek, pokud jde o miru, do jaké kazdy pacient
vyhovuje pozadavkim Protokolu.

~
o I

3.3 Po dokon¢eni nebo ukonceni Klinického
hodnoceni Zdravotnické zafizeni zabezpeci, aby
ZkouSejici zpracoval veskeré zpravy o Klinickém
hodnoceni  tak, jak je stanoveno PPD nebo
Zadavatelem. Platby Zdravotnickému zafizeni zavisi
na vasném predlozeni zprav  a/nebo  udajl

spolecnosti PPD nebo Zadavateli.

2.2.3  the Guideline for Good Clinical Practice
(GCP) of the International Conference on
Harmonization (ICH) of Technical Requirements for
the Registration of Pharmaceuticals for Human Use and
with other generally accepted applicable Guidelines of
the ICH, or the European Community or any
appropriate Czech Republic authority or body (State
Institute for Drug Control, hereinafter referred to as
“SUKL").

2.2.4. the terms of this Agreement.
23 In the event of a conflict between the Protocol
and this Agreement, the terms of this Agreement will

ZOVer.

3.0 Commencement and Duration

31 This Agreement will begin on the Effective
Date and shall continue until completion or until
terminated in accordance with the provisions in
Section 17.0 below.

32 The Trial will be initiated as soon as Sponsor
and PPD have received appropriate multi-centre and
local ethics committee approvals, and a permit from
SUKL. Patient recruitment is estimated to start in
and estimated to be completed by
the entire _Tral 1s estimated to be
It 1s expected that
patients will be enrolled at the Institution. If, during the
Trial, 1t becomes apparent that Institution and
Investigator will not be able to complete the Trial on
schedule, Institution and Investigator will notify PPD
immediately, as it may be necessary to make alternative
arrangements. Institution and Investigator will use best
efforts in exercising independent medical judgement as
to the compatibility of each patient with the Protocol
requirements.

completed by

3.3 Upon completion or termination of
the Trial, Institution ensure that Investigator prepares
any and all Tral reports as specified by PPD or
Sponsor. Payments to Institution are dependent on the
reports and/or data being submitted to PPD or
Sponsor in a timely manner.
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4.0 I'inan¢ni podpora

4.1 Zadavatel prostiednictvim PPD poskytne
finan¢ni podporu na provadéni Klinick¢ho hodnoceni
v souladu s podminkami Protokolu a tak, jak je
stanoveno v rozpoctu, ktery tvoii Prilohu A a nedilnou
soucast této Smlouvy (ddle jen ,Rozpocet”).
Zdravotnické zafizeni souhlasi s tim, Ze veSkeré platby
PPD vsouvislosti stimto Klinickym hodnocenim
budou hrazeny piimo Zdravotnickému zarizeni
vsouladu stouto Smlouvou a PPD nebude hradit
zadné dalsi platby ZkouSejicimu. VeSkeré ¢astky, na
kter¢ Zdravotnickému zafizeni dle této Smlouvy
nevznikl narok, avSak byly jiz uhrazeny, musi byt
vraceny PPD bez vyzadani do jednoho (1) mésice od
navitevy PPD pii  uzavieni studijniho centra.
V piipadé predCasného zaniku Smlouvy je Castka,
ktera bude na zdkladé této Smlouvy uhrazena,
omezena na  pomé€mé  krdcenou  odménu.
Zdravotnickému zafizeni nebudou uhrazena zadna
plnéni provedena za ucelem provadéni Klinického
hodnoceni, ktera budou posouzena jako poruseni
Protokolu nebo této Smlouvy nebo odchyleni se od
nich.

4.2 Zdravotnické zafizeni timto bere na védomi

a souhlasi s tim, 7e veSkeré platby, na které vznika
narok dle této Smlouvy, jsou platby prevadéné od
Zadavatele a Zze PPD nema na zakladé této Smlouvy
zadnou platebni povinnost, dokud PPD tyto platby
neobdrzi od Zadavatele. PPD se v mife, jakou od ni
lze spravedlivé pozadovat, vynasnazi zajistit vCasné
obdrzeni pribéznych plateb od Zadavatele.

