Smlouva o zabezpeéeni klinického hodnoceni

PPD Investigator Services LLC,
929 North Front St, Wilmington, NC 28401, USA,
ICO: 46-2919241 (dale jen “PPD”)

a

Fakultni nemocnice v Motole,

statni prispévkova organizace se sidlem V Uvalu 84, 150
06 Praha 5,  Ceskd republika,  zastoupena:
XXXXXXXXXXXXXXX
XXXXXXXXKXXKKXKKKKKIXKIKX XXX IXKXXXKXXX

ICO: 00064203
DIC: CZ00064203
dale jen ,,poskytovatel”

Eisai Ltd., European Knowledge Centre Mosquito Way
Hatfield, Hertfordshire AL10 9SN, Velkd Britanie (dale
jen “zadavatel”)

dale jednotlivé jako ,,smluvni strana* a spole¢né jako
“smluvni strany”
uzaviraji tuto s m 1o u v u (dale jen ,,smlouva*)

l.
Piredmét a Uéel smlouvy

1) Predmétem smlouvy je klinické hodnoceni
“Randomizované, dvojité zaslepené  klinické
hodnoceni faze 2 ke zjisténi bezpe¢nosti a G¢innosti
Lenvatinibu ve dvou riznych podate¢nich davkach
(18mg oproti 14mg jednou denné) v kombinaci s
Everolimem (5mg jednou denné) jakoZto nasledné
terapie po jedné piedchozi 1e¢bé zamirené na VEGF
u pacienta s karcinomem rendlnich bunék (déle jen
“Kklinické hodnoceni”), které provadi PPD jako
nezdvisly subjekt ve prospéch zadavatele podle
protokolu ¢. E7080-G000-218 (dale jen ,,protokol*),
jenz podrobné popisuje ¢innosti provadéné v ramci
klinického hodnoceni a rozdéleni zodpovédnosti
mezi smluvni strany. Klinické hodnoceni bude
provedeno v cele se zkouSejicim XXXXXXXXXXXXXXX,
jako hlavnim zkousSejicim (dale jen ,,zkouSejici*)

2) Ucelem smlouvy je stanovit podminky k provedeni
klinického hodnoceni v zatizeni poskytovatele a
vymezit prdva a povinnosti smluvnich stran pro
prubéh a provedeni klinického hodnoceni s
odbornou péci (veéetné véasného poskytovani viech
dat a informaci tykajicich se klinického hodnoceni, a
CRF - Case Report Forms, popripadé
elektronickych CRF, tzv. e-CRF).

Agreement on Clinical Study

PPD Investigator Services LLC,
929 North Front St, Wilmington, NC 28401, USA,
Company ID no.: 46-2919241 (further, “PPD”)

and

Fakultni nemocnice v Motole,

state funding organisation, with its registered address at
V Uvalu 84, 150 06 Prague 5, Czech Republic,
represented by XXXXXXXXXX
XXXXXKKHKXXXKKHKXXIXKIXKXXXIXKKXKXKXKK

Company ID no.: 00064203
Tax ID no: CZ00064203
further, the “Medical Facility”

Eisai Ltd., European Knowledge Centre Mosquito Way
Hatfield, Hertfordshire AL10 9SN, \elkad Britanie
(further, the “Sponsor™)

each a “Party” and collectively “the Parties”

conclude thisagreement (“Agreement”):

l.
Subject and purpose of the Agreement

1) The subject of the Agreement is the clinical
evaluation of the Study Drug related to the protocol
“A Randomized, Double-blind, Phase 2 Trial to
Assess Safety and Efficacy of Lenvatinib at Two
Different Starting Doses (18 mg vs. 14 mg QD) in
Combination with Everolimus (5 mg QD) in Renal
Cell Carcinoma Following One Prior VEGF-
Targeted Treatment” (further, the “Clinical
Study”), which PPD is conducting as an
independent contractor for the benefit of Sponsor
pursuant to Protocol E7080-G000-218
(“Protocol”), which describes in detail the activities
conducted in the Clinical Study and the division of
responsibilities among Parties. The Clinical Study
shall be headed by the Investigator,
XXXXXXXXXXXXXX, as the principal investigator
(further, the “Investigator™)

2) The purpose of the Agreement is to set out
conditions for conducting the Clinical Study at the
Medical Facility and to provide the rights and
obligations of the Parties for conducting the Clinical
Study, in highly professional manner (which shall
include but not be limited to, submitting all data and
other information related to the Clinical Study in a
timely manner, including all case report forms
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3)

4)

5)

1)

2)

1)

2)

Poskytovatel prohlaSuje, Ze jak on tak i zkouSejici
maji zkuSenosti, schopnosti, v péc¢i ptimeteny pocet
odpovidajicich subjektd a zdroje, vcetng, ale nikoli
jen, personalu a vybaveni, aby mohli presng, uceln¢ a
veas proveést klinické hodnoceni s odbornou péci a
kvalifikovang, a Ze tyto zdroje budou trvale pouZivat
tak, aby klinické hodnoceni takto provedli.

Poskytovatel a zkouSejici prohlasuji, Ze nejsou
zaméstnanci nebo zéstupci PPD/zadavatele.

V piipadé jakéhokoli rozporu ¢&i neshody mezi
nalezitostmi obsazenymi v protokolu a vtéto
smlouvé budou smluvni podminky uréujici pro
plnéni pravnich zdvazki smluvnich stran, zatimco
protokol bude uréujici pro zpisob vedeni tohoto
klinického hodnoceni.

1.
Zahajeni klinického hodnoceni

Klinické hodnoceni bude zahajeno na zé&kladé
povoleni Statniho dstavu pro kontrolu 1égiv,
souhlasného stanoviska prislusné lokalni etické
komise a prislusné multicentrické etické komise
(dale souhrnné jen ,,SUK L/etické komise*).

Kopie rozhodnuti a souhlasného stanoviska podle
odst. 1 budou uloZeny ve zdravotnickém zarizeni u
zkouejiciho v dokumentaci o provedeni klinického
hodnoceni.

1.
Misto a doba provedeni klinického hodnoceni
a reSitelské centrum

Klinické hodnoceni bude provedeno na Onkologické
klinice 2. LF UK a FN Motol poskytovatele (dale jen
.resitelské centrum®), v cele se zkouSejicim jako
hlavnim  zkouSejicim a dalSimi  povétrenymi
pracovniky (dale jen ,,Studijni tym“).

Ke zméné teSitelského centra a ve jmenovani ¢i
doplnéni povétenych pracovnika miZe dojit jen po
dohodé¢ PPD, zadavatele, poskytovatele
a zkoudejiciho. Pisemny doklad o takové dohodé
musi byt uloZzen v dokumentaci o provedeni
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(CRFs), or electronic CRFs, also called e-CRFs).

3) The Medical Facility declares that it, and the
Investigator, have the experience, capability,
adequate number of subjects in care and resources
including, but not limited to, personnel and
equipment to  accurately, efficiently and
expeditiously perform the Clinical Study in a
professional and competent manner and shall use
these resources at all times to perform the Clinical
Study in such manner.

4) The Medical Facility and Investigator declare that
it‘he/she is not an employee or agent of
PPD/Sponsor.

5) If there is any discrepancy or conflict between the
terms contained in the Protocol and this Agreement,
the terms of the Agreement shall govern and control
with regards to legal obligations of the Parties and
the Protocol shall govern and control with regards
to the conduct of the Clinical Study.

1.
Commencement of the Clinical Study

1) The Clinical Study will be commenced on the basis
of a permit from the State Institute for Drug
Control, the concurring opinion of the relevant local
ethics committee and the relevant multi-center
ethical committee (further collectively, the
“Regulatory Authority/Ethics Committees™).

2) Copies of the decision and of the concurring
opinion pursuant to par.1 will be filed at the
Medical Facility, with the Investigator, in the
documentation about the conduct of the Clinical
Study.

1.
Place and term of conducting the Clinical Study and
the Study Site

1) The Clinical Study shall be conducted at
Department of Oncology, 2™ Faculty of Medicine,
Charles University in Prague and Motol University
Hospital of the Medical Facility (further, the
“Study Site”), headed by the Investigator as the
principal investigator and other authorized
employees (further, the “Study Team”).

2) Changes in the Study Site and appointment or
addition of authorized employees can be made only
after Agreement between Sponsor, PPD, the
Medical Facility and the Investigator. A written
document about such Agreement must be filed in
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3)

4)

5)

klinického hodnoceni.

Klinické hodnoceni nebude v feSitelském centru
zahajeno drive, neZ vejde v platnost a G¢innost tato

smlouva, a budou spinény dalsi podminky
vyZadované  prislusnymi  pravnimi  predpisy.
Zatazovani subjektd hodnoceni do klinického

hodnoceni bude zahajeno v pribéhu  Xxxxx.
Predpokladany ¢as pottebny k provedeni klinického
hodnoceni je od xxxxxx do xxxxx. Doba provadéni
klinického hodnoceni muaZze byt vjeho pribéhu
prodlouZena nebo zkrécena. Spole¢nost
PPD/zadavatel pisemné& ozndmi poskytovateli a
zkouSejicimu ptipadné zmeény v piedpokladaném
Case potiebném ktadnému provedeni klinického
hodnoceni. Zmény doby trvani klinického hodnoceni
neni nutno provadét prostiednictvim dodatku této
smlouvy.

Klinické hodnoceni subjekta nebude zahajeno drive,
nez bude obdrzen souhlas vSech prisluSnych etickych
komisi a jakakoliv dalSi povoleni, ktera jsou
nezbytna k provadéni tohoto klinického hodnoceni.

UkéZze-li se v prabéhu klinického hodnoceni, Ze
nebude mozné jej ukongit veas v predpoklddaném
terminu, zkouSejici je tuto skutec¢nost povinen
neprodlené oznamit PPD/zadavateli.

v.
Z&akladni podminky pro provadéni klinického
hodnoceni

1) ZkouSejici provede klinické hodnoceni pfi
dodrzeni veSkerych prisluSnych zakond a
pravnich predpisu, véetné téch, které souvisi s
plnénim protikorupénich zésad, jak je bliZze
uvedeno v ptiloze C a dale zejména zakona ¢.
378/2007 Sh., o lécivech a 0 zméné nekterych
dalSich zdkonu, ve znéni pozdejSich piedpist
(dale jen ,zakon o lécivech”), zdkona ¢.
372/2011 Sbh., o zdravotnich sluzbach a
podminkach jejich poskytovani, ve znéni
pozdgjSich predpisi (dale jen ,zakon o
zdravotnich sluzbach®), vyhlasky ¢. 226/2008
Sh., kterou se stanovi spravna klinicka praxe a
bliZz8i podminky klinického hodnoceni Ié¢iv, ve
znéni pozdgjSich predpist (dale jen ,,vyhlaska o

spravné klinické praxi“), v souladu s
poskytnutymi informacemi a ve shodé se
zakladnimi podminkami a zasadami
stanovenymi

a) v protokolu klinického hodnoceni vydaném
zadavatelem a vsouladu s poZadavky vSech
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3)

4)

5)

the documentation about the conduct of the Clinical
Study.

The Clinical Study will not be started in the Study
Site before this Agreement becomes valid and
effective and other conditions required by relevant
legal regulations are fulfilled. Selection of Clinical
Study subjects for the Clinical Study will begin
during xxxxx. The entire Clinical Study is planned
to be conducted from xxxxxx to xxxxxx. The term
of the Clinical Study may be extended or shortened
during its course. PPD/Sponsor will inform the
Medical Facility and the Investigator of any
changes related to the expected term of the conduct
of the Clinical Study. Changes of the term of the
Clinical Study will not necessitate an amendment
hereto.

No patient treatments will be initiated prior to
receipt of approval of all relevant Ethics
Committees and any other approvals required to
conduct the Clinical Study.

If, during the Clinical Study, it becomes apparent
that the Clinical Study will not be completed on
schedule, the Investigator has to notify
PPD/Sponsor immediately.

