Contract on Clinical Trial

F. Hoffmann-La Roche Ltd, having a place
of business at Grenzacherstrasse 124, 4070
Basel, Switzerland (Hereinafter referred to as
the ‘Sponsor’)

and
Contractual research organization

Quintiles Czech Republic, s.r.o.

Praha 5, Jinonice, Radlicka 714/113a

zip code 158 00

Czech Republic

Identification number: 247 68 651

Tax Identification number: CZ247 68 651
represented by Mgr. Jan Skoumal, procurator
and Country Manager

(Hereinafter referred to as the ‘Contractual
research organization’)

and

Fakultni nemocnice Hradec Kralové
Sokolska 581, Hradec Kralové, Zip Code 500
05

Represented by prof. MUDr. Roman Prymula,
CSc., Ph.D., director

Identification number: 00179906, Tax
identification number: CZ00179906

Bank coordinates: Ceska spofitelna a.s.
Account number: 2651552/0800

Specific code: invoice number

as provider of Medical Services

(Hereinafter referred to as the ‘Provider”)

and

Date of birth:
(Hereinafter referred to as the ‘“Principal
Investigator*)

CTA Czech Local Template

F. Hoffmann — La Roche Ltd., Protocol no. GO28141
Fakultni nemocnice Hradec Kralové,

Version final clean, 070313

Quintiles Czech Republic, s.r.o.

Smlouva o klinickém hodnoceni

F. Hoffmann-La Roche Ltd, se sidlem
Grenzacherstrasse 124, 4070 Basilej,

Svycarsko

(dale jen ,,Zadavatel)

a
Smluvni vyzkumna organizace

Quintiles Czech Republic, s.r.o.

Praha 5, Jinonice, Radlicka 714/113a

PSC 158 00

Ceska republika

IC: 247 68 651

DIC: CZ247 68 651

zastoupena Mgr. Janem Skoumalem, prokuristou a
Country Managerem

(dale jen ,,Smluvni vyzkumna organizace*)

a

Fakultni nemocnice Hradec Kralové

se sidlem Sokolska 581, 500 05 Hradec Kralové —
Novy Hradec Kralové, Ceska republika,

IC: 00179906, DIC: CZ00179906,

zastoupena prof. MUDr. Romanem Prymulou, CSc.,
Ph.D., feditelem

nazev banky: Ceska spofitelna, a.s., Praha

¢. bankovniho uétu: 2651552/0800, IBAN: CZ74
0800 0000 0000 0265 1552

Swift koéd: GIBACZPX

variabilni symbol: ¢islo faktury

poskytovatel zdravotnich sluzeb (pro tucely této
smlouvy dale jen ,,Poskytovatel)

a

Datum narozeni:
(dale jen ,,Hlavni zkouSejici*)
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Preamble:

The Sponsor shall be deemed within the
meaning of the term “submitter” of clinical
evaluation conformably with Act on Drugs
No. 378/2007 Coll., as amended.

Business company Quintiles Czech Republic,
s.r.o. shall be deemed within the meaning of
term “contractual research organization” in
conformity with Act on Drugs No. 378/2007
Coll.,, as amended and shall represent the
Sponsor within delegation given by the power
of attorney. Contractual research organization
has been duly authorized by the Sponsor to
carry out certain obligations of the Sponsor in
the conduct of the Study, consistent with the
terms of this Contract. In terms of an
independent contractual relation concluded
between Quintiles Czech Republic, s.r.o. and
the Sponsor, Quintiles Czech Republic, s.r.o.
shall be provider of financial resources
destined for execution of the Study that is
subject of this Contract.

The term “Study Team” shall be construed in
sense which shall include the Principal
Investigator, co-investigators, as well as any
other personnel as co-operating personnel,
which upon resolution of the Principal
Investigator in accordance with § 7 par. 4,
section a), publication no. 226/2007 Coll., on
good clinical practice, as amended, is
appointed by him to participation on
performance of the Study.

Above-cited Contractual Parties have
concluded this

Contract

in accordance with § 269, paragraph 2, Act
No. 513/1991 Coll., the Commercial Code,
and its later amendments.
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Preambule:

Vyraz Zadavatel je chapan ve smyslu vyrazu
,predkladatel“ klinického hodnoceni v souladu se
zakonem o 1éCivech ¢. 378/2007 Sb., ve znéni
pozdgjsich predpisi.

Obchodni spole¢nost Quintiles Czech Republic, s.r.o.
je chapana ve smyslu ,smluvni vyzkumna
organizace™ podle zdkona 1éCivech ¢. 378/2007 Sb.,
vplatném znéni, a bude =zastupovat Zadavatele
vramci poveéfeni na zakladé plné moci. Smluvni
vyzkumna  organizace je Tfadné opravnéna
Zadavatelem k plnéni jeho urcitych zavazkd pfti
provadéni Studie v souladu s podminkami této
Smlouvy. Na zakladé nezavislého smluvniho vztahu
uzavieného mezi spole¢nosti Quintiles Czech
Republic, s.r.o. a Zadavatelem bude spole¢nost
Quintiles Czech Republic, s.r.o. poskytovatelem
finan¢nich zdroji uréenych k provadéni Studie, ktera
je predmétem této Smlouvy.

Vyraz ,Studijni tym*“ bude vykladan ve smyslu
zahrnujicim Hlavniho zkousSejiciho, spoluzkousejici a
dalsi osoby, jakoZzto spolupracujici osoby, jez jsou na
zaklad¢ rozhodnuti Hlavniho zkouSejiciho ve smyslu
ust. § 7 odst. 4, pism. a) vyhlasky ¢. 226/2007 Sb., o
spravné klinické praxi, vplatném znéni, jim
povéteny k provadeni Studie.

Vyse uvedené smluvni strany uzaviely tuto

Smlouvu

podle § 269 odst. 2 zakona ¢. 513/1991 Sb., obchodni
zakonik, ve znéni pozdéjsich predpist a
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L
Object and Purpose of the Contract

The subject of this Contract is a 1.
performance of the Clinical Trial titled “A
phase 1l double-blind,  placebo-
controlled study of vemurafenib versus
vemurafenib plus GDC-0973 in previously
untreated BRAF"®  mutation positive
patients  with  unresectable  locally
advanced or metastatic melanoma”,
Protocol No. GO28141 (enclosed hereto
as Appendix No. 5), hereinafter referred
to as the ‘Study’.

The objective of this Contract is to
stipulate conditions for conducting the
Study and to stipulate rights and
obligations of Contract parties regarding
conduct of the Study and processing its
results.

Contractual research organization and
Sponsor hereby appoint the Provider and
Principal Investigator to conduct the
Study, and the Provider agrees to ensure
that the Provider and the Provider’s
employees, agents, and staff will conduct
the Study in accordance with the Protocol
(as may be amended by Sponsor), the
terms of this Contract and any other the
attachments hereto, which all are
incorporated by reference herein (the
“Contract”), good clinical practice, and all
applicable laws and regulations.

IL.

I
Piredmétem a ucel Smlouvy

Predmétem této Smlouvy je provedeni klinického
hodnoceni: ,,Faze III, dvojite zaslepend,
placebem  kontrolovana  studie,  hodnotici
VEMURAFENIB v porovnani s vemurafenibem v
kombinaci s pripravkem GDC-0973 u drive
nelécenych pacientii s pozitivni mutaci genu
BRAFY s neodstranitelnym mistné pokrocilym
nebo metastatickym melanomem*, Protokol ¢.
GO28141 (ktery tvoii Prilohu ¢. 5) (dale jen
LHotudie®).

Utelem této Smlouvy je stanovit podminky
provadéni Studie a prava a povinnosti smluvnich
stran ve vztahu Kjejimu provadéni a ke
zpracovani vysledk.

3. Smluvni vyzkumna organizace a Zadavatel timto

ustanovuji Poskytovatele a Hlavniho
zkousejiciho k provedeni Studie a Poskytovatel
se zavazuje zajistit, aby on sdm a jeho
zameéstnanci, zastupci a pracovnici provedli
Studii v souladu s Protokolem (ve znéni zmén a
doplnkt provedenych Zadavatelem),
podminkami této Smlouvy, véetné piipadnych
dal$ich pfiloh, které jsou zde vSechny zaclenény
formou odkazu (,,Smlouva‘), spravnou klinickou
praxi a veSkerymi platnymi zikonnymi a
podzadkonnymi ptedpisy.

II.

Application for Approval and Approval to
Conduct the Study

Zadost o souhlas a souhlas a providénim Studie

The Study will be conducted on the basis of
the Approval No.: sukls247129/2012 issued
by the State Institute for Drug Control on 09"
January 2013 and the Approval of the Ethics
Committee for Multicentrics Trials in Fakultni
nemocnice  Kralovské  Vinohrady  No.:
CTA Czech Local Template

F. Hoffmann — La Roche Ltd., Protocol no. GO28141

Fakultni nemocnice Hradec Kralové,
Version final clean, 070313
Quintiles Czech Republic, s.r.o.

Studie bude provedena v souladu s povolenim ¢.
sukls247129/2012 vydanym Stdtnim ustavem pro
kontrolu 1éCiv, dne 9. ledna 2013, se souhlasem
Etické komise pro multicentricka klinickd hodnoceni
Fakultni nemocnice Kralovské Vinohrady ¢.