4.0 Financial Support

4.1 Sponsor, through PPD, will provide the
financial support for the conduct of the Tral in
accordance with the terms of the Protocol and as set forth
in the budget attached hereto and incorporated herein by
reference as Exhibit A (the “Budget”) to this Agreement.
Institution agrees that all payments by PPD in connection
with the Tral shall be made payable directly to
Institution in accordance with the terms hereunder, and
no separate payments shall be made by PPD to
Investigator. Any amounts not due to the Institution
pursuant to this Agreement, but already paid, shall be
returned to PPD without demand within one (1) month of
the site close-out visit by PPD. In the event the
Agreement is terminated, the sum payable under this
Agreement will be limited to prorated fees. Institution
will not be paid for any services performed for the
conduct of the Trial that are deemed violations of or
deviations from the Protocol or this Agreement.

4.2 Institution hereby acknowledges and agrees
that payments due under this Agreement are pass-
through payments from Sponsor and that PPD shall
have no payment obligations hereunder until such time
as said payments are received by PPD from Sponsor.
PPD shall exercise reasonable efforts to ensure timely
receipt of pass-through payments from Sponsor.
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4.3 Zdravoltnické zafizeni prohlasuje, ze odména,
kterou obdrzi dle této Smlouvy, neni vyS$si ncz bézna
trzni hodnota sluzeb, které Zdravotnické zatizeni a
Zkousejici poskytuji, a 7ze Zdravotnické zafizeni
nedostava zadné platby za uUCelem podnitit
Zdravotnické zatrizeni nebo ZkouSejiciho k nakupu
nebo predepisovani jakychkoli léciv, zafizeni nebo

vyrobkll. Zdravotnické zafizeni a ZkouSejici se
zavazuji, ze Zdravotnicke =zafizeni a Zkousejici
nebudou zadnému pacientovi, pojisStovné ani

statnimu organu uctovat zadné polozky, navstévy,
sluzby nebo vydaje, které¢ poskytne nebo uhradi PPD
nebo Zadavatel. Zdravotnické zatizeni a Zkousejici se
dale zavazuji, Ze Zadnému statnimu ufednikovi ani
zastupci nepredaji zadné penize ani hodnotné véci
scilem nedovoleného ovliviiovani ukon(  stitni
spravy.

5.0 Duvérné informace a duSevni vlastnictvi

9.1 Zdravotnické zafizeni, jeho zaméstnanci a
zastupcl, zeyména Zkousejici, nevyzradi zadné tieti
osob¢ udaje, zdznamy ani jin¢ informacc (dale
souhrmné  oznacované jako . Informacc™) predané

Zdravotnickému  zafizeni ncbo  Zkousejicimu
Zadavatelem nebo PPD ¢ vytvofené v ramci
Klinického hodnoceni, ani je nepouzyi k jinym

ucelim nez je provadéni Klinického hodnoceni, bez
predchoziho  pisemn¢ho  souhlasu  Zadavatele
(pripadn¢ PPD). Tyto Informacc zlstavaji tajnym a
divérmym vlastnictvim Zadavatele a budou vyzrazeny
pouze  Zkousdcjicimu a  t¢m  zaméstnanctm
Zdravotnické¢ho zafizeni, kteii je poticbuji znat. Tyto
povinnosti utajeni budou nadéle trvat po dobu descti
(10) let po dokonceni Klinického hodnoceni,

povinnost nevyzrazeni se viak nevztahuje na tyto
Informace:

4.3 Institution  agrec  that the compensation
received under this Agreement does not exceed the fair
market value of the services Institution and Investigator
are providing, and that no payments are being provided
to Institution and Investigator for the purpose of
mducing Institution or Investigator to purchase or
prescribe any drugs, devices or products. Institution
and Investigator agree that Institution and Investigator
will not bill any patient, insurer, or governmental
agency for any items, VIsils, Services Or expenses
provided or paid for by PPD or Sponsor. Institution
and Investigator further agree that Institution and
Investigator will not provide any money or item of
value to any government official or representative to
improperly influence government actions.