(AVA

Basic conditions for conducting the Clinical Study

1)

While conducting the Study, the Principal
Investigator shall comply with all applicable laws,
rules and regulations, including those related to
anti-corruption compliance as more specifically set
forth in Exhibit C, and also in particular Act no.
378/2007 Coll. on Pharmaceuticals and changes to
certain  laws, as amended (“Act on
Pharmaceuticals™), Act no. 372/2011 Coll. on
Medical Services and conditions for their
provisions, as amended (“Act on Medical
Services”), Decree no. 226/2008 Coll. on the Good
Clinical Practice and Detailed Conditions for
Clinical Studies of Pharmaceuticals, as amended
(“Decree on Good Clinical Practice”), in
accordance with the information provided, and in
accordance with the basic conditions and principles
provided by:

a) the Protocol of the Clinical Study issued by the
Sponsor and in strict accordance with the
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prisludnych etickych komisi. Ptipadné zmény
protokolu Ize provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich stran,
na zaklad¢ ohlaSeni Statnimu dstavu pro
kontrolu léciv, popt. schvaleni Statnim Ustavem
pro kontrolu I&¢iv a souhlasného stanoviska
etické komise, ledaZze je to nezbytné
k odvraceni akutniho nebezpe¢i hroziciho
subjektum Klinického hodnoceni. Zkousejici se
zavazuje na dikaz svého souhlasu postupovat
podle protokolu piedat PPD/zadavateli
podepsanou  Protocol Signature  Page
(podpisovou stranu protokolu).

b) v instrukci zadavatele nazvané Investigator
brochure obsahujici veSkeré v soucasné dobé
znamé informace o léCivu a jeho vlastnostech.
Tento dokument bude pripojen k dokumentaci
o provedeni klinického hodnoceni; a

c) v povoleni vydaném k provedeni klinického
hodnoceni Statnim Gstavem pro kontrolu lé¢iv
v piipadech, kdy klinické hodnoceni vyZaduje
takovéto povoleni, jakoz i v souhlasném
stanovisku etickych komisi ve smyslu ¢l. 1I.

requirements of all relevant Ethics Committees.
The Protocol can be changed only with the
written consent of Sponsor and all Parties, on
the basis of a notification to the State Institute
for Drug Control or an approval from the State
Institute for Drug Control, and the concurring
opinion of the Ethics Commission, unless to
eliminate an immediate hazard to Clinical
Study subjects. The Investigator agrees, as an
evidence of his consent to follow the Protocol,
to deliver to PPD/Sponsor the signed Protocol
Signature Page

b) the Sponsor’s instruction titled Investigator
brochure which contains all presently known
information about the Study Drug and its
qualities. This document shall be attached to
the documentation about the conduct of the
Clinical Study; and

c) the permit to conduct the Clinical Study issued
by the State Institute for Drug Control, in cases
where such permit is required, and the
concurring opinion of the Ethics Committee as
specified in art. Il. of the Agreement.

smlouvy.

2) Klinické hodnoceni bude provedeno ve shodé s 2) The Clinical Study shall be conducted in
gtickymi  normami  Ceské Iékaiské komory, accordance with the ethical standards of the Czech
spravnou klinickou praxi, podminkami Medical Association, good clinical practice,
vychazejicimi z Helsinské deklarace Svétové conditions under the World Medical Association’s
asociace lékatd, jakoZ i smérnici o Spravné klinické Declaration of Helsinki and the Guideline for Good
praxi (Guideline for Good Clinical Practice) Clinical Practice set by the International
stanovenou mezinarodni konferenci pro Conference for Harmonization of Technical
harmonizaci technickych poZadavka pro registraci Requirements ~ for  the Registration of
huméannich  lé¢ivych  ptipravka  (International Pharmaceuticals for Human Use (further the “ICH
Conference for Harmonization of Technical GCP Guidelines”), and other applicable anti-
Requirements for  the Registration of corruption and anti-bribery regulations and
Pharmaceuticals for Human Use), (dale jen ICH generally accepted applicable documents.

GCP Guidelines) ptislusnymi protikorupcnimi
zakony a dalSimi ptisluSnymi obecné zdvaznymi
dokumenty.

3) Dokumenty uvedené v odst. 1 pism. a) a b) jsou 3) The documents specified in par. 1 (a) and (b) are
davérné a informace o jejich obsahu mohou byt confidential, and information about their contents
poskytnuty jen pracovnikam feSitelského centra may be provided only to employees of the Study
povéienym ¢i jmenovanym podle ¢l. 111. odst. 1 této Site authorized or named pursuant to art. Il1. par. 1
smlouvy a orgdntim a institucim uvedenym v ¢l. V1. of this Agreement and to institutions specified in

art. VI
4) Prislusné zdznamy tykajici se tohoto klinického 4) Adequate records with respect to the Clinical Study

hodnoceni, vcetné zaznama o identifikaci subjekt
hodnoceni, Kklinickych pozorovanich, laboratornich
testech, piijeti 1éku a jejich predani, budou nalezite
vedeny tak, aby zkouSejici a poskytovatel byli

shall be maintained, including without limitation
records relating to subject identification, clinical
observations laboratory tests, , and drug receipt and
disposition, in all cases sufficient to enable the
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schopni poskytnout zadavateli hodnoceni Gplné a
presné informace o vSech aspektech a vysledcich
tohoto klinického hodnoceni. Spole¢nosti PPD
a/nebo zadavateli bude po ptfiméteném avizu
umoznéno tyto studijni z&znamy (vcetné wvySe
uvedenych) provérovat a auditovat.

Investigator and Medical Facility to furnish the
Sponsor with complete and accurate information
regarding all aspects and results of the Clinical
Study. PPD and/or Sponsor shall be allowed to
inspect and audit the records (including without
limitation records relating to subject identification ,
clinical observations, laboratory tests, and drug
receipt and disposition) and other Clinical Study
related information upon reasonable advance notice.

5) Poskytovatel a zkouSejici dale berou na védomi a 5) The Medical Facility and the Investigator further
zavazuji se, zZe kontrolni organy, zadavatel nebo acknowledge and agree that their compliance with
PPD mohou kontrolovat nebo provadét audity toho, applicable and effective laws, regulations,
zda jsou z jejich strany dodrzovany platné a G¢inné guidelines and this Agreement may be inspected or
zakony, piedpisy, pokyny a tato smlouva, a Ze audited by regulatory authorities, the Sponsor or
poskytnou  veSkerou nezbytnou  soucinnost, PPD, and they will provide all necessary
dokumentaci, pracovniky a zdroje potiebné pro cooperation,  documentation,  personnel  and
provedeni takovych auditi nebo kontrol. resources required to conduct such audits or

inspections.

6) Zadavatel/PPD zajisti distribuci zasilky  6) Sponsor/PPD will arrange for the distribution of the
hodnocenych pripravka do Iékarny Poskytovatele, Study Drug to the pharmacy of the Medical Facility,
kde je lékarnik pirevezme a zkontroluje (jako jiné where they will be received and inspected by a
zasilky - tzn. neni-li poSkozena, v pripadé delegated pharmacist (as with all other shipments —
zvlastnich  pozadavka na transport, byly-li tyto for damage and in case of special transportation
poZadavky dodrzeny, piijem zasilky potvrdi), conditions, for the adherence to these conditions,
nasledné si na Zadanku zkouSejici hodnocené receipt confirmation). The Investigator will, using a
pripravky vyzvedne na reSitelské centrum, kde je requisition slip, transfer the Study Drug to the Study
za n¢ plné zodpovedny. Zadavatel/PPD oznami Site, where Investigator will be fully responsible for
v ptimerené dobé pred dodanim, kdy bude zasilka it. Sponsor/PPD will announce in reasonable time
do lékarny preddna budto emailem nebo prior to the delivery date when the shipment will be
telefonicky Iékarnou poveérenému farmaceutovi. delivered — either by email or by phone to delegated
Likvidaci nevyuZitych léku si zadavatel zajisti na pharmacist. Sponsor shall ensure the disposal of
vlastni naklady. unused Study Drug on its own expenses.

Zadavatel zajisti dodavku na jméno delegovaného Sponsor will arrange the Study Drug shipment to
farmaceuta na adresu poskytovatele: FN Motol, the delegated pharmacist at the Medical Facility to
nemocni¢ni Iékarna, V Uvalu 84, 150 06 Praha 5, the address: FN Motol, hospital pharmacy Uvalu
Ceska republika. 84, 150 06 Praha 5, Czech Republic.

V. V.

Vybér subjektia hodnoceni pro klinické hodnoceni a Selection of Clinical Study subjects for Clinical

informovany souhlas Study and informed consent

1) Naébor subjektd  klinického  hodnoceni je 1) The enrolment of Clinical Study subjects in the
v klinickém hodnoceni kompetitivni. Ocekdva se Clinical Study is competitive. It is expected
zafazeni priblizné x subjektu. that x number of subjects will be enrolled

2) Zafazeni subjektt klinického hodnoceni do 2) The Clinical Study subjects may be included in the

klinického hodnoceni bude mozné:

a) jen s pisemnym informovanym souhlasem
podle 8§ 51 odst. 2 pism. h) zdkona o lécivech a
88 vyhlaSky o spravné klinické praxi, a po
radném pouceni; popi.

b) vsouladu s

poZadavky stanovenymi v

Clinical Study only:

a) with informed written consent pursuant to
8 51 par. 2 (h) of Act no. Pharmaceuticals and
8 8 Decree on Good Clinical Practice and after
they have been duly instructed; or

b) in compliance with the legal requirements
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§ 52 zakona o légivech.

stipulated in § 52 of Act on Pharmaceuticals

3) Pii zpracovani, vyZadani a uchovani informovaného 3) When drafting, requesting and filing the informed
souhlasu jsou PPD, zadavatel zkouSejici i consent, PPD, Sponsor the Investigator and the
poskytovatel povinni dbat prisluSnych pravnich Medical Facility have to comply with the relevant
predpisu a doporucéeni uvedenych zejména v ¢l. 1V. legal regulations and recommendations mentioned,
této smlouvy. in particular, in art. IV. of this Agreement.

4) Informovany souhlas zkouSejici uchova dle 4) The Investigator will retain such Informed Consent
internich predpist svého poskytovatele a s jeho Form according to the policies of the Medical
souc¢innosti a na vyzadani poskytne jeho kopii Facility and with its cooperation and will forward a
zadavateli klinického hodnoceni. Zadny subjekt copy to the Sponsor upon request. No subject may
klinického hodnoceni pii tom nemiZe byt zafazen be enrolled in the Clinical Study until such
do klinickétho hodnoceni bez ziskani tohoto informed consent has been obtained.
informovaného souhlasu.

5) Pokud zkouSejici v pribéhu klinického hodnoceni 5) If the Investigator discovers during the course of the
zjisti, ze subjekt hodnoceni zafazeny do klinického Clinical Study that a Clinical Study subject included
hodnoceni nevyhovuje jeho kritériim, v souladu in the Clinical Study does not meet its criteria, he
s protokolem subjekt hodnoceni z Klinického shall in accordance with the Protocol remove the
hodnoceni vyiadi a okamZit¢ o tom v souladu Clinical Study subject from the Clinical Study and
s protokolem informuje PPD/zadavatele resp. po immediately in accordance with the Protocol inform
dohodé¢ s PPD/zadavatelem, v piipadé vyjimky PPD/Sponsor or, as an exception, after Agreement
postupuje v souladu s touto smlouvou a vyjimkou. with PPD/Sponsor leave the Clinical Study subject

in the Clinical Study in accordance with this
Agreement and exception.

6) Zkousejici, poskytovatel, zadavatel i PPD jsou 6) The Investigator, the Medical Facility and PPD,
povinni v prabéhu klinického hodnoceni i po jeho Sponsor are required, during the Clinical Study and
ukonéeni dbat prislusnych pravnich predpisi o after it is completed, pursuant to the applicable legal
ochrané¢ osobnich udaja a informaci o subjektech regulations, to ensure protection of personal data
zarazenych do klinického hodnoceni. and information about the subjects included in the

Clinical Study.
7) VeSkeré osobni informace ziskané bud’ od subjekta  7) Any personal information received from either the

klinického hodnoceni, nebo od jakéhokoliv
jednotlivce podilejiciho se na klinickém hodnoceni,
véetné  zkouSejiciho, nebo  prostrednictvim
poskytovatele (,,subjekty udaja“), budou podléhat
veSkerym platnym a ¢innym zdkonam a piedpisam
na ochranu osobnich Gdaja, a pokud klinické
hodnoceni probihéd v Evropské unii, bude zadavatel
spravcem téchto Udaju (podle vhodnosti). PPD ma
za timto Ucelem uzaviené standardni smluvni
doloZky. PPD/Zadavatel je druhotnym ptijemcem
uréitych subjekta Udaju po
zkousejicim/poskytovateli.