KH/69/2012 vydanym dne 6. tGnora 2013 a se
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KH/69/2012 issued on 06™ February 2013 and souhlasem etické komise Poskytovatele Fakultni
the Approval of the Ethics Committee of the nemocnice Hradec Kralové ¢. 201212 S12L
Provider in Fakultni nemocnice Hradec vydanym dne 6. prosince 2012. Shora uvedena
Kralove No.: 201212 S12L issued on 06™ dokumentace bude k této Smlouvé ptipojena jako jeji
December 2012 (Date). The above-specified Ptiloha ¢. 1,2 a 3.

documents will be enclosed hereto as
Appendix No.l1, Appendix No. 2 and
Appendix No. 3 of this Contract.

III.

I11.

Place and Time of Study Conduct and the Misto a doba provadéni Studie a Poskytovatel

Provider

1. The Study will be conducted on the 1.
Onkologic clinic of the Provider led by
Principal Investigator
I oo¢  Study
Team. Performance of obligations of the
Principal Investigator and Study Team
established by this Contract shall be
secured by the Provider in capacity of
their employer within the labour law
relations.

2. The enrolment of subjects will start in 2.
or earlier
provided the required number of subjects

is achieved, whichever happens first. It is
expected, that the Study shall be

performed within following
perio
3. Minimum enrollment goal 3.

I Provider will

use best efforts to reach the enrollment
goal within a reasonable time after
commencement of the Study in the
Provider. If Provider fails to adhere to this
principle  Sponsor may reconsider
Provider’s  suitability to  continue
participation in the Study.
Sponsor has a right to limit or increase
unilaterally and at any time the number of
subjects participating in the Study.
Provider understands and agrees that the
Principal  Investigator ~ must  obtain
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Studie bude provadéna na onkologické klinice
Poskytovatele, pod vedenim hlavniho
zkousejiciho I
Studijniho tymu. Plnéni povinnosti Hlavniho
zkousejiciho a Studijniho tymu stanovené v této
Smlouvé bude zajisténo Poskytovatelem jako
jejich  zaméstnavatelem vramci pracovné
pravnich vztaht.

Nabor subjekti do Studie bude zahajen
a ukoncen

nebo dfive, bude-li

dosazeno pozadovaného poctu subjektd, podle
toho, ktery ztéchto okamzikii nastane diive
Predpokladand  délka  trvani  Studie je

Minimalni naborovy cil
B Pos<tovatel vynalozi
maximalni Gsili na dosaZeni ndborového cile
v pfiméfené lhité po =zahajeni Studie ve
Zdravotnickém zafizeni. Pokud Poskytovatel
nedodrzi tuto zédsadu, je Zadavatel opravnén
znovu zvazit vhodnost Zdravotnického zatizeni
pro dalsi ucast ve Studii.

Zadavatel ma pravo kdykoli jednostranné
omezit nebo zvysit pocet subjekti ve studii.
Poskytovatel je srozumén a souhlasi s tim, ze
Hlavni zkouSejici musi obdrzet ptredchozi
pisemny souhlas Zadavatele pted naborem
subjekti. nad rdmec maximalniho poctu



Sponsor’s prior written consent before
enrolling any subject beyond the maximum

ste enroltment of I

during the Study.

Iv.
Basic conditions for Study Conduct

1. The Principal Investigator will conduct
the Study in compliance with the
applicable Czech laws and regulations, in
particular Act on Drugs No. 378/2007
Coll., as amended and Act No. 372/2011
Coll., on Medical Services, as amended,
Act No. 101/2000 Coll., on protection of
personal data, as amended and terms and
conditions of performance of such
services, as amended. The Study will be
carried out in compliance with the basic
conditions and principles stipulated in the
following documents:

a) The Approval to conduct the Study
issued by the State Institute for Drug
Control and other institutions listed in
Article II. Hereof.

b) The Study Protocol No. GO28141,
which may be amended only in
compliance with § 56 Act on Drugs
No. 378/2007 Coll., as amended.

¢) Sponsor’s instruction titled
‘Investigator’s Brochure’ specifying
all currently available information on
the medicinal product used in the
Study and on its properties. The
instruction will be handed over to the
Principal Investigator by Sponsor and
will be enclosed to the Study
documentation.

2. The Study will be conducted in
compliance with the applicable Czech
Republic laws on data protection.
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I © pribchu Studie.

IV.
Z:akladni podminky provadéni Studie

Hlavni zkousejici bude provadét Studii v souladu
s prislusnym ceskymi pravnimi predpisy zejména
se zakonem o 1éCivech €. 378/2007 Sb., ve znéni
pozdégjsich predpisti, zakonem ¢. 372/2011 Sb., o
zdravotnickych sluzbach, ve znéni pozdgjsich
predpist, zakonem ¢. 101/2000 Sb., o ochrané
osobnich udaji, ve znéni pozdéjSich predpist a
podminkach jejich poskytovani, ve znéni
pozdéjsich predpisti. Studie bude provadéna
v souladu se zdkladnimi podminkami a zasadami
stanovenymi v téchto dokumentech:

a) povoleni k provedeni Studie vydané Statnim
ustavem pro kontrolu 1é¢iv a ostatnimi
institucemi uvedenymi v ¢lanku II. této
Smlouvy a zakona ¢&. 372/2011 Sb., o
zdravotnich sluzbach, ve znéni pozdéjsich
predpist;

b) Protokol Studie ¢. GO28141, ktery lze ménit
a doplnovat pouze v souladu s § 56 zakona o
1é¢ivech €. 378/2007 Sb., ve znéni pozdejsich
predpist,

c¢) pokyn Zadavatele nazvany ,Investigator’s
Brochure”, vnémz jsou specifikovany
vsechny v soucasné dob¢ dostupné informace
o léCivu pouzivaném ve Studii a o jeho
vlastnostech. Tento pokyn bude pfedan
Zadavatelem Hlavnimu zkouSejicimu a bude
zafazen do dokumentace Studie.

2. Studie bude provadéna v souladu s ptisluSnymi

pravnimi predpisy CR o ochrané tdaji.



The Documents listed in Article IV., 3.
paragraph 1., letter b) and c) shall be
considered  confidential,  with  the
information regarding their respective
contents disclosed solely to the employees

of the Provider authorised or assigned in
accordance with Article III., paragraph 1.
hereof, and to the authorities and
institutions listed in Article VI., paragraph

3.

V.
Selection of Study Subjects and Obtaining
Their Consent

Subjects may not to be enrolled in the 1.
Study unless they are adequately informed
and have signed the Informed Consent.
The Informed Consent should be obtained

in compliance with legal regulations,
ethical principles and good clinical
practice. Any modifications to the
Informed Consent must be approved by
Contractual research organization or
Sponsor prior to its use, such approval not

to be unreasonably withheld. With regard

to this:

a) Sponsor declares that the Principal
Investigator has been given the Patient
Information and Informed Consent
form.

b) If the subject consents to his/her
participation in the Study, the
Principal Investigator will ask him/her
to sign the Informed Consent form
before performing any Study tests or

examinations.
Signed Informed Consents will be filed in = 2.
the Principal Investigator’s  Study
documentation.
If the Sponsor finds out in course of the 3.

Study that a subject enrolled in the Study
has been enrolled in contravention with
the Protocol, he may exclude such subject

Dokumenty uvedené v ¢lanku IV., odst. 1., pism.
b) a ¢) se povazuji za divérné a informace o
jejich obsahu mohou byt zpfistupnény pouze
zaméstnancim  Poskytovatele,  kteti = maji
opravnéni nebo povéreni v souladu s ¢lankem
III., odst. 1 této Smlouvy a ufadim a institucim,
jejich vycet je uveden v ¢lanku VI., odst. 3.

V.

Nabor subjektu Studie a ziskani jejich souhlasu

Subjekty Studie do ni mohou byt zatazeny
vyhradné tehdy, kdyz byly nalezité informovany
a kdyz podepsaly Informovany souhlas.
Informovany souhlas musi byt ziskan v souladu
se v§emi pravnimi predpisy, etickymi zasadami a
spravnou klinickou praxi. VeSkeré tpravy
Informovaného souhlasu musi pred jejich
uplatnénim  schvalit  Smluvni  vyzkumna
organizace nebo Zadavatelem, pficemz tento
souhlas nesmi byt bezdivodné odpiran.
S piihlédnutim k tomu :

a) Zadavatel  prohlasuje, ze  Hlavnimu
zkousejicimu byl pfedan formuldt Zaznamu
udajii o subjektu a formulaf Informovaného
souhlasu.

b) Bude-li subjekt souhlasit se svou ucasti ve
Studii, pozadda ho Hlavni zkouSejici jeste
pted zahajenim jakychkoli testli a vySetfeni
vramci Studie o podpis Informovaného
souhlasu.

Podepsané  Informované souhlasy  budou
zalozeny do dokumentace Hlavniho zkousejiciho
ke Studii.

Jestlize Zadavatel v pribchu Studie zjisti, Ze
néjaky subjekt zafazeny do Studie do ni byl
zafazen v rozporu s Protokolem, miize takovy
subjekt vyradit ze Studie.
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from the Study.

In compliance with the applicable Czech 4.
laws, the Principal Investigator, the
Provider, and Sponsor are obliged to
protect the confidentiality of personal data

of the study subjects both in the course of

the Study and after its close-out.

VL
Monitoring and Auditing the Study

The course and conduct of the Study will 1.
be coordinated, monitored and audited by
expert groups or by persons authorised by
Sponsor. The Provider and the Principal
Investigator will provide them with the
access to all information gathered in the
course of the Study, results of laboratory
tests and examinations as well as other
information on the subjects enrolled in the
Study.

The authorised person to monitor the
Study is:

, or other
person authorised by Sponsor in writing to
monitor the Study.

