THIS AGREEMENT is made by and between

Q) PAREXEL International (IRL) Limited
70 Sir John Rogerson's Quay
Dublin 2
Ireland
(Company number 541507)
Tax iden number: : IE 3249971HH

hereinafter CRO

and
(2 Masaryktiv onkologicky tstav
Zluty kopec 7
656 53 Brno
Czech republic
IN: 00209805

VAT: CZ00209805

Represented by prof. MUDr. Jan Zaloudik, CSc.., director
(hereinafter Institution)
and

(3) MUDr. Jiti Tomasek, Ph.D.
Czech Republic

(hereinafter Investigator)
regarding

Protocol No:
(“the Protocol”)

A Phase 111 Study of BBI-608 in combination with 5-
Fluorouracil, Leucovorin, Irinotecan (FOLFIRI) in
Adult Patients with Previously Treated Metastatic
Colorectal Cancer (CRC).

(“the Study™)

(hereinafter Study Drug)
of
SPONSOR:
BOSTON BIOMEDICAL, INC.

at 640 Memorial Drive, Cambridge, MA 02139
hereinafter SPONSOR

TATO SMLOUVA se uzavira mezi

@ PAREXEL International (IRL) Limited.
70 Sir John Rogerson’s Quay
Dublin 2
Irsko
IC: 541507
DIC: IE 3249971HH

dale jen ,,CRO*,

A

(2 Masarykiiv onkologicky ustav
Zluty kopec 7
656 53 Brno
Ceska republika

IC: 00209805
DIC: CZ00209805

zastoupeny prof. MUDr. Janem Zaloudikem, CSc., feditelem
dale jen ,,poskytovatel zdravotnich sluzeb* a
a

3 MUDr. Jifi Tomasek, Ph.D.
Ceska republika

(dale jen zkousSejici)
Tykajici se
Protokol &islo (“the Protocol”)

Klinicka studie faze III hodnotici BBI-608 v kombinaci s
5-fluorouracilem, leukovorinem a irinotecanem
(FOLFIRI) u dospélych pacientii s dFive lééenym
metastatickym kolorektalnim karcinomem.

(dale jen ,klinické hodnoceni™)

(dale jen ,,hodnocené 1é¢ivo” nebo ,,hodnoceny lécivy
pripravek)

ZADAVATEL:
BOSTON BIOMEDICAL, INC.
at 640 Memorial Drive, Cambridge, MA 02139
hereinafter SPONSOR
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WHEREAS, SPONSOR is the sponsor of the
multi-center/multi-centre Study to clinically evaluate the
Study Drug and CRO (or its Affiliate) has been retained by
SPONSOR (under a separate written agreement) to act as
SPONSOR’s representative in managing the Study for
SPONSOR;

WHEREAS Institution and Investigator shall fully
cooperate with CRO and shall permit CRO to perform any
and all of the SPONSOR’s Study obligations and to
exercise any and all of SPONSOR’s Study rights as has
been delegated by SPONSOR to CRO.

WHEREAS, Investigator is an employee of
Institution;

WHEREAS, Institution and Investigator each
desires to participate in the Study as described in this
Agreement; and

WHEREAS, this Agreement explains the
obligations of Institution and Investigator, and the
obligations of CRO with respect to the performance of the
Study.

VZHLEDEM K TOMU, ZE ZADAVATEL je
sponzorem multicentrického klinického hodnoceni
zaméefeného na klinické posouzeni studijniho 1é¢iva a CRO
(nebo jeho sesterska spolecnost) uzaviela se
ZADAVATELem samostatnou pisemnou smlouvu, na
jejimz zakladé byla povérena zastupovanim
ZADAVATELe piti vedeni klinického hodnoceni;

VZHLEDEM K TOMU, ze poskytovatel zdravotnich
sluzeb a zkousejici se zavazuji izce spolupracovat s CRO,
umoznit CRO plnit vS§echny své povinnosti a vyuzivat sva
prava, ktera ZADAVATEL CRO svéril.

VZHLEDEM K TOMU, ZE zkousejici je
zaméstnancem poskytovatele zdravotnich sluzeb;

VZHLEDEM K TOMU, ZE poskytovatel
zdravotnich sluzeb a zkousSejici maji zajem zacastnit se
klinického hodnoceni popsaného v této smlouve; a

VZHLEDEM K TOMU, ze tato smlouva popisuje
povinnosti poskytovatele zdravotnich sluzeb a zkousejiciho
a povinnosti CRO v souvislosti s provadénim tohoto
klinického hodnoceni.

1. DEFINITIONS

Definitions for terms used in this Agreement are in
Exhibit B

1. DEFINICE

Definice pojmil pouzivanych v této smlouve jsou uvedeny v
Ptiloze B.

2. CONDUCT OF THE STUDY

2.1 Institution agrees to allow Investigator and other
Study Personnel to conduct the Study at Institution, and
declares that Investigator and other Study Personnel are
employed by Institution.

2.2 Investigator agrees to conduct the Study at
Institution and -declares that he/she is employed by
Institution. Investigator shall personally supervise the
conduct of the Study by the Study Personnel to the full
extent contemplated by the Protocol and by Applicable
Law.

2.3 Investigator and Institution acknowledge that
SPONSOR is the sponsor of the Study, and is therefore the
holder of rights and obligations arising from the laws and
from this Agreement in relation to the Study and the
investigational Study Drug.

In addition to the foregoing, Investigator and Institution
agree that CRO may disclose any and all Information

2. PROVADENI KLINICKEHO HODNOCENI

2.1. Poskytovatel zdravotnich sluzeb se zavazuje povolit
zkouSejicimu a ostatnim clenim tymu provadéjiciho
klinické hodnoceni, provést klinické hodnoceni ve
zdravotnickém zafizeni poskytovatele zdravotnich sluzeb a

prohlasuje, Ze =zkouSejici a ostatni ¢lenové tymu
provadégjiciho  klinické hodnoceni jsou zaméstnanci

poskytovatele zdravotnich sluzeb.

2.2. Zkousejici souhlasi s provedenim klinického hodnoceni
ve zdravotnickém zafizeni poskytovatele zdravotnich
sluzeb a prohlasuje, Zze je zaméstnancem poskytovatele
zdravotnich sluzeb. Zkousejici je povinen osobné dohliZet
nad provadénim klinického hodnoceni ostatnimi ¢leny tymu
provadégjiciho klinické hodnoceni, a to v mife stanovené
protokolem a platnymi zakony.

2.3.Zkousejici a poskytovatel zdravotnich sluzeb berou na
védomi, ze ZADAVATEL je ZADAVATELEM klinického
hodnoceni a z toho divodu je nositelem prav a povinnosti
vyplyvajicich z pravnich pfedpisii a této smlouvy ve vztahu
ke klinickému hodnoceni a hodnocenému lécivému
ptipravku. Kromé shora uvedeného, souhlasi zkousejici a
poskytovatel zdravotnich sluzeb s tim, ze CRO muze
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and/or documents relating to this Agreement, and/or
relating to Investigator’s and Institution’s participation in
the Study (including without limitation any Reports or
other documents or materials provided by Investigator or
Institution to CRO hereunder), to SPONSOR to the extent
where allowed by law .. All references to SPONSOR
herein (whether in the context of delivery of Information,
submission of applications, financial terms, or anything
else) derive from SPONSOR’s status as such, and
Investigator and Institution agree to all such instances.
Investigator and Institution will fully cooperate with CRO’s
requests relating to SPONSOR.

24 Institution and Investigator specifically agree to
conduct the Study in a diligent, efficient, and skilful manner,
in strict compliance with the terms and conditions of this
Agreement, the  Protocol including  subsequent
amendments, any specific Study Instructions, Applicable
Law, all requirements of the Institution or facility, and any
other professional standards applicable to their professional
industries and fields. Neither Institution nor Investigator
nor any Study Personnel shall endeavor to commit any
negligent acts or any willful misconduct in connection with
the Study. Neither Institution nor Investigator nor any
Study Personnel shall make any unauthorized warranties to
any person (including Subjects) concerning the product
being tested in the Study. Institution and Investigator
accept responsibility for the acts and omissions of all Study
Personnel in the Study.

25 The Investigator shall Fully Cooperate with CRO
by responding to time sensitive queries generated from
CRO/Sponsor, within a timeframe of two (2) business days,
throughout the duration of the study.

The Investigator shall Fully Cooperate with CRO and
provide the recruited patients’ current study medication
dosing information to the CRO, every 2 weeks, throughout
the duration of the study.

2.6 The Principal Investigator agrees to send the
SPONSOR an email indicating that all completed
Screening eCRFs (identified in the Pre-Randomisation
Eligibility Verification Process) have been entered into the
EDC system for each potentially eligible patient prior to
randomisation. The SPONSOR will review the Screening
eCRFs and may ask for additional information regarding
any of the eligibility criteria. Any additional information

ZADAVATELI v rozsahu, ve kterém to umoznuji pravni
predpisy, piedavat jakoukoli informaci a/nebo dokumenty
tykajici se této smlouvy a/nebo ucasti zkousejiciho C¢i
poskytovatele zdravotnich sluZzeb v klinickém hodnoceni
(v€etné, mimo jiné vSech hlaseni, jinych dokument nebo
materiald, které zkousejici a/nebo poskytovatel zdravotnich
sluzeb na zaklad¢ této smlouvy poskytli CRO). Veskeré
odkazy na ZADAVATELE v této smlouvé (jak v
souvislosti s piedavanim informaci, podavanim zadosti,
finan¢nimi podminkami ¢i jinak) tak vychazi ze shora
uvedeného statutu ZADAVATELE a zkouSejici a
poskytovatel zdravotnich sluzeb toto berou na védomi.
ZkouSejici a poskytovatel zdravotnich sluzeb se zavazuji
poskytnout CRO veSkerou soucinnost v souvislosti s
pozadavky tykajicich se ZADAVATELE.

2.4.Poskytovatel zdravotnich sluzeb a zkousejici se dale
vyslovné zavazuji provadét klinické hodnoceni odbornym,
u¢innym a faddnym zplsobem, v pfisném souladu s
ustanovenim této smlouvy, protokolu, vcetné vSech jeho
budoucich dodatkd, konkrétnich pokyni pro provadéni
klinického hodnoceni, planymi zdkony a vSemi ostatnimi
profesnimi pfedpisy a normami, které se vztahuji na
poskytovatel zdravotnich sluzeb a odbornosti, ve kterych
provadi svou cinnost. Poskytovatel zdravotnich sluzeb,
zkousejici a ¢lenové tymu provadéjiciho klinické hodnoceni
Se vynasnaZi , aby se v souvislosti s klinickym hodnocenim
nedopustili  nedbalosti nebo Umyslného pochybeni.
Poskytovatel zdravotnich sluzeb, zkousejici ani zadny ¢len
tymu provadéjiciho klinické hodnoceni nesmi zadné osobé
(vCetné¢  subjektd  hodnoceni) poskytnout jakékoli
neopravnéné zaruky tykajici se produktu, ktery je v ramci
klinického hodnoceni testovan. Poskytovatel zdravotnich
sluzeb a zkousSejici pfijimaji odpovédnost za ¢iny a
opomenuti vSech clent tymu, ktery provadi klinické
hodnoceni.

2.5 Zkousejici se zavazuje poskytnout CRO plnou
souéinnost tim, Ze bude véas odpovidat na dotazy
CRO/zadavatele, a to do dvou (2) pracovnich dnti od jejich
obdrZeni.

Zkousejici je povinen poskytnout CRO plnou souc¢innost a
poskytovat CRO informace o vSech 1é¢ivech, ktera pacienti
zatazeni do klinického hodnoceni uzivaji, a to kazdé 2
tydny a po celou dobu trvani klinického hodnoceni.

2.6 Hlavni zkousejici se zavazuje poslat ZADAVATELI e-
mail ve kterém musi byt uvedeno, Ze vSechny vyplnéné
zaznamy pacienti ze skriningu (€CRF) (v souladu s
procesem piedrandomizaéniho ovétovani zptisobilosti
pacientt) byly fadné zadany do systému EDC, a to pro
vSechny potencialné zptsobilé pacienty pied jejich
randomizaci. ZADAVATEL piezkouma zaznamy pacientti
ze skriningu (eCRF) a v ptipadé potieby mize pozadat 0
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should be supplied to the SPONSOR in a timely manner.
Only after receipt of SPONSOR’s email approval may the
Principal Investigator proceed with randomising a patient
to the study.

27 CRO shall obtain the written approval of the
appropriate Ethics Committee (EC) prior to commencement
of the Study and will furnish Investigator with the EC’s
letter of approval.

2.8 If required by Applicable Law, CRO shall make
the necessary submissions or notifications to the regulatory
authorities. The Study may not commence until the
Investigator has been informed by CRO that such
authorization has been granted.

2.9 Investigator shall, prior to a Subject’s participation
in the Study, obtain the Subject's written informed consent
to participate in the Study. Each Subject’s written informed
consent shall be in a form that is in accordance with the
Protocol.

2.10 Investigator shall enroll the number of duly
qualified (according to the Protocol) Subjects for the Study
as set forth in Exhibit A and shall do so according to the
timetable set forth inExhibit A. Notwithstanding the
foregoing, Investigator agrees that SPONSOR or CRO may
unilaterally revise the number of Subjects that Investigator
shall enroll, and/or the timeframe for such enrollment, via
Study Instructions at any time.

2.11  Institution and Investigator shall (a) keep a detailed
and written inventory of all clinical supplies, equipment
and Study Drug provided by SPONSOR or CRO and shall
store such materials according to the Protocol or Study
Instructions and (b) on expenses of the Sponsor retain all
necessary Subject records and/or documents whether
electronic, paper, or in any other form relating to the Study
for fifteen (15) years after the end or the premature
termination of the Study. on the expenses of the
SPONSOR.

CRO declares that Sponsor or the Sponsor’s designee shall
ensure appropriate and timely supply of the Study Drug
necessary for the performance of the Study.

dalsi informace ohledné jakychkoli kritérii, na jejichz
zakladé byla zpusobilost pacientt posuzovana. Veskeré
doplnujici informace musi byt ZADAVATELI poskytovany
véas. Hlavni zkousejici smi randomizovat pacienta do
klinického hodnoceni az poté, co od ZADAVATELE
obdrzi e-mail se souhlasnym stanoviskem.

2.7.-CRO je povinna pted zahdjenim klinického hodnoceni
ziskat pisemny souhlas piislusné etické komise a predat
schvalovaci dopis etické komise zkouSejicimu.