Poskytovatel a zkouSejici ziskaji od kazdého
subjektu Gdajt souhlas sdrZenim, pouzivanim a
predavanim jeho Gdaju do zemi jinych neZ jeho
vlastni, na Uzemi, kde nemusi byt v platnosti stejna
Uroven ochrany (daju, jaka plati na jejich vlastnim
Uzemi.

VI

Clinical Study subjects or any individual involved
in the Clinical Study including the Investigator or
through the Medical Facility (“Data Subjects”),
will be subject to any applicable and effective data
protection laws and regulations and if the Study is
within the European Union, the Sponsor will be the
data controller (as applicable). PPD confirms that
standard contractual clauses are executed for this
purpose. PPD/Sponsor is secondary recipient after
the Investigator/Medical Facility of certain data of
the Study Subjects..

Medical Facility and Investigator will obtain the
consent of each Data Subject to hold, use and
transfer their data to countries other than their own,
to territories that may not have the same level of
data protection, as within their own territory.

VI
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Sledovéani (monitorovani) a kontrola priabéhu
klinického hodnoceni

Monitoring and inspection of the conduct of the
Clinical Study

1) Prabéh a provadeéni klinického hodnoceni budou 1) The conduct of the Clinical Study shall be inspected
kontrolovany a sledovany ve smyslu pravnich and monitored in accordance with the Ilegal
predpisi a doporuceni uvedenych zejména regulations and recommendations stated, in
vEl. IV.odst. 1 této  smlouvy  povérenymi particular, in art. IV. par. 1 of this Agreement by
pracovniky PPD, kterym poskytovatel i zkouSejici PPD’s authorized employees, to whom the Medical
umozni pristup ke vSem informacim ziskanym v Facility and the Investigator shall permit access to
rdmci  Kklinického hodnoceni i k wvysledkiim all information acquired in the Clinical Study and to
laboratornich testd, vySetteni a jinych zadznamu o all results of laboratory tests, examinations and
subjektech zafazenych do klinického hodnoceni. other records about the subjects included in the
PPD se zavazuje o takové kontrole informovat Clinical Study. PPD shall inform Medical Facility
poskytovatele alespori dva dny predem, a zarovei about such inspection at least two (2) days before
takova kontrola nesmi omezit bézny chod and furthermore such inspection cannot disturb
poskytovatele. standard operation of Medical Facility.

2) Pribéh Klinického hodnoceni a jeho vysledky 2) The conduct and results of the Clinical Study may
mohou byt kontrolovany také auditory PPD i also be inspected by PPD’s or the Sponsor’s
zadavatele. PPD / zadavatel se zavazuje o takové auditors; PPD / Sponsor shall informed Medical
kontrole informovat poskytovatele alespon dva (2) Facility about such inspection at least two (2) days
dny piedem, a zéroven takovd kontrola nesmi before and furthermore such inspection cannot
omezit bézny chod poskytovatele; tim neni dotéeno disturb standard operation of Medical Facility. This
pravo kontroly prislusnych statnich organa CR does not affect the right of inspection of the relevant
a zahrani¢nich kontrolnich Uradt. Poskytovatel a authorities of the Czech Republic and foreign
zkouSejici se zavazuji poskytnout zminénym inspection offices. The Medical Facility and the
auditoram veSkera klinickd data zapsand do CRF Investigator agree to provide to the above-
(case report form), jakoz i dalSi relevantni mentioned auditors all clinical data recorded in the
informace véetné téch generovanych jako vysledky CRF (case report form) as well as other relevant
provadéného Kklinického hodnoceni. information, including information generated as

results of the conducted Clinical Study.

3) ObdrZi-li poskytovatel ozndmeni o tom, Ze misto 3) In the event that the Medical Facility receives
provadéni klinického hodnoceni bude predmétem notice that the Study Site shall be the subject of an
Setreni ¢i auditu jakéhokoli statniho ¢i kontrolniho investigation or audit by any governmental or
organu, zavazuje se o tom neprodlené¢ uvédomi regulatory authority Medical Facility shall inform
PPD/zadavatele. Jestlize poskytovatel neobdrZi PPD/Sponsor immediately. In the event that the
takové ozndmeni o Setieni ¢i auditu predem, bude Medical Facility does not receive prior notice of
PPD informovano pii prvni vhodné prileZitosti. such investigation or audit, PPD shall be notified at

the first available opportunity.

4) Pokud se zadavatel nebo jeho zastupci ¢i pridruzené 4) Should the Sponsor or its agents or affiliates,

spole¢nosti veetné PPD nékdy stanou predmétem
auditu nebo Setfeni ze strany né&jakého vladniho
organu, vcetné auditt nebo Setreni podle
jakychkoliv platnych protikorupénich zékoni a
predpisu, poskytovatel a zkousejici se zavazuji, Ze
budou pIn¢ spolupracovat a zajisti spolupréci
s takovym auditem a kontrolou, véetné poskytnuti
veSkerych informaci a zdznamu, které budou v
ramci takového auditu pozadovany.

Poskytovatel a zkouSejici berou na védomi a
souhlasi stim, Ze existuji protikorupéni zékony,
kterym zadavatel podléha a které zakazuji platbu
nebo nabizeni cehokoliv cenného jakémukoliv
vladnimu zaméstnanci nebo Gfednikovi za Ucelem

including PPD ever become the subject of an audit
or investigation by a governmental authority,
including under any applicable anti-corruption laws
and regulations, Medical Facility and Investigator
agree to cooperate fully and procure cooperation
with such audit and inspection including providing
any information and records that are required as
part of such audit.

Medical Facility and Investigator acknowledge and
agree that there are anti-corruption laws to which
Sponsor is subject that prohibit the payment or
offering of anything of value to a government
employee or official for the purpose of: inducing or
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vyvolani nebo ovlivnéni jakéhokoliv vladniho
jednani nebo rozhodnuti, jeZ by mélo vliv na
zadavatele, které by zadavateli pomohlo ziskat nebo
si udrZet jakoukoliv obchodni ¢innost, které by
slouzilo jako pobidka pro schvaleni, proplaceni,
predepisovani nebo nakup jakéhokoliv piipravku
zadavatele, které by ovliviiovalo vysledek néjakého
klinického hodnoceni (v¢etné tohoto klinického
hodnoceni) nebo jinak znamenalo neptiméteny
prospéch pro obchodni  ¢innosti  zadavatele.
Poskytovatel a zkouejici se kazdy jednotlivé
zavazuiji, Ze se zdrzi jakékoliv aktivity v souvislosti
stouto smlouvou nebo Kklinickym hodnocenim,
kterd by predstavovala poruseni takovych zakont
poskytovatelem nebo zkousejicim.

Poskytovatel a zkouSejici kazdy jednotlivé berou na
védomi a zavazuji se, Ze odména poskytnutd podle
této smlouvy je spravedlivou trzni hodnotou za
provadéni klinického hodnoceni a Ze 7adna c¢ast
plateb podle této smlouvy nebude zaplacena ani
poskytnuta, ptimo ¢i nepiimo, Z&dné Gfedni osobé
vlady nebo politické strany (vcetngé, podle
vhodnosti, zkouSejiciho nebo spoluzkousejiciho) za
Zadnym Gcelem, jenz je uveden jako zakadzany.

influencing any governmental act or decision
affecting the Sponsor, to help Sponsor obtain or
retain any business, to serve as an inducement for
approval, reimbursement, prescription, or purchase
of any Sponsor product, to influence the outcome of
any clinical trial (including, the Clinical Study); or
to otherwise improperly benefit the Sponsor’s
business  activities. Medical Facility and
Investigator each agree to refrain from any activity
in connection with this Agreement or the Clinical
Study that would constitute a violation by Medical
Facility or Investigator of such laws.

Medical Facility and Investigator each acknowledge
and agree that the compensation provided hereunder
constitutes fair market value for the performance of
the Clinical Study and that no part of the payments
hereunder shall be paid to or shared with, directly or
indirectly, any government or political party official
(including as applicable the Investigator or sub-
investigator) for any purpose described as
prohibited.

5) Kazdy ze subjekta klinického hodnoceni musi byt 5) Each of the Clinical Study subjects must be
pouen podle ¢l V.odst.2 této smlouvy a instructed pursuant to art.V.par.2 of this
informovan také o tom, Ze (Gdaje ziskané o ném v Agreement and also informed that the data acquired
prubéhu klinického hodnoceni mohou byt pro ucely about him/her in the course of the Clinical Study
kontroly pouzity a piedloZeny také prisluSnym may be used and submitted to the appropriate
kontrolnim organam. inspection authorities for purposes of inspection.

VII. VII.
Jina ustanoveni Other provisions

1) Zadavatel poskytne  prostiednictvim  PPD 1) Sponsor, through PPD, shall provide the Medical
poskytovateli a zkouSejicimu veSkery materidl Facility and the Investigator with all materials
(véetng, nikoliv viak vyluéng, hodnoceného léciva (including Study Drug, etc.) specified by the
apod.) vymezeny protokolem klinického hodnocenti, Clinical Study Protocol, which are necessary to
ktery je nezbytny k provadéni klinického hodnoceni conduct the Clinical Study, so that the terms of the
tak, aby mohly byt dodrzeny podminky klinického Clinical Study provided in art.Ill. of this
hodnoceni uvedené v ¢l. I11. této smlouvy. Agreement can be met.

2) Hodnocené lécivo i ostatni materidl poskytnuty 2) The Study Site and the Investigator shall use the
spole¢nosti PPD/zadavatelem, jehoZ specifikace je Study Drug and other materials provided by
uvedena v protokolu o klinickém hodnoceni (¢l. V. PPD/Sponsor, the specifications of which are
odst. 1 pism.a) této smlouvy), pouZije feSitelské provided in the Clinical Study Protocol
centrum a zkouSejici pouze pro provadéni (art. IV par.1(a) of this Agreement), only for
klinického hodnoceni. VVSechny hodnotici materialy, conducting the Clinical Study. The Study Site and
které nebudou pouzity v ramci klinického the Investigator shall return to PPD/Sponsor all
hodnoceni, vrati ieSitelské centrum a zkouSejici evaluation materials, which are not used in the
spole¢nosti PPD/zadavateli. Clinical Study.

3) Hodnocené Ié¢ivo miazZe byt subjektaim hodnoceni
podano pouze delegovanym persondlem 3) The Study Drug may be administered only by
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poskytovatele pod dohledem zkousSejiciho, a to
pouze v ramci vedeni tohoto klinického hodnoceni.
Hodnocené 1é¢ivo nesmi byt poskytnuto jine tieti
osobé mimo osob piesné stanovenych v protokolu
amusi byt pouZito pouze v souladu s podminkami
protokolu.

delegated employees of the Medical Facility under
the supervision and control of the Investigator, and
only for the purpose of conducting the Clinical
Study. The Study Drug may not be transferred to
any third party except as specifically provided in
the Protocol, and may be used only in accordance
with the Protocol.