The course of the Study and its results
may be audited by Sponsor or Sponsor’s
auditors. This provision will not intervene
with the rights of the authorised
representatives of the  appropriate
authorities of the Czech Republic and
foreign regulatory authorities to perform
their own audits.

Subjects will be informed in compliance
with Article V., paragraph 1. hereof, and
of the fact that the information gathered
on them in the course of the Study may be
presented to and used by the appropriate
authorities of the Czech Republic for the
purpose of inspection and by foreign
regulatory authorities.

VIIL
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Hlavni zkousejici, Poskytovatel a Zadavatel jsou
vsouladu s pfislusSnymi Ceskymi pravnimi
predpisy povinni chranit divérnou povahu
osobnich udaji subjekti Studie, a to jak v jejim
prubéehu, tak i po jejim ukonceni.

VI
Monitorovani a audit Studie

Pribéh a provadéni Studie bude koordinovano,
monitorovano a ovéfovano skupinami odbornikt
nebo osobami  povéfenymi  Zadavatelem.
Poskytovatel a Hlavni zkouSejici umozni témto
osobam  pristup ke vSem  informacim
shromazdénym v prubéhu Studie, k vysledkim
laboratornich testi a vySetfeni a také k jinym
informacim o subjektech zatazenych do Studie.

Osoba poveérena monitorovanim Studie je:

, nebo jind osoba,
kterou Zadavatel pisemné poveéfi monitorovanim
Studie.

Pribéh a vysledky Studie mohou byt ovéfovany
Zadavatelem nebo jeho auditory. Toto
ustanoveni se nedotykd prav opravnénych
zastupcd piislusnych organt v Ceské republice a
zahrani¢nich regulac¢nich organt provadét vlastni
audit.

Subjekty Studie budou informovany v souladu s
Clankem V., odst. 1. této Smlouvy a o tom, Ze
informace, které o nich budou shromdzdény v
pribéhu  Studie, mohou byt predlozeny
pfislusnym  organim Ceské republiky a
zahrani¢nim regula¢nim organiim a mohou byt
jimi pouzity ke kontrole.

VII.



Other Provisions Ostatni ustanoveni

1. Sponsor will provide the Provider with
Case Report Forms (CRF).

1. Zadavatel poskytne Poskytovateli formulafe pro
zaznam Udaji o subjektech hodnoceni - Case Report
Forms (CRF).

2. The investigational product as well as 2. Hodnoceny vyrobek a dal$i materialy uvedené

other materials specified in the Study
Protocol (Article IV., paragraph 1., letter
b) of the Contract) provided by Sponsor
will be used by the Principal Investigator
solely for the purpose of Study conduct.
Principal Investigator and the Medical
Facility agree not to sell, manufacture,
have manufactured, reverse engineer or
have others reverse engineer the product
being tested (the “Investigational
Product”) provided under this Agreement,
containing the BRAF inhibitor,
vemurafenib. Notwithstanding the
foregoing, this language will not modify
the terms of any separate written
agreement between Principal Investigator
and/or the Medical Facility, Genentech,
Hoffmann — La Roche Inc., or Plexxikon
Inc., that allow use of the Investigational
Product for research purposes or in other
clinical studies. For clarity, this language
does not affect the Medical Facility’s
ability to use any commercially available
and FDA-approved drug product for
research or treatment use The Principal
Investigator and the Provider will return
all unused material to Sponsor or destroy
the same according to  Sponsor
instructions.

The investigational product shall be
supplied to the address of hospital
pharmacy of Provider duly labelled by the
Study title and name of appointed
pharmacist. Name of the appointed
pharmacist shall be notified by the senior
executive of the Pharmacy,

v Protokolu Studie (¢lanek IV., odst. 1., pism. b)
Smlouvy), které poskytne Zadavatel, budou
pouzivany Hlavnim zkouSejicim vyhradné za
ucelem provadeéni Studie. Hlavni zkouSejici a
Poskytovatel se zavazuji, ze nebudou prodavat,
vyrabét, nechavat vyrabét ani zpétné analyzovat
hodnoceny 1é¢ivy ptipravek (dale jen “hodnocené
1é¢ivo™) obsahujici inhibitor BRAF vemurafenib,
ktery bude dodavan na zaklad¢ této smlouvy. Bez
ohledu na vySe uvedené se timto ustanovenim
neméni podminky piipadnych samostatnych
pisemnych ujednani mezi Hlavnim zkouSejicim
a/nebo Poskytovatelem, Genentech, Hoffmann —
La Roche Inc., nebo Plexxikon Inc., které
umoziuji vyuzivat hodnoceny 1éCivy ptipravek
pro vyzkumné ucely nebo v jinych klinickych
hodnocenich. K vylouceni pochybnosti se ma za
to, Ze toto znéni nijak neomezuje Poskytovatele ve
vyuzivani  komeréné  dostupnych  1éCivych
ptipravki, které jiz byly schvaleny regula¢nim
ufadem FDA, pro tucely vyzkumu nebo 1écby.
Hlavni zkouSejici a Poskytovatel vrati vSechny
nepouzité materidly Zadavateli nebo je podle jeho
pokynii znici.

Poskytnuté hodnocené 1é¢ivo bude dodavano na
adresu nemocnicni lékarny Poskytovatele, s
uvedenim ndzvu klinického hodnoceni, jehoz se
tykd a jména odpovédného farmaceuta. Jméno
odpovédného farmaceuta sd€li vedouci lékarnik
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If any source data are kept on computer
files only, Provider shall make print-outs of
all such data relevant to the Study for the
purpose of source data verification, and
shall have them signed, dated and retained
as source documents.

Equipment
Subject to the conditions set forth below

Contractual research organization will
provide to Medical Facility ePRO tablets,
which is required for use in the Study and
that Medical Facility and/or Principal
Investigator does not otherwise own or
have access to (the “Equipment”). The
initial value of the Equipment is
pproximately CZK 22.732,- and the
estimated residual fair market value of the
Equipment shall be determined at the end
of the Study/date of termination in

accordance with local market
circumstances.
Equipment Use; Maintenance. Medical

Facility and Principal Investigator agree to
house the Equipment on site and to use the
Equipment solely in connection with the
Study during the term of the
Contract. Medical Facility and Principal
Investigator agree to maintain the
Equipment in good working condition,
reasonable wear and tear excepted. In the
event that the Equipment malfunctions or
ceases to operate during the conduct of the
Study through no fault of Medical Facility
or Principal Investigator, Contractual
research organization will arrange for
appropriate maintenance or replacement of
the Equipment, including at F. Hoffmann -
La Roche Ltd. option, reimbursing Medical
Facility and/or Principal Investigator for
reasonable maintenance or replacement
expenses.

Return of Equipment. Upon completion or
any earlier termination of the Study in the
Medical Facility, Medical Facility and/or

Budou-li jakékoli zdrojova data uchovavana
pouze v pocitaCovych souborech, vytiskne
Poskytovatel vSechna tato data, ktera se tykaji
Studie, pro ucely ovéteni zdrojovych dat a necha
si je podepsat a opatfit datem a bude je uchovavat
jako zdrojové dokumenty.

Vybaveni
S souladu s podminkami uvedenymi nize
poskytne  Smluvni  vyzkumna  organizace

Poskytovateli ePRO tablety, které jsou potiebné
pro pouziti ve Studii a Posktovatel a/nebo Hlavni
zkousejici je nevlastni nebo k nim nemaji ptistup
("Vybaveni"). Pocatecni hodnota Vybaveni Cini
pfiblizné 22.732,- K& a ocekavand zlstatkova
trzni hodnota Vybaveni bude urcena pfi ukonceni
Studie / kdatu ukonceni platnosti Smlouvy
vsouladu s pfisluSnymi  mistnimi  trznimi
podminkami.

Pouzivani Vybaveni; Udrzba. Poskytovatel a
Hlavni zkouSejici souhlasi s tim, ze budou
Vybaveni uchovavat na misté provadéni Studie a
pouzivat jej budou pouze v souvislosti se Studii
po dobu trvani Smlouvy. Poskytovatel a Hlavni
zkousSejici se zavazuji udrzovat Vybaveni v
dobrém stavu, s vyjimkou ocekdvaného bézného
opotiebeni. V pfipadé, Zze Vybaveni nefunguje
nebo prestane fungovat béhem provadéni Studie

nikoliv  vinou Poskytovatele ¢i  Hlavniho
zkousejictho, Smluvni vyzkumna organizace
zajisti odpovidajici Udrzbu nebo vyménu

Vybaveni, v€etné, dle volby F. Hoffmann - La
Roche Ltd., thrady Poskytovateli a/nebo
Hlavnimu zkousejicimu pfiméfené udrzby nebo
nakladii na vyménu Vybaveni.

Vraceni Vybaveni. Po dokonCeni nebo
jakémkoliv  diivejsi ukonceni  Studie u
Poskytovatele, musi Poskytovatel a/nebo Hlavni
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Principal Investigator shall return the
Equipment to  Contractual research
organization at  Sponsor  expense.
Contractual research organization may, at
its option, withhold the final payment to
Medical Facility until the Equipment is
returned.

3. The Principal Investigator and the Provider

shall be jointly responsible for maintaining
essential Study documents in the manner
specified by current good clinical practice
(“GCP”) guidelines and applicable laws for
fifteen (15) years after the completion of
the Study or such longer period as
specified by current GCP guidelines and
applicable laws. In addition, Provider shall
take measures to prevent accidental or
premature destruction of these documents.