2.8. CRO se zavazuje provadét veskera nezbytna podani
nebo ozndmeni regula¢nim ufadim, v souladu s platnymi
zdkony. Klinické hodnoceni nesmi byt zahdjeno, dokud
CRO zkousejiciho neinformuje, ze potiebna povoleni byla
ziskana.

2.9.Pfed zarazenim subjektu hodnoceni do klinického
hodnoceni, je zkouSejici povinen =ziskat pisemny
informovany souhlas subjektu hodnoceni s jeho tcasti v
klinickém hodnoceni.  Pisemny informovany souhlas
kazdého jednotlivého subjektu hodnoceni musi byt ziskan,
zdokumentovan a uchovavan v souladu s ustanovenim
protokolu.

2.10.Zkousejici se zavazuje do klinického hodnoceni
zafadit fadné zpusobilé¢ subjekty hodnoceni (v souladu s
ustanovenim protokolu), a to podle ustanoveni Ptilohy A a
zavazuje se tento nabor provést v souladu s ¢asovym
harmonogramem uvedenym v V Piiloze ABez ohledu na
vyse uvedené zkousejici souhlasi, ze ZADAVATEL a CRO
mohou jednostranné kdykoli zménit pocet subjektd
hodnoceni, které zkousejici do klinického hodnoceni mtze
zafadit a/nebo casovy harmonogram naboru, a to
prostfednictvim vydani pfislusného pokynu ke klinickému
hodnoceni.

2.11.Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji: (a) vést podrobnou pisemnou evidenci vSech
dodavek klinickych materialli, vybaveni a studijniho 1éciva
poskytnutého ZADAVATELEM nebo CRO a zajistit jejich
uskladnéni v souladu s ustanovenim protokolu a pokynii ke
klinickému hodnoceni; a (b) uchovavat na naklady
ZADAVATELE veskerou dokumentaci ke klinickému
hodnoceni, vcéetn¢ informovanych souhlast, dalSich
dokumentt tykajicich se subjektt klinického hodnoceni
a/nebo dokumentt v elektronické, papirové ¢i jiné podobé,
které se tykaji klinického hodnoceni po dobu patnacti (15)
let od fadného nebo piedcasného ukonceni klinického
hodnoceni.

CRO prohlasuje, ze ZADAVATEL nebo jim urceny
zastupce zajisti fadné a vcasné dodavky studijniho 1é¢iva
nutné pro fadné provedeni klinického hodnoceni.
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The Study Drug BBI608 together with -comparator
(FOLFIRI, tj. 5-fluorouracil, leukovorin, irinotekan shall be
supplied, free of charge, to Institution’s pharmacy.
Institution hereby undertakes to ensure that the Study Drug
be stored separately from other medication in the
pharmacy, and its preparation, inspecting, preserving and
dispensing (hereinafter only “Study Drug Handling”) be
performed in compliance with Protocol and Study
Instructions, and the Applicable Law, as well as the terms
and conditions stipulated by LEK-12 Directive issued by
State Institute for Drug Control.

Institution shall appoint agent/agents meeting professional
gualification criteria for the medical position of a
pharmacist or pharmaceutical assistant pursuant to
Applicable law, who shall be responsible for Study Drug
Handling and keeping full records thereon. Immediately
after appointing such agent, Institution shall notify CRO in
writing of the name and surname of the appointee(s) along
with the appropriate contact details, if applicable.

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

The Study Drugs are to be supplied exclusively to the
Pharmacy of the Institution, on working days between 7:00
and 15:30. Study Drugs shall be clearly identified and sent
to the attention of the employee of the Institution
responsible for pharmaceutical part of the Study.

Liquidation of opened and unused Study Drugs shall be
ensured by the Institution, immediately after preparing the
Study Drug dosing. Other unused Study Drugs shall be
returned to the SPONSOR upon Study termination.

The Institution hereby undertakes to perform/ensure safe
liquidation/disposal of unused Study Drug (as hazardous
waste) in accordance with the Applicable Law,

The parties have agreed that the medicinal product
containing the active substance Paclitaxel shall be supplied
by the SPONSOR or Sponsor’s designee.

2.12  Institution and Investigator agree that they are not
presently under any agreement or obligation which

Studijni 1é¢ivo BBI608 spolu s komparatory (FOLFIRI, tj.
5-fluorouracil, leukovorin, irinotekan) bude zdarma
dodavano do lékarny poskytovatele zdravotnich sluzeb.
Poskytovatel zdravotnich sluzeb se timto zavazuje zajistit
uskladnéni studijniho 1éCiva oddélené od ostatnich 1éciv v
1ékarn¢ a provadét pripravu, kontrolu a distribuci Studijniho
1é¢iva (dale jen "Manipulace se Studijnim lécivem") v
souladu s ustanovenim protokolu, pokynll pro provadéni
klinického hodnoceni, platnych zdkoni a v souladu se
vSemi ustanovenimi a podminkami Smérnice LEK-12
Statniho ustavu pro kontrolu 16¢iv (SUKL).

Poskytovatel zdravotnich sluzeb se zavazuje jmenovat
jednoho nebo vice zéstupcil, ktefi spliuji kvalifikacni
pozadavky na vykon povolani farmaceuta nebo
farmaceutického asistenta ve smyslu ustanoveni platnych
zakoni. Tito zastupci budou odpoveédni za manipulaci se
studijnim 1é¢ivem a za vedeni souvisejicich zaznaml a
dokumentace. Ihned po  jmenovani  tohoto
zastupce/zastupcu, oznami poskytovatel zdravotnich sluzeb
CRO pisemné¢ jméno a pifijmeni poveéfené osoby
(povéfenych osob), spolu s pfislusnymi kontaktnimi
informacemi.

Zkousejici se zavazuje odebirat studijni 1é¢ivo z 1ékarny
poskytovatele zdravotnich sluzeb v souladu s protokolem, a
to v davkovani pottebném pro kazdou jednotlivou navstévu
subjektu hodnoceni.

Studijni 16¢ivo bude dodavano vyhradné do Ustavni 1ékarny
poskytovatele zdravotnich sluzeb, a to v pracovni dny
vdobé od 7:00 do 15:30 hod. Studijni lécivo bude
jednoznaéné identifikovano a adresovano zaméstnanci
poskytovatele zdravotnich sluzeb odpovédnému za
farmaceutickou ¢ast klinického hodnoceni.

Likvidaci nacatych a nespotfebovanych hodnocenych
1é¢ivych ptipravkil zajisti poskytovatel zdravotnich sluzeb,
a to ihned po pfipravé ¢i Gpravé hodnoceného lécivého
pripravku. Ostatni nespotifebované hodnocené 1éCivé
piipravky budou vraceny ZADAVATELI po skonceni
klinického hodnoceni.

Poskytovatel zdravotnich sluzeb se zavazuje provést/zajistit
bezpecnou likvidaci nevyuzitého studijniho 1éciva (jako
nebezpeény odpad) v souladu s ustanovenim platnych
zakontl.

Smluvni strany se dohodly, Ze 1éCivy piipravek s i¢innou

latkou paklitaxel dodd ZADAVATEL nebo jim urceny
zastupce

2.12 Poskytovatel zdravotnich sluzeb a zkousejici
prohlasuji, Ze nemaji v soucasné dobé uzavienou zadnou
smlouvu ¢i zavazek, kterd by mohly negativné ovlivnit
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conflicts with the duties and obligations owed to
SPONSOR or CRO under this Agreement, and further
agree not to undertake any such obligation or agreement
during the course of the Study.

The Investigator undertakes to do his utmost to ensure that
none of the members of the team performing the clinical
trial will have executed during the conduct of the clinical
trial any contract or obligation that could conflict with the
duties and obligations to the SPONSOR or CRO under this
Agreement.

2.13 Institution and Investigator hereby acknowledge
and agree that each has received sufficient Information
regarding their respective participation in the Study. In
addition, Investigator further is responsible i) that he/she
has distributed all relevant Information to the Study
Personnel who have a need to know such Information in
order to perform their assigned tasks on the Study, and (ii)
that he/she, and all Study Personnel (as applicable), has
read and understands such Information.

2.14  Institution shall, throughout the duration of the
Study, provide, keep available to the Study Personnel and
maintain all necessary Resources for the adequate
performance of the Study. Investigator shall, throughout the
duration of the Study, ensure that adequate Study Personnel
are available to complete the Study. Institution and
Investigator shall inform CRO promptly in writing
(including by email) about all changes impacting the
Resources and/or the Study Personnel.

2.15 The Protocol, including any amendments
thereto, constitutes a part of this Agreement by reference. In
case of any inconsistency between this Agreement and the
Protocol, the Protocol shall take precedence on matters of
medicine, science and conduct of the Study; otherwise the
terms of this Agreement shall prevail.

2.16  Institution and Investigator agree to reimburse
SPONSOR, and CRO, as applicable, for damages arising
out of Institution’s and/or Investigator’s breach of this
Agreement.

2.17  Institution and Investigator agree that if any Study
Personnel is a government employee, official and/or
performing a governmental function, such relationship may
be disclosed to the SPONSOR; at the same time, the

plnéni povinnosti viici ZADAVATELI nebo CRO, na
zaklad¢ této smlouvy a soucasné se zavazuji po celou dobu
prabéhu klinického hodnoceni zadnou takovou smlouvu
neuzaviit ani zddny takovy zavazek neptfijmout. ZkousSejici
se zavazuje vyvinout maximalni usili smétujici k zajisténi,
ze Zadny z ¢lentl tymu provadéjiciho klinické hodnoceni
nebude mit v pribéhu provadéni klinického hodnoceni
uzavienou zadnou smlouvu ani zévazek, které by mohly
negativné ovlivnit plnéni povinnosti viici ZADAVATELI
nebo CRO.

2.13.Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi a stvrzuji, ze jim byly poskytnuty dostate¢né
informace o jejich ptipadné ucasti na klinickém hodnoceni.
Zkousejici dale:odpovida (i) za ptedani vSech relevantnich
informaci v§em ¢lenlim tymu provadéjiciho klinické
hodnocent, ktefi tyto informace potfebuji k fadnému plnéni
svych povinnosti v ramci klinického hodnocenti; a (ii) za to,
Ze si vSichni Clenové tymu provadéjiciho klinické
hodnoceni tyto informace piecetli a porozuméli jim.

2.14. Poskytovatel zdravotnich sluzeb se zavazuje po celou
dobu trvani klinického hodnoceni mit k dispozici vSechny
nezbytné pomtcky a zdroje pro fadné provedeni klinického
hodnoceni a poskytnout je ¢lentim tymu, ktery klinické
hodnoceni provadi. Zkousejici je povinen zajistit a celou
dobu trvani klinického hodnoceni mit k dispozici
dostate¢ny pocet ¢lent studijniho tymu pro fadné
dokonceni klinického hodnoceni. Poskytovatel
zdravotnich sluzeb a zkousSejici jsou povinni neprodlené
pisemné informovat CRO (a soucasn¢ tuto informaci
odeslat elektronickou postou) o vSech zménach, které maji
vliv na dostupnost zdrojti a/nebo ¢lenti tymu provadéjiciho
klinické hodnoceni.

2.15. Protokol, v¢etné jeho zmén a dodatkd, tvofi soucast
této smlouvy. V pripadé jakéhokoli rozporu ¢i nesouladu
mezi ustanovenim této smlouvy a protokolu, plati
ustanoveni protokolu ve vécech tykajicich se zdravotnictvi,
veédeckého vyzkumu a provadeni klinického hodnoceni. V
ostatnich pripadech plati ustanoveni smlouvy.

2.16. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji nahradit ZADAVATELI a CRO skodu, ktera jim
vznikne v disledku poruseni ustanoveni této smlouvy ze
strany poskytovatele zdravotnich sluzeb a/nebo
zkousejiciho.

2.17. Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi a souhlasi s tim, Ze pokud je néktery z ¢lenti tymu
provadéjiciho klinické hodnoceni statnim zaméstnancem,
ufednikem a/nebo zastava jakoukoli funkci v organech
statni spravy, muze byt tato informace pfedana
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Institution and the Investigator acknowledge and agree that
information about any remuneration obtained by such
person in connection with the conduct of the clinical trial
may be disclosed to the Institution.

2.18 Institution and Investigator declare that neither
they, and ner any Study Personnel are officials, agents, or
representatives of any government or political party or
international organization where they may be in positions
of authority to be able to improperly help CRO or
SPONSOR obtain a business advantage. Institution and
Investigator further declare ——that they—shall make no
payment, either directly or indirectly, of ary—money or
other consideration (hereinafter Payment), to government
or political party officials, officials of international
organizations, candidates for public office, or
representatives of other businesses or persons acting on
behalf of any of the foregoing (hereinafter collectively
Officials) where such Payment would constitute violation
of any law, including the U.S. Foreign Corrupt Practices
Act. In no event shall Institution or Investigator make any
Payment either directly or indirectly to Officials if such
Payment is for the purpose of influencing decisions or
actions with respect to the subject matter of this Agreement
or any other aspect of CRO’s or SPONSOR’s business.
Institution and Investigator shall report any violation of this
warranty promptly to CRO and agree to respond to any
CRO inquiries about any potential violations and make
appropriate records available to CRO or SPONSOR upon
request. At any time upon the request of CRO, Institution
and Investigator agree to promptly certify in writing their
ongoing compliance (and the compliance of all other Study
Personnel) with the warranties contained in this Section
2.16.

ZADAVATELI a soucasné berou na védomi a souhlasi s
tim, Ze informace o veSkerych odménach, které takova
osoba ziska v souvislosti s provadénim klinického
hodnoceni, mohou byt pfedany poskytovateli zdravotnich
sluzeb .