4) ZkouSejici a poskytovatel se zavazuji uschovat
veSkerou dokumentaci o provedeni klinického 4) The Investigator and the Medical Facility agree to
hodnoceni i dokumentaci vztahujici se k subjekttim preserve all documentation about the conduct of the
klinického hodnoceni po dobu 15 let od data Clinical Study and documentation related to the
ukonéeni Kklinického hodnoceni. Pro ptipad, Ze Clinical Study subjects for 15 years from the date
prvotni Udaje budou dostupné pouze v elektronické the Clinical Study is completed. If any source data
podobé, zavazuje se zkouSejici pro Ucely jejich are kept on computer files only, for the purpose of
ovéreni poridit vytisky téch dat, ktera se tykaji source data verification, the Investigator agrees to
subjekta klinického hodnoceni a jsou vyznamnd pro make a print out of all data related to the Clinical
klinické hodnoceni. Tyto vytisky budou opatfeny Study subjects relevant to the Clinical Study. These
datem a podpisem zkousejiciho a fadné uchovany. print-outs will be dated and signed by the
Investigator and duly retained as source documents.
5) Zadavatel bude opravnén uchovavat originaly viech
CRF (Case Report Forms) (nebo e-CRF), které 5) The Sponsor will be entitled to keep originals of all
budou zaroven jeho vlastnictvim. Origindly vSech case reports forms (CRFs) (or e-CRFs), which will
dalSich zaznamt a materidla budou uchovany be the property of the Sponsor. The originals of all
zdravotnickym zafizenim a bude s nimi nakladano other records and materials will be maintained by
dle platnych zakonu a nafizeni. Na vyzadani budou the Medical Facility and will be held in accordance
kopie téchto dokumentt poskytnuty zadavateli. with all applicable laws and regulations. A copy of
such materials will be provided to the Sponsor upon
request.
6) Poskytovatel a zkouSejici se zavazuji, Ze pokud
pouZiji k provedeni analyzy pro ucely klinického 6) The Medical Facility and the Investigator agree that
hodnoceni jakoukoliv externi laboratof, zajisti, aby if any external laboratory is used to perform
tato laboratot byla zpusobila k provedeni takové analyses for the purposes of the Clinical Study, they
prace podle zasad spravné laboratorni a Klinické will ensure that the laboratory is qualified to
praxe. Zpusobilost externi laboratofe se prokazuje perform such work pursuant to the principles of
prislusnym  certifikdtem udélenym  laboratoti good laboratory and clinical practice. The
k provadéni takovychto analyz. Déle poskytovatel a qualification of the external laboratory shall be
zkouSejici zajisti, aby byla externi laboratoi vazana proved by the appropriate certificate issued to the
toutéZ dohodou o davérnosti jako smluvni strany. laboratory to perform such analyses. In addition,
the Medical Facility and the Investigator agree to
ensure that the external laboratory shall be bound
by the same confidentiality Agreement that applies
to the Parties.
7) ZkouSejici a poskytovatel se zavazuji, Ze nebudou
pouZivat ndzvu ani vyrobka PPD ¢i zadavatele 7) The Investigator and the Medical Facility agree not
souvisejicich s provadénim tohoto klinického to use the name or products of PPD or Sponsor
hodnoceni za Ucelem jakékoli propagace ¢i reklamy connected with the Clinical Study for purposes of
bez jejich ptedchoziho souhlasu. promotion or advertising without their prior
consent.
8) PPD a zadavatel se zavazuje neuvadét veiejné
jméno zkouSejiciho v souvislosti s provadénim 8) PPD and Sponsor agrees not to make public the

klinického hodnoceni nad ramec

v ¢l. X. odst. 4 této smlouvy.

stanoveny

VIII.

name of the Investigator connected with the Clinical
Study other than as provided in art. X. par. 4 of this
Agreement.

VIII.

Nezadouci p¥ihody v pribéhu klinického hodnoceni Adverse events in the course of the Clinical Study
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1) Zkousejici je povinen do 24 hodin sdélit PPD/ 1) The Investigator shall, within 24 hours, inform
zadavateli telefonicky, faxem ¢&i elektronickou PPD/Sponsor by telephone, fax or electronic mail of
postou jakoukoliv zavaznou neZadouci pithodu, any serious adverse events or serious adverse drug
jakoz i zavaizny neZadouci a neocekavany reactions and unexpected adverse drug reactions,
nezadouci Uc¢inek, ke kterym dojde v prabéhu which occur during the Clinical Study.
klinického hodnoceni.

2) Nezédouci a zavazné nezadouci prihody jakoz i 2) Adverse events and serious adverse events as well
zavazné nezadouci G¢inky a neocekavané zavazné as serious adverse drug reactions and unexpected
nezadouci Gcinky jsou definovany v § 3 odst. 4-6 serious adverse drug reactions are defined in
zakona ¢.378/2007 Sh., ve znéni pozdgjsich 8§ 3 par. 4-6 of Act no. 378/2007 Coll., as amended,
predpisi, a podléhaji zaznamenani a hlaseni and are to be recorded and reported by the
zkousejicim dle tohoto zakona jakoz i v souladu s Investigator pursuant to the above Act and pursuant
ICH GCP Guidelines. to the ICH GCP Guidelines.

IX. IX.
Pojisténi a odSkodnéni Insurance and indemnification

1) V souladu s ust. § 52 zakona o lécivech zadavatel 1) The Sponsor, in accordance with par. 52 of Acton
na celou dobu provadéni klinického hodnoceni Pharmaceuticals, has arranged liability insurance
zajistil  pojisténi odpovédnosti za Skodu pro for the Investigator and the Sponsor for the entire
zkouSejiciho a zadavatele, jehoZz prostiednictvim je duration of the Clinical Study, through which
zajisténo i odSkodnéni v piipadé smrti subjektu compensation in the event of death or in the event
klinického hodnoceni nebo pripadé Skody vzniklé of injury to the health of the Clinical Study subjects
na zdravi subjektu klinického hodnoceni v dasledku as result of conducting the Clinical Study is
provadéni klinického hodnoceni. covered.

2) Pojisténi v odst. 1 se nevztahuje na pfipady, kdy 2) The insurance in par.1 does not apply in cases
doSlo k zarazeni subjektu klinického hodnoceni do where a Clinical Study subject was included
klinického hodnoceni bez ziskani informovaného without obtaining informed consent or where a
souhlasu ¢i Gjmé& na zdravi subjektu klinického Clinical Study subject was injured due to
hodnoceni na z&kladé¢ nedbalosti zkouSejiciho ci negligence of the Investigator or another member of
jiného ¢lena feSitelského centra, poruSenim the Study Site, or violation of the Protocol or
Protokolu ¢i instrukci piedanych reSitelskému instructions given to the Study Site by PPD or
centru spole¢nosti PPD ¢i zadavatelem. Sponsor.

3) Poskytovatel prohlaSuje, Ze ma dle §45 odst.2 3) The Medical Facility declares that it has insurance
pism. n) zdkona o zdravotnich sluzbach uzavienu coverage in accordance with 845 par. 2 Itr. n) of
pojistnou smlouvu na pojisteéni odpoveédnosti za Act no. 372/2011 Coll., on Medical Services, with
Skodu zpasobenou pii poskytovani zdravotni péce. respect to liability it may have while providing
Tato pojistnd smlouva je uzaviena Vv zékonem medical care. This insurance coverage is in
poZadovaném rozsahu a neobsahuje pojisteni correlation with the applicable laws and does not
odpovédnosti za Skodu zpusobenou pii provadéni include liability insurance with respect to
klinického hodnoceni. Dle § 45 odst. 2 pism. n) conducting a Clinical Study. According to
zakona o zdravotnich sluZzbach musi byt pojisteni 8 45 par. 2 Itr. n) of Act on Medical Services., this
uzavieno po celou dobu, po kterou poskytovatel insurance coverage must be valid for the entire
poskytuje zdravotni péci. length of the Medical Facility’s provision of

medical care.

4) Poskytovatel a/nebo zkouSejici budou zadavatele a 4) The Medical Facility and/or the Investigator shall

PPD bezodkladné¢ pisemné informovat o jakémkoliv
naroku, neZadouci ptihodé nebo jiné Ujme, kterd
vznikne, a to skutec¢né ¢i Udajné, v dasledku tohoto
klinického hodnoceni, a umozni zadavateli, aby
takovy néarok (vcetné jedndni o urovnani) tesil, a
budou snim pIné spolupracovat pti teSeni

promptly notify the Sponsor and PPD in writing of
any claim, adverse event or other injury actually or
allegedly due to this Clinical Study and will allow the
Sponsor to deal with any such claim (including
settlement negotiations), and shall cooperate fully
with the Sponsor in its handling of any such claim.
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jakéhokoliv takového naroku. PPD ani zadavatel
nezodpovidaji ani nenesou pravni odpovédnost za
Zadnou ztratu, narok, vydaj (véetné primérenych
pravnich vydaji) nebo poZadavek vyplyvajici
z jakékoliv ujmy, nebo nahradu Skody vyplyvajici
z jednani nebo opomenuti ze strany poskytovatele
a/nebo zkousejiciho, véetné nedodrZeni protokolu
nebo piedpisd, neziskani informovaného souhlasu,
poskytnuti neopradvnénych zéaruk, poruSeni této
smlouvy, klinického profesniho pochybeni nebo
amysiného ptecinu a vsouladu stim tudiz
poskytovatel a zkouSejici spole¢né a nerozdilné a
v mite povolené zakonem pievezmou zodpoveédnost
za takova jednani nebo opomenuti a budou pied
nimi zadavatele a PPD chranit. ZkouSejici a
poskytovatel se zavazuji pisemné informovat PPD a
zadavatele o jakémkoli pripadu reklamace vad
hodnocenych 1é¢iv a dalSich vyrobkt pouzitych pri
klinickém hodnoceni, které poskytnul zadavatel ¢i
PPD.

Neither PPD nor the Sponsor shall be responsible or
liable for any loss, claim, cost (including reasonable
legal costs) or demand arising from any injuries or
damages resulting from the Medical Facility's and/or
the Investigator's acts or omissions including failure
to adhere to the Protocol or regulations, failure to
obtain informed consent, the giving of unauthorized
warranties, breach of this Agreement, clinical
malpractice or wilful misconduct and accordingly, the
Medical Facility and Investigator shall jointly and
severally, to the extent allowed by law, take
responsibility for such acts or omissions and hold the
Sponsor and PPD harmless from such acts or
omissions. The Investigator and the Medical Facility
agree to inform PPD and Sponsor in writing about
any instance of recall of Study Drug or other
products used in the Clinical Study provided by the
Sponsor or PPD.

5) Smluvni strany se zavazuji plné spolupracovat pti 5) The Parties agree to cooperate fully in resolving the

reSeni pripadt uvedenych v tomto ¢l. IX. smlouvy. situations described in this Article IX. hereof.
X. X.
Ochrana diavérnych informaci Protection of Confidential Information

1) Dutveérnymi informacemi se pro Ucely této smlouvy 1) Confidential information for purposes of this
rozumi veSkeré informace v jakékoliv formé Agreement means any information, in whatever
umysiné nebo opomenutim poskytnuté zadavatelem form, provided by or on behalf of the Sponsor
nebo v jeho zastoupeni vztahujici se ke klinickému relating to the Clinical Study or its documentation
hodnoceni nebo jeho dokumentaci (dale jen (“Confidential Information”); it includes, in
,duveérné informace*); zahrnuji ~ zejména particular, information about the structure,
informace o struktuie, slozZeni, ingrediencich, composition, ingredients, samples, know-how,
vzorcich, know-how, technickych postupech technical procedures and processes, as well as other
a procesech, jakoZ i jiné informace, tiebaZe nejsou information, even if it is not expressly identified as
spole¢nosti  PPD  ¢i  zadavatelem  oznacené confidential by PPD or the Sponsor. Confidentiality
vysloven¢ jako duvérné. Davérnost vlastnickych of proprietary information, publication, publicity
informaci, publikaci, publikaénich prav, prav z rights, intellectual  property  rights and
duSevniho vlastnictvi a odSkodnéni pretrvava i po indemnification shall survive the completion of this
ukonéeni klinického hodnoceni. Clinical Study.

2) Povinnost nezveiejiovani a nevyuZivani jak je 2) The obligations of non-disclosure and non-use
uvedeno niZe, se nevztahuje na duvérné informace, below shall not apply to Confidential Information
které jsou v dob¢ predani zveiejnéné, povaZzovany which is, at the time it is disclosed, considered to
za dlouhodobé zndmé mezi odbornou vefejnosti have been known for a long time among the expert
nebo byly publikovany. public or which was published.

3) Poskytovatel a zkouSejici nesmi davérné informace 3) The Medical Facility and the Investigator may not

zpristupnit treti osobé, nebo je pouZivat pro ucel
jiny, neZ je uréen v instrukcich spole¢nosti PPD.
Duavérné informace budou ve vyluéném vlastnictvi
PPD a zadavatele a budou drZeny zdravotnickym
zafizenim a zkouSejicim v tajnosti a na misté pro
takové informace uréeném.

make the Confidential Information available to third
parties, or use it for a purpose other than as
specified in PPD/Sponsor’s instructions.
Confidential Information shall belong exclusively
to PPD and the Sponsor, and shall be maintained in
secrecy by the Medical Facility and the Investigator
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at a place assigned for such information.

4) Pokud je ze zakonem stanovenych dtvoda nutné 4) If it is necessary to make Confidential Information
duvérné informace zpristupnit (naptiklad na zakladé available for reasons provided by law (including but
Zadosti prislusného soudu, prisluSného spravniho not limited to an order or requirement of a court of
uradu ¢i jiné vladni instituce), poskytovatel nebo competent jurisdiction, administrative agency or
zkousejici toto neodkladné pisemné oznami PPD/ other governmental body), the Medical Facility or
zadavateli. Smluvni strany se zavazuji zverejnit the Investigator shall inform PPD/Sponsor of this
davérné informace v z&konem stanovenych without delay. The Parties agree to make
piipadech opravnénym subjektim popt. etické Confidential Information public in cases provided
komisi a osobdm povéienym PPD/ zadavatelem by law to authorised subjects or the Ethics
pouze v nezbytné nutném rozsahu. Commission and  persons authorized by

PPD/Sponsor only to the extent necessary.