The Provider shall immediately notify
Contractual research organization of, and
provide Contractual research organization
copies of, any inquiries, correspondence or
communications to or from any
governmental or regulatory authority
relating to the Study, including, but not
limited to, requests for inspection of the
Provider’s facilities, and the Provider shall
permit Contractual research organization
and Sponsor to attend any such inspections.
The Provider will make reasonable efforts
to separate, and not disclose, all
confidential materials that are not required
to be disclosed during such inspections.
Provider and Principal Investigator each
represents and warrants that there are no
pending for-cause regulatory audits,
investigations or proceedings involving
Provider, Principal Investigator, or any of
their employees or agents performing
Study activities which relate to compliance
with laws regarding the conduct of any
clinical research.

The Provider represents and warrants that

zkousejici vratit Vybaveni Smluvni vyzkumné
organizaci na naklady F. Hoffmann - La Roche
Ltd. Smluvni vyzkumna organizace mutze, dle
svého uvazeni, pozastavit posledni platbu
Poskytovateli, dokud nebude Vybaveni vraceno.

3. Hlavni zkousSejici bude spole¢né s Poskytovatelem

odpovédny za uchovavani zakladnich dokumentt
ke Studii zpusobem stanovenym aktualné
platnymi pravidly spravné klinické praxe (,,GCP*)
a s prislusnymi pravnimi predpisy po patnact (15)
let po dokonceni Studie nebo po delsi dobu
stanovenou aktualné platnymi GCP a ptislusnymi
pravnimi piedpisy. Kromé toho Poskytovatel
pfijme opatfeni k zabranéni nahodnému ¢i
pred¢asnému zniceni téchto dokumentd.

Poskytovatel neprodlen¢ vyrozumi = Smluvni
vyzkumnou organizaci a preda jikopie vsech
dotazii, korespondence nebo sdéleni ke Studii
obdrzenych od statnich nebo regulacnich organt
(nebo jim adresované), zejména Zzadosti o
provedeni  kontroly  prostor a  vybaveni
Zdravotnického zatizeni, a Poskytovatel dovoli
Smluvni vyzkumné organizaci a Zadavateli se
téchto kontrol tucastnit. Poskytovatel vynalozi
priméfené usili k oddéleni a neptedlozeni téch
materidli diaveérné povahy, které béhem téchto
kontrolnich navstév neni tieba predkladat.
Poskytovatel a Hlavni zkouSejici, a to kazdy
zvlast, prohlasuji a ujistuji, Ze neexistuji zadné
audity provadéné regulacnimi organy s uvedenim
ditvodu, zddna vySetfovani ani fizeni, ktera se
tykaji Poskytovatele, Hlavniho zkouSejiciho nebo
kteréhokoli z jejich zaméstnanci nebo zastupct
¢innych v ramci Studie, jez souvisi s dodrzovanim
pravnich predpisi o vedeni jakéhokoli klinického
vyzkumu.

Poskytovatel prohlasuje a ujistuje, Ze ono samo
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neither it, nor any of its employees, agents
or other persons performing the Study
under its direction, has been debarred,
disqualified or banned from conducting
clinical trials or is under investigation by
any regulatory authority for debarment or
any similar regulatory action in any
country, and the Provider shall notify
Quintiles immediately if any such
investigation, disqualification, debarment,
or ban occurs.

The shipment of dangerous goods and
infectious materials (including infectious
subject specimens) will comply with all
applicable laws. The Provider will be
responsible for ensuring that each
individual who packages or handles any
dangerous goods or infectious materials
will comply with all applicable regulations.

Provider and Principal Investigator agree
that the compensation they receive from
this Contract does not exceed the fair
market value of the services they are
providing, and that no payments are being
provided to them for the purpose of
inducing them to purchase or prescribe any
drugs, devices or products. Provider agrees
that it will not bill any patient, insurer, or
governmental agency or any other third
party for any items, visits, services or

expenses provided or paid for by
Contractual research organization or
Sponsor.

Provider and Principal Investigator

represent and warrant that neither they nor
any individual or entity acting on their
behalf, nor any payee under this Contract,
will, directly or indirectly, offer or pay, or
authorize an offer or payment of, any
money or anything of value to any Public
Official (defined below) or public entity,
with the knowledge or intent that the
payment, promise or gift, in whole or in
part, will be made in order to influence an

(ani nikdo z jeho zaméstnancii, zastupct ¢i jinych
osob zapojenych do Studie pod jeho vedenim)
nebylo zbaveno prislusného opravnéni, nebyl mu
zakazan vykon Cinnosti, ani mu nebylo zakazano
provadéni  klinickych hodnoceni, ani neni
vySetfovano regula¢nim organem ohledné zakazu
vykonu ¢innosti, ani vi¢i nému neni vedeno jiné
fizeni u regulacniho organu v jakékoli zemi, a
Poskytovatel je povinen neprodlené¢ vyrozumét
Quintiles v pfipadé, Zze dojde k takovému
vySetfovani, zakazu vykonu ¢innosti ¢i k odnéti
opravnéni k provadéni klinického hodnoceni.

Zasilani nebezpeéného zbozi a infekénich
materiali  (v¢etné infekénich vzorkd subjektd
hodnoceni) se fidi vSemi pfisluSnymi pravnimi
predpisy. Poskytovatel zajisti, aby kazda osoba
zabyvajici se balenim nebezpe¢ného zbozi nebo
infekéniho materialu nebo manipulaci s nimi
jednala v souladu se v§emi platnymi predpisy.

5. Poskytovatel a Hlavni zkouSejici souhlasi s tim, Ze

nahrada, kterou dostavaji podle této Smlouvy,
neni vy$§i nez realna trzni hodnota sluzeb, které
poskytuji a ze jim nejsou poskytovany zadné
platby, které je maji pfimét, aby nakupovali nebo

predepisovali  jakdkoli 1éCiva, zdravotnické
prosttedky nebo vyrobky. Poskytovatel se
zavazuje, ze nebude Zadnému pacientovi,

pojistiteli nebo statnimu organu uctovat zadné
polozky, navstévy, sluzby nebo vydaje poskytnuté
nebo hrazené Smluvni vyzkumnou organizaci
nebo Zadavatelem.

Poskytovatel a Hlavni zkouSejici prohlasuji a
ujistuji, ze oni ani zadna fyzickd ani pravnicka
osoba jednajici jejich jménem piimo ¢i nepiimo
nenabidne ani nezaplati, nepovoli nabidku ani
uhradu pen€z ani poskytnuti jakékoli majetkové
hodnoty zastupci vefejné moci (ve smyslu nize
uvedené definice) ¢i vefejnému subjektu, a to
s védomim c¢i umyslem, ze takova tihrada, platba,
slib ¢i dar by zCasti nebo zcela mély ovlivnit
jakykoli ufedni postup ¢i rozhodnuti, které
napomohou Smluvni vyzkumné organizaci,
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official act or decision that will assist
Contractual research organization, Sponsor
or the Provider in securing an improper
advantage or in obtaining or retaining
business or in directing business to any
person or entity.

In addition to other rights or remedies
under this Contract or at law, Sponsor
and/or Contractual research organization
may terminate this Contract if Provider
breaches any of the representations or
warranties contained in this Section or if
Contractual research organization or
Sponsor learns that improper payments are
being or have been made to Public
Officials by Provider or any individual or
entity acting on its behalf.

Zadavateli nebo  Poskytovateli  k ziskani
neopravnéné vyhody ¢i k ziskani popt. udrzeni
obchodni pfilezitosti ¢i k zajisténi poskytnuti
takové obchodni prilezitosti jakékoli jiné osobé ¢i
subjektu.

Vedle ostatnich prav ¢i pravnich prostiedki
napravy upravenych touto Smlouvou nebo
zdkonem jsou Zadavatel a/nebo Smluvni
vyzkumna organizace opravnéni okamzité ukoncit
platnost této Smlouvy, pokud Poskytovatel porusi
kterakoli ze svych prohlaseni nebo wujisténi
poskytnutych v tomto ¢lanku, nebo v pripadé€, ze
Smluvni vyzkumna organizace nebo Zadavatel
zjisti, Zze ze strany Zdravotnického ¢i jakékoli
osoby ¢i subjektu jednajiciho jeho jménem, jsou ¢i
byla poskytovana neopravnéna plnéni zastupctiim

verejné moci.

Pro ucely této Smlouvy, pojem ,,zastupce vefejné
moci“ znamena jakéhokoli ufednika ¢i zaméstnance
statniho uradu, mezindrodni organizace veiejného
typu ¢i jakékoli sekce, oddéleni, organu ¢i pobocky
téchto instituci, nebo jakoukoli osobu jednajici
z moci ufedni, véetné osob jednajicich ve prospéch
jakékoli vefejné organizace ¢i podniku; a dale
jakoukoli politickou stranu ¢i zastupce politické
strany, ¢i jakéhokoli kandidata ¢i uchazece o vykon
funkce verejné moci.

For the purposes of this Contract, “Public
Official” means any officer or employee of a
government, a public international
organization or any department or agency
thereof, or any person acting in an official
capacity, including, for a public agency or
enterprise; and any political party or party
official, or any candidate for public office.

6. Principal Investigator shall provide a copy
of the final report to the legal department of
the Provider after completion of the Study.

6. Hlavni zkouSejici po ukonéeni klinického
hodnoceni pteda kopii zavérecné zpradvy na prévni
odbor Zdravotnického zatizeni.