2.18. Poskytovatel zdravotnich sluzeb a zkousejici
prohlasuje, Ze poskytovatel zdravotnich sluzeb, ani
zkousejici a ma za to, ze ani jakykoli jiny ¢len tymu
provadéjiciho klinické hodnoceni nejsou ttfedniky, zastupci
¢i predstaviteli organt statni spravy, politickych stran ¢i
mezinarodnich organizaci, ve kterych by mohli mit
pravomoc nezakonné pomahat CRO a ZADAVATELI k
ziskani konkurenénich vyhod. Poskytovatel zdravotnich
sluzeb a zkousejici dale prohlasuji, ze pfimo ¢i nepfimo
nevyplati zadnou finanéni ¢i jinou odménu (dale jen
"vyplata") statnim Gfednikiim, ptedstaviteliim politickych
stran, predstavitelim zahrani¢nich organizaci, kandidatim
na politické funkce, predstavitelim jinych firem ¢i osobam
jednajicim ve jménu shora uvedenych organt (dale jen v
textu souhrnné oznacovani jako "ufednici™), pokud by
takova vyplata byla v rozporu s platnymi zakony, v¢etné
mimo jiné Zakona USA o korupénich praktikach v
zahrani¢i. Poskytovatel zdravotnich sluzeb , zkouSejici
nesmi v zadném piipad¢ pfimo €i nepiimo vyplatit zadnou
finan¢ni ¢i nefinanéni odménu zadnému ufednikovi, pokud
je smyslem vyplaty této odmény ovlivnéni rozhodnuti nebo
poskytnuti jakéhokoli jiného plnéni v souvislosti s
predmétem této smlouvy nebo v souvislosti s jakymkoli
aspektem podnikani CRO nebo ZADAVATELE.
Poskytovatel zdravotnich sluzeb a zkousejici se zavazuji
neprodlené informovat CRO o ptipadném poruseni shora
uvedenych ustanoveni a rovnéz se zavazuji fadné odpovidat
na jakékoli dotazy CRO ohledné piipadného poruSeni shora
uvedenych ustanoveni a zptistupnit CRO a/nebo
ZADAVATELI na jejich zadost pfislusné zaznamy. Na
zakladé zadosti CRO se poskytovatel zdravotnich sluzeb a
zkousejici zavazuji neprodlené pisemné potvrdit, Ze stale
dodrzuji (a téz ze vsichni ¢lenové tymu provadéjiciho
klinické hodnoceni dodrzuji) vSechny zaruky a ustanoveni
tohoto Clanku 2.16.

3. REPORTS, MONITORING AND
COOPERATION

31 Investigator shall submit to CRO completed eCRFs
or CRFs resulting from the Study within a reasonable time
period (5 working days) and in accordance with any Study
Instructions. Investigator warrant that all eCRFs or CRFs
submitted to CRO are true, complete, correct and
accurately reflect the results of the Study. Institution and
Investigator shall also provide CRO with copies of all

3. HLASENI, MONITORING A SPOLUPRACE

3.1.ZkousSejici se zavazuje predat CRO vyplnéné zaznamy
pacienta (dokumenty eCRF nebo CRF) z klinického
hodnoceni, a to v pfimétené Casové lhiite (do 5 pracovnich
dn) a v souladu s pokyny pro provadéni klinického
hodnoceni. Zkousejici odpovida za to, ze vSechny zaznamy
pacientli (dokumenty eCRF nebo CRF) jsou pravdive,
pfesné a fadné¢ vyplnény a Ze jsou vémym odrazem
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Reports, and any updates that are required by the EC.

3.2 Institution and Investigator shall Fully Cooperate
with CRO and will meet with representatives of CRO, or its
designee, at mutually convenient times according to a
schedule set forth in Study Instructions for monitoring
visits, consultations and to allow direct inspection of all
Study related records, including Subject medical files, as
requested by CRO and for any other purposes relating to the
Study as deemed necessary by CRO. Investigator shall
ensure that all Study Personnel Fully Cooperates with
CRO, including meeting with personnel of CRO, or its
designee, as set forth in the preceding sentence.

skute¢nych vysledki klinického hodnoceni. Poskytovatel
zdravotnich sluzeb a zkousSejici se rovnéz zavazuji predat
CRO kopie vsech zprav, véetné vSech aktualizaci a zmén,
které si vyzadala eticka komise poskytovatele zdravotnich
sluzeb.

3.2.Poskytovatel zdravotnich sluzeb a zkousejici se zavazuji
pIn¢ spolupracovat s CRO, ucastnit se schlizek se zastupci
CRO nebo subjekty, které CRO k tomuto ucelu zmocni, a to
v terminech stanovenych na zaklad¢ vzajemné dohody a v
souladu s casovym harmonogramem monitorovacich
navstév, ktery je uvedeny v pokynech k provadéni
klinického hodnoceni. Poskytovatel zdravotnich sluzeb a
zkousejici se dale zavazuji umoznit CRO pfistup do svych
prostor za ucelem provedeni kontroly vSech z&znamu
tykajicich se klinického hodnoceni, véetn¢ zdravotnické
dokumentace pacientti (subjektd hodnoceni) a také pro
ostatni ucely souvisejici s provadénim klinického
hodnoceni, které CRO povazuje za nezbytné. Zkousejici se
zavazuje zajistit, aby vSichni ¢lenové tymu provadéjiciho
klinické hodnoceni plné spolupracovali s CRO a ucastnili se
schiizek se zaméstnanci CRO nebo osobami poverenymi
CRO tak jak je uvedeno v predchozim odstavci.

4. AUDITS AND REGULATORY INSPECTIONS

4 AUDITY A KONTROLA ORGANU STATNIHO

4.1 Institution and Investigator shall Fully Cooperate
with audits or inspections performed during or after
completion of the Study, by SPONSOR or CRO.
Institution and Investigator shall allow SPONSOR, CRO
and governmental or regulatory authorities, including but
not limited to the U.S. Food and Drug Administration,
access to Resources used to perform tasks related to the
Study, shall make all requested documents available to
them and shall provide them with any further Information
as may be requested and to the extent where allowed by
law.

4.2 In the event the audit or regulatory inspection
identifies a lack of compliance with this Agreement on the
part of Institution or Investigator (or failure by any Study
Personnel to act in accordance with the terms and
conditions of this Agreement), CRO may terminate this
Agreement in accordance with Section 16.1 (a).

4.3 Institution and Investigator shall immediately
notify CRO by telephone, email or fax if a governmental or
regulatory authority, including but not limited to the State
Institute for Drug Control (Statni ustav pro kontrolu leciv -
SUKL) , requests to carry out an inspection of Institution’s
facilities, or does so. Institution and Investigator shall allow
SPONSOR and CRO to be present during such inspection,
and shall provide to SPONSOR and CRO copies of all

DOZORU

4.1.Poskytovatel zdravotnich sluzeb a zkousejici se zavazuji
plné spolupracovat pii auditech a kontrolach provadénych
béhem klinického hodnoceni ZADAVATELEMa/nebo
CRO. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji umoznit ZADAVATELI, CRO, statnim ufadim
a/nebo organtim statniho dozoru, véetnd mimo jiné Utadu
Spojenych stati Americkych pro kontrolu potravin a 1é¢iv
(FDA) piistup ke zdrojim a prostfedkim uzivanym k
plnéni tkont v rdmci klinického hodnoceni a poskytnout
jim vSechny poZzadované dokumenty a dalS§i jimi
pozadované informace, a to v rozsahu, ve kterém to
umoznuji pravni predpisy.

4.2.V ptipad¢, ze behem auditu nebo kontroly organt
statniho dozoru bude zjist€no poruSeni ustanoveni této
smlouvy ze strany poskytovatele zdravotnich sluzeb nebo
zkousejiciho (nebo nedodrzeni ustanoveni této smlouvy ze
strany kteréhokoli jiného ¢lena tymu provadéjiciho klinické
hodnoceni), maji ZADAVATEL a CRO pravo tuto smlouvu
vypovedét v souladu s ustanovenim ¢lanku 16.1.

4.3.Poskytovatel zdravotnich sluzeb a zkousejici se zavazuji
neprodlené telefonicky, e-mailem nebo faxem informovat
CRO v pripad¢, kdy statni Gfad nebo organ statniho dozoru,
véetné mimo jiné Statnimu ufadu pro kontrolu 1é¢iv (
SUKL) nafidi provedeni kontroly v  prostorach
poskytovatele zdravotnich sluzeb nebo takovou kontrolu
zahaji. Poskytovatel zdravotnich sluzeb a zkousSejici se
zavazuji umoznit ZADAVATELI a CRO ucast pfi téchto
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materials, correspondence, statements, forms and records
that Institution and Investigator receives, obtains or
generates pursuant to or in connection with any such
inspection.

kontrolach a zavazuji se poskytnout ZADAVATELI a CRO
kopie vSech material, korespondence, prohlaseni,
formulaifit a zaznamt, které poskytovatel zdravotnich
sluzeb a/nebo zkousSejici obdrzi, ziska nebo vytvoii na
zéaklade nebo v souvislosti s kontrolou.

5. FINANCIAL DISCLOSURE

51 During the conduct of the Study and for one (1)
year after its completion, Investigator shall, and shall cause
the Sub-Investigator(s) if applicable to, execute and update
such forms, disclosures and certifications now or
subsequently required by SPONSOR or any applicable
regulatory bodies related to his/her financial interests in the
SPONSOR and/or the Study Drug.

5.ZVEREJNOVANI FINANCNICH INFORMACI

5.1.B¢hem provadéni klinického hodnoceni a jeden (1) rok
po jeho dokonceni béhem provadéni studie a pro jeden (1)
rok po jejim dokonceni je zkousSejici povinen vypliiovat a
provadét aktualizaci formulait, potvrzeni a informaci o
jeho finan¢nich zajmech na firmé ZADAVATELE a/nebo
na studijnim 1é¢ivu, které ZADAVATEL nebo organy
statniho dozoru v této souvislosti vyzaduji. Zkousejici je
rovné€Z povinen zajistit, aby stejné tak Cinili 1 ptipadni
spoluzkousejici provadéjici toto klinické hodnoceni.

6. CONFIDENTIAL INFORMATION

6.1 Institution and Investigator agree that any and all
Confidential Information that they receive in connection
with this Agreement shall be received and maintained by
them in strict confidence and not disclosed to any third
party (other than SPONSOR) during the conduct of the
Study and for fifteen (15) years thereafter. Furthermore,
Institution and Investigator agree to use the Confidential
Information only for the purposes of this Agreement except
as otherwise specifically provided for herein.

6.2 Institution and  Investigator may  disclose
Confidential Information only to (a) Study Personnel, or
other employees or staff who require access thereto for the
purposes of this Agreement provided, however, that prior to
making any such disclosures Institution and/or Investigator
instruct such Study Personnel, employees or staff in to the
same obligations as are contained herein to maintain
Confidential Information in confidence and not to use such
Confidential Information for any purpose other than in
accordance with the terms of this Agreement, (b) to the
appropriate EC having jurisdiction over the performance of
the Study at Institution and (c) to State Institute for Drug
Control.

6.3 The terms of this Agreement, including but not
limited to the financial terms, are the Confidential
Information of SPONSOR and CRO, and shall be
maintained in confidence by Institution and Investigator in
accordance with Section 6.1 above. If, however, Institution
or Investigator is required by Applicable Law or under a

6. DUVERNE INFORMACE

6.1. Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi a souhlasi s tim, Ze v§echny divérné informace,
které obdrzi v souvislosti s touto smlouvou, musi byt
uchovavany v tajnosti a nesmi byt po celou dobu provadéni
klinického hodnoceni a dalSich patnact (15) let po jeho
dokonéeni sdé€lovany zadnym tietim stranam. Poskytovatel
zdravotnich sluzeb a zkousejici se dale zavazuji pouzivat
divérné informace vyhradné pro Gcely plnéni ustanoveni
této smlouvy, pokud neni v této smlouve pro konkrétni
pripady uvedeno jinak

6.2. Poskytovatel zdravotnich sluzeb a zkousejici mohou
davérné informace predavat pouze (a) ¢lenim tymu
provadgjiciho klinické hodnoceni nebo ostatnim
zaméstnanctim ¢i pracovniklim, ktefi musi mit k témto
informacim pfistup za ti¢elem plnéni ustanoveni této
smlouvy, za ptedpokladu, Ze pted pfedanim téchto
informaci poskytovatel zdravotnich sluzeb a/nebo
zkousejici poudi tyto ¢leny tymu provadéjiciho klinické
hodnoceni a/nebo ostatni zaméstnance ¢i pracovniky 0
povinnostech ohledné nakladani s divérnymi informacemi
jaké predepisuje tato smlouva a ohledn€ vyuzivani téchto
divérnych informaci vyluéné pro tcely plnéni jejich
ustanoveni; (b) pfislusné etické komisi nebo kontrolni
komisi poskytovatele zdravotnich sluzeb, ktera ma
provadéni klinického hodnoceni ve zdravotnickém zatizeni
poskytovatele zdravotnich sluzeb na starosti a (c) Statnimu
tistavu pro kontrolu 16¢iv (SUKL).

6.3. Vsechna ustanoveni této smlouvy, véetné mimo jiné
ustanoveni tykajici se financovani a finan¢nich podminek,
jsou divérnymi informacemi ZADAVATELE a CRO a
poskytovatel zdravotnich sluzeb a zkousejici jsou povinni s
témito informacemi nakladat v souladu s ustanovenim shora
uvedeného ¢lanku 6.1. Nicméné pokud poskytovatel
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binding instruction of the Institution founder to disclose
such Confidential Information, they may do so without
breaching their obligations under this Section provided, in
advance of disclosure, they notify CRO of the Confidential
Information to be disclosed, the reason for disclosure, and
the date of disclosure.

6.4 Nothing contained herein will in any way restrict or
impair any party’s right to use, disclose, or otherwise deal
with any Confidential Information which at the time of its
receipt:

(@) is generally available in the public domain or
becomes available to the public through no act of
the party receiving said Confidential Information;
or

(b) is independently known by the party receiving the

Confidential Information, prior to receipt thereof,

which said party can demonstrate by documented

proof; or

(c) is lawfully given to the receiving party by a third

party who is not bound by any obligation to

preserve it as confidential.

zdravotnich sluzeb nebo zkousejici maji dle platnych
pravnich predpist, nebo zavazného pokynu ziizovatele
poskytovatele zdravotnich sluzeb povinnost poskytnout
davérné informace tfetimu subjektu, mohou tak ucinit bez
poruseni svych povinnosti dle tohoto ¢lanku této smlouvy
za predpokladu, ze pted poskytnutim té€chto informaci
pisemné sdéli ZADAVATELI a CRO které duvérné
informace budou danému subjektu poskytnuty, uvedou
divod jejich poskytnuti a datum kdy budou poskytnuty.