5.0 Confidential Information and Intellectual
Property
Suls Institution and 1its employees and agents,

including but not limited to the Investigator, shall not
disclose to any third party or use for any purposes other
than for the performance of the Trial, any data, records or
other mformation (hereinalter, collectively
"Information") disclosed to Institution and Investigator
by Sponsor or PPD or generated as a result of this Trial,
without the prior written consent of Sponsor (or PPD as
the case may be). Such Information shall remain the
confidential and proprietary property of Sponsor and
shall be disclosed only to Investigator and Institution
employees or agents who have a “need to know”. These
confidentiality obligations shall continue until ten (10)
years after completion of the Tnal, but the obligation of
nondisclosure shall not apply to the following
Information:
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5.1.1  Informace, kter¢ jsou vefejné dostupné nebo
se jimi stanou bez zavinéni Zdravotnického zafizeni ¢i
ZkousSejiciho;

5.1.2  Informace, které Zdravotnickému zafizeni
amebo ZkouSejicimu preda treti osoba, kterd je
opravnéna takové informace predavat;

5.1.3  Informace, které Zdravotnické zafizeni
a/ncbo Zkousejici jiz znaji, jak dokazuji jejich difvesi
pisemné zaznamy, za podminky, Ze o tom
Zdravotnické zafizeni a/nebo ZkouSejici vyrozumi
Zadavatele (popt. PPD) do dvaceti (20) dnl od
predani  prislusnych  Informaci  Zdravotnickému
zafizeni a/nebo Zkousejicimu ze strany PPD nebo
Zadavatele;

5.1.4  Informace predavané statnimu organu nebo
na zakladé prikazu vydaného prislusnym soudem za
podminky, ze a) vyzrazeni informaci podléha
veskeré dostupné statni nebo soudni ochrané pro
dany typ materialli; b) Zadavatel je vyrozumén
piiméienou dobu pfedem; a ¢) Zdravotnické zafizeni

a Zkousejici pfijmou kroky, jaké od nich lze
spravedlivé pozadovat, aby rozsah predavanych
informaci omezili.

5.2 S veSkerymi  informacemi  obsahujicimi

osobni udaje jc ticba nakladat v souladu s platnymi
predpisy, zejména se zakonem ¢. 101/2000 Sb., o
ochrané osobnich udaji, ve znéni pozdéjsich
predpis, a General Data Protection Regulation
(GDPR).

<o)

5.3 O veskerych vynalezech a objevech (bez
ohledu na to, zda mohou byt predmétem patentu),

inovacich, navrzich, napadech a  zpravach
vytvofenych  nebo  vyvinutych  Zdravotnickym
zafizenim ¢ Zkoudejicim v ramci  Klinického

hodnoceni bude Zadavatel bezodkladné informovan
a stanou se vyhradnim vlastnictvim Zadavatele. Na
zadost a ndklady Zadavatele jsou Zdravotnické
zafizeni a ZkouSejici povinni podniknout takové
kroky, jaké bude Zadavatel povazovat za vhodné, k
ziskani patentu nebo jiné ochrany vlastnictvi vyse
uvedeného na jméno Zadavatele.

54 PPD ani  Zadavatel touto  Smlouvou
nepievadeéji na Zdravotnické zatizeni ani Zkousejictho

S5.1.1  Information that is or becomes publicly
available through no fault of Institution or Investigator;

5.1.2  Information that is disclosed to Institution
and/or Investigator by a third party legally entitled to
disclose such mformation;

5.1.3  Information that is already known to Institution
and/or Investigator as shown by its prior written records,
provided Institution and/or Investigator so advise
Sponsor (or PPD as the case may be) within twenty (20)
days after disclosure of the Information to Institution
and/or Investigator by PPD or Sponsor;

5.1.4  Information disclosed to a government
authority or by order of a court of competent
jurisdiction, provided that a) such disclosure 1s subject
to all applicable governmental or judicial protection
available for like material; b) reasonable advance
notice is given to Sponsor; and c) Institution and
[nvestigator take reasonable steps to limit the scope of
such disclosure.