VIIIL. VIIIL.
Serious Adverse Events in the Course of the Zivazné nezadouci piihody v pribéhu Studie
Study

PRINCIPAL INVESTIGATOR AGREES
TO REPORT ANY SERIOUS ADVERSE
EVENTS (SAES) AS REQUIRED BY
LAW, REGULATION AND THE
PROTOCOL. WITHIN 24 HOURS (OR
SUCH OTHER TIME AS SPECIFIED IN
THE PROTOCOL) OF FIRST
CTA Czech Local Template
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HLAVNI ZKOUSEJICIi SE ZAVAZUJE, ZE
BUDE NAHLASOVAT VESKERE ZAVAZNE
NEZADOUCI PRIHODY (SERIOUS ADVERSE
EVENTS - SAE) VSOULADU S PRAVNIMI
PREDPISY A S PROTOKOLEM DO 24 HODIN
(NEBO V JINE LHUTE STANOVENE V
PROTOKOLU) OKAMZITE POTE, CO SE

12z 33



KNOWLEDGE OF ANY SAE OR ANY
EVENT THAT COULD AFFECT THE

SAFETY OF THE STUDY
PARTICIPANTS, PRINCIPAL
INVESTIGATOR WILL NOTIFY
QUINTILES AND SPONSOR

ELECTRONICALLY VIA THE EDC
RAVE VOYAGER.

IX.
Responsibility for Subject Injury

1. The Sponsor hereto acknowledges, that in
accordance with § 52 Act on Drugs No.
378/2007 Coll., as amended, contract
insurance of liability for damage for the
Principal Investigator and the Sponsor has
been ensured. This policy also duly covers
compensable death of subject or
compensation of the subject in case of
injury resulting from and sustained in
course of performance of the Study. A
copy of the Certificate of Insurance is
enclosed hereto as Appendix No. 4.

2. Contractual research organization hereto
expressly disclaims any liability in
connection with the Investigational
Product, including any liability for any
product claim arising out of a condition
caused by or allegedly caused by the
administration of such product except to
the extent that such liability is caused by
the negligence, willful misconduct or
breach of this Contract by Contractual
research organization.

Neither Contractual research organization
nor Sponsor will be responsible for, and
the Provider agrees, to the extent allowed
by law, to indemnify and hold them
harmless from, any loss, claim, cost
(including reasonable attorney fees) or
demand arising from any injuries or
damages resulting from the Provider’s
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POPRVE DOZVi O JAKEMKOLI SAE NEBO
JINE UDALOSTI, KTERA BY MOHLA

OHROZIT BEZPECNOST  UCASTNIKU
STUDIE. HLAVNI ZKOUSEJICI O TOM
VYROZUMI SMLUVNI VYZKUMNOU
ORGANIZACI A ZADAVATELE

PROSTREDNICTVIM ECD RAVE VOYAGER.

IX.
Odpovédnost za ijmu na zdravi subjekti Studie

1. Zadavatel timto prohlaSuje a ujistuje, ze
uzaviel za sebe a za Hlavniho zkouSejiciho
pojisténi odpovédnosti za Skodu zplisobenou
klinickym hodnocenim v souladu
s ustanovenimi § 52 zakona o 1éCivech ¢.
378/2007 sb., v platném znéni. Toto pojisténi
rovnéz fadné kryje amrti subjektu Studie
v disledku ujmy na zdravi vyplyvajici nebo
zpusobené béhem provadéni Studie, které 1ze
hradit z pojisténi. Kopie pojistného
certifikatu tvoti Pfilohu €. 4 této Smlouvy.

2. Smluvni vyzkumnd organizace timto vyslovné
odmitad jakoukoli odpoveédnost v souvislosti
s hodnocenym produktem, vcetné odpovédnosti
za naroky spojené stimto produktem, jehoZz
podani zptsobilo nebo mélo zpisobit vznikly
stav, ledaze je tato odpovédnost zplsobena
nedbalosti, umysIng protipravnim jednanim nebo
porusenim této Smlouvy ze strany Smluvni
vyzkumné organizace.

Smluvni vyzkumna organizace ani Zadavatel
neodpovida (a Poskytovatel se je vrozsahu
pfipustném ze zakona zavazuje odSkodnit a
prevzit za n€¢ odpoveédnost) za jakoukoli ztratu,
narok, naklady (vCetné nakladd pravniho
zastoupeni v pfiméfené vysi) ani za pozadavek
ztitulu jakékoli Ujmy na zdravi ¢i Skody
plynouci z nedbalosti ¢i nedodrzeni Protokolu,
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negligence, failure to adhere to the
Protocol, failure to obtain informed
consent, unauthorized warranties, breach
of this Contract, breach of applicable law
or regulation or willful misconduct.

The Provider shall promptly notify
Contractual research organization and
Sponsor in writing of any claim of illness,
injury or damage actually or allegedly
arising from the conduct of the Study.
Sponsor shall have the right to control the
defence of any such claims and the
Provider shall cooperate fully with
Sponsor in handling such claims.

Sponsor agrees to indemnify and hold
harmless the Provider and Principal
Investigator from any third party claims of
illness, injury or damage directly arising
out of the conduct of the Study in
accordance with the Protocol, except to
the extent any such illness, injury or
damage is caused by the Provider or
Principal ~ Investigator’s  negligence,
misconduct, failure to follow the Protocol
or breach of applicable law or regulation.

Provider shall maintain a Commercially
Reasonable level of insurance, and, upon
request, shall provide a certificate of

insurance to  Contractual research
organization. For purposes of this
Section, “Commercially Reasonable”

shall mean in accordance with standard
practice in the health service and in the
geographical area, or as may be otherwise
required by law.

X.
Protection of Confidential Information.
Personal Data

For the purpose hereof, all the
information provided by Sponsor with

neopatieni  si  Informovaného  souhlasu,
neopravnénych ujisténi, poruseni této Smlouvy,
poruseni pfislusnych pravnich pfedpisti nebo
umyslné¢ protipravniho jednani ze strany
Poskytovatele.

Poskytovatel je povinen neprodlené pisemné
vyrozumét Smluvni vyzkumnou organizaci a
Zadavatele o jakémkoli naroku vztahujicimu se
k onemocnéni nebo Gjmée na zdravi, k nimz doslo
nebo mélo dojit v souvislosti s provadénim
Studie. Zadavatel ma pravo dohliZet na obhajobu
proti jakymkoli takovym narokiim a Poskytovatel
je povinen plné spolupracovat se Zadavatelem
pfi jednanich o vyporadani takovych naroki.

Zadavatel odskodni Poskytovatele a Hlavniho
zkousejiciho a prevezme za né€ odpovédnost ve
vztahu kjakymkoli narokim tfeti osoby
vztahujicim se k onemocnéni, ijmé na zdravi
nebo Skod¢, vyplyvajici pfimo z provadéni
Studie v souladu s Protokolem, ledaZe je takové
onemocnéni, Ujma na zdravi nebo S$koda
zpusobena nedbalosti, imyslnym protipravnim
jednanim,  nedodrZzenim  Protokolu  nebo
porusenim pfisluSnych pravnich pfedpisi ze
strany Zdravotnického zatizeni nebo Hlavniho
zkousejiciho.

Poskytovatel je povinen vést v platnosti na
komer¢né pfimefené urovni pojiSténi a na vyzvu
Smluvni vyzkumné organizace je povinno
predlozit potvrzeni o existenci tohoto pojisténi.
Vyraz ,,na komeréné pfimetené Grovni* znamena
pro ucely tohoto odstavce pojisténi, které je
v souladu s béznou praxi v oboru zdravotnickych
sluzeb a v pfislusné geografické¢ oblasti nebo
podle jinych pozadavki zakona.

X.
Ochrana divérnych informaci.
Osobni udaje

1. Veskeré informace a udaje poskytnuté
Zadavatelem ve vztahu ke Studii nebo k
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regard to the Study or the Study
documentation (comprising in particular
the information on the structure,
composition,  ingredients,  formulas,
know-how, technologies and processes)
as well as any other information relating
to the Study or its progress will be
deemed confidential. The Provider and
the Principal Investigator will not
disclose the confidential information to
third parties, except persons involved in
the Study and who need to know the
information in question, and will take all
such steps as shall from time to time be
necessary to ensure compliance by its
employees, agents and sub-contractors
with the provisions of this Article. The
confidential information are component
part of a business secret of the Sponsor
and/or are subject of rights to intellectual
property of the Sponsor and will remain
secret and kept by the Provider and the
Principal Investigator in a place dedicated
for information of that character unless
the Provider or the Principal Investigator
prove that the information is accessible to
the general public. These confidentiality
obligations shall continue until ten (10)
years after termination or expiration of
this Agreement, or completion of the
Study, but shall not apply to Confidential
Information to the extent that it: a) is or
becomes publicly available through no
fault of  the Provider/Principal
Investigator; b) is disclosed to the
Provider/Principal Investigator by a third
party not subject to any obligation of
confidence; ¢) must be disclosed to ECs,
or applicable regulatory authorities; d)
must be included in any subject’s
informed consent form; e) is published in
accordance with Article XI. herein; or, f)
is required to be disclosed by applicable
law, provided that the Provider/Principal