6.4. Zadné z ustanoveni této smlouvy neomezuje pravo
smluvnich stran této smlouvy pouzivat, ptedavat ¢i
jakymkoli jinym zptisobem nakladat s divérnymi
informacemi, které v dobé jejich ziskani:

@ byly vSeobecné vefejné znamé nebo se
stanou vefejné znamymi bez prispéni
smluvni strany, ktera tyto divérné
informace obdrzela; nebo

(b) strana, ktera tyto informace obdrzela, jiz

znala z diivéjska a mtze to prikaznym
zpusobem dokazat; nebo

() strana, ktera tyto informace
obdrzela, jiz diive zakonnym zpiisobem ziskala od jiné tieti
strany, ktera neni vazana povinnosti ml¢enlivosti ve vztahu
k témto divérnym informacim.

1. RIGHTS TO INFORMATION AND
INVESTIGATIONAL PRODUCT

7.1 All Information and Investigational Product(s)
provided to Institution or Investigator for purposes of the
Study are and will remain SPONSOR's property.
Institution, Investigator, (and Study Personnel) shall not
acquire any rights of any kind whatsoever with respect to
the Investigational Product(s) or such Information as a
result of performance under this Agreement or otherwise.

7.2 Institution and Investigator shall deliver all
Information, unused Investigational Product(s) (with the
exception of the Study Drug liquidated in accordance with
this Agreement) and clinical specimens to SPONSOR,
CRO or their respective designee in a timely manner
throughout the performance of the Study, as provided in the
Protocol or Study Instructions, and/or upon written request
of CRO and/or the Sponsor in no event later than fifteen
(15) business days after (i) the date of termination of this
Agreement or (ii) the date on which SPONSOR or CRO
otherwise requests delivery of Information, unused
Investigational Product(s) and clinical specimens.

7.PRAVA K INFORMACIM A HODNOCENEMU
PRIPRAVKU

7.1 Vsechny informace a hodnocené ptipravky poskytnuté
poskytovateli zdravotnich sluzeb a/nebo zkousejicimu pro
ucely tohoto klinického hodnoceni jsou a ziistavaji
vlastnictvim ZADAVATELE. Poskytovatel zdravotnich
sluzeb, zkousejici a ¢lenové tymu provadéjiciho klinické
hodnoceni neziskavaji v disledku poskytnuti plnéni dle této
smlouvy ¢i jinak k hodnocenym piipravkiim a informacim
zadna prava.

7.2. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji po celou dobu provadéni klinického hodnoceni
predavat veskeré informace, nevyuzité hodnocené
ptipravky (s vyjimkou téch, které budou zlikvidovany v
souladu s touto smlouvou) a klinické vzorky
ZADAVATELI, CRO nebo jimi ur¢enym osobam, a to ve
lhatach uvedenych v protokolu nebo pokynech pro
provadéni klinického hodnoceni. V kazdém ptipadé musi
byt na zakladé pisemné vyzvy ze strany CRO anebo
Zadavatele v§echny informace, nevyuzité hodnocené
ptipravky a klinické vzorky vraceny nejpozdéji do patnécti
(15) pracovnich dni od (i) data ukonéeni platnosti této
smlouvy; nebo (ii) data kdy si ZADAVATEL nebo CRO
vyzadali pfedani téchto informaci, nevyuzitych
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7.3 The Information and Study Results (including
publication) may be used by SPONSOR in any manner it
deems appropriate to comply with its business interests,
both during, and following termination of, this Agreement.

hodnocenych piipravkl a klinickych vzork.

7.3. ZADAVATEL smi vyuzivat (v€etn¢ publikovani)
informace a vysledky klinického hodnoceni jakymkoli
zpusobem, ktery uznd za vhodné a ktery je v souladu s jeho
obchodnimi z4jmy, a to jak po celou dobu platnosti této
smlouvy, tak po jejim ukonceni.

8. PUBLICITY

No party to this Agreement shall use the name of any other
party hereto, or SPONSOR’s name, in connection with any
advertising or promotion of any product or service without
the prior written consent of such party or SPONSOR, as
appropriate.

8. REKLAMA

8.1 Zadna ze smluvnich stran této smlouvy nesmi pouZivat
nazev ostatnich smluvni stran ani ndzev ZADAVATELE v
zadnych reklamnich ¢i marketingovych materidlech v
souvislosti s propagaci svych produktd ¢i sluzeb, bez
predchoziho pisemného souhlasu ZADAVATELE nebo
doty¢né smluvni strany.

9. PUBLICATION

9.1 Institution and Investigator may publish the Study
Results only in accordance with this Section 9. Before
submission for publication or presentation, Institution
and/or Investigator shall allow SPONSOR not less than
sixty (60) days to review any manuscript and not less than
thirty (30) days to review any poster presentation, abstract
or any other written or oral material which describes or
discloses the Study Results. If SPONSOR so requests in
writing, Institution and/or Investigator shall withhold any
publication or presentation for an additional sixty (60)
days.

9.2 SPONSOR reserves the right to remove all
Confidential Information from any publications or
presentations. In the event that SPONSOR deems that such
removal would not sufficiently protect its Intellectual
Property Rights, then SPONSOR may require that
Institution and/or Investigator does not publish such
publication or presentation, and Investigator and Institution
agree not to publish any such publication or presentation in
any such case.

9.3 Institution and Investigator agree that because the
Study is part of a multi-center/multi-centre Study, any
publication by Institution or Investigator of the Study
Results shall not be made before the first multi-
center/multi-centre publication.

9. PUBLIKOVANI

9.1 Poskytovatel zdravotnich sluzeb a hlavni zkousejici
smi publikovat vysledky klinického hodnoceni pouze v
souladu s ustanovenim tohoto ¢lanku 9. Pted zvefejnénim
¢i prezentaci vysledk  klinického hodnoceni se
poskytovatel zdravotnich sluzeb a/ nebo Hlavni zkouSejici
zavazuje poskytnout ZADAVATELI Ihitu nejméné
Sedesati (60) dnii na prezkoumdni rukopisu, respektive
nejméné tficet (30) dni na prezkoumani a kontrolu
prezentaci, abstraktti ¢i jakychkoli jinych dokumentt v
pisemné ¢i Ustni podobé€, ve kterych jsou popisovany nebo
zvetejiiovany vysledky klinického hodnoceni. Pokud o to
ZADAVATEL pisemné pozada, poskytovatel zdravotnich
sluzeb a/ nebo Hlavniho zkousejiciho musi pozdrzet vydani
publikace ¢i prezentace o dalSich Sedesat (60) dnti.

9.2 ZADAVATEL si vyhrazuje pravo z materiali
urcenych ke zvefejnéni nebo prezentaci odstranit vSechny
davérné informace. V pfipadé, ze se ZADAVATEL
domniva, Ze by takové odstranéni nebylo dostate¢né pro
ochranu jeho prav duSevniho vlastnictvi, mlze pozadat
poskytovatel zdravotnich sluzeb o nezvefejnéni dané
publikace ¢i prezentace a poskytovatel zdravotnich sluZeb
se timto zavazuje v takovém piipadé danou publikaci ¢i
prezentaci nezvetejnit.

9.3 Vzhledem k tomu, ze toto klinické hodnoceni je
soucasti multicentrického klinického hodnoceni, zavazuje
se poskytovatel zdravotnich sluzeb a hlavni zkousSejici
nezvefejnit zadné vysledky klinického hodnoceni dokud
nebudou zvefejnény prvni vysledky za multicentrické
hodnoceni jako celek.

10. INTELLECTUAL PROPERTY

10.1  Any and all Study Results and Information,
material or assets relating to the Study Drug, the Protocol

10.DUSEVNI VLASTNICTVI

10.1.Vesker¢ vysledky klinického hodnoceni, v¢etné vSech
informaci, materiald a dal§ich aktiv tykajicich studijniho
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or the Study, including any and all existing or future rights
therein (hereinafter collectively referred to as Assets),
whether patentable or not, conceived by Institution or
Investigator or Study Personnel, solely or jointly with
others as a result of work done under this Agreement, shall
be, and remain, at all times the sole and exclusive property
of SPONSOR and SPONSOR shall own, to the widest
extent possible under Applicable Law, any and all
Intellectual Property Rights thereto (subject to the rights
expressly reserved for CRO under Section 10.3). To the
extent required for SPONSOR to obtain, secure and perfect
said rights and legal positions under Applicable Law, the
Assets shall automatically vest in SPONSOR and to the
extent , permitted by relevant legal regulations Institution
and Investigator hereby assign all rights, title and interests
in any and all Assets to SPONSOR, and shall perform any
and all other acts necessary to assist SPONSOR in
obtaining, securing and perfecting the rights to said Assets.
If necessary, Institution and Investigator shall obligate
Study Personnel to perform any and all acts required to
enable SPONSOR to obtain, secure and perfect said rights..
In the event that SPONSOR, according to Applicable Law,
cannot obtain or secure ownership of any of said Assets,
Institution and Investigator hereby grant SPONSOR and
obligate the Study Personnel to grant SPONSOR, as
applicable, worldwide, exclusive, unlimited and royalty-
free rights of use, exploitation and utilization and/or
licenses regarding said Assets.

10.2  Institution and Investigator shall disclose to CRO
(who will disclose to SPONSOR) all Study Results,
Information and in particular all inventions, findings,
discoveries and other creative ideas and developments
(hereinafter referred to as Inventions) conceived or
reduced to practice as a direct result of the Study. Such
disclosure shall/must be made fully and promptly in
writing to an authorized/authorised representative of CRO
(who will disclose to SPONSOR).

10.3  All parties to this Agreement and SPONSOR shall
retain all right, title and interest in any Intellectual
Property that was owned by such party or SPONSOR prior
to or apart from the commencement of this Agreement.
No license grant or assignment, express or implied, by
estoppel or otherwise, is intended by, or shall be inferred

1é¢iva, protokolu nebo klinického hodnoceni, v¢etné vSech
stavajicich 1 budoucich prav k nim (dale jen "vysledky
klinického hodnoceni"), bez ohledu na to zda jsou
patentovatelné ¢i nikoli, které poskytovatel zdravotnich
sluzeb ziskd ¢i odvodi na zéklad€ své Cinnosti dle této
smlouvy, jsou a vzdy budou vyhradnim a vyluénym
vlastnictvim ZADAVATELE a ZADAVATEL k nim ma a
bude mit, v maximalni mife povolené platnymi zakony,
vSechna prava dusevniho vlastnictvi (s vyjimkou prav
vyslovné vyhrazenych CRO na zaklad¢é ustanoveni ¢lanku
10.3). Pro ucely ziskani a zajisténi shora uvedenych prav a
pravnich  naroki  ve  smyslu platnych  zikonu
ZADAVATELEM, pfechazi automaticky veskera prava k
vysledkim klinického hodnoceni na ZADAVATELE, a
poskytovatel zdravotnich sluzeb a hlavni zkouSejici timto v
rozsahu, ve kterém to umoziuji pravni predpisy, prevadi
vSechna prava, zajmy a podily na vSech vysledcich
klinického hodnoceni na ZADAVATELE a zavazuje se
poskytnout ZADAVATELI nezbytnou soucinnost k ziskani,
zajisténi a dokonceni pfevodu prav k témto vysledkim
klinického hodnoceni na ZADAVATELE. Poskytovatel
zdravotnich sluzeb a zkousejici jsou v piipadé potieby
povinni poucit vSechny ¢leny tymu provadéjiciho klinické
hodnoceni o povinnosti, k poskytnuti nutné sou¢innosti k
ziskani, zajisténi a dokonceni pfevodu shora uvedenych
prav na ZADAVATELE. V pftipadé, ze ZADAVATEL na
zaklad¢ platnych zakonl nemtze k nékterym shora
uvedenym vysledkiim klinického hodnoceni ziskat nebo si
zajistit vlastnickd prava, poskytovatel zdravotnich sluzeb a
zkousejici timto ud€luji ZADAVATELI (a soucasné ke
stejnému kroku zavazuji vSechny Cleny tymu provadejiciho
klinické hodnoceni) celosvétova, vyhradni, neomezena a
bezplatna prava na vyuzivani téchto vysledkt klinického
hodnoceni a/nebo celosvétovou, vyhradni, neomezenou a
bezplatnou licenci na jejich vyuzivani.

10.2. Poskytovatel zdravotnich sluzeb a Hlavni zkousejici
se zavazuji piedat CRO ( ktery to pfeda ZADAVATELI )
vSechny vysledky klinického hodnoceni, informace a
zejména pak vSechny vyndlezy, zjiSténi, objevy a dalsi
kreativni ndpady a navrhy (dale jen "objevy") ziskané nebo
uvedené do praxe v piimé souvislosti s klinickym
hodnocenim. Predani téchto objevii se musi uskute¢nit
neprodlené¢ a musi byt provedeno pisemnou formou do
rukou opravnéného zastupce/opravnénych zastupci CRO (
ktery to ptreda ZADAVATELI).

10.3. Vsechny strany této smlouvy a ZADAVATEL si
zachovavaji vSechna prava, podily a zajmy k dusevnimu
vlastnictvi, které tyto strany a/nebo ZADAVATEL
vlastnily pfed zahdjenim plnéni této smlouvy nebo které
byly ziskany nezavisle na této smlouvé. Touto smlouvou se
nepievadi zadné licence, a to ani vyslovné, ani domnéle ¢i
na zéklad¢ zakonné prekdzky ¢i jinak, nad rdmec
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from, this Agreement except to the extent necessary for
each party to fulfill its obligations under this Agreement or
otherwise give effect to this Agreement.

povinnosti jednotlivych smluvnich stran dle této smlouvy.

11. DATA PROTECTION & PRIVACY

11.1  Institution and/or Investigator hereby represent and
warrant that they shall obtain all necessary consents in
writing from:

(a) all Subjects as per the informed consent form;
and

(b) the key members of Study Personnel and
Investigator participating in the Study for
administrative / study management and any other
purpose required by law in the form handed over
by the SPONSOR to the Institution

11.2 Institution and Investigator shall notify CRO
immediately in writing (but in no event later than five (5)
days from the date) of any Data Security Breach.

11.3  If requested by CRO in order to enable CRO to
comply with any Applicable Law and to Process any
Personal Data, Institution and Investigator will work with
CRO in good faith to address any issue relating to the
Processing of Personal Data.

11. OCHRANA DAT A OSOBNICH UDAJU

11.1 Poskytovatel zdravotnich sluzeb a/nebo zkousejici
timto prohlasuji a odpovidaji za to, Ze ziskaji vSechny
nezbytné souhlasy v pisemné forme od:

@) vSech subjekti hodnoceni, ve
formé informovaného souhlasu; a

(b) vSech hlavnich ¢lend tymu, ktery
se podili na provadéni klinického hodnoceni, véetné
zkousejiciho, a to pro administrativni ucely, pro ucely
spravy a provadeéni klinického hodnoceni a pro ostatni ucely
pozadované zakonem ve formé predané ZADAVATELEM
poskytovateli zdravotnich sluzeb

11.2. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji neprodlené a pisemné informovat CRO o
jakémkoli poruseni ustanoveni o bezpecnosti osobnich
udaju (v kazdém ptipadé vsak nejpozdéji do péti (5) dnti od
data takového porusent).