5) PPD, zadavatel poskytovatel a zkouSejici se 5) PPD, Sponsor the Medical Facility and the
zavazuji informovat vSechny osoby zigastnéné na Investigator agree to inform all persons
tomto klinickém hodnoceni a osoby, jimz je participating in the Clinical Study and persons to
divérna informace zpfistupnéna, o povinnosti whom Confidential Information is made available
micenlivosti v souladu s touto smlouvou; takové about the duty of secrecy in accordance with this
osoby jsou pak vazany stejnou povinnosti Agreement; such persons are then bound by the
micenlivosti. same duty of secrecy.

6) Poskytovatel a zkouSejici se zavazuji predat PPD/ 6) The Medical Facility and the Investigator agree to
zadavateli po ukonceni klinického hodnoceni deliver to PPD/Sponsor, after completion of the
vSechny jim svéiené materidly, dokumenty Clinical Study, all materials, documents and
ainformace s vyjimkou pfipadd stanovenych information received from PPD/Sponsor, except for
zakonem. cases provided by law.

7) The Parties agree to keep all documents and

7) Smluvni strany se zavazuji uschovavat veSkeré information concerning the financial arrangements

1)

dokumenty a informace tykajici se financnich
vyrovnani mezi smluvnimi stranami davérné a
oddélen¢ od ostatnich dokumenta.

XI.
Vlastnictvi vysledki klinického hodnoceni, jeho
ochrana a publikovéani vysledki

Veskeré dokumenty, protokoly, Gdaje, know-how,
metody, operace, vzorce, davérné informace a
materidly  poskytnuté  poskytovateli  a/nebo
zkouSejicimu na zakladé této smlouvy jsou a
zustanou majetkem zadavatele. Poskytovatel a
zkousejici souhlasi s tim, Ze CRF, zavére¢na zprava
a ostatni vysledky klinického hodnoceni, budou-li
néjaké, spole¢né s veSkerymi patenty, patentovymi
ptihldSkami, vynalezy, objevy, modifikacemi a
jinymi podobnymi formami ochrany i dalSi prava
duSevniho vlastnictvi a jiné informace, které nejsou
vefejné dostupné, jez mohou existovat v jakékoliv
¢asti svéta (,,duSevni vlastnictvi), jsou rovnéz ve
vlastnictvi zadavatele. Poskytovatel timto postupuje
a zajisti, aby zkouSejici a viechny dalsi jednotlivé
osoby pracujici na klinickém hodnoceni postoupili
zadavateli nebo byli pravné vazany vaci zadavateli
zpristupnit a postoupit veSkerd sva prava dusevniho
vlastnictvi.

between the Parties confidential and separate from
other documents.

X1

Ownership, protection, and publication of Clinical

1)

Study results

All  documents, Protocols, data, know-how,
methods,  operations, formulas, Confidential
Information and materials provided to the Medical
Facility and/or Investigator pursuant to this
Agreement are and shall remain Sponsor’s property.
The Medical Facility and the Investigator agree that
CRFs, the final report and other results of the
Clinical Study, if any, together with any patents,
patent  applications, inventions, discoveries,
modifications and other like forms of protection,
and other intellectual property rights and other
information not in the public domain which may
subsist in any part of the world (“Intellectual
Property”) shall also be owned by Sponsor. The
Medcial Facility hereby assigns and will ensure that
the Investigator and all other individuals working
on the Clinical Study assign to Sponsor or have a
legal obligation to disclose and assign to Sponsor
all their rights in the Intellectual Property.
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2) Vysledky Klinického hodnoceni nebo jejich ¢ast
nebudou zdravotnickym zatizenim ¢i zkouSejicim
publikovany bez predchoziho pisemného souhlasu
zadavatele. Rozhodnuti 0 moznostech publikace je
v plné zodpovédnosti zadavatele. Poskytovatel a
zkouSejici se zavazuji, Ze projednaji se zadavatelem

publikaci praci ¢i Ustnich prezentaci véetné
odbornych  rukopist, abstrakt, plakdtd a
obrazovych praci o prabéhu ¢&i vysledcich

klinického hodnoceni nejméné Sedesat (60) dna
pred predanim publikace do tisku.

3) Zaroven ma zadavatel pravo vyZadovat, aby
jakakoliv publikace nebo prezentace tykajici se
prdce popsané vtéto smlouvé uznala podporu
zadavatele.

4) Poskytovatel a zkouSejici berou na védomi, Ze
nesméji vydat Zadnou odbornou publikaci k
objevim ¢&i lé¢ivu diive, neZ zadavatel poda
patentovou prihlasku, pokud vzhledem k povaze
vysledki klinického hodnoceni bude podani takové
prihlasky prichazet v Gvahu.

XIL.
Ochrana osobnich tdajia

1) Definice:

»Zakony na ochranu osobnich Udaja“ znamena
vSechny platné zakony, predpisy a regulaéni poZadavky
a nafizeni souvisejici s ochranou osobnich udaju a
soukromi obecn¢é véetné: (a) Smérnice; (b) jakékoliv
legislativy zajiStujici provedeni této smérnice nebo
souvisejici legislativy jakéhokoliv ¢lenského statu
Evropského  hospodarského  prostoru; nebo ()
jakéhokoliv jiného, aktudlné platného a G¢inného
zdkona, nebo zakona, ktery by mohl byt platny
v budoucnu, postihujici zpracovani osobnich Udajt
kterékoliv smluvni strany této smlouvy a vcetné téch
tykajici se naruSeni bezpec¢nosti, kradeZi identity, a
neautorizované zvetejiiovani osobnich Udaja.

»Smérnice” znamend Smeérnice EU o ochrané Udaju
95/46 | ES Evropského parlamentu a Rady ze dne 24.
fijna 1995 o ochrané osob v souvislosti s nakladanim
s osobnimi (daji a volnym pohybem takovych udaja a
jeji dodatky nebo nastupujici legislativa, kterd by mohla
byt aplikovatelnd pro smluvni strany této smlouvy
v prubéhu jeji platnosti.

,,Osobni Gdaje”, »Zpracovani, ~Spravee”,
»Zpracovatel” a ,,Subjekt Udaja*“ maji stejny vyznam
jako ve smeérnici a zahrnuji také podminky nebo

odpovidajici podminky jak jsou definovany jinymi
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2) Neither the Medical Facility nor the Investigator
shall publish the results of the Clinical Study or part
thereof without the Sponsor’s prior written consent.
Decisions about publication opportunities are fully
within the Sponsor’s responsibility. The Medical
Facility and the Investigator agree that they will
discuss publication of any publications or oral
presentations, including without limitation expert
manuscripts, abstracts, posters, and visual works
about the course or results of the Clinical Study
with the Sponsor at least sixty (60) days prior to the
proposed submission of such drafts.

3) In addition, the Sponsor shall have the right to
require that any publication or presentation
concerning the work performed hereunder
acknowledges the Sponsor’s support.

4) The Medical Facility and the Investigator take note
of the fact that they may not issue any expert
manuscript about the discoveries or the Study Drug
before the Sponsor applies for patent registration, if,
given the nature of the Clinical Study results, such
application is possible.

XI1.
Data Privacy

1) Definitions:

“Data Protection and Privacy Laws” means all
applicable  laws, regulations, and regulatory
requirements and guidance relating to data protection
and privacy globally, including: (a) the Directive; (b)
any legislation transposing the Directive or related
legislation of any member state of the European
Economic Area; or (c) any other law now valid and in
force or that may in future come into force governing
the Processing of Personal Data applicable to any party
to this Agreement, and including those relating to
security breaches, identity theft, and unauthorized
disclosures of Personal Data.

“Directive” means the EU Data Protection Directive
95/46/EC of the European Parliament and of the
Council of 24 October 1995 on the protection of
individuals with regard to the processing of personal
data and on the free movement of such data, and any
amendments thereto or successor legislation which may
be or become applicable to the parties to this Agreement
during the term.

“Personal Data”, “Process/Processing”, “Controller”,
“Processor” and “Data Subject” shall have the same
meaning as in the Directive and shall also include these
terms, or corresponding terms, as defined under any
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zdkony na ochranu osobnich Gdaji. Osobni Gdaje
zahrnuji kddované Gdaje a snimky pacienti.

2)

3)

4)

5)

6)

7)

8)

9)

Soulad: Smluvni strany se jedna druhé zavazuji, Ze
budou nakladat s osobnimi (daji v souladu se vSemi
zakony na ochranu osobnich Gdaju

Vyvoj ochrany dat: Poskytovatel a zkouSejici budou
informovani o vSech relevantnich vyvojich
tykajicich se ochrany osobnich Udaji a zakonid o
ochrané osobnich Gdaju

Zpracovani dat: Smluvni strany berou na védomi,
Ze vSichni, poskytovatel, zkouSejici a zadavatel jsou
nezavislymi spravci a PPD je zpracovatel jednajici
podle instrukci zadavatele s ohledem na nakladani
sosobnimi  Gdaji  spojeném  se  sluzbami
poskytovanymi podle této smlouvy.

Bezpe¢nost: Smluvni strany zavedou fadna
technicka a organiza¢ni opatieni k ochrang
osobnich udaji a davérnych informaci jak je
pozadovano ICH-GCP a zakony na ochranu
osobnich Gdaju

Pozadavek na  ochranu  osobnich  (daja:

other Data Protection and Privacy Laws. Personal Data
shall include patient-level key-coded data and images.

2)

3)

4)

5)

6)

Compliance: The Parties warrant to each other that
they will Process Personal Data in compliance with
all Data Protection and Privacy Laws.

Data Privacy Developments: The Medical Facility
and Investigator shall stay informed of any relevant
developments in Data Protection and Privacy Laws.

Data Processing: The Parties acknowledge that each
of the Medical Facility, Investigator and Sponsor
are independent Controllers and that PPD is a
Processor acting under instructions from the
Sponsor with respect to the Processing of Personal
Data relating to the services provided under this
Agreement.

Security: The Parties shall implement appropriate
technical and organisational measures to protect the
Personal Data and Confidential Information as
required by ICH-GCP and Data Protection and
Privacy Laws.

Data Privacy Requests: The Medical Facility shall

Poskytovatel ihned pisemné uvédomi PPD/
zadavatele pokud obdrZi jakoukoliv Zadost ohledné
osobnich Udajt souvisejici se sluzbami od subjektu
dat, organu ochrany osobnich (daja nebo jiného
regulacniho organu a poskytnou spole¢nosti PPD/
zadavateli plnou spolupraci a pomoc v souvislosti
s takovou komunikaci bez dalSich naroka na PPD
nebo zadavatele.

Bezpeénosti incidenty:  Poskytovatel — a/nebo
zkousejici ihned informuji spole¢nost PPD, pokud
zjisti jakykoliv neautorizovany pristup, porizeni
nebo zvefejnéni osobnich Udaja a davérnych
informaci spojenych se sluzbami (,,bezpe¢nostni
incident”). Takové upozornéni bude shrnovat
detailyv rozumné mite o bezpe¢nostnim incidentu a
opravna opatieni podniknutd poskytovatelem
a/nebo zkoudejicim

Pievody Udajii: Poskytovatel a zkouSejici budou
nakladat nebo jinak prevadét osobni (daje mimo
Evropsky hospodaisky prostor (staty Evropské
Unie plus Norsko, Island a Lichtenstejnsko) jen jak
je uvedeno v této smlouve

Dusledky vyprSeni _nebo ukonéeni: Povinnosti

obsaZzené v tomto ¢lanku XII pretrvaji po ukonéeni
nebo vyprseni této smlouvy.
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7)

8)

9)

promptly notify PPD/Sponsor in writing if it
receives any request with regards to data privacy
relating to the services from a Data Subject, a
privacy authority or other regulatory authority and
provide PPD/Sponsor with full cooperation and
assistance in relation to any such communication, at
no additional cost to PPD or the Sponsor.

Security Incidents: The Medical Facility and/or
Investigator shall immediately notify PPD/Sponsor
if they become aware of any unauthorized access,
acquisition, or disclosure of Personal Data and
Confidential Information relating to the services
(“Security  Incident”). Such notice shall
summarize in reasonable detail the Security
Incident and the corrective action to be taken by
Medical Facility and/or Investigator.