Investigator shall give Sponsor and
Contractual research organization
prompt, advance written notice to permit
Contractual ~ research  organization,
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dokumentaci ke Studii (zejména tudaje o
struktufe, slozeni, ptisadach, receptech, know-
how, technologiich a procesech) a zaroven i
veskeré jiné informace souvisejici se Studii a
s jejim postupem se povazuji za ddvérné.
Poskytovatel a Hlavni zkouSejici nesmi
zptistupnovat daveérné udaje tfetim osobam
s vyjimkou osob zapojenych do provadéni
Studie, a to pouze tém, ktefi je potiebuji znat, a
podniknout veSkeré kroky, kterych bude obcas
zapotiebi k zajisténi dodrzovani tohoto ¢lanku ze
strany  jejich  zaméstnancl, zastupci a
subdodavateld. Davérné udaje jsou slozkou
obchodniho tajemstvi Zadavatele a/nebo jsou
ptfedmétem jeho prav k dusevnimu vlastnictvi a
Poskytovatel a Hlavni zkouSejici je budou
uchovavat v tajnosti na misté uréeném pro udaje
této povahy, ledaze prokazou, Ze dané udaje jsou
vefejné pristupné. Tyto zavazky mlcenlivosti
zustanou v platnosti po dobu deseti (10) let od
ukoneni nebo vyprSeni platnosti této Smlouvy
nebo dokonéeni klinického hodnoceni, nebudou
se vSak vztahovat na duvérné udaje
v nasledujicim rozsahu: a) jsou-li ¢i stanou-li se
vefejné¢ znamé bez zavinéni Zdravotnického
zafizeni / Hlavniho zkouSejiciho; b) jsou sd€leny
Poskytovateli / Hlavnimu zkouSejicimu tieti
osobou nepodléhajici zdvazku mlcenlivosti; c)
musi byt oznameny etickym komisim ¢i
pfislusnému regulacnimu tfadu; d) musi byt
zahrnuty v pisemném informovaném souhlasu
jakéhokoli  subjektu  hodnoceni; e) jsou
zvefejiiovany v souladu s ¢l. XI této Smlouvy;
nebo f) povinnost jejich zvefejnéni plyne ze

zakona, stim, Ze Poskytovatel / Hlavni
zkousejici jsou povinni dorucit Zadavateli a
Smluvni vyzkumné organizaci neprodlené

pfedem pisemné oznameni, tak aby umoznili
Smluvni vyzkumné organizaci, Zadavateli nebo
jejich zastupcim vznést namitky nebo jinak
omezit takové zptistupnéni.



2. Both prior to and during the course of the

Sponsor or their agents to object to or
otherwise limit such disclosure.

2.
Study, the Principal Investigator and
his/her teams may be called upon to
provide personal data which falls within
the scope of the law and regulations
relating to the protection of personal data
(“Data  Privacy  Legislation”).  For
Investigators, this personal data may
include names, contact information, work
experience and professional
qualifications, publications, resumes, and
educational background. The Principal
Investigator consents to the processing of
Principal Investigator’s personal data
collected by Quintiles or Sponsor, and
Principal Investigator and Provider agree
to obtain any consents, as may be
necessary in accordance with applicable
Data Privacy Legislation, for the
processing of any personal data collected
by Quintiles or the Sponsor from its
investigators Study Team, staff and
personnel involved in the conduct of the
Study. Such consent shall authorize the
transfer of personal data, to countries
other than the Provider's own country,
including without limitation the United
States, even though data protection may
not exist or be as developed in those
countries as in the Provider’s own
country, for the following purposes: (i) the
conduct and interpretation of the Study,
(i1) review by governmental or regulatory
agencies, Sponsor, Contractual research
organization and their agents and affiliates
and collaborators, (iii) satisfying legal or
regulatory requirements, (iv) publication
on www.clinicaltrials.gov and websites
and databases that serve a comparable
purpose; and (v) storage in databases for
use in selecting sites in future clinical
trials. In the event any Provider
personnel participating in the Study are
not willing to provide such consent,

Pied zahajenim Klinického hodnoceni a v jeho
priabéhu mohou byt Hlavni zkousejici a jeho
tymy pozadani o poskytnuti osobnich udaji. Tyto
udaje spadaji pod rezim zakonnych a
podzakonnych piedpisi na ochranu osobnich
udaju (dale jen ,legislativa na ochranu osobnich
udaju“). V pripadé¢ ZkousSejicich mohou tyto
osobni Udaje obsahovat jména, kontaktni Udaje,
pracovni zkuSenosti a odbornou kvalifikaci,
publika¢ni ¢innost, zivotopisy a vzdélani. Hlavni
zkousSejici dava souhlas se zpracovanim svych
osobnich udaji shromazdénych Quintiles nebo
Zadavatelem a Hlavni zkousSejici a Poskytovatel
se zavazuji ziskat veskeré souhlasy, které mohou
byt zapotiebi v souladu s prislusnou legislativou
na ochranu osobnich udaji ke zpracovani
jakychkoli  osobnich udaji  shromazdénych
spoleCnosti  Quintiles, Zadavatelem od jeho
zkous$ejicich, Studijniho tymu, zaméstnancu a
personalu ucastnicich se provadéni Studie.
Takovy souhlas povoluje pfenos osobnich udajt
do jinych zemi nez zemé Poskytovatele, zejména
do Spojenych stati americkych, a to i kdyby
v téchto zemich neplatil nebo neexistoval natolik
vyspély rezim ochrany dat jako vzemi
Poskytovatele, a to pro nasledujici tcely: (i)
provadéni a vyklad Studie, (ii) pfezkoumdni
statnimi nebo regula¢nimi organy, Zadavatelem,
Smluvni vyzkumnou organizaci, jejich zastupci,
propojenymi osobami a spolupracovniky, (iii)
zajisténi  souladu s pravnimi pfedpisy a
pozadavky regulacnich organd, (iv) uverejnéni na
www.clinicaltrials.gov a na webovych strankach
a v databazich slouzicich k podobnému ucelu; a
(v) ulozeni do databazi z divodu usnadnéni
vybéru mist pro budouci klinickd hodnoceni.
Pokud néjaci zameéstnanci Zdravotnického
zatizeni, ktefi se ucCastni Studie, nebudou ochotni
dat takovy souhlas, nebudou se moci ucastnit
Studie.
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Provider = acknowledges that such
personnel will not be able to participate in
the Study.

The Provider warrants that it has the legal
authority to share the clinical data and
Study-related records and information
with Contractual research organization
and Sponsor. The Provider agrees not to
sell, manufacture, have manufactured,
reverse engineer or have others reverse
engineer the product being tested (the
“Investigational Product”) provided under
this Agreement, containing the BRAF
inhibitor, vemurafenib. Notwithstanding
the foregoing, this language will not
modify the terms of any separate written
agreement between the Provider and
Sponsor or Plexxikon Inc., that allow use
of the Investigational Product for research
purposes or in other clinical studies. For
clarity, this language does not affect the
Provider’s ability to use any commercially
available and FDA-approved drug product
for research or treatment use.

XL
Ownership of Study Results; Intellectual
Property; Publication

Vi1

The Sponsor shall own the Study results
which will remain subject of the exclusive
rights to intellectual property of the
Sponsor. Sponsor shall have exclusive
ownership of any inventions or
discoveries arising in whole or in part
from Confidential Information or arising
from the conduct of the Study. The
Provider and Principal Investigator will
promptly notify Sponsor of any such

inventions or discoveries and, at
Sponsor’s expense, execute  any
documents and give any testimony

necessary for Sponsor to obtain patents in
any country or to otherwise protect

3. Poskytovatel ujistuje, ze je za zakona
opravnén sdilet se Smluvni vyzkumnou
organizaci a se Zadavatelem klinickd data a
zaznamy a informace souvisejici se Studii.
Poskytovatel se zavazuje, Zze nebude sam ani
prostfednictvim tfetich osob prodavat, vyrabét
ani zpétn¢ analyzovat hodnoceny 1écivy
ptipravek obsahujici inhibitor BRAF
vemurafenib, ktery bude dodavan na zakladé této
smlouvy. Bez ohledu na vyse uvedené se timto
ustanovenim neméni podminky pfiipadnych
samostatnych ~ pisemnych  ujednani  mezi
Poskytovatelem a spoleCnostmi Genentech,
Hoffman La Roche Inc. nebo Plexxikon Inc.,
které umoznuji vyuzivat hodnoceny 1éCivy
pfipravek pro vyzkumné ucely nebo v jinych
klinickych ~ hodnocenich. K vylouceni
pochybnosti se ma za to, ze toto znéni nijak
neomezuje Poskytovatel ve vyuzivani komeréné
dostupnych 1é¢ivych ptipravkl, které jiz byly
schvaleny regula¢nim ufadem FDA, pro ucely
vyzkumu nebo 1é¢by.

XL
astnictvi vysledki Studie; duSevni vlastnictvi;
publikace

Zadavatel bude vlastnikem vysledkd Studie,
které zlistanou predmétem jeho vyhradnich prav
k duSevnimu  vlastnictvi.  Zadavatel  bude
vyhradnim vlastnikem veSkerych vynalezii nebo
objevil vzniklych zcela nebo zcasti z Duvernych
informaci nebo vyplyvajicich z provadéni Studie.
Poskytovatel a Hlavni zkouSejici neprodlené
uvédomi Zadavatele o jakémkoli takovém objevu
nebo vynalezu a na naklady Zadavatele uzaviou
veskeré dokumenty a daji vesSkera svédectvi
nutnd k tomu, aby Zadavatel ziskal v jakékoli
zemi patenty, nebo kjiné ochrané¢ podilu
Zadavatele na takovych vyndlezech nebo
objevech.
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Sponsor’s interests in such inventions or
discoveries.