11.3. Na zaklad¢ zadosti CRO a za Gi¢elem umoznéni, aby
CRO mohla dodrzet ustanoveni platnych zdkont a
zpracovavat osobni udaje, se poskytovatel zdravotnich
sluzeb a zkousejici zavazuji v dobré vife spolupracovat s
CRO pii teSeni problému souvisejicich se zpracovanim
osobnich udaja.

12. INDEMNIFICATION

12.1 Institution and Investigator shall
immediately notify CRO in writing of any claim of illness
or injury that is claimed to be due to an adverse reaction to
the Study Drug or any of the clinical intervention or
procedures that are provided for or required by the Protocol
to which the Subjects would not have been exposed but for
their participation in the Study. Institution and Investigator
shall allow SPONSOR to handle such claim (including, if
applicable, settlement negotiations), and shall cooperate
fully with SPONSOR in its handling of the claim and
undertake at the same time to provide to the SPONSOR all
required assistance in this respect.

12.2 , any indemnification of the Institution and
Investigator by SPONSOR shall be through a separate
agreement (or letter) between Institution, Investigator and
SPONSOR directly. CRO shall act as the intermediary to
coordinate the provision of any such letters of indemnity

12. ODSKODNENI

12.1. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji neprodlené pisemné informovat CRO o vSech
pisemné uplatnénych narocich v souvislosti s onemocnénim
¢i zranénim subjektti hodnoceni, které Ize pfipsat
nezadoucim reakcim na studijni 1é¢ivo ZADAVATELe
nebo na klinicka vysetfeni ¢i zakroky provadéné v souladu
s protokolem, kterym by doty¢ny subjekt hodnoceni nebyl
vystaven nebo se jim nemusel podrobit, kdyby se neucastnil
klinického hodnoceni. Poskytovatel zdravotnich sluzeb a
zkousejici se zavazuji spolupracovat se ZADAVATELEM
na feSeni téchto narokli (vCetn€, mimo jiné, na vedeni
jednani o vyrovnani) a sou¢asné se zavazuji poskytnout
ZADAVATELI v tomto ohledu veskerou nezbytnou
sou¢innost.

12.2. Veskeré odSkodnéni poskytovatele zdravotnich sluzeb
a zkousejiciho ze strany ZADAVATELe, bude feseno
prostfednictvim samostatné smlouvy (nebo pisemného
prislibu) uzaviené ptimo mezi poskytovatelem zdravotnich
sluzeb, zkousejicim a ZADAVATELem. CRO bude pro
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by SPONSOR, and shall have no other obligation in
connection therewith.

Investigator Contracts
Attention 226969

PAREXEL International (IRL) Limited
70 Sir John Rogerson's Quay
Dublin 2
Ireland

Such requests must include the full legal names and
addresses of all parties who are requested to be
indemnified by SPONSOR.

12.3 Institution and Investigator acknowledge that
SPONSOR has no obligation to indemnify or be
responsible for any loss, claim, cost (including reasonable
attorney fees) or demand arising from any injuries or
damages resulting from Institution’s, Investigator’s or the
Study Personnel’s negligence, breach of this Agreement,
failure to adhere to the Protocol, failure to obtain signed
informed consent forms, failure to follow Applicable Law,
misuse of the Study Drug, unauthorized warranties, or
willful misconduct.

12.4  Neither CRO nor SPONSOR will be responsible
for, and Institution shall defend, indemnify and hold CRO, ,
and SPONSOR})-harmless from, any loss, claim, or demand
arising from, but not limited to any (a) injuries or damages
incurred if they are the result of or are alleged to be the
result of negligence or wilful misconduct on the part of the
Institution, Investigator or Study Personnel; (b) activities
contrary to the Protocol, any Study Instructions, this
Agreement, or Applicable Law; (c) unauthorized
warranties made by the Institution, Investigator or Study
Personnel concerning the product being tested; or (d) case
in which written informed consent was not obtained in
accordance with the Protocol for the Subject involved in
such case.

125 Institution and Investigator shall be liable
under this Agreement for damages resulting from

ucely téchto pisemnych prislibu tykajicich se odSkodnéni ze
strany ZADAVATELe vystupovat pouze jako prostiednik a
koordinator a nema v souvislosti s t€mito piisliby

odskodnéni ze strany ZADAVATELe zadnou odpovednost.

Kontaktni informace zkousejiciho
K rukam : 226969

PAREXEL International (IRL) Limited
70 Sir John Rogerson's Quay
Dublin 2
Ireland

Vas pozadavek musi obsahovat cely nazev pravnické osoby
(obchodni jméno) a adresy vSech smluvnich stran, které
z4adaji o odskodnéni ze strany ZADAVATELe.

12.3. Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi, ze ZADAVATEL nevyplati Zzaddné odskodnéni ani
neni odpovédny za zadné ztraty, naklady, spory (véetné
primétenych néakladii na pravni pomoc) ¢i naroky v
souvislosti s ijmou ¢i $kodou, ke kterym doslo v dusledku
nedbalosti na stran¢ poskytovatele zdravotnich sluzeb,
zkousejiciho a/nebo clent tymu provadéjiciho klinické
hodnoceni a/nebo v disledku toho, Ze zdravotnické
zafizeni, zkouSejici a/nebo néktery ¢len tymu provadéjiciho
klinické hodnoceni porusili ustanoveni této smlouvy,
porusili ustanoveni protokolu, nenechali subjekt hodnoceni
podepsat informovany souhlas, porusili ustanoveni platnych
zakont, chybnym zptsobem pouzili studijni 1é¢ivo
ZADAVATELe, zptsobili Skodu umyslnym zavinénim
a/nebo poskytli neopravnéné zaruky.

12.4. CRO ani ZADAVATEL nenesou odpovédnost, a
poskytovatel zdravotnich sluzeb se zavazuje CRO,
ZADAVATELe chranit, odskodnit a zprostit odpovédnosti
za ztraty, naroky a pozadavky, vzniklé, mimo jiné: (a) v
dusledku zranéni osob nebo $kod, které vznikly (nebo je lze
pripsat) v dasledku nedbalosti ¢i imysIného zavinéni na
strané poskytovatele zdravotnich sluzeb, zkousejiciho nebo
osob podilejicich se na provadéni klinického hodnocenti; (b)
v dasledku provadéni ¢innosti v rozporu s protokolem,
pokyny pro provadéni klinického hodnoceni, touto
smlouvou nebo platnymi zakony; (c¢) v dusledku poskytnuti
neopravnénych zaruk ohledné zkoumaného ptipravku ze
strany zdravotnického zafizeni, zkousejiciho nebo osob
podilejicich se na provadéni klinického hodnoceni; nebo (d)
v disledku skuteénosti, ze u dot¢eného subjektu hodnoceni,
kterého se dany ptipad tykal, nebyl fadn€ ziskan
informovany souhlas v souladu s ustanovenim protokolu.

12.5. Na zaklad¢ ustanoveni této smlouvy jsou
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negligence or wilful misconduct in the execution of the
Study.

12.6 CRO shall be liable under this Agreement
for damages resulting from its negligence or wilful
misconduct in the execution of its services hereunder.

poskytovatel zdravotnich sluzeb a zkouSejici odpovédni za
Skody, ke kterym doslo v disledku jejich nedbalosti nebo
umyslného zavinéni pfi provadéni klinického hodnoceni.

12.6. CRO je na zakladé této smlouvy odpovédna za skody
vzniklé v disledku jeji nedbalosti nebo iimysIného zavinéni
pti poskytovani nize uvedenych sluzeb.

13. INSURANCE

13.1 SPONSOR’s undertaking, in compliance with the
requirements stipulated by Applicable Law, to conclude,
and maintain in full force and effect throughout the
duration of the Study, sufficient insurance of Investigator
and SPONSOR for damages caused by the Investigator and
the SPONSOR to third parties, including insurance of all
Subjects participating in the Study for the damage to health
they might sufferas adirect consequence of their
participation in the Study, as evidenced in Exhibit C.

13. POJISTENI

13.1 V souladu s pozadavky platnych zakonti ma
ZADAVATEL uzavieno platné a u€inné pojisténi
zkousejiciho a ZADAVATELE za odpovédnost za Skodu,
jehoz pojistna ¢astka je dostate¢né vysoka na uhradu skod
zpusobenych zkousejicim a ZADAVATELem tfetim
subjektiim. Toto pojisténi také zahrnuje pojisténi
odpovédnosti vii¢i vSem pacientiim ucastnicim se
klinického hodnoceni, za zdravotni Gjmu, ktera jim muze
vzniknout v pfimé souvislosti s jejich ucasti v tomto
klinickém hodnoceni. ZADAVATEL se toto pojisténi
zavazuje udrzovat po celou dobu trvani klinického
hodnoceni. Diikaz o uzavieni takového pojisténi tvori
ptilohu C této smlouvy.

14. DEBARMENT

14.1 Institution and Investigator hereby certify that
neither Institution, Investigator nor any person employed
by Institution or Investigator to work on the Study
(including any subcontractor permitted pursuant to Section
17.2) has been:

(@) debarred by any relevant authorities,
pursuant to any Applicable Law, including but not
limited to Section 306(a) and (b) of the US Federal
Food, Drug and Cosmetic Act, or disqualified as a
clinical investigator under the provisions of 21
C.F.R. § 312.70;

(b) convicted of any of the felonies
identified among the exclusion authorities listed
on the U.S. Department of Health and Human
Services (HHS), Office of Inspector General
website
(http://oig.hhs.gov/fraud/exclusions/authorities.asp
), including without limitation 42 U.S.C. 1320a-7;
or

(c) listed on any of the following lists as
being suspended, debarred, or excluded, or
otherwise ineligible to participate in Federal
procurement or hon-procurement programs:

14. ZAKAZ CINNOSTI

14.1 Poskytovatel zdravotnich sluzeb a
zkousejici timto potvrzuji, ze poskytovatel zdravotnich
sluzeb, zkousejici a Ze maji za to, Ze ani zadna jina osoba
zaméstnana poskytovatelem zdravotnich sluzeb nebo
zkousejicim pro ucely provadeéni klinického hodnoceni
(v€etné ptipadnych povolenych subdodavateld na zaklade
ustanoveni ¢lanku 17.2):

@ nema piislusnymi organy, na zakladé platnych
zakoni, v¢etné, mimo jiné, na zaklade
ustanoveni ¢lanku 306 zdkona US Federal
Food Drug and Cosmetic Act (Federalni zakon
USA o potravinach, 1é¢ivech a kosmetickych
ptipravcich) zakazan vykon funkce
zkousejiciho v souladu s ustanovenim 21
C.F.R. § 312.70;

(b) nebyla odsouzena za trestné ¢iny uvedené na
strankach dozornych organi ze seznamu
Ministerstva zdravotnictvi USA (U.S.
Department of Health and Human Services -
HHS), oficialnich webovych strankach uradu
generalniho inspektora
(http://oig.hhs.gov/fraud/exclusions/authorities
.asp), véetné mimo jiné, trestnych ¢inti
uvedenych v piedpisu 42 U.S.C. 1320a - 7
nebo ekvivalentnimi predpisy mimo Spojené
staty Americke; a

(c) neni vedena v Zadném z niZe uvedenych
seznamu jako vyloucena osoba, osoba se
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http://oig.hhs.gov/fraud/exclusions/authorities.asp
http://oig.hhs.gov/fraud/exclusions/authorities.asp

(1 the List of Excluded
Individuals/Entities (LEIE)
database
(http://oig.hhs.gov/fraud/exclusion
s/exclusions_list.asp) on the HHS
Office of Inspector General
website;

(i) the U.S. General Services
Administration's Excluded Parties
List System (EPSL) (sometimes
referred to as the “GSA
Debarment List”)
(http://www.epls.qov);

(iii)  the U.S. Food and Drug
Admnistration (FDA) Debarment
List
(http://www.fda.gov/ora/complianc
e ref/debar/default.htm);

(iv)  any of the FDA
Disqualified/Restricted/Restriction
s/Removed/Assurance Lists for
Clinical Investigators
(http://www.fda.gov/ora/complianc
e_ref/bimo/dis_res _assur.htm); or

(v) the Administrative Actions
Listing of the Public Health
Service
(http://silk.nih.gov/public/cbzlbje.
@www.orilist.html).

For purposes of this Section, any of the foregoing shall be
deemed to constitute being “debarred”.

In addition, Institution and Investigator agree that no
debarred person will in the future be employed or
otherwise engaged (including on a contract basis) by
Institution or Investigator to work on the Study. If during

zakazanou ucasti ¢i osoba zbavena
zpusobilosti ucastnit se federalnich zakazek a
programti:

(1) Seznam vylouc¢enych
osob/subjekti (LEIE)
(http://oig.hhs.gov/fraud/exclusions
/exclusions_list.asp) na webovych
strankach generalniho inspektora
Ministerstva zdravotnictvi USA
(HHS).

(i) Seznam subjektii vyloucenych

vladou USA z ucasti na statnich

zakazkach (U.S. General Services

Administration's Excluded Parties

List System - EPSL) (nékdy téz

oznacovan jako "Seznam

vyloucenych osob GSA - GSA

Debarment List™ )

(http://www.epls.gov);

(iii) Seznam subjektli zbavenych

zptisobilosti Utadem USA pro

kontrolu potravin a 1é¢iv (U.S.

Food and Drug Admnistration

(FDA) Debarment List)

((http://www.fda.gov/ora/complian

ce_ref/debar/default.htm);

(iv) na jakémkoli seznamu hlavnich

zkousejicich se zakazem nebo

omezenim ¢innosti a/nebo hlavnich
zkousejicich vylou¢enych ¢i
zbavenych zpisobilosti k ucasti na
klinickych hodnocenich vedenych

FDA

(http://www.fda.gov/ora/complianc

e_ref/bimo/dis_res_assur.htm);

a/nebo

(V) v seznamu subjekttl proti nimz je
vedeno disciplinarni fizeni na
webovych strankach Vetejné
zdravotni sluzby (Public Health
Service)
(http://silk.nih.gov/public/cbzlbje.