5.2 All Information containing personal data shall
be handled in accordance with all applicable law,
including, but not limited to the Czech Republic
Personal Data Protection Act (Act no. 101/2000 Coll.,

as amended) and the General Data Protection
Regulation (GDPR).
5.3 Any inventions or discoveries (whether

patentable or not), innovations, suggestions, ideas and
reports made or developed by Institution or Investigator
as a result of this Trial shall be

promptly disclosed to Sponsor and shall become the
sole and exclusive property of Sponsor.  Upon
Sponsor's request and at Sponsor’s expense, Institution
and Investigator shall take such actions as Sponsor
deems necessary or appropriate to obtain patent or
other proprietary protection in Sponsor's name with
respect to any of the foregoing.

54 Neither PPD nor Sponsor shall transfer to
Institution or Investigator by operation of this Agreement
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prava k zadnému patentu, autorskd prdva ani jind
vlastnickd prava Zadavatele.

Klinického hodnoceni budou
veSkeré¢ materidly, informace a udaje v drzeni
Zdravotnického  zafizeni  nebo  ZkouSejiciho
neprodlené vraceny PPD, svyjimkou téch, jejichz
archivaci uklada ICH GCP a piislusné¢ néarodni ¢i
mistni predpisy.

5.5 Po skonceni

6.0 Schvileni etické komise a SUKL

Pied zahajenim Klinického hodnoceni je nutno ziskat
pisemny souhlas s provadénim Klinického hodnoceni,
schvaleni textu Protokolu a informovaného souhlasu
od Fadné ustanovené etické komise a od SUKL. Kopie
téchto souhlast, kde jsou jasné uvedeny kontrolované
a schvalené dokumenty spolu s dal$imi dokumenty
vyzadovanymi [CH-GCP, musi byt piedany PPD
diive, nez bude povoleno vydani hodnoceného léciva.
V kazdém souhlasu musi byt uvedeno datum jeho
vydani. V souhlasu etické komise musi byt uvedeno
yméno a podpis jejiho predsedy. PPD musi byt
piedlozena take jména a povolani ¢lenti ctické komise.

7.0 HIaseni nezadoucich prihod a nezadoucich
ucinka 1é¢iv

7l Zdravotnické zarizeni a ZkouSejici jsou
povinni hlasit veskeré zavazné nezddouci pithody
(SAE) nebo zévazné nezadouci uinky léCiv, jak
stanovi zakon o lé¢ivech a Protokol. PPD musi byt o
kazdém takovém hlaSeni nebo zdméru jeho zaslani
neprodlené vyrozumeéna.

1.2 Zdravotnické zafizeni a Zkoudejici jsou
povinni informovat PPD nebo Zadavatele o zavazné
nezadouci prihodé do 24 hodin poté, co se o ni
dozvedi, dle  Protokolu nebo pokyni PPD &
Zadavatele. Plati to také pro vSechny piihody, které
mohou ovlivnit bezpe¢nost ucastnikii  Klinického
hodnoceni nebo jeho provadéni.

8.0

Kontrola

any patent right, copyright or other proprietary right of
Sponsor.

3.5 Upon termination of the Tnal, all such
materials, information and data in Institution or
Investigator custody, except as required for archiving
under ICH GCP and applicable national and local
regulations, shall be promptly delivered to PPD.