Provider understands that this Study is
being conducted at multiple research sites.
Provider is free to publish or present the
Study results obtained at the Provider, but
only after the first publication or
presentation that involves the multi-center
data or eighteen (18) months after the
completion of the multi-center Study,
whichever is first. The Provider and the
Principal Investigator undertake to consult
publishing of any document or
presentation regarding the course or
results of the Study with the Sponsor at
least 60 days before public disclosure of
such document or presentation. In
addition, at Sponsor’s request, the
Provider shall delay publication for an
additional ninety (90) days to allow
Sponsor the opportunity to file for patent
protection. Complete or partial results of
the Study will not be published by the
Provider or the Principal Investigator
unless prior written consent is obtained
from the Sponsor.

The Provider and the Principal
Investigator understand that any scientific
publication regarding the discoveries or
study medication will not be published by
Provider or the Principal Investigator
before the Sponsor’s application for a
patent providing such application for a
patent is applicable with regard to the
character of the Study results.

XII.
Settlement of Disputes

Contract parties undertake to provide
assistance to each other and to settle
possible disputes regarding their different
views on the procedures and methods of
work by means of discussing the matter in
a manner usually applied by Contract

Poskytovatel je srozumén s tim, ze tato Studie je
provadéna na nékolika vyzkumnych pracovistich.
Poskytovatel mutze libovolné publikovat nebo
prezentovat vysledky Studie, ale az po prvni
publikaci nebo prezentaci multicentrickych udaji
nebo osmnact (18) mesich po dokonceni
multicentrické Studie, podle toho, ktery z téchto
okamzikll nastane dfive. Poskytovatel a Hlavni
zkouSejici se  zavazuji  konzultovat  se
Zadavatelem publikaci jakéhokoli dokumentu
nebo prezentace o pribéhu nebo vysledcich
Studie nejméné 60 dnt pred zvefejnénim daného
dokumentu nebo pred pftislusnou prezentaci.
Kromé¢ toho je Poskytovatel povinen odlozit toto
zvefejnéni na zadost Zadavatele o dalSich
devadesat (90) dni, aby tak umoznilo Zadavateli
podat patentovou ptihlasku. Poskytovatel ani
Hlavni zkouSejici nezvetejni uplné ani ¢asteéné
vysledky, aniz by predem ziskali pisemny
souhlas Zadavatele.

Poskytovatel a Hlavni zkouSejici jsou srozuméni
s tim, ze nezvetejni Zadnou védeckou publikaci o
objevech a o hodnocenych 1éCivech diive, nez
Zadavatel poda patentovou prihlasku, za
predpokladu, ze lze vzhledem k povaze vysledka
Studie podat takovou ptihlasku.

XII.
ReSeni sporu

Smluvni strany se zavazuji poskytovat si
navzajem soucinnost a feSit pripadné spory
souvisejici s jejich odlisSnymi ndzory na pracovni
postupy a metody jedndnim o dané otazce
zplisobem, ktery obvykle pouzivaji.

CTA Czech Local Template
F. Hoffmann — La Roche Ltd., Protocol no. GO28141

Fakultni nemocnice Hradec Kralové,
Version final clean, 070313
Quintiles Czech Republic, s.r.o.

18z 33



parties.

2. This Agreement shall be governed by and
construed in accordance with the law of
Czech Republic. Any/all disputes arising
from this Agreement shall be resolved by
courts of Czech Republic.

XIIL
Financial aspects

1. According to the payment schedule
(paragraph 2 of this Article) the
Contractual research organization, on
behalf of Sponsor, will pay to the Provider
for each completed visit of Study subject
participating in the Study in compliance
with the protocol, in respect of which the
Study has been conducted in compliance
with this Contract and whose records has
been revised by authorised person
according to Article VI. paragraph 2.
Sponsor shall not conclude any other
contract with the Principal Investigator or
any other employee of the Provider in
relation to this Study.

The parties agree that the payee
designated below is the proper payee for
this Agreement, and that payments under
this Agreement will be made only to the
following payee (the “Payee”):

2. Tato Smlouva se fidi a bude vykladana v souladu

s pravem Ceské republiky. Soudni piisluinost
ohledné této Smlouvy nalezi soudim v Ceské
republice.

XIIIL.
Financ¢ni aspekty

Smluvni zdravotnickd organizace bude hradit
v zastoupeni Zadavatele Poskytovateli platby
podle platebniho rozvrhu uvedeného v odstavci 2
tohoto ¢lanku za kazdou absolvovanou navstévu
subjektu Studie, ktery se Gi¢astni Studie v souladu
s Protokolem, ve vztahu k némuz je tato Studie
provadéna v souladu s touto Smlouvou a jehoz
zaznamy byly revidovany povéfenou osobou
podle ¢lanku VI. odst. 2.  Zadavatel se timto
zavazuje, Ze na tuto Studii neuzavie s Hlavnim
zkousejicim ani jinym zaméstnancem
Poskytovatele zadnou jinou smlouvu.

Smluvni strany souhlasi, ze nize definovany
ptijemce platby je fadnym piijemcem platby dle
této Smlouvy, a Ze platby za sluzby vykonané na
zaklade této Smlouvy budou uskuteénény pouze
ve prospéch nize uvedené¢ho pfijemce platby
(dale jen ,,Pfijemce platby*).

PAYEE NAZEV

NAME: PRIJEMCE

Please PLATBY:

note: This Poznamka:

should be a | Fakultni nemochnice Je tireba

business Hradec Kralové uvést nazev / | Fakultni nemocnice Hradec
name and obchodni Kralové
must match firmu

the spole¢nosti,

business ktera musi

name used odpovidat

to file for nazvu /
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your  tax obchodni
EIN or firmé, se
other  tax kterym  se
ID number poji daiové
identifika¢ni
Cislo
PAYEE ADRESA
ADDRESS PRIJEMCE
. PLATBY:
Please Sokolskd 581, 500 05 Poznamka: ,
Note: this | Hradec Kralové — Novy Je tfeba | Sokolska 581, 500 05 Hradec
should be | Hradec ~ Krélové, ~Czech uvést Krdlove - Novy Hradec
street Republic fyzickou Kralové, Ceska republika
address, adresu,
not a PO nikoli
Box postovni
prihradku.
DANOVE
TAX 1ID IDENTIFIK CZ00179906
NUMBER CZ00179906 ACNI
CISLO
Account number / IBAN Cislo bankovniho u¢tu/ IBAN
CZ74 0800 0000 0000 0265 CZ74 0800 0000 0000 0265
1552 1552
SWIFT code GIBACZPX SWIFT kod GIBACZPX
BANK pankoval " iabilni symbol: Gislo
DETAILS L faktury
Bank name and address Nézev a adresa banky: Ceska
Ceska spofitelna a.s., spofitelna a.s., Budéjovicka
Budgjovicka 1912, 140 00 1912, 140 00 Praha 4, Ceska
Praha 4, Ceska republika republika

2. The payment schedule:

Table

1

Day

Payment
(Currency CZK)

CTA Czech Local Template

F. Hoffmann — La Roche Ltd., Protocol no. GO28141
Fakultni nemocnice Hradec Kralové,

Version final clean, 070313

Quintiles Czech Republic, s.r.o.

Tabulka 1

2. Platebni rozvrh:

Den

Castka
(Ména K¢)
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TOTAL 186 013 CELKEM 186 013

Invoicable Items: RCRICF - ‘
nepovinné
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For those Subjects who have signed an
informed consent, undergone
_ test screening
procedures pursuant to the Protocol and are
subsequently not eligible for the Study
(“Screen Failures”), Contractual research
organization will reimburse Provider for each

in the amount
for each subject, not to
exceed which

represents Provider’s personnel costs and
screening procedures.

For those Subjects who have signed an
informed consent, undergone all screening
procedures pursuant to the Protocol and are
subsequently not eligible for the Study
(“Screen Failures”), Contractual research
organization will reimburse Study Center for
each Screen Failure in the amount of

for each subject, not to
exceed A which

represents Provider’s personnel costs and
screening procedures. To be eligible for
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(maximalné 1-krat/
pacient)

Souhlas s
genomikou; souhlas
s odbérem DNA;
Genetika

493 CZK

Za
informovany

ty Subjekty hodnoceni,
souhlas,

které podepsaly

proSly  sreeningovymi

procedurami na zaklade
Protokolu a nasledné nejsou zpisobilé pro Studii
(“Screen Failures”), smluvni vyzkumna organizace
uhradi Poskytovateli za kazdy
castku ve vysi
, nepiesahujici vice nez

, coz predstavuje persondlni
naklady a ndklady Poskytovatele na sreeningové
procedury.

Za ty Subjekty hodnoceni, které podepsaly
informovany souhlas, prosly veSkeré sreeningové
procedury na zaklad¢ Protokolu a nasledné nejsou
zpusobilé pro Studii (“Screen Failures”), smluvni
vyzkumna organizace uhradi Poskytovateli za kazdy
screening failure Castku ve vysi
_, nepiesahujici vice nez pét

, coz predstavuje personalni

naklady a naklady Poskytovatele na sreeningové

procedury.
Podminkou opravnénosti naroku na uhradu
pfedmétné platby bude poskytnuti jakychkoli

22733



reimbursement, any information which may
be requested by Sponsor or Contractual
research  organization to  appropriately
document the subject screening procedures
and a detailed invoice including patient
number and date of screen failure will be
required and it must be submitted to
Contractual research organization for such
screening visit. Payment will be made after
verification and approval of the invoice by
Contractual research organization.

costs will not exceed
(maximum 1 time

per patient) performed pursuant to the
Protocol and not standard of care will be
reimbursed on a pass-through basis and are
not included in the attached Budget. This fee
does not cover ||| GGG i
are required per the protocol and included in
Table 1. Provider understands and agrees that
neither Sponsor nor Contractual research
organization can reimburse Provider for any
procedures which any third-party payor has
made payment, in whole or in part.