@www.orilist.ntml).

Pro tcely tohoto ¢lanku plati, Ze zapis ve kterémkoli ze
shora uvedenych seznamil znamena "ztratu zpasobilosti".

Poskytovatel zdravotnich sluzeb a zkousejici dale souhlasi a
zavazuji se nezaméstnat ani neangazovat (vetné
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the course of the Study, Institution or Investigator
becomes debarred or learns that any person connected
with the Study is debarred, or that there is a threat of
debarment of any such person, then Institution and
Investigator must immediately notify SPONSOR and
CRO. CRO may terminate this Agreement according the
Section 16 of this Agreement in the event any of the
foregoing occurs.

angazovani na zaklad¢é smlouvy) Zadnou osobu, o které se
dozvi, Ze je zbavena zpusobilosti pro vykon jakékoli
¢innosti v souvislosti s provadénim klinického hodnoceni.
Pokud se prubé&hu klinického hodnoceni poskytovatel
zdravotnich sluzeb nebo zkousejici stanou nezpisobili k
provadeéni klinického hodnoceni nebo pokud se
poskytovatel zdravbotnich sluze a/nebo zkousejici dozvi, Ze
nektera z osob podilejicich se na provadeéni klinického
hodnoceni byla zbavena zpusobilosti k jeho provadéni nebo
ji zbaveni zpisobilosti hrozi, jsou povinni o této skutecnosti
neprodlené informovat ZADAVATELe a CRO. V piipadé,
ze dojde ke shora popsané situaci, mize CRO tuto smlouvu
vypovedét v souladu s ¢l. 16 smlouvy.

15. PAYMENT TERMS AND
CONDITIONS
15.1  CRO undertakes to pay to the Institution a fee for

the performance of the clinical trial, i.e. for visits,
examinations and other services provided hereunder in
compliance with the Protocol, in accordance with and
under the terms set forth in the payment schedule attached
as Exhibit A to this Agreement.

Such fees will be paid solely to the Institution, The parties
agree that Exhibit A — Payment Schedule is part of this
Agreement clarifying the schedule of payments associated
with this Agreement and that the fees and expenses set
forth in Exhibit A represent the fair market value for the
Services provided by Institution and Investigator. Payments
shall be made in accordance with the provisions set forth in
Exhibit A, with the last payment being made after
Institution and Investigator complete all of their obligations
under this Agreement and any Exhibits thereto. Payments
include the fee for Study Drug Handling according to Sec.
2.9 above.

Institution and Investigator shall not seek reimbursement for
any medical services or Investigational Product from any
third party payers if such costs are already covered by
payments made under this Agreement.

152  Institution and Investigator shall comply with all
obligations with respect to taxes and social security
contributions, if applicable, which relate to the subject matter
of this Agreement including, without limitation, those that
relate to any payments made hereunder to Institution,
Investigator, Study Personnel or, as the case may be, those
that relate to any payments made by Institution or
Investigator to Study Personnel as required by law..

15.3 Institution and Investigator acknowledge and agree
that its, his or her judgment with respect to its, his or her
advice to and care of each Subject is not and shall not be
affected by the compensation Institution and/or Investigator

15. PLATEBNI USTANOVENI A PODMINKY

15.1. CRO se zavazuje uhradit poskytovateli zdravotnich
sluzeb za provadéni klinického hodnoceni, tj. za navstévy,
vySetfeni a dalsi sluzby poskytnuté na zakladé této smlouvy
Vv souladu s Protokolem, odménu v souladu a za podminek
stanovenych v rozpisu plateb uvedenym v piiloze A této
smlouvy.

Tato odména bude hrazena vyluéné poskytovateli
zdravotnich sluzeb. Smluvni strany berou na védomi a
souhlasi s tim, ze Pfiloha A - Harmonogram plateb tvoii
nedilnou soucast této smlouvy a je v ni uveden rozpocet
veskerych plateb souvisejicich s touto smlouvou. Odména
bude hrazena v souladu s ustanovenim Ptilohy A s tim, Zze
posledni odména bude vyplacena aZz poté, co poskytovatel
zdravotnich sluzeb a zkouSejici splni vSechny své
povinnosti dle ustanoveni této smlouvy a vsech jejich
ptiloh. Odméné zahrnuje platby za naklddani s
hodnocenym 1é¢ivem, v souladu s clankem 2.9 vyse.
Poskytovatel zdravotnich sluzeb a zkouSejici se zavazuji
nepozadovat platby za zdravotnické sluzby ¢i studijni 1éCivo
od tretich stran, pokud néaklady na tyto sluzby ¢i l1écivo jiz
byly hrazeny z plateb, provadénych na zakladé této smlouvy.

15.2. Poskytovatel zdravotnich sluzeb a zkousejici se
zavazuji splnit veskeré povinnosti v oblasti odvodt dani,
socialniho pojisténi a dal§ich zakonem stanovenych
odvodd, a to, mimo jiné, ze vSech plateb, které jsou na
zakladé této smlouvy poskytovateli zdravotnich sluzeb,
zkousejicimu ¢i tymu provadéjicimu klinické hodnocenti
vyplaceny a ze v8ech plateb, které poskytovatel zdravotnich
sluzeb vyplaci zkousejicimu a ¢lentim tymu provadéjicimu
klinické hodnoceni, a to v rozsahu, ktery je stanoven
pravnimi predpisy.

15.3. Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi a souhlasi, Ze odména, kterou ziskavaji na zéklade
této smlouvy za poskytované sluzby, zadnym zptisobem
nesmi ovlivnit jejich medicinsky Gsudek a kvalitu zdravotni
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receive in accordance with the Study.

154 Institution and Investigator hereby consent to
provide the EC of the Institution and the central EC for
multicentre clinical trials with this Agreement in
substantiation of the Study conditions, including funding,
as according to the Applicable Law.

155 Institution and Investigator agree that
SPONSOR and CRO may disclose the fees and expenses
payable or paid under this Agreement to any governmental
authorities according to Applicable Law.

péce poskytovanou pacienttim.

15.4. Poskytovatel zdravotnich sluzeb a
zkousejici timto souhlasi s tim, aby tato smlouva byla na
zéklade platnych zakonil poskytnuta etické komisi
poskytovatele zdravotnich sluzeb a centralni etické komisi
pro multicentricka klinicka hodnoceni, za ucelem ovétreni
podminek za kterych je klinické hodnoceni provadéno,
vcetné jeho financovani.

15.5. Poskytovatel zdravotnich sluzeb a zkousejici berou na
védomi a souhlasi s tim, ze ZADAVATEL a CRO mohou
sdélit informace o odménach a nékladech vyplacenych na
zaklade této smlouvy statnim orgadnim na zakladé platnych
zakond.

16. TERMINATION

16.1 This Agreement will become effective upon the
date it is fully executed by all parties and shall continue in
effect for the full duration of the Study according to the
Protocol unless sooner terminated in accordance with the
provisions of this Section. CRO may terminate this
Agreement by notice with a 30 days' notice period
beginning on the first day following the service of the
notice to Institution and Investigator for any reasons,
including without limitation upon any of the following
occurrences:

@) Institution or Investigator has failed to cure a
breach to this Agreement within thirty (30) days of receipt
of written notice, given by SPONSOR or CRO, specifying
such breach; or

(b) Investigator becomes personally unavailable to
conduct the Study and a CRO- approved replacement has
not been identified by Institution and Investigator; or

) two months after shipment of the Investigational
Product, Investigator has failed to meet the enrolment
target for Subjects set forth in Exhibit A, or has recruited
such a low number of Subjects that it can be reasonably
assumed by CRO that the agreed number of Subjects will
not be reached in accordance with the schedule set forth in
Exhibit A; or

(d) the authorization/authorisation and approval to
perform the Study is withdrawn by the regulatory authority
and/or EC governing Institution; or

(e) the audit or regulatory inspection identifies a
serious breach or lack of compliance with this Agreement
on the side of the Institution, Investigator and/or Study

16. UKONCENI PLATNOSTI SMLOUVY

16.1.Tato smlouva nabyva ucinnosti k datu, kdy sviij podpis
pripojila posledni ze vSech jejich smluvnich stran a jeji
platnost a G¢innost trva po celou dobu provadéni klinického
hodnoceni v souladu s ustanovenim protokolu, pokud
nebude ptedcasné ukoncena v souladu s ustanovenim
tohoto ¢lanku této smlouvy. CRO miize tuto smlouvu
vypovedét s vypoveédni lhitou v délce 30 dni, ktera po¢ina
bézet prvnim dnem nasledujicim po doruceni vypovedi
poskytovateli zdravotnich sluzeb a zkousejicimu, a to z
jakéhokoli diivodu, véetné€ nasledujicich:

(a)poskytovatel zdravotnich sluzeb nebo zkousejici
nezjednali napravu pii poruseni ustanoveni této smlouvy do
tticeti (30) dnli od obdrzeni pisemného upozornéni na
konkrétni poruseni smlouvy od ZADAVATELE nebo
CRO; a/nebo

(b)stavajici zkousejici neni schopen dale pokracovat v
provadéni klinického hodnoceni a poskytovateli
zdravotnich sluzeb ani zkousejicimu se nepodafilo ziskat
nahradniho zkousejiciho, kterého by ZADAVATEL nebo
CRO schvalili; nebo

(¢) pokud do dvou mésicti po dodavce hodnoceného
pripravku nesplni zkousejici cilovy pocet zatazenych
subjektt do klinického hodnoceni dle ptilohy A nebo pokud
do klinického hodnoceni zaradi tak nizky pocet subjektt, ze
ZADAVATEL nebo CRO mohou divodné predpokladat,
ze se do klinického hodnoceni nepodafi zaradit cilovy pocet
subjektd dle ptilohy A; nebo

(d) organ statniho dozoru a/nebo eticka komise
poskytovatele zdravotnich sluzeb odvolaji své povoleni
nebo souhlas s provedenim klinického hodnoceni; nebo

(e) pokud audit nebo kontrola ze strany organi statniho
dozoru zjisti zavazné nedostatky v dodrzovani ustanoveni
této smlouvy na stran¢ poskytovatele zdravotnich sluzeb,
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Personnel; or

()] if any of the circumstances permitting termination
pursuant to Section 14.1 occur.

16.2  This Agreement may be terminated by Institution
or Investigator, upon thirty (30) days’ prior written notice
to CRO, for breach of the Agreement by CRO if the breach
is not cured within thirty (30) days of notification given by
Institution or Investigator as appropriate.

16.3 If this Agreement is terminated prematurely in
accordance with Section 16.1 or 16.2, Institution and
Investigator shall/must use its, his or her best efforts to:

(@) minimize further costs while
maintaining good medical care
of the Subjects; and;

(b) ensure that all Subjects shall
complete the Study according
to the Protocol unless dictated
otherwise by Study

Instructions.

16.4  Should Investigator conclude that continuation of
the Study is no longer medically justifiable, due to (i)
unexpected results, (ii) the severity or prevalence of serious
adverse events or (iii) the efficacy of the treatment with
Study Drug appears to be insufficient; then he/she will
promptly notify CRO and the EC in writing, and may
suspend treatment of Subjects until such time as CRO (based
on consultations with SPONSOR) and Investigator reach
agreement as to the best course of action.

16.5  Termination of this Agreement by any party shall not
affect the rights and obligations of the parties accrued prior to
the effective date of termination of this Agreement. Any
provision of this Agreement that should survive expiration or
termination of this Agreement in order to give proper effect
to its intent, shall survive expiration or termination of this
Agreement.

zkousSejiciho a/nebo ¢lent tymu provadéjiciho klinické
hodnoceni; nebo

(f) pokud nastane néktera z okolnosti dle ¢lanku 14.1,
umoziujici ukonceni této smlouvy.

16.2. Poskytovatel zdravotnich sluzeb nebo zkousejici
mohou tuto smlouvu vypovédet na zaklade pisemné
vypovedi se tiicetidenni (30) denni vypovédni lhiitou
zaslané CRO, a to v pfipad¢ poruseni ustanoveni této
smlouvy CRO, pokud tato do tficeti (30) dnil od obdrzeni
upozornéni na takové poruSeni od poskytovatele
zdravotnich sluzeb nebo zkousejiciho nezjedna napravu.

16.3. V piipadé predcasného ukonceni této smlouvy v
souladu s ustanovenim ¢lankt 16.1 nebo 16.2 se
poskytovatel zdravotnich sluzeb a zkousejici zavazuji
vyvinout pfimétené usili ve smyslu:

(@) minimalizace dal$ich nakladu,
avSak s ohledem na zachovani
fadné zdravotni péce 0 subjekty
hodnoceni; a

(b) zajisténi, aby vSechny subjekty

hodnoceni dokoncily klinické
hodnoceni v souladu s protokolem,
pokud neni v pokynech pro
provadéni klinického hodnocent
uvedeno jinak.

16.4. Pokud zkousejici dospéje k zavéru, ze pokracovani
klinického hodnoceni jiZ neni medicinsky opodstatnéné z
divodu (i) neocekavanych vysledkd, (ii) zavaznosti nebo
cetnosti vyskytu zavaznych nezadoucich reakci nebo (iii)
zjisténi, ze ucinnost 1é¢by studijnim 1éCivem
ZADAVATELe neni dostate¢na; zavazuje se neprodlené o
této skutecnosti pisemné informovat CRO a etickou komisi
a muze prerusit 1écbu subjektit hodnoceni, dokud se CRO
(na zéklad¢ jednani se ZADAVATELem) a zkousejici
nedohodnou na dal$im postupu.

16.5. Vypovézeni této smlouvy kteroukoli smluvni stranou
neovliviluje prava a povinnosti smluvnich stran vzniklé
pred datem nabyti G¢innosti vypovédi této smlouvy.
Vsechna ustanoveni této smlouvy, ktera by méla mit
pretrvavajici platnost i po ukonceni platnosti této smlouvy,
aby byl naplnén jejich zamysleny pravni vyznam, maji
pretrvavajici platnost i po fddném ¢i predCasném ukonceni
této smlouvy.
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17. INDEPENDENTCONTRACTOR

17.1  The relationship of Institution and Investigator to
CRO is that of independent contractor. Institution and
Investigator shall perform the Services only as independent
contractor and nothing contained herein shall be construed
to be inconsistent with that relationship or status.
Institution, Investigator, and Study Personnel, shall not be
considered employees or agents of CRO and, as such, shall
not be entitled to any benefits available to employees of
CRO.