6.0 Ethics Committee and SUKI. Approval

Written approvals for the conduct of the Trial, the terms
of the Protocol and the Informed Consent must be
obtained from a properly constituted Ethics Committee
and SUKL prior to the commencement of the Trial. A
copy of such approvals, clearly identifying the
documents reviewed and approved along with other such
documents required by ICH-GCP, must be provided to
PPD before release of the investigational product will be
permitted.  Such approvals must indicate the date
approval was given. The Ethics Committee approval
shall state the name and signature of the Chairman. The
names, occupations of the Ethics Committee must also
be submitted to PPD.

7.0 Adverse Event and Adverse Drug Reactions
Reporting

7.1 It is Institution and Investigator responsibility to
report any serious adverse events (SAE) or serious
adverse drug rcactions as required by the Act on
Pharmaceutical Products and the Protocol. PPD shall
immediately be informed of any such report or
contemplated report.

7.2 Within 24 hours of first knowledge of any SAE,
Institution or Investigator must notify PPD or Sponsor in
accordance with the Protocol or as directed by PPD or
Sponsor. This applies also for any event that could
affect the safety of the Trial participants or the conduct of
the Tral.

8.0 Monitoring
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8.1 Klinické  hodnoceni  bude  monitorovat
spole¢nost  PPD  (nebo  piipadn¢  Zadavatel)
a Zdravotnické zafizeni a Zkousejici Iékar souhlasi
s tim, ze budou s PPD a Zadavatelem pfi monitorovani
klinického hodnoceni v maximalni mife spolupracovat.
Pri kazdé monitorovaci navstévé musi byt vyhrazen
dostate¢ny ¢asovy prostor k diskusi a opravam zaznami
subjektii hodnoceni (CRF). CRF budou ¢itelné a budou
vyplnény do péti (5) pracovnich dnu od kazdé navstévy
pacienta nebo od udélosti, kterd generuje udaje.
Veskeré zadosti spolenosti PPD o ovéfeni, objasnéni
nebo opravu udaji uvedenych v CRF museji byt
vyfizeny do péti (5) pracovnich dnil od prijeti takové
zadosti. Zadavatel a/nebo spole¢nost PPD si v pripade
zavazného  nebo  opakovaného  nesplnéni  dkoli
stanovenych timto ¢lankem 8.1 vyhrazuji pravo zadrzet
platbu. Na zakladé oznameni zaslaného s pfiméfenym
piedstihem umozni Zdravotnické zafizeni spole¢nosti
PPD a Zadavateli provadét audit vSech Zaznami
tykajicich se Klinického hodnoceni.

8.2 Zdravotnické zafizeni a Zkousejici se zavazuji,
7e povedou dostatecné zadznamy tykajici se identifikace
subjektli, klinickych zjisténi, laboratornich testli a
cvidence piymu a vydeje léCiva. Jsou-li jakakol
zdrojova data vedena pouze v pocitai, Zdravotnické
zafizeni a ZkouSejici se zavazuji vSechny udaje o
pacientech relevantni pro Klinické hodnoceni za Gcéelem
kontroly zdrojovych dat wvytisknout. Tyto vytisky
podepiSe a opati{ datem zastupce Zdravotnického
zafizeni a budou archivovany jako zdrojova
dokumentace. Zdravotnické zatfizeni umozni pFimy
piistup ke zdrojové dokumentaci a dal§im zdznamuim
pacientll potfebnym pro ucely kontroly a auditu.
Zdravotnické zafizeni zarucuje, 7c¢ jak ono, tak 1
Zkousejici jsou dle zakona opravnéni predavat klinicke
udaje a zaznamy a informace tykajici se Klinického
hodnoceni PPD a Zadavateli.