Data Transfers: The Medical Facility and
Investigator shall only Process or otherwise transfer
Personal Data outside the European Economic Area
(member states of the European Union plus,
Norway, Iceland & Liechtenstein) as set out in this
Agreement or the Protocol.

Consequences of Expiry or Termination: The
obligations contained in this Section XII. shall
survive the termination or expiry of this Agreement.
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X111,
Trestni bezthonnost

1) Poskytovatel prohlauje a zaruéuje, Ze jemu a podle
jeho nejlepSich védomosti ani Zadnému jinému
zamestnanci  podilejicimu  se  na  klinickém
hodnoceni dle této smlouvy nebyl nikdy vysloven
zakaz cinnosti ani nebyl trestin za spachani
trestného c¢inu, za ktery maZe byt lékati z&kaz
¢innosti ve zdravotnictvi ulozen.

2) Poskytovatel prohlaSuje, Ze Zadny zjeho
zaméstnanci  podilejicich  se  na  klinickém
hodnoceni dle této smlouvy tymu nebyl nikdy
v souvislosti s provadénim klinického hodnoceni
obvinén, vySetfovan ani odsouzen.

XIV.
Reseni spori a smiréi Fizeni

1) Smluvni strany se dohodly, Ze pravni vztahy a
pomery vzniklé ztéto smlouvy se fidi platnymi
zdkony a predpisy Ceské republiky, vyjma
koliznich norem.

2) Smluvni strany se zavazuji, Ze si pfi provadeni
klinického hodnoceni budou vzajemné poméahat a
ptipadné spory arozdilnost ndzori na postup a
zpasob praci budou feSit smirnym jednanim
obvyklym u smluvnich stran.

3) Smluvni strany berou na védomi a z&rovei souhlasi,
Ze k projednani a rozhodovani ptipadnych sporu,
které nebudou vyteSeny smirem podle odst. 2,
budou nélezet do pravomoci soudi Ceské
republiky.

XV.
Finanéni vyrovnani

1) PPD/ zadavatel bude poskytovat finanéni podporu
uvedenou v piiloze A této smlouvy za Ucelem
provadéni  klinického  hodnoceni v souladu
s podminkami  Protokolu.  Pr¥ibliznd  ¢astka
vyplacend poskytovateli za toto Kklinické
hodnoceni je 349650,- K¢.

2) Spole¢nost PPD a zadavatel prohlaSuje, Ze byla se
zkouSejicim  uzaviena  smlouva o provedeni
klinického hodnoceni lé¢iv, na jejimz z&klad¢é bude
zkouSejici a studijni tym odménén za provedeni
tohoto Kklinického hodnoceni.

XVI.
Doba platnosti smlouvy
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1

2)

1)

2)

3)

1)

2)

X111,
Clean criminal records

The Medical Facility represents and warrants that to
the best of its knowledge, no employee participating
in the Study in accordance with this Agreement,
was ever prohibited from practicing or was
sentenced for a crime for which a doctor may be
prohibited from practicing in the medical field.

The Medical Facility declares that none of its
employees participating in the Clinical Study in
accordance with this Agreement, in connection with
the conduct of a Clinical Study, have been accused,
investigated or convicted.

XIV.
Dispute resolution and conciliation proceedings

The Parties have agreed that the legal relationships
arising under this Agreement shall be governed by
the wvalid laws and regulations of the Czech
Republic, except conflicts of law.

The Parties agree to assist each other in conducting
the Clinical Study and to resolve any disputes or
differences of opinion about work procedures and
methods through their usual negotiations.

The Parties take note of and agree that any disputes
which are not settled through cooperation pursuant
to par. 2 shall come under the jurisdiction of the
courts of the Czech Republic.

XV.
Financial provisions

PPD/Sponsor will provide the financial support set
out in Exhibit A attached to this Agreement for the
conduct of the Clinical Study in accordance with
the terms of the Protocol. The approximate
amount payable for this Clinical Study to the
Medical Facility is: CZK 349650,-

PPD and Sponsor declares to have executed an
Agreement with the Investigator regarding this
Clinical Study, on the basis of which the
Investigator and Study Team are remunerated for
conducting this Clinical Study.

XVI.
Term of the Agreement
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1) Tato smlouva se uzavird na dobu provadéni 1) This Agreement is concluded for the duration of the
klinického hodnoceni. Clinical Study.

2) V nasledujicich  pripadech je kterakoliv ze 2) In the following situations any of the Parties may
smluvnich stran opradvnéna ukon¢it tuto smlouvu terminate this Agreement by giving thirty (30) days
pisemnou vypoveédi, kterd je ucinna po uplynuti written notice, which begins to run on the day after
téiceti (30) dnt ode dne nésledujiciho po doruceni the notice is delivered to the Parties:
smluvnim strandm:

a) pokud nékterd smluvni strana neplni néktera z a) if any Party fails to fulfil any of the provisions
ustanoveni této smlouvy; of this Agreement;

b) pokud bude rozhodnuto, Ze je nektera smluvni b) ifitis declared that any Party to this Agreement
strana v Upadku podle insolvenéniho zakona is in bankruptcy proceedings according to the
¢. 182/2006 Sh., ve znéni pozdgjsich piedpist; insolvency Act no. 182/2006 Coll., as amended;

c) pokud nékterd& smluvni strana pozbude c) if any Party loses its authorization to practice in
opravnéni k pasobeni v dané oblasti; the given field,;

d) bude-li riziko pro subjekty klinického d) if the risk for Clinical Study subjects increases
hodnoceni nedmeérné zvyseno; disproportionately;

e) pokud potiebna opravnéni, ohlaSeni, povoleni e) if a necessary authorization, notification, permit
nebo souhlasy nezbytné k provedeni klinického or consent necessary for conducting of the
hodnoceni  budou revokovany, pozbudou Clinical Study is revoked, its validity expires
platnosti bez piislusného prodlouzeni, klinické without appropriate extension, the Clinical
hodnoceni je pozastaveno, zakdzano, nebo neni Study is suspended, prohibited or is not
zahajeno ve stanovené dobé od vzniku commenced within the statutory time period
opravnéni; from the date that the authorization arose;

f) v ptipadé, Ze vhodné subjekty nejsou do f) in the event of an inadequate rate of adding
klinického hodnoceni zarazeny véas, takZe je suitable subjects to the Clinical Study which
ohroZen dohodnuty ¢asovy rozvrh. endangers the agreed time schedule.

3) PPD/ zadavatel ma dale pravo ukoncit ¢i prerusit 3) PPD/Sponsor may further terminate or interrupt the

klinické hodnoceni a zaroven ukongcit tuto smlouvu
pisemnou vypovedi ucinnou po uplynuti triceti (30)
dni  ode dne nasledujiciho po doruceni
zkouSejicimu a poskytovateli:

a) v pripadé ukoncéeni smluvniho vztahu mezi
firmou PPD Development LLC nebo PPD
Global Limited nebo jakoukoli jinou
spole¢nosti ve skupiné PPD a zadavatelem
podle toho, kterd z téchto spolecnosti uzaviela
smlouvu se zadavatelem;

b) jestlize nabor subjektt hodnoceni v tesitelském
centru sice nebyl ukonéen a nebyl nabran ani
jeden subjekt hodnoceni, aviak celkovy pocet
subjektt hodnoceni povolenych pro klinické
hodnoceni byl jiZ naplnén

c) jestlize se zkouSejici stane nedavéryhodnym ¢i
bude diskvalifikovan z provedeni klinického

Clinical Study and at the same time terminate this
Agreement by giving thirty (30) days written notice,
which begins to run on the day after the notice is
delivered to the Investigator and the Medical
Facility for the following reasons:

a) if the contractual relationship between PPD
Development LLC or PPD Global Limited or
any other company within the PPD Group,
depending on which of these companies has
concluded the contract with the Sponsor, and
the Sponsor terminates;

b) if the overall Clinical Study enrolment has been
met but the enrolment in the Study Site has not
been completed yet and no study subject has
been enrolled; or

c) if the Investigator is debarred or disqualified
under the Generic Drug Enforcement Act of
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hodnoceni (debarment and disqualification) a
bude zafazen na tzv. ,,¢ernou listinu*“ vedenou
FDA vsouladu s Generic Drug Enforcement
Act zroku 1992. a vhodna nadhrada nebyla
schvalena zadavatelem vrozumném c¢asovém
obdobi

1992 and is added to the “Black list”
maintained by FDA and a suitable replacement
approved by Sponsor was not found within
reasonable timeframe

4) Smluvni strany se mohou kdykoliv pisemng 4) The Parties may terminate this Agreement by
dohodnout na ukonéeni této smlouvy. mutual written Agreement at any time.

5) Okamzité po obdrZeni vypovédi =zastavi 5) Immediately upon receipt of a notice of termination,

poskytovatel a zkousejici jak nabor dalsich subjekta the Medical Facility and the Investigator shall cease
do klinického hodnocent, tak v lékaisky pripustném entering subjects into the Clinical Study, cease
rozsahu doprovodné procedury podstupované conducting procedures to the extent medically
pacienty, kteif jiz do Klinického hodnocenf permissible on subjects already entered into the
vstoupili, a v mozné mite omezi vznik dodate¢nych Clinical Study, and refrain from incurring additional
nakladi a vydaj. costs and expenses to the extent possible.
Pokud spolegnost PPD &i zadavatel ziska v obdobi Notwithstanding anything herein to the contrary, if
pInéni této smlouvy informace, které zpochybiuji during the term of this Agreement, information
bezpednost & Gcinnost studijniho léciva nebo becomes available to PPD or Sponsor which places
souvisejiciho produktu, anebo pokud bude studijni the safety or efficacy of the Study Drug or related
lé¢ivo schvaleno FDA, smluvni strany v dobré viie product in doubt or if the Study Drug is approved
vyjednaji modifikaci této smlouvy, jeZz se bude by FDA, the Parties shall negotiate, in good faith, a
tykat (a) snizeni poctu studovanych subjektd, (b) modification of this Agreement to (i) reduce the
ukongeni klinického hodnoceni a/nebo (c) Gpravy number of subjects to be studied, (ii) terminate the
jakychkoli  dalsich  prislusnych  ustanoveni Clinical Study, and/or (iii) modify any other
vyplyvajicich z této smlouvy. relevant provision of this Agreement.

6) Po dokonceni & predsasném ukonceni klinického 6) Upon completion of the Clinical Study or earlier
hodnoceni jsou poskytovatel a/nebo zkousejici termination thereof, Medical Facility and/or
povinni predlozit spole¢nosti PPD/ zadavateli Investigator shall prepare and forward a final report
zavére¢nou zpravu zahrnujici viechny piisluiné containing all relevant information for the Clinical
informace tykajici se klinického hodnoceni tak, jak Study as described in the Protocol, including all
je popsano v Protokolu, véetng viech dat a vysledka data and Clinical Study results to PPD/Sponsor, and
klinického hodnoceni a rovnéz jsou povinni navratit shall return all PPD and Sponsor Confidential
véechny  davérné informace zadavatele i Information, as defined herein, to its respective
spole¢nosti PPD jejich prislusnému majiteli. owner.

7) Po dokonceni ¢ predcasném ukongeni klinického 7) Upon completion of the Clinical Study or early
hodnoceni bude veskeré nepouzité studijni Iécivo, termination thereof, all unused Study Drug,
vybaveni a prislusné materidly  Kklinického compounds, devices and related Clinical Study
hodnoceni  poskytnuté  poskytovateli  a/nebo materials furnished to Medical Facility and/or
zkouSejicimu  spolecnosti PPD ¢i  zadavatelem Investigator by or on behalf of Sponsor or PPD
vréaceny spolegnosti PPD/ zadavateli. shall be returned to PPD/Sponsor.

Clanek XVII. XVII.
Etické chovani Ethical Conduct
1) Poskytovatel/zkouSejici se zavazuji, Ze nebudou, att 1) Medical Facility/Investigator undertakes that

ptimo ¢i neptimo, prostiednictvim jakékoli tieti
strany poskytovat, nabizet nebo slibovat Zadnou
platbu, dar nebo jinou cennou véc Zadné osobg, aby
tak tuto osobu nepatti¢né ovlivnili, nebo aby tato
osoba byla poskytovateli/zkouSejicimu, spole¢nosti
PPD nebo zadavateli napomocna pti ziskavani

Medical Facility/Investigator shall not, directly or
indirectly through any third party, give, offer or
promise any payment, gift or other thing of value to
any person in order to improperly influence them or
otherwise assist Medical Facility/Investigator, PPD
or the Sponsor in obtaining an improper advantage.
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necestného zvyhodnéni.