17.2  Institution and Investigator shall not retain any
subcontractor to perform any of its obligations under this
Agreement without the prior written consent of CRO. Any
such consent shall not relieve Institution and Investigator of
its obligations hereunder, and Institution and Investigator
shall remain fully liable for all acts and omissions of any
such subcontractor.

17.3  This Agreement shall not constitute, create or in
any way be interpreted as, a joint venture, partnership, or
business organization of any kind.

17.NEZAVISLOST SMLUVNIHO VZTAHU

17.1. Vztah poskytovatele zdravotnich sluzeb a
zkousejiciho vii¢i CRO je vztahem nezéavislého dodavatele.
Poskytovatel zdravotnich sluzeb a zkousejici poskytuji své
sluzby na zéklad¢ této smlouvy jako nezavisli smluvni
partnefi a zadné z ustanoveni této smlouvy neni s timto
vztahem v rozporu. Poskytovatel zdravotnich sluzeb,
zkousejici a vSichni ostatni ¢lenové tymu provadéjici
klinické hodnoceni nejsou zaméstnanci ani zastupci CRO a
z tohoto ditvodu nemaji narok na zadné zaméstnanecké
vyhody poskytované CRO.

17.2. Bez piedchoziho pisemného souhlasu CRO nesmi
poskytovatel zdravotnich sluzeb ani zkousejici vyuzit k
plnéni svych povinnosti dle této smlouvy sluzeb zadného
subdodavatele. Ud¢leni takového souhlasu vSak
poskytovatel zdravotnich sluzeb ani zkousejiciho
nezprostuje jejich povinnosti dle této smlouvy a
poskytovatel zdravotnich sluzeb a zkousejici nesou plnou
odpovédnost za v§echny skutky ¢i pochybeni svych
subdodavatelt.

17.3.Tato smlouva nezaklada, nepiedstavuje ani ji nelze
vykladat jako zalozeni spole¢ného podniku, uzavieni
partnerstvi ¢i zaloZeni obchodni organizace jakéhokoli
druhu.

18. CONTRACTUAL

18.1  Titles to the Sections of this Agreement are solely
for convenience and do not constitute a substantive part of
this Agreement.

18.2  If any provision of this Agreement is held illegal,
invalid or unenforceable by a court of law, the remainder
of this Agreement shall not be affected thereby.

18.3  Failure to insist upon compliance with any of the
terms and conditions of this Agreement shall not constitute
a general waiver or relinquishment of any such terms or
conditions, and the same shall remain at all times in full
force and effect.

18.4 Institution and Investigator understand and agree
that, as set forth in Section 2.3, the SPONSOR, as sponsor
of the clinical trial, is the holder of the rights and
obligations arising from the laws and from this Agreement
in relation to the clinical trial and the investigational
medicinal product and is entitled, in case of any lawsuit
relating to this Agreement, to accede to such proceedings as
a side party.

18,5 The respective signatories of the parties to this
Agreement represent and warrant that they have the
authority and ability to enter into the terms, provisions and

18. SMLUVNI NALEZITOSTI

18.1.Nadpisy jednotlivych ¢lanki této smlouvy slouzi
pouze k usnadnéni orientace a neptedstavuji pravni
podstatu této smlouvy.

18.2. Pokud bude nékteré z ustanoveni této smlouvy
soudem prohlaSeno za nezakonné, neplatné nebo
nevymahatelné, nebude tim dotcena platnost a
vymahatelnost ostatnich ustanoveni této smlouvy.

18.3.V pripadé¢, Ze nektera ze smluvnich stran netrva ¢i
nevymaha dodrzovani nekterych ustanoveni této smlouvy,
neznamena to, Ze by se té€chto ustanoveni vzdala nebo se
jich ziekla a v8echna tato ustanoveni ztistavaji i nadale plné
platna a Gi¢inna.

18.4.Poskytovatel zdravotnich sluzeb a zkousejici berou na
veédomi a souhlasi, ze na zaklad¢ ustanoveni ¢lanku 2.3. je
ZADAVATEL , jakozto zadavatel klinického hodnoceni,
nositelem prav a povinnosti vyplyvajicich z pravnich
ptedpisti a této smlouvy ve vztahu ke klinickému hodnoceni
a hodnocenému lécivému piipravku a v ptipadném soudnim
fizeni tykajicim se této smlouvy, ma pravo pristoupit do
fizeni jako vedlejsi ui¢astnik.

18.5.0s0by podepisuyjici za jednotlivé smluvni strany tuto
smlouvu prohlasuji a ruci za to, ze maji pravomoc a
opravnéni jménem pfislusnych smluvnich stran uzaviit tuto
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conditions of this Agreement on behalf of their respective
parties.

18.6  Neither party shall be responsible for any default
under this Agreement by reason of strikes, riots, hostilities,
wars, fire, acts of terrorism, acts of God, death of
Investigator, or any other cause beyond its reasonable
control.

18.7  This Agreement may not be assigned by Institution
or Investigator without the prior written consent of CRO.

18.8  CRO may assign this Agreement to any of its
subsidiaries, Affiliates or to any third party.

18.9  This Agreement constitutes the entire agreement
and final understanding of the parties with respect to the
subject matter hereof and supersedes and terminates all
prior and/or contemporaneous understandings and/or
discussions between the parties, whether written or verbal,
express or implied, relating in any way to the subject
matter hereof. The Contractual Parties agree that this
Agreement may - with below mentioned one exception -
only be amended by properly and in ascending orders
numbered Amendments duly executed by all Contractual
Parties. The Contractual Parties do not need to conclude an
amendment to this Agreement in case of so called non-
substantial changes to the Protocol. The non-substantial
change of the Protocol is such change of the Protocol,
which, does not change the extend or method of
performance of the actions (mainly procedures) performed
by the Institution or the Investigator within the Clinical
Study and therefore has no impact on the fee for
performance of the Clinical Study or on any other amount
stipulated in this Agreement. Non-substantial changes of
the Protocol are effective on the day of their delivery to the
Principal Investigator and the Institution

18.10 All notices necessary or appropriate to be given
pursuant to this Agreement shall be effective when
delivered to the appropriate party at the address or number
below:

To CRO:

PAREXEL International Czech Republic s.r.o
Sokolovska 651/136a

186 00 Prague8,

Czech Republic

Attn:

To Investigator:
Masaryktiv onkologicky ustav

smlouvu za zde uvedenych podminek.

18.6. Zadna ze smluvnich stran neni odpovédna za
nedodrzeni ustanoveni této smlouvy, pokud k nému doslo v
diasledku stavky, nepokoju, nepratelskych ttokd, valek,
pozaru, teroristickych ¢indl, zasahti vys$si moci, umrti
zkousejiciho nebo z jakékoli jiné pfi¢iny mimo pfiméfenou
kontrolu doty¢né smluvni strany.

18.7. Poskytovatel zdravotnich sluzeb ani zkousejici nesmi
tuto smlouvu postoupit na zadny tfeti subjekt bez
predchoziho pisemného souhlasu CRO.

18.8.CRO smi postoupit tuto smlouvu svym sesterskym
spole¢nostem, pobockam nebo libovolné tieti strang.

18.9.Tato smlouva predstavuje uplné a kone¢né ujednani
mezi smluvnimi stranami ve véci predmétu této smlouvy a
nahrazuje a ukoncuje vSechna piedchozi a/nebo stavajici
pisemna i tstni vyslovna ¢i domnéla ujedndni mezi
smluvnimi stranami ve véci pfedmétu této smlouvy
Smluvni strany se dohodly, Ze tato smlouva miize byt s dale
uvedenou vyjimkou ménéna pouze pisemné
prostiednictvim vzestupné ¢islovanych dodatk
podepsanych vSemi smluvnimi stranami. Smluvni strany
nemusi uzavirat dodatek k této smlouvé v ptipadé tzv.
nepodstatnych zmén Protokolu. Nepodstatnou zménou
Protokolu se ptitom rozumi takova zména Protokolu, ktera
neméni rozsah ¢i zptisob provadéni ukont (zejména
vySetfeni) provadénych poskytovatelem zdravotnich sluzeb
¢i zkousejicim v ramci klinického hodnoceni a nema tedy
jakykoli vliv na vysi odmény za provadéni klinického
hodnoceni ¢i jiné ceny uvedené v této smlouve.
Nepodstatné zmény Protokolu jsou u¢inné dnem jejich
doruceni zkousejicimu a poskytovateli zdravotnich sluzeb.

18.10 Veskera oznameni a korespondence v souvislosti s
touto smlouvou budou povazovany za pravné zavaznym
zpusobem doruéené piislusné smluvni strané, pokud budou
doruceny na nize uvedené adresy:

CRO:

PAREXEL International Czech Republic s.r.o.
Sokolovska 651/136a

186 00 Praha 8

Ceska republika

K rukém:

ZkouSejici:
Masaryktiv onkologicky ustav
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Klinika komplexné onkologické péce
Zluty kopec 7

656 53 Brno

Czech Republic

Attn:

To Institution:

Masaryktiv onkologicky tstav
Zluty kopec 7

656 53 Brno

Czech Republic

Attn:

18.11 Any party may change its address or number for
notice by giving notice in accordance with Section 18.10
and 18.12.

18.12-Any legal relations arising from or in connection
with this Agreement, including the issue of validity and
consequences of invalidity, shall be governed by Czech
law.

Any disputes arising from or in connection with this
Agreement shall be resolved solely by the competent courts
of the Czech Republic. The parties have agreed in
accordance with Section 89a of Act No. 99/1963 Coll., the
Civil Procedure Code, as amended, that the competent
court shall be the court having jurisdiction over the
Institution. .In the event of any discrepancy between the
Czech and English versions of the Agreement, the Czech
version hereof shall prevail and be applied.

18.13 This Agreement is executed in five (5) counterparts,
with one (1) counterpart for the Institution, one (1) for the
Investigator, and two (3) for the CRO. Each counterpart
shall be deemed to be an original, and all of such
counterparts shall together constitute one and the same
Agreement.

Klinika komplexni onkologické péce
Zluty kopec 7

656 53 Brno.

Ceska republika

k rukdm:

Poskytovatel zdravotnich sluZeb:

Masarykiiv onkologicky ustav

Zluty kopec 7

656 53 Brno.

Ceska republika

k rukam:

18.11Kazda ze smluvnich stran mtize zménit svou adresu
zaslanim pisemného upozornéni ostatnim smluvnim
stranam v souladu s ustanovenim ¢lanka 18.10 a 18.12.

18.12-Pravni vztahy vznikajici z této smlouvy, jakoZz i
pravni vztahy se smlouvou souvisejici, véetné otazek
platnosti a nasledkii neplatnosti se fidi ceskym pravem.
Jakékoli spory vyplyvajici nebo souvisejici s touto
smlouvou budou rozhodovany vyhradné ptislusnymi soudy
Ceské republiky. Smluvni strany se v souladu s § 89a
zakona ¢. 99/1963 Sb., ob¢ansky soudni fad, ve znéni
pozdgjsich predpisti, dohodly, Ze mistné ptislusSnym je
prislusny obecny soud poskytovatele zdravotnich sluzeb.
V ptipadé jakéhokoli rozporu mezi ¢eskou a anglickou
jazykovou verzi smlouvy se upiednostni a pouZije ¢eska
verze smlouvy.

18.13. Tato smlouva je vyhotovena v péti (5) stejnopisech,
pti¢emz jeden (1) stejnopis obdrzi poskytovatel zdravonich
sluzeb, jeden (1) zkousejici a tii (3) CRO. Kazdy z téchto
stejnopist je povazovan za originalni dokument a
predstavuje tuto smlouvu.

IN WITNESS WHEREOF, the parties
hereto have set their hands in triplicate
with the intention that this is a binding
agreement as provided herein.

NA DUKAZ CEHOZ smluvni strany této smlouvy
vyjadtily svym podpisem na vSech tfech stejnopisech sviij
souhlas s uzavienim této zavazné smlouvy za zde
uvedenych podminek.
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1)

PAREXEL International (IRL) Limited

(Signature of Authorized Official)

Sharon Vella-Hancock, TCC Manager

Date 16. 12. 2016

()

Institution Name: Masarykiv
onkologicky ustav

(Signature of Authorized Official)

prof. MUDr. Jan Zaloudik, CSc., Feditel / director

Date 12. 1. 2017

(©)

Investigator

MUDr. Jifi Tomasek, Ph.D.

Date 12. 1. 2017
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Exhibit B — Definitions

“Affiliate” means in relation to either party to this
Agreement, any company, partnership or other entity which
directly or indirectly controls, is controlled by, or is under
common control with such party. For purposes of this
definition, “control” means the beneficial ownership of
more than fifty (50) per cent of the issued voting shares or
the legal power to direct or cause the direction of the general
management of the company, partnership or other entity in
question, and “controlled” shall be construed accordingly.

“Applicable Law” means any legal regulation that applies
to a Study according , the Services, or this Agreement, as
well as the current good clinical practices guidelines of the
International Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for
Human Use Topic E6: Guidelines on Good Clinical
Practice, and applicable version(s) of the World Medical
Association Declaration of Helsinki, and, where applicable,
rules governing good manufacturing practice and good
laboratory practice, and rules governing the collection and
processing of Personal Data and the collection and storage
of human tissue samples and the performance of DNA
testing.

“Completed Subject” means any Subject who has completed
the prescribed course of treatment for a subject in the Study
in accordance with the Protocol.

“Confidential Information” refers to any and all Information
belonging to SPONSOR, CRO and/or their respective
Affiliates the nature whereof indicates that such
information should be treated as “Confidential”
including, but not limited to, Information that SPONSOR,
CRO and/or their respective Affiliates consider to be trade
secrets and / or the release of which could prejudice legal,
commercial or other interests of SPONSOR, CRO and/or
their respective Affiliates and which are (i) provided,
disclosed or submitted to Institution or Investigator or (ii)
which are otherwise obtained by Institution and
Investigator.

“Data Security Breach” means: (a) the loss or misuse (by
any means) of Personal Data; (b) the inadvertent,
unauthorized, and/or unlawful Processing, disclosure,
access, alteration, corruption, transfer, or sale or rental,
destruction, or use of Personal Data; or (c) any other act or
omission that compromises the security, confidentiality, or
integrity of Personal Data.