9.0 Hodnocené lécivo

9.1 Zdravotnické zafizeni a ZkouSejici jsou povinni
pouzivat Hodnocen¢ 1éCivo a  veskeré srovnavaci
pfipravky  poskytnuté  vsouvislosti s Klinickym
hodnocenim vyhradné pro ucely Klinického hodnoceni.
Zdravotnické zarizeni je odpoveédno za zabezpeceni a
evidenci viech hodnocenych lé€iv, zafizeni a materiala
souvisejicich s Klinickym hodnocenim. Zdravotnické
zatizeni se zavazuje nepouZitd a expirovand hodnocena
1éCiva, zafizeni a matenaly souviscjici s Klinickym
hodnocenim vratit po skonceni Klinického hodnoceni
nebo v intervalech uréenych PPD nebo Zadavatelem.

8.1 The Trial will be monitored by PPD (or
Sponsor as the case may be) and Institution and
Investigator agree to cooperate with PPD and Sponsor
in all efforts to monitor the Trial. A reasonable amount
of time must be set aside at each monitoring visit for
discussions and to make corrections to the case record
forms (CRT). CRFs will be legible and completed
within five (5) business days of each patient visit or
data generating event. Any requests by PPD for
verification, clarification or correction of data furnished
on a CRF must be provided within five (5) business
days of receipt of such request. Sponsor and/or PPD
reserves the right to withhold payment in case of
significant or repeated failure to perform the tasks set
forth in this Section 8.1. Institution shall allow PPD and
Sponsor to audit all Trial related records upon
reasonable advance notice.

8.2 Institution and Investigator agree to maintain
adequate records with respect to subject identification,
clinical observations, laboratory tests and drug receipt
and disposition. If any source data arc kept on
computer files only, Institution and Investigator agree to
make print-outs of all patients’ data relevant for the
‘I'rial for the purpose of source data verification. These
print-outs will be signed and dated by an Institution
representative and retained as source documents.
Institution will allow direct access to source documents
and other patient records needed for monitoring, audit
and inspection purposes. Institution warrant that
Institution and Investigator have the legal authority to
share the clinical data and Tral-related records and
information with PPD and Sponsor.

9.0 Investigational Product

Institution and Investigator shall use the investigational
product and any comparator products provided in
connection with the Trial solely for the purposc of the
Trial. Institution is responsible for the security and
accountability of all investigational products, devices
and 'Irial-related materials. Institution agrees to retumn
or destroy unused and expired investigational products,
devices and Trial-related materials at the end of the
‘Imial, or at intervals, as directed by PPD or the Sponsor.
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9.2 Zadavatel/PPD se zavazuje:

a) poskytnout Zdravotnickému zafizeni hodnocené
lé¢ivo bezplatné v dostateéném mnozstvi a kvalit¢
tak, aby mohlo byt Klinické hodnoceni provedeno
podle Protokolu. Hodnocené 1écivo musi byt (i)
charakterizovdno priméfené stupni jeho vyvoje,
chranéno vymezenim vhodné doby, teploty a
dalsich podminek pro jeho uchovavani, (i1)
v piipadé potieby musi byt urCeny postupy pro
kone¢nou upravu hodnocen¢ho lé¢iva pied jcho
podanim subjektim hodnoceni a poskytnuty
pomticky pro jeho aplikaci subjektiim hodnocent,
(iii) musi byt stabilni po celou dobu jcho
pouzivani a balen tak, aby byl chranén pred
kontaminaci a znehodnocenim béhem dopravy a
uchovavani, a fadné oznacen a piipadné kédovan;

b) dodat vSechno hodnocend léCivo vyhradné do
Nemocniéni lékarny Zdravotnického zafizeni;

¢) pokud jsou vprubéhu klinick¢ho vyvoje
hodnoceného léCiva provedeny vyznamné zmény
Iékové formy, zajisti Zadavatel pifed pouzitim
nové lékové formy v Klinickém hodnoceni udaje
o nové lékové formé potiebné k posouzeni, zda a
do jaké miry provedené¢ zmény ovlivni
farmakokineticky profil hodnoceného léciva;

d) zajistit vedeni zaznami dokladajicich pfepravu,
vraceni a likvidaci hodnocenych,
nespotiebovanych i expirovanych 1éciv

e) zabezpecit likvidaci hodnocencho 1éciva;