2) Poskytovatel/zkousejici se zavazuji, Ze nebudou, at’  2) Medical Facility/Investigator undertakes that
ptimo ¢i neptimo prostiednictvim jakékoli tieti Medical Facility/Investigator shall not, directly or
strany prijimat, schvalovat, ziskdvat ¢i poZadovat indirectly through any third party, accept, agree or
Zadnou platbu, dar nebo jinou cennou véc od Zadné receive or request any payment, gift or other thing
osoby, kterd jim bude nabidnuta ¢i preddna jako of value from any person offered or given as a
odména za nepatticné ovlivnéni nebo se zamérem reward for or with the intention of improperly
nepatéicné  ovlivnit  poskytovatele/zkousejiciho, influencing Medical Facility/Investigator, PPD or
spole¢nost PPD nebo zadavatele. the Sponsor.

3) Poskytovatel prohlauje a zadavatel a PPD berouna 3) Medical Facility declares and Sponsor and PPD
védomi, Ze feditel poskytovatele, pan JUDr. Ing. acknowledge that Medical Facility director, JUDr.
Miloslav Ludvik, MBA, je ¢lenem politické strany Ing. Miloslav Ludvik, MBA is a member of
CSSD a toho c¢asu vykonava funkci ministra political party CSSD and currently serves as
zdravotnictvi Ceské republiky. PPD, zadavatel a Minister of Health of Czech Republic. PPD,
poskytovatel prohladuji, Ze jakakoliv platba podle Sponsor and the Medical Facility hereby state, that
této smlouvy ve prospéch poskytovatele pokryva any payment under this Agreement to the favour of
naklady poskytovatele za provadéni Klinického the Medical Facility shall cover the costs of the
hodnoceni a PPD, zadavatel a poskytovatel performance of the Medical Facility to carry out the
zarucuji, Ze budou konat v pfisném dodrZovani Clinical Study and PPD, Sponsor and Medical
platnych protikorupénich poZadavek. Facility warrant, they act in strict comprehension

with the applicable anti-bribery and anti-corruption
requirements.
XVIIL. XVIIL.
Spoleéné a zavére¢na ustanoveni Closing provisions

1) Kazda ze smluvnich stran stvrzuje, Ze jakékoli 1) Each of the Parties acknowledge that any breach of
poruSeni prohlaSeni ¢i  zAruk kdykoli béhem representations or warranties at any time during the
platnosti této smlouvy predstavuje v kazdém validity of this Agreement represents in any case a
ptipadé porudeni této smlouvy se v3emi dasledky breach of this Agreement with all consequences
zakotvenymi v ¢eskych pravnich piedpisech pro provided for in Czech law for the case of failure to
ptipad neplnéni zavazka plynoucich z této smlouvy fulfil obligations under this Agreement. Breach of a
prisluSnou stranou. Porudenim prohld3eni ¢i zaruky representation or a warranty means that the
se mini, Ze toto prohlaSeni nebo zéaruka neni representation or warranty is not true, complete or
pravdiva, uplna nebo spravna. correct.

2) Vztahy neupravené touto smlouvou se fidi zakonem 2) Relationships not covered by this Agreement are
¢. 89/2012 Sb., Obc¢anského zakoniku, ve znéni governed by Act. no. 89/2012 Coll., of the Civil
pozdgjSich predpisa, zédkonem ¢&. 378/2007 Sh., o Code, as amended, Act. no. 378/207 Coll., on
Ié¢ivech, ve znéni pozdgjSich predpisu a vyhlaskou Pharmaceuticals, as amended and Decree
¢. 226/2008 Sh., kterou se stanovi spravna Kklinicka no. 226/2008 Coll., on good clinical practice and
praxe a bliZz8i podminky Kklinického hodnoceni I&¢iv, conditions for clinical studies, as amended.
ve znéni pozdgjSich predpisa.

3) Tato smlouva nabyva platnosti dnem podpisu viemi  3) This Agreement is valid upon its signature by all
smluvnimi stranami. Tato smlouva je zavazna pro Parties. This Agreement shall be binding upon the
smluvni strany, jakoZ i pro jejich pravni nastupce a Parties, their successors and permitted assignees.
odsouhlasené postupniky.

4) Smluvni strany nesmi tuto smlouvu postoupit bez 4) This Agreement may not be assigned or transferred
predchoziho  pisemného  souhlasu  ostatnich by any of the Parties without the prior written
smluvnich stran. consent of the other Parties to this Agreement.

5) Jakékoli vzdani se prava ¢i zdrZeni se jednani 5) Any waiver or forbearance by any Party with

kterékoli smluvni strany v souvislosti s poruSenim

respect to a breach of any provision of this
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nékterého ustanoveni této smlouvy neznamena
vzdani se prava v souvislosti s jakymkoli dalSim
porusenim této smlouvy.

6) Smluvni strany se zavazuji, Ze dodrZzi vSechna
ustanoveni této smlouvy, kterd trvaji déle neZ
platnost smlouvy, i po skonceni tohoto klinického
hodnoceni.

7) S vyjimkou tohoto prohldSeni, spole¢nost PPD a
zadavatel neposkytuji Zadné, at’ piimé ¢i implicitni
zaruky tykajici se tohoto klinického hodnoceni,
studijniho lé¢iva a materidlu ¢i postupu, vcetné
jakychkoli garanci obchodovatelnosti ¢i
pouzitelnosti pro urcité Gcely. S vyjimkou tohoto
prohlaSeni nebude spole¢nost PPD a zadavatel
odpoveédny za jakékoli trestni, nepfimé a jiné Skody
zpisobené v dasledku tohoto klinického hodnoceni
zdravotnickym zatizenim, zkouSejicim nebo treti
osobou.

8) Tato smlouva je vyhotovena ve c¢tyfech
stejnopisech, z nichZz jeden obdrzi poskytovatel,
jeden zkousejici, jeden zadavatel a jeden PPD.

9) Zmeény a doplriky této smlouvy jsou mozné toliko
dohodou, a to pisemnym ocislovanym dodatkem ke
smlouve.

10) V piipad¢é jakychkoli rozport mezi ceskou a
anglickou verzi smlouvy mé prednost ¢eska verze.

11) Smluvni strany souhlasi s uvetejnénim smlouvy
poskytovatelem ve formé schvalené zadavatelem a PPD,
v souladu s platnymi pravnimi predpisy zejména <.
340/2015 Sb., o registru smluv, ve znéni pozdgjSich
predpisu, a dale pokyny a rozhodnutimi Ministerstva
zdravotnictvi Ceské republiky. PPD a zadavatel bere na
védomi, Ze poskytovatel jakoZto statni prispévkova
organizace, je povinna na dotaz tieti osoby poskytnout
informace podle zakona ¢. 106/1999 Sh., o svobodném
ptistupu k informacim, ve znéni pozdgjSich predpisa.

Smluvni strany se dohodly, Ze piilohy A-C, informace
o délce trvani klinického hodnoceni, predpokladany
pocet pacientd, nazev hodnoceného Iléciva, C¢islo
protokolu, osobni Udaje zkouSejiciho a podpisy tvori
obchodni tajemstvi zadavatele podle ust. § 504 zak. ¢.
89/2012 Sh., ob¢anského zakoniku, ve znéni pozdgjSich
predpisu nebudou uvetejnény.

Poskytovatel bude informovat PPD/ zadavatel o vy3e
uvedené povinné publikaci smlouvy prostrednictvim
datové schranky fgsuar6.
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Agreement shall not be deemed to constitute a
waiver with respect to any subsequent breach of any
provision hereof.

6) The Parties agree that they will observe all the
provisions of this Agreement, which last longer than
the term of the Agreement, even after termination of
the Clinical Study.

7) Except as expressly stated herein, PPD and Sponsor
make no warranties, expressed or implied, with
respect to the Clinical Study, the Study Drug or any
materials or processes provided hereunder,
including without limitation any warranties of
merchantability or fitness for a particular purpose.
Except as expressly stated herein, PPD and Sponsor
shall not be liable for any consequential, punitive,
indirect, or other damages suffered by Medical
Facility or Investigator or any others as a result of
the Clinical Study.

8) This Agreement is made in four counterparts, of
which the Medical Facility, the Investigator and
PPD and Sponsor shall receive one.

9) Changes and supplements to this Agreement may be
made only by written numbered amendment hereto.

10

~—

In the case of any discrepancy between the Czech
and the English versions of the Agreement, the
Czech version shall prevail.

11) Parties agree that Medical Facility shall publish this
Agreement in a form approved by Sponsor and PPD in
accordance with applicable law, particularly Act no.
340/2015 Coll., on contract registry, as amended and
further with decision of Ministry of Health of Czech
Republic. PPD and Sponsor undertakes that Medical
Facility as state contributory organisation is obliged to
provide information to a third party request in
accordance with Act no. 106/1999 Coll., on free access
to information, as amended.

Parties agree that Appendixes A-C, information about
term of the Clinical Study, expected number of patients,
name of the Study Drug, Protocol number, personal data
of the Investigator and signature are considered trade
secret of Sponsor in accordance with para 504 of Act.
no 89/2012 Coll., Civil Code as amended, and shall not
be published.

Medical Facility shall inform PPD/Sponsor about the
above mandatory publication via data box no. fgsuar6.
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Toto misto bylo zdmerne ponechano prazdné; podpisy This space has been intentionally left blank; the
smluvnich stran jsou uvedeny na nasledujici strane. signatures of the Parties are on the following page.
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Na dikaz souhlasu se znénim smlouvy p¥ipojuji
smluvni strany své podpisy.

In witness of their consent to this Agreement, the
Parties have signed below.

Sponsor / Zadavatel:

Podpis/Signature: XXXXXXXXXXXXXXXXXXXXXXXXX

Jméno/Name:

Pozice/Title:

Datum/Date:

PPD:

Podpis/Signature: XXXXXXXXXXXXXXXXXXXXXXXXX

Jméno/Name:

Pozice/Title:

Datum/Date;

Poskytovatel/Medical Facility:

Podpis/Signature: XXXXXXXXXXXXXXXXXXXXXXXXX

Jméno/Name:

Pozice/Title:

Datum/Date:

,0,0.0,0,0,0.0,0,0,0.0,0,0,0,0,0,0.0,0,0,0,0,0.0 ¢

D,0,0.0,0,0.0.0,0,0,0.0,.0,0.9,0,0,0,0,0,0.0,0,0.0 ¢

NiZze podepsana XXXXXXXXXXXxX jako zkouSejici
potvrzuje, Ze se fadné seznamil/a se smlouvou a
prislusnou dokumentaci ke klinickému hodnoceni a
zavazuje se zajistit dodrZovani povinnosti z nich
vyplyvajicich. Déle se zavazuje nezvetejiiovat informace
tykajici se predmétného klinického hodnoceni bez
predchoziho pisemného souhlasu zadavatele, zachovavat
micenlivost o vSech poskytnutych informacich,
povaZovat tyto za duvérné a zdrZet se jakéhokoliv jiného
uZiti téchto informaci a vysledka neZ pro Gcely tohoto
klinického hodnoceni. Jako zkouSejici souhlasim s tim,
Ze zadavatel (a popt. i PPD) bude/budou shromaZzd’ovat,
pouZivat, zpracovavat a zverejiiovat mé osobni Udaje,
véetné jména, kvalifikace a zkuSenosti v klinickém
hodnoceni, mé finan¢ni Udaje vztahujici se mimo jiné
k obdrzené odméné a financ¢ni ndhradé a dalSi osobni
Gdaje  kadministrativnim  Géelam v souvislosti
s klinickym hodnocenim a zavazuji se zajistit tento
souhlas i od spoluzkousejici(ho/ch) a ostatnich ¢lent
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By signing below, XXXXXXXXXXXXXXX, as an Investigator
confirms that he/she is duly familiarized with the
Agreement and related documentation for the Clinical
Study and agrees to secure compliance with the
obligations arising therefrom. Further, he/she warrants to
not disclose any information relating to the Clinical
Study without prior written approval from Sponsor,
adhering to confidentiality requirements regarding all
provided information, consider these confidential and
keep from using such information and results other than
for the purpose of the Clinical Study. As an Investigator,
| agree that Sponsor (or potentially PPD) will keep, use
and otherwise handle and disclose my personal
information, including names, qualification, experience
in conducting clinical studies, my financial information
relating to, among others, remuneration and
reimbursements received and other personal information
for administrative purposes connected to the Clinical
Study and | agree to arrange for the same approval from
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studijniho tymu. any sub-investigators and other members of the Study

Team.