Priloha B - Definice pojmu

"Sesterska spolecnost" ve vztahu k nékteré ze smluvnich
stran této smlouvy znamend firmu, partnerstvi nebo
jakykoli jiny subjekt, ktery pifimo ¢i nepiimo danou
smluvni stranu ovlada, je ji ovladan nebo je s dotycnou
smluvni stranou pod spolenym ovlddanim. Pro ucely této
definice pojem "ovladat" znamena vlastnit vice nez
padesati (50) procentni podil na akciich s hlasovacimi
pravy nebo mit vice nez padesati (50) procentni
rozhodovaci pravomoc v doty¢né spolecnosti, partnerstvi
¢i subjektu. Vyznam pojmu "ovladany" lze vysvétlit
obdobnym zptisobem.

"Platné¢ zdkony" jsou vSechny,pravni pfedpisy které se
vztahuji na provadéni klinického hodnoceni, podle této
smlouvy. Patii sem také aktualné platné zasady spravné
klinické praxe Mezinarodni konference o harmonizaci
technickych pozadavkl na registrace humannich 1é¢ivych
pripravkd - ¢lanek E6: Pokyny pro spravnou klinickou
praxi a platné znéni Helsinské deklarace Svétové 1€karské
asociace a téz predpisy pro spravnou vyrobni a laboratorni
praxi a predpisy, kterymi se fidi shromazdovani a
zpracovani osobnich udajii, odebirani a uchovavani vzorkt
lidskych tkani a zpracovani a testovani DNA.

"Dokonceny subjekt" je kazdy subjekt hodnoceni (1é¢eny
pacient), ktery dokoncil 1é¢bu predepsanou v ramci
klinického hodnoceni, v souladu s protokolem.

“Duveérné informace” jsou vSechny informace patfici
ZADAVATELIL, CRO a/nebo jejich sesterskym
spole¢nostem, u kterych zpovahy véci vyplyva, ze by
s nimi mé¢lo byt nakladano jako s divérnymi, véetné mimo
jiné¢ téz informaci, kter¢é ZADAVATEL, CRO a/nebo
jejich sesterské spolecnosti povazuji za obchodni tajemstvi
a/nebo informace, jejichz zvetejnéni by mohlo poskodit
pravni, obchodni ¢i jiné zajmy ZADAVATELE, CRO
a/nebo jejich sesterskych spolecnosti, které jsou (i)
poskytovany, sdélovany nebo predavany poskytovateli
zdravotnich sluzeb nebo zkousejicimu; a/nebo (ii) které
poskytovatel zdravotnich sluzeb a zkouSejici jinym
zpisobem ziskali.

"Porusenim ustanoveni o bezpe¢nosti dat" se rozumi: (a)
ztrata nebo zneuziti osobnich udaji  (jakymkoli
zpusobem); (b) nedbalé, neopravnéné a/nebo nezakonné
zpracovani, sdé€leni, zpfistupnéni, zména, ptevod, prodej,
prondjem, zniCeni ¢i vyuZziti osobnich udaji; nebo (c)
jakykoli jiny skutek ¢&i pochybeni, které ovliviuje
bezpecnost, divérnost €i celistvost osobnich udajt.
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“eCRFs/CRFs” (Electronic Case Report Forms or Case
Report Forms) are paper or electronic questionnaires
specifically used by Institution and Investigator pursuant to
the Protocol for Subject data reporting.

“Fully Cooperate” means to assist in completing a specified
end or purpose.

“Information” refers to any and all oral, written (including
all other tangible forms) and other information, material and
assets of any nature, whether or not protected by Intellectual
Property Rights or any applications for such rights, such as,
but not limited to, data, data information, data and Reports
on the Study and the Study Drug, (e)CRFs (whether
completed or not), final Reports, all other clinical data,
manufacturing data, the Protocol, the Investigator Brochure,
laboratory records, information contained in submissions to
regulatory authorities, unpublished data and Reports, any
and all other Study documentation, technical information,
findings, samples, interim results and results, Intellectual
Property Rights and any other information and assets
potentially subject to any kind of intellectual property
rights, whether protectable or not, and any existing or future
rights therein; Subjects’ medical files and documents
facilitating identification of the Study Subjects.

“Intellectual Property Rights” refers to existing and / or
future patents, patent applications, trade marks, trade names,
service marks, domain names, copyrights, moral rights,
rights in and to databases (including rights to prevent the
extraction or reutilization/reutilisation of Information from a
database), design rights, topography rights, know-how, trade
secrets and all rights or forms of protection of a similar
nature or having equivalent or the similar effect to any of
them which may subsist anywhere in the world, whether or
not any of them are registered and including applications for
registration of any of them; furthermore rights of use, rights
of exploitation, rights of utilization and licenses, whether
royalty-free or otherwise.

“Investigational ~ Product” refers to SPONSOR’s
investigational product(s) including the Study Drug and / or
investigational device and to placebo, comparator drug /
device or any other control material as defined in the
Protocol.

“Investigator” is the individual named in item (3) in the
introduction to this Agreement, and is the person
responsible for the conduct of the Study at Institution. If a
Study is conducted by a team of individuals, Investigator is

“eCRFs/CRFs” (Electronic Case Report Forms/Case
Report Forms) jsou papirové nebo “elektronické dotazniky,
které poskytovatel zdravotnich sluzeb a zkousSejici
pouzivaji v souladu s wustanovenim protokolu pro
zaznamenavani Udaji o subjektech hodnoceni (zdznamy
pacienta).

"PIn¢ spolupracovat" znamend pomahat pii dokonceni
konkrétniho ukonu nebo cile.

“Informace” jsou veskeré ustni pisemné (vcetné vSech
ostatnich forem) informace, materialy a aktiva jakéhokoli
charakteru, bez ohledu na to zda jsou nebo nejsou
chranény pravy duSevniho vlastnictvi, v€etné mimo jiné
vSech dat, informaci, hlaSeni a zprav tykajicich se
klinického hodnoceni a/nebo studijniho 1é¢iva, zaznami
pacienta (e)CRF (a to jak vyplnénych tak nevyplnénych),
zavérecnych zprav, vSech klinickych tdaji, vyrobnich
informaci, protokolu, manualu pro zkouSejiciho,
laboratornich zdznamti, informaci obsazenych v hlaSenich
pro dozorné a kontrolni organy, nepublikovanych dat a
zprav a veskeré ostatni dokumentace ke klinickému
hodnoceni, v¢etné technickych informaci, zjisténi, vzorkd,
ptedbéznych ¢i koneénych vysledkt, prav duSevniho
vlastnictvi a vSech ostatnich stavajicich i budoucich
informaci a aktiv, na ktera se mohou potencialné¢ vztahovat
prava duSevniho vlastnictvi. Dale sem patii také
zdravotnickd  dokumentace subjektd hodnoceni a
dokumenty usnadiujici a umoznujici identifikaci subjekti
hodnoceni.

“Prava duSevniho vlastnictvi” jsou vSechny stavajici
a/nebo budouci patenty, zadosti o udéleni patentd,
ochranné znamky, obchodni znacky, oznaceni sluZzeb,
doménova jména, autorskd prava, moralni prava, prava k
databazim (v€etné prav branicich vyjimani ¢i opétovné
pouzivani informaci z databazi), designova prava,
topografickd prava, know-how, obchodni tajemstvi a
vSechna ostatni prava ¢i zpusoby ochrany dusevniho
vlastnictvi se stejnym pravnim vyznamem pouzivana v
jednotlivych zemich svéta. Za prava dusevniho vlastnictvi
jsou také povazovany zadosti ¢i registrace k ziskani shora
uvedenych prav a také pravo na pouzivani a poskytovani
licenci, a to jak bezplatné ¢i jinak.

"Hodnoceny  pfipravek” je hodnoceny piipravek
(hodnocené¢ piipravky) ZADAVATELE, vcetné studijniho
léCiva  a/mebo  hodnoceného  prostiedku, placeba,
srovnavaciho 1éCiva/prostiedku ¢i ostatnich kontrolnich
materialti definovanych v protokolu.

"Zkousejici" je fyzickd osoba uvedena v odstavci (3)
uvodnich ustanoveni této smlouvy a jedna se o osobu
odpovédnou za provedeni klinického hodnoceni ve
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the responsible leader of the team and may be called the
principal investigator.

“Investigator Request Form” (IRF) shall mean the form
containing the information that PAREXEL Finance
Department requires from the payee prior to being able to
process payments for said payee.

“Personal Data” means any information relating to an
identified or identifiable natural person; an identifiable
person is one who can be identified, directly or indirectly, in
particular by reference to an identification number or to one
or more factors specific to his physical, physiological,
mental, economic, cultural or social identity.

“Process” means any operation or set of operations which is
performed upon Personal Data, whether or not by automatic
means, such as collection, recording, organization, storage,
adaptation or alteration, retrieval, consultation, use,
disclosure by transmission, dissemination or otherwise
making available, alignment or combination, blocking,
erasure or destruction.

“Reports” means any reports that are required by the
applicable regulatory committee to close out the Study.

“Resources” refers to any facilities and equipment that are
utilized for the conduct of the Study.

“Services” means the services to be provided by the
Institution, the Investigator and/or the Study Personnel
under the terms of this Agreement.

“Study” means the scientific research as defined in the
Protocol.

“Study Instructions” means any written document, other
than the Protocol, issued by SPONSOR or CRO that
specifically relates to and references the Study and which
provides additional information and/or instructions on how
the Institution and Investigator shall conduct the Study.
Study Instructions may be transmitted from SPONSOR or
CRO to Institution and/or Investigator by personal delivery,
fax, e-mail, registered post, certified post or courier.

“Study Personnel” means any employees of Institution or
Investigator, and/or contractors engaged by Institution or
Investigator, who are involved in performing the Study,
including Sub-Investigator(s), Study coordinator(s), and any

zdravotnickém zafizeni. Pokud je klinické hodnoceni
provadéno tymem nékolika osob, je zkousejici odpovédny
vedouci tohoto tymu a muze byt nazyvan téZ hlavnim
zkousejicim.

"Formulat IRF (Formulat pro zkousejiciho)" je formulaf
obsahujici informace, které finanéni usek firmy
PAREXEL potiebuje k tomu, aby mohl fadné zpracovavat
vyplaty odmén danému ptijemci odmény.

“Osobni 1daje” jsou vSechny informace tykajici se
totoznosti  nebo  ztotoznitelnosti  fyzické  osoby.
Ztotoznitelnd fyzickd osoba je osoba, jejiz totoZznost 1ze
pfimo ¢i nepiimo urcit, zejména dle identifika¢niho Cisla
nebo jinych télesnych, fyziologickych, dusevnich,
ekonomickych, kulturnich ¢i ekonomickych parametra.

"Zpracovani" znamend operaci nebo soubor operaci
provadénych s osobnimi udaji (jak automaticky tak
manualng), jako jsou napftiklad sbér, nahravani, tfidéni,
uskladnéni, pfizpisobeni, zmeéna, vyjmuti, zkoumani,
pouzivani, piedavani formou pfenosu, distribuce Cci
jakymkoli jinym zplGsobem umoziujicim zpfistupnéni
téchto informaci, srovnani, slouCeni, zablokovani,
vymazani nebo likvidace.

"Hlaseni" je zprava nebo zpravy, které pfislusné dozorné
organy vyzaduji pro ucely uzavreni klinického hodnoceni.

"Zdroje" jsou prostory a vybaveni
provadeéni klinického hodnoceni.

pouZivané pro

"Sluzby" jsou sluzby poskytované poskytovatelem
zdravotnich  sluzeb, zkouSejicim a/nebo  tymem
provadgéjicim klinické hodnoceni na zaklad¢ této smlouvy.

"Klinické hodnoceni" je védecky vyzkum ve smyslu
definovaném v protokolu.

"Pokyny pro provadéni klinického hodnoceni" jsou
vSechny pisemné dokumenty, jiné nez protokol, vydané
ZADAVATELEM nebo CRO, které se tykaji klinického
hodnoceni a které poskytuji dalsi informace a/nebo pokyny
jak maji poskytovatel zdravotnich sluzeb a zkousejici
klinické hodnoceni provadét. Pokyny pro provadéni
klinického hodnoceni mohou byt ZADAVATELEM nebo
CRO  poskytovateli  zdravotnich  sluzeb  a/nebo
zkousejicimu predany formou osobniho doruceni, faxem,
elektronickou postou, doporu¢enou postou s doruc¢enkou
nebo kuryrem.

"Tym  provadéjici  klinické hodnoceni" zahrnuje
zaméstnance zdravotnického zafizeni, zkousejiciho a/nebo
smluvni partnery poskytovateli zdravotnich sluzeb a/nebo
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other contractors, agents and employees of Institution or
Investigator who assist Institution and Investigator with the
Study.

“Study Results” refers to any and all Information and any
other material and results directly or indirectly arising from
or in connection with the Study, regardless of whether the
Study was aimed at yielding the relevant Study Results or
whether they are ancillary in connection with the Study.

“Sub-Investigator” is any individual member of the Study
team designated and supervised by the Investigator at-to
perform critical trial-related procedures and/or to make
important trial-related decisions (e.g., associates, residents,
research fellows).

“Subject” is a person participating in the Study and
identified in the signed informed consent form.

zkousSejiciho, ktefi se podili na provadéni klinického
hodnoceni, véetné¢ vSech ostatnich smluvnich partnerd,
zastupcl ¢i zaméstnancu poskytovateli zdravotnich sluzeb
a/nebo zkousejiciho, ktefi poskytovateli zdravotnich
sluzeb a/nebo zkouSejicimu pomahaji s provadénim
klinického hodnoceni.

"Vysledky klinického hodnoceni" jsou vSechny informace
a ostatni materialy a vysledky ptimo ¢i neptimo zjisténé ¢i
odvozené v souvislosti s provadénim klinického
hodnoceni, a to bez ohledu na to zda klinické hodnoceni
bylo zamétfeno na ziskani relevantnich vysledkd nebo zda
tyto vysledky byly ziskany nahodné ¢i jako vedlejsi
zjisténi pii provadéni klinického hodnoceni.

"Pomocny zkousejici" je jakakoli fyzicka osoba, ktera je
¢lenem tymu provadéjiciho klinické hodnoceni a ktera je
podfizena zkouSejicimu, a ktera provadi dulezita vysetfeni
a C¢innosti v souvislosti s klinickym hodnocenim a/nebo
prijima rozhodnuti tykajici se klinického hodnoceni
(naptiklad pomocni neatestovani lékaii, atestovani lékafi,
pomocni vyzkumni pracovnici).

"Subjekt hodnoceni" je osoba ucastnici se klinického
hodnoceni, kterd je uvedena v podepsaném formulaii
informovaném souhlasu
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