10.0 Ochrana osobnich udaju / Zverejnéni
10.1 Zdravotnické zatizeni je povinno dodrzovat a

zajistit, aby Zkousejici a vSechny fyzické 1 pravnické
osoby poskytujici plnéni jejich jménem dodrzovaly
vSechny platné zakony, pravidla, predpisy a pokyny
ve vécl ochrany osobnich udaji a Iékaiského
tajemstvi, zejména zakon ¢. 101/2000 Sb., o ochrané
osobnich udaji, ve znéni pozdéjsich predpisti a
General Data Protection Regulation (GDPR).

10.2  Pfed zahdjenim Klinického hodnoceni a
v jeho pribéhu muze byt od Zdravotnického zafizeni a
Zkousgjiciho pozadovino predani osobnich udaji (jak
Jsou definovany piislusnymi piedpisy o ochrané
osobnich udaji) tykajicich se jich samych, jejich
zaméstnanct a dalSich pracovniki (..Osobni udaje
centra™).  Osobni udaie centr 2 vat

Sponsor/PPD undertake:

a) provide Institution Study Drug free of charge in
the sufficient amount and quality so the Trial can
be performed in accordance with Protocol. Study
Drug (i) shall be characterized adequately by the

degree of its development, protected by a
appropriatc  period, temperature and other
conditions for their storage, (1) preparation

process for the final administration of the Study
Drug prior to administration to the Study Subjects
shall be determined and tools for its
administration to the Study Subjects shall be
provided (iii) must be stable throughout its use
and packaged in such a way that it is protected
from contamination and depreciation during
transport and storage and is properly labeled and
coded, if applicable;

b) to supply Study Drug
Institutional Pharmacy.

c) if significant changes in the pharmaceutical form
are made during the clinical development of the
Study Drug, Sponsor shall, before using the new
pharmaceutical form in the Trial, provide
necessary information related to new form to
assess whether and to what extent the changes
will affect the pharmacokinetic profile of the
Study Drug;

d) ensure record keeping demonstrating the
transport, return and disposal of Study Drug,
including expired and unused

e) to ensure disposal of the Study Drug;

exclusively to the

10.0 Data Privacy / Publicity

10.1 Institution shall comply and shall require
Investigator and any of the persons or entities
performing services on their behalf to comply, with
all applicable laws, rules, regulations, and guidelines
governing the privacy of personal data and patient
health information, including without limitation, Act
no 1017200 Coll, on data protection as amended, the
General Data Protection Regulation (GDPR)

10.2 Prior to and during the course of the Trial,
Institution and Investigator may be asked to provide
personal data (as defined by applicable data
protection legislation) relating to its/his/herself, staff
or other personnel ("Site Personal Data"). Such Site
Personal Data may include

information, ~ work  experience,

names, contact
qualifications,
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jména, kontaktni udaje, udaje o praxi, kvalifikaci,

publikacich,  Zivotopisech,  vzdélani,  finan¢ni
informace, informace o pracovnich vykonech,
prostorach, schopnostech zaméstnancli a  dalsi

informace o provadéni klinickych hodnoceni ve
Zdravotnickém zarizeni a ZkouSejicim. Spravcem
Osobnich udaji centra je Zadavatel, pokud vSak PPD
naklada s jakymikoli Osobnimi udaji centra dle této
Smlouvy zptsobem vlastnim spravci, je spraveem

téchto Osobnich 1dajii centra v rozsahu tohoto
nakladani PPD.
10.3  Zdravotnické zatizeni a ZkouSejici timto