Podpis/Signature: XXXXXXXXXXXXXXXXXXXXXXXXX
Datum/Date:
Seznam priloh k této smlouvé: List of exhibits to this Agreement:
Priloha A: Rozpis plateb Exhibit A: Payment Schedule
Ptiloha B: Finanéni formulai (PAF) Exhibit B: Payment Authorization Form
Priloha C: Protikorupéni zasady Exhibit C: Anti-corruption compliance
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Priloha A Exhibit A
Rozpis Plateb Payment Schedule

) 9,0,0,0,0,.0.0,0,0,0.0,0.0,0.0.0.0,0,0.0,.0.0.0.0,.0,0,0.0.0.0,0.9,0.0,0.0.0.0,.0.6,0.0,.0,0.0 0.0.0,0,0,0,0.0,0.0,0,0.0.0,0.0,0.0,0,6,0,0,0,0,0.0,¢,0,
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All fields are mandatory unless indicated otherwise
NB IF_YOU HAVE COMPLETED THIS FORM BEFORE, YOU NEED ONLY COMPLETE IT AGAIN IF ANY OF
YOUR DETAILS HAVE CHANGED

Payee or Investigator Details

Max Chars
Description Payee or Investigator Information for ';!”ﬁ‘jnce
(CTMS Field) (Finance Field) a
Incl. Spaces
Payee Name 80
(in terms of the provisions of the Statement Fakultni nemocnice v Motole
of Agreement):
(To whom should the cheque or transfer be made payable to? )
N.B.  This must be the exact payee as it appears on the bank account
Street Address of Payee . 30
V Uvalu 84
(Address Line 1) (Address 1)
Department Name (if applicable): 30
(Address Line 2) (Address 2)
Room / Floor (if applicable) 30
(Address Line 3) (Address 3)
Other Address Details (if applic.) 30
(Address Line 4) (Address 4)
Country Czech Republ 2
zech Republic
(Country) (Country) ISO Code
State / Province (if Applicable) 2
(State / Province) (State or Province)
Town/City 18
Praha 5
(City) (City or Address 5)
Postal Code 10
150 06
(Zip/Postal Code) (Postal Code)
Contact name for payee 30
if different from above
Telephone 27
XXXXXXKKHKXXKKKHXXXXXXXXXXX
Fax 27
XXXXXXKKHKHXKKKHXXXXXXXXXXX
E-mail 60
XXXXXXKKHKHXKKKHXXXXXXXXXKX
Web page 60
http:/AMmmww.fnmotol.cz
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VAT / Tax Withholding Details

(Please note that payments cannot be made without these fields being completed):

VAT / Sales Tax

Are you VAT / Sales Tax registered? YES

If YES, please provide the following information

VAT number, if known CZ00064203

At what % rate will VAT / Sales Tax be charged? 21%

Tax Withholding

Is PPD required to withhold Tax from Payments? NO

If YES, please provide the following information

Tax ID number, if known

Payment Method required

What is your preferred payment method? Bank Transfer

If Bank Transfer, please complete the following details:

Preferred
IBAN Number XHXXXXXKKKKXKKKHKXXXXKXXXXX
BIC Number XHXXXXXKKKKXKKKHKXXXXKXXXXX
Or

Bank Account Number XXXXHXXXKXXXXXXXXKXXXXXXXX

Sorting Code (For UK only) Branch number
Bank Details
Bank name: Ceska narodni banka
Address:
City Postal Code
Country: Czech Republic Private or Public Bank Account:
(Belgium and France only)
Declaration

| have provided the above details and confirm they are correct:

Investigator/Institutional Signatory XXXXXXXXXXXXXXKXXXXKXKKXXX

Name in print

0.0,9,0,0,0.0.0,0,.0.0.0.0.0.0,0,.0.0,0,0.0,0,0,0.0,¢

Date (dd/mmm/yyyy)
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Piiloha C
Protikorupéni zasady

Exhibit C
Anti-Corruption Compliance

~rwe

nepovoli u¢init, pfimo ani neptimo prostrednictvim treti
strany, jakykoli krok, ktery (i) je podle jakychkoli
zakonu ¢i pravidel nezakonny nebo (ii) by vedl k tomu,
Ze by spole¢nost PPD porusila platné protikorupéni
zakony (spole¢né oznacované jako ,,protikorupéni
zakony*).

Poskytovatel piimo ani nepiimo prostiednictvim tieti
strany neposkytne, nenabidnou ani neptislibi Zzadnému
»Zastupci verejné moci* (podle definice v této priloze)
Zadnou platbu, dar ani jinou cennost s cilem nepatfi¢né
(i) ovlivnit jakékoli oficialni jednani ¢i rozhodnuti
tohoto zastupce veiejné moci nebo (ii) jinak napomoci
spole¢nosti PPD ¢i jeji mistni pobocce nebo dcetiné
spole¢nosti nebo zadavateli ziskat ¢i si udrZet obchodni
¢innost, smérovat obchodni ¢innost na kteroukoliv
osobu nebo ziskat neopravnénou vyhodu.

Poskytovatel nenajme ani jinak nevyuZije zéstupce
Zadné tieti strany v souvislosti s pInénim podle této
smlouvy bez predchoziho pisemného souhlasu
spole¢nosti PPD (ktery muZe spole¢nost PPD podle
svého vyhradniho uvaZeni odepiit). Poskytovatel se
dale zavazuje, Ze bez predchoziho pisemného souhlasu
spole¢nosti PPD (ktery muze spolec¢nost PPD podle
svého vyhradniho uvazeni odeptit) neposkytne jménem
nebo ve prospéch spole¢nosti PPD ¢i jeji mistni
pobocky nebo dcetfiné spole¢nosti Zadné treti strané
Zadné penize, dary ani jiné cennosti.

Poskytovatel prohlasuje, zarucuje se a zavazuje se, Ze
veSkeré platby podle této smlouvy a béhem trvani
klinického hodnoceni budou provedeny jen po
predchozi pisemné dohodé mezi PPD/zadavatelem a
poskytovatelem a vyluéné pro pokryti primétenych
nakladi  poskytovatele na klinické hodnoceni.
Poskytovatel se dale zavazuje, Ze Zadny ,zastupce
vefejné moci“ nema ani nebude mit ptimo ani neptimo

osobni  prospéch z odmeény, kterou  spole¢nost
PPD/zadavatel podle této smlouvy poskytovateli
zaplati.

Poskytovatel prohlaSuje a zadavatel a PPD berou na
vedomi, Ze reditel poskytovatele, pan JUDr. Ing.
Miloslav Ludvik, MBA, je ¢lenem politické strany CSSD
a toho casu vykonava funkci ministra zdravotnictvi
Ceské republiky. PPD a poskytovatel prohlauji, ze
jakakoliv platba podle této smlouvy ve prospéch
poskytovatele pokryvd néklady poskytovatele za
provadeni klinického hodnoceni a PPD a poskytovatel
zarucuji, 7e budou konat v prisném dodrZovani
platnych protikorupchich poZzadavek.

Medical Facility agrees that they shall neither undertake,
nor cause, nor permit to be undertaken, directly or
indirectly through any third party, any activity which (i)
is illegal under any laws, rules, or (ii) would have the
effect of causing PPD to be in violation of any applicable
anti-corruption laws (collectively, “the Anti-Corruption
Laws”).

Medical Facility shall not, directly or indirectly through
any third party, give, offer, or promise any payment, gift,
or other thing of value to any individual “government
official” (as defined herein), in order to improperly (i)
influence any official act or decision of such government
official, or (ii) otherwise assist PPD, or PPD local
affiliate, or the Sponsor, in obtaining or retaining
business, in directing business to any person, or in
securing an improper advantage.

Medical Facility shall not engage or otherwise use any
third party agents in connection with its performance
hereunder without the PPD’s advance written approval
(which may be withheld by PPD in its sole discretion).
Medical Facility further agrees that no payments of
money, gifts or other things of value shall be made to any
such third parties on behalf of or for the benefit of PPD,
or PPD local affiliate, without PPD’s advance written
approval (which may be withheld by PPD in its sole
discretion).

Medical Facility represents, warrants and covenants that
every payment under this Agreement and during the term
of the Clinical Study shall be done only upon prior
written agreement between PPD/Sponsor and the Medical
Facility for the sole purpose to cover the reasonable costs
of the Clinical Study at the Medical Facility. The Medical
Facility further covenants that no “government official”
is deriving or will derive any personal benefit, directly or
indirectly, from compensation paid by PPD/Sponsor to
Medical Facility.

Medical Facility declares and Sponsor and PPD
acknowledge that Medical Facility director, JUDr. Ing.
Miloslav Ludvik, MBA is a member of political party
CSSD and currently serves as Minister of Health of
Czech Republic. PPD and the Medical Facility hereby
state, that any payment under this Agreement to the
favour of the Medical Facility shall cover the costs of the
performance of the Medical Facility to carry out the
Clinical Study and PPD and Medical Facility warrant,
they act in strict comprehension with the applicable anti-
bribery and anti-corruption requirements
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Pokud poskytovatel kterékoli prohld3eni, zaruku ¢i
zdvazek uvedeny vtéto priloze C porusi, potom: (i)
spole¢nost PPD/zadavatel bude mit okamZité pravo tuto
smlouvu davodné vypoveédét a uplatnit veSkera dalSi
napravna opatieni, jez ma podle zakona k dispozici, a
(i) zrusi se veSkeré zavazky spole¢nosti PPD/zadavatel
uhradit poskytovateli odmeénu za sluzby poskytnuté
podle této smlouvy.

Poskytovatel bude spole¢nost PPD a zadavatele (a jeji
vedouci pracovniky, feditele, zaméstnance, zastupce,
pobocky a dcefiné spole¢nosti) chranit, odSkodni ji a
zajisti, aby neutrpéla Zadny postih, ztratu a nevznikly ji
Zadné zadvazky ani vydaje vdasledku porudeni
kterychkoli povinnosti ze strany poskytovatele podle
této ptilohy C. Na povinnost odSkodnit spole¢nost PPD
a/nebo zadavatele podle této piilohy C za poruseni
protikorupéniho zakona se nevztahuje omezeni
odpovédnosti stanovené v ¢lanku X této smlouvy.

Pro Ucely této piilohy C se terminem ,,zastupce verejné
moci“ rozumi (i) jakykoli vedouci pracovnik,
zamgstnanec nebo jind osoba jednajici z moci svého
postaveni za vladu nebo kterékoli ministerstvo nebo
stdtni urad nebo jejich jménem ¢&i jako jejich
prostrednik,  (ii)  jakykoli  vedouci  pracovnik,
zamgstnanec nebo jind osoba jednajici oficidlné za
nékterou veiejnou mezindrodni organizaci (jako je
Organizace spojenych narodi, Svétova banka nebo
Svétova zdravotnicka organizace) ¢i jejim jménem, (iii)
jakakoli politicka strana ¢i jeji funkcionat nebo jakykoli
kandidat na politicky Orad a (iv) kterykoli rodinny
prislusnik nebo zéstupce jakychkoli osob uvedenych
vyse.

If Medical Facility breaches any of the representations,
warranties or covenants set forth in this Exhibit C, then:
(i) PPD/Sponsor shall have the immediate right to
terminate this Agreement for cause and the right to
exercise any other remedies available at law; and (ii) all
obligations of PPD/Sponsor to compensate Medical
Facility for services provided under this Agreement shall
cease.

Medical Facility shall defend, indemnify and hold PPD
and the Sponsor (and its officers, directors, employees,
agents and affiliates) harmless from any penalties, losses,
liabilities and expenses incurred by PPD and/or Sponsor
as a result of Medical Facility’s breach of any of its
obligations under this Exhibit C. The obligation to
indemnify PPD and/or Sponsor under this Exhibit C for
violations of an Anti-Corruption Law shall not be subject
to the limitation of liability set out in Article IX. of the
Agreement.

For the purpose of this Exhibit C, the term “government
official” means (i) any officer, employee or other person
acting in an official capacity for or on behalf of a
government or any department, agency or instrumentality
thereof, (ii) any officer, employee or other person acting
in an official capacity for or on behalf of a public
international organization (such as the United Nations,
World Bank, or World Health Organization), (iii) any
political party or official thereof or any candidate for
political office, and (iv) any family members or
representatives of any of the individuals listed above.
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