poskytuji souhlas k pouziti a zpracovani Osobnich
adaju centra tykajicich se Zdravotnick¢ho zafizeni a
Zkousejictho a zavazuji se ziskat veskeré dalSi
potiebné  souhlasy s pouzitim a zpracovanim
Osobnich  udaji  centra tykajicich se dalSich
zkouSejicich a zaméstnancll Zdravotnického zafizeni
a/mebo Zkousejiciho k témto ucelim: a) provadéni a
interpretace Klinického hodnoceni; b) kontrola ze
strany organu statni spravy, Zadavatele, PPD a jejich
zastupct, dcefinych spolecnosti a spolupracovnikd; c)
splnéni pozadavki zdkonnych nebo regulacnich
predpist; d) zvefenéni na www.clinicaltrials.gov a
dalsich internetovych strankéich a v databazich, které
slouzi  srovnatelnym  ucelim; ¢) na Zadost
jednotlivych pacienti a lékafti za predpokladu, ze
jednotlivi pacienti a doktofi maji zdjem participovat
na klinickém hodnoceni ve Zdravotnickém zarizeni; a
f) uloZzeni v databazich za Gfelem vybéru center pro
budouci klinicka hodnoceni. Tento souhlas musi také
zahrnovat piredavani Osobnich udaji centra do jinych
stath, ncz kde plasobi Zdravotnické zafizeni a
Zkousejici, zejména do USA, a to 1 v piipadé, Ze tam
ochrana osobnich udaji neexistuje nebo neni na
takové urovni, jako ve stat¢ pusobeni Zdravotnického
zafizeni a ZkouSejictho. Zdravotnické zafizeni a
Zkousejici se zavazuji zajistit, Ze jejich zaméstnanci si
budou védomi a daji souhlas s pouZzitim, zpracovanim
a uchovavanim svych osobnich udaji pro vyse
uvedené acely a s moznosti jejich predavani do jinych
statu. V pripade, 7e néktery pracovnik Zdravotnického
zafizeni a ZkouSejiciho podilejici se na Klinickém
hodnoceni neni ochoten takovy souhlas poskytnout,
Zdravotnické zafizeni a Zkou3ejici berou na védomi,
Zz¢ se tento pracovnik nemuze na Klinickém
hodnoceni podilet.

10.4 PPD a Zadavatel mohou pouzivat védecké,
I¢kafské a jiné publikované ¢lanky uvadéjici nazev

publications, resumes, educational background,
financial information, performance information,

facilities, stall capabilities, and other information
relating to Institution’s and Investigator’s conduct of
clinical trials.  The Sponsor would be the data
controller for such Site Personal Data, except that, if
PPD deals with any Site Personal Data under this
Agreement in the manner of a data controller then
PPD shall be the data controller, as applicable of such
Site Personal Data to the extent of such dealings.

10.3  Institution and Investigator hereby consent to
the use and processing of Institution and Investigator
Site Personal Data, and agree to obtain any additional
necessary consents for the use and processing of the
Site Personal Data of Institution’s and/or Investigator’s
investigators, stafl’ and personnel, for the following
purposes: a) the conduct and interpretation of the
Trial; b) review by governmental or rcgulatory
agencies, Sponsor, PPD, and their agents, and
affiliates and collaborators; c¢) satisfying legal or
regulatory  requirements; d)  publication  on
www.clinicaltrials.gov and websites and databases
that serve a comparable purpose; €) upon request of
individual patients and doctors provision to individual
patients and doctors who may be interested in
participating in a clinical trial at Institution; and f)
storage in databases for usc in selecting sites in [uture
clinical trials. Such consent shall also authorize the
transfer of such Site Personal Data, to countries other
than Institution’s and Investigator’s, including without
limitation the United States, even though data
protection may not exist or be as developed in those
countries as in Institution’s and Investigator’s country.
Institution and Investigator agree to ensure that
Institution’s and Investigator’s staff and personnel are
aware of and consent that their personal data will be
used, processed and stored for above-stated purposes
and may potentially be transferred to other countries.
In the event any of Institution and Investigator staff
participating in the Trial is not willing to provide such
consent, Institution and Investigator acknowledge that
such personnel will not be able to participate in the
Trial.

10.4 PPD and Sponsor may use, refer to and
disseminate reprints of scientific, medical and other
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