I < formed  pursuant

to the Protocol and not standard of care will
be reimbursed on a pass-through basis and
costs will not exceed

(maximum 3 times per patient) and will be
reimbursed on a pass-through basis and are
not included in the attached Budget. Provider
understands and agrees that neither Sponsor
nor Contractual research organization can
reimburse Provider for any procedures which
any third-party payor has made payment, in
whole or in part.

I < formed.  pursuant

to the Protocol and not standard of care will
be reimbursed on a pass-through basis and
costs will not exceed

(maximum 8 times per patient) and will be
reimbursed on a pass-through basis and are
CTA Czech Local Template
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informaci, které mohou byt vyzadovany Zadavatelem
¢i Smluvni vyzkumnou organizaci za G¢elem fadného
prokazani provedeni predepsanych screeningovych
postuptl. Detailni faktura, jez bude obsahovat ¢islo
pacienta a datum piipadu definovaného jako ,,screen
failure”, musi byt ptfedlozena Smluvni vyzkumné
organizaci ve vztahu k takové screeningové navstéve.
Platba bude provedena v navaznosti na potvrzeni
plnéni a schvaleni faktury ze strany Smluvni
vyzkumné organizace.

Naklady na [N (moximilng

1-krat / pacient) provedeny na zakladé Protokolu,
ktery neni soucasti standardni péce, budou hrazeny
na zaklad¢ pribéznych nakladd a nejsou zathrnuty v
ptiloZené platebni tabulce. Tento poplatek nezahrnuje

, které jsou vyzadovany dle
protokolu. Poskytovatel souhlasi s tim, Ze ani
Zadavatel ani smluvni vyzkumna organizace
nemizou hradit Poskytovateli jakékoliv postupy,
které jsou hrazeny jakoukoliv tfeti stranou, zcela
nebo z¢asti.

(maximaln¢ 3-krat/ pacient)
provedené na zakladé Protokolu, které neni soucasti
standardni péCe, bude uhrazeno na zakladé¢
prabéznych ndkladl a nejsou zahrnuty v ptilozené
platebni tabulce. Poskytovatel souhlasi s tim, Ze ani
Zadavatel ani Smluvni vyzkumnad organizace
nemtizou hradit Poskytovateli jakékoliv postupy,
které jsou hrazeny jakoukoliv tfeti stranou, zcela
nebo z¢asti.

(maximalné 8-krat/ pacient)
provedené na zakladé Protokolu, které neni soucasti
standardni péce, bude uhrazeno na zakladé
prabéznych ndkladi a nejsou zahrnuty v pfilozené
platebni tabulce. Poskytovatel souhlasi s tim, Ze ani
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not included in the attached Budget. Provider
understands and agrees that neither Sponsor
nor Contractual research organization can
reimburse Provider for any procedures which
any third-party payor has made payment, in
whole or in part.

I < formed  pursuant

to the Protocol and not standard of care will
be reimbursed on a pass-through basis and
costs will not exceed

(maximum 7 times per patient) and will be
reimbursed on a pass-through basis and are
not included in the attached Budget. Provider
understands and agrees that neither Sponsor
nor Contractual research organization can
reimburse Providerfor any procedures which
any third-party payor has made payment, in
whole or in part.

_ will be reimbursed

on a pass-through basis and will not exceed
(maximum 1 time
per patient) and will be reimbursed on a pass-
through basis and are not included in the
attached Budget. Provider understands and
agrees that neither Sponsor nor Contractual
research organization can reimburse Provider
for any procedures which any third-party
payor has made payment, in whole or in part.

_Will not exceed
(maximum 1 time
per patient) and will be reimbursed on a pass-
through basis and are not included in the
attached Budget.

I pc:formed pursuant

to the Protocol and not standard of care will
be reimbursed on a pass-through basis and are
not included in the attached budget. Subject
to the paragraph below, Contractual research
organization will reimburse Provider for
B - o deemed to be
not standard of care by a particular Subject’s
insurance and that are required by the
Protocol. Payments for such
CTA Czech Local Template
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Zadavatel ani Smluvni vyzkumn4d organizace
nemuizou hradit Poskytovateli jakékoliv postupy,
které jsou hrazeny jakoukoliv tfeti stranou, zcela
nebo zCEasti.

ve vysi
(maximaln¢ 7-krat/ pacient)

provedené na zaklad¢ Protokolu, které neni soucasti
standardni péCe, bude uhrazeno na zaklad¢
prabéznych nakladi a nejsou zahrnuty v prilozené
platebni tabulce. Poskytovatel souhlasi s tim, Ze ani
Zadavatel ani  Smluvni vyzkumna organizace
nemuzou hradit Poskytovateli jakékoliv postupy,
které jsou hrazeny jakoukoliv tfeti stranou, zcela
nebo z¢asti.

ve vysi
(maximaln¢ 1-krat/ pacient)

provedené na zakladé Protokolu, které neni soucasti
standardni péCe, bude uhrazeno na zaklad¢
priabéznych nakladli a nejsou zahrnuty v piiloZzené
platebni tabulce. Poskytovatel souhlasi s tim, Ze ani
Zadavatel ani Smluvni vyzkumnad organizace
nemuzou hradit Poskytovateli jakékoliv postupy,
které jsou hrazeny jakoukoliv tfeti stranou, zcela
nebo z¢asti.

ve vysi
(maximalné 1-krat/ pacient)

budou uhrazeny na zaklad¢ pribéznych nakladi a a
nejsou zahrnuty v ptiloZené platebni tabulce.

I ovedené na zaklade

Protokolu, které nejsou soucasti standardni péce,
budou uhrazeny na zéklad¢ pribéznych nakladf. S
vyhradou odstavce nize, Zadavatel nebo Smluvni
vyzkumné organizace uhradi Poskytovateli za

Subjektd hodnoceni, které
nejsou povazovany za standardni péci konkrétnim
pojisténim  Subjektu hodnoceni a které jsou
vyzadovany  Protokolem. Platby za takové

budou uhrazeny do této vyse
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I b peid up to the

following rates (which includes overhead
charges):

Provider should confirm that the applicable
third-party payor does not consider such
as standard of care.
Provider understands and agrees that neither
Sponsor nor Contractual research organization
can reimburse Provider for any

for which any third-
party payor has made payment, in whole or in
part. In the event such

are performed at a
third party site, Sponsor or Contractual
research organization will reimburse Provider
for the actual amount charged, up to the above
listed amounts.

Payment for unscheduled visits will be
reimbursed on a pass-through basis, in the
amount not to exceed the End of Study
treatment visit fee indicated in the Budget,
upon receipt of original supporting invoices
by site. To be eligible for reimbursement of
unscheduled visits, completed CRF pages
must be submitted to Contractual research
organization and any additional information
which may be requested by Contractual
research  organization to  appropriately
document the subject visit.

Pharmacy Services

The Provider hereby represents and warrants
that it will ensure the performance of
Pharmacy Services, as below described, in
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sazeb (které zahrnuji rezijni naklady):

Poskytovatel by m¢l  potvrdit, Ze tyto
nebudou  povazovany
ptislusnym platcem (tfeti stranou) za standardni péci.
Poskytovatel souhlasi s tim, ze ani Zadavatel ani
Smluvni vyzkumna organizace nemtzou hradit

Poskytovateli jakékoliv || GGG

které jsou hrazeny jakoukoliv tfeti stranou, zcela

nebo zCasti. V ptipade, ze takové
jsou provadény v jiném
zafizeni tfeti strany, Zadavatel nebo Smluvni

vyzkumnd organizace uhradi Poskytovateli skutecné
uctovanou castku, az do vyse uvedenych castek.

Platba za neplanované navstévy bude hrazena na
zaklad¢ pribéznych ndkladld po obdrzeni pfislusnych
faktur, a to ve vysi, kterd nepresahne Castku, jez je v
Rozpoctu uvedena u polozky Ukonceni studijni
lécby. Narok na thradu vznikd piredlozenim
dokonceného zaznamového modulu pro takovou
screeningovou  nav§tévu  Smluvni  vyzkumné
organizace spolu se vSemi dal$imi informacemi,
které mohou byt pozadovany Zadavatelem nebo
Smluvni  vyzkumné  organizaci  k potfebnému
zdokumentovani screeningovych procedur Subjektu
hodnoceni.

Lékarenské sluzby

Poskytovatel se timto zavazuje, ze na vlastni
odpovédnost a vsouladu s Protokolem zajisti
provedeni Lékarenskych sluzeb, jez jsou nize
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accordance with the Protocol on its own
responsibility and liability.

Contractual research  organization  will
reimburse Provider a pharmacy fee of |}
B0 cach year of active treatment of
Study Subjects, due within 60 days upon
receipt by invoice after initiation of the Study
in the medical facility of the Provider, which
means signing of first Informed consent in the
medical facility of the Provider .

Without limiting the foregoing, payment for
the Pharmacy services shall be made in
accordance with the provisions set forth in
Article XIII. Financial aspects.

This amount include payments for:

e Study Drug delivery acceptance and
confirmation

e Storage of Study Drug, recording,
preparing for destruction and/or
destruction where appropriate (then
according to Sponsor/Contractual
research organization instructions),

e Release of Study Drug to Study
subject;

e All other duties performed by the
Pharmacy in accordance with the
Study Protocol and supporting
documentation throughout the course
of the trial.

Furthermore, the Sponsor shall provide to

3. No payment will be made for visits not
performed in compliance with the
Protocol.

4. No payment will be made for visits
performed in subjects found ineligible
upon review of their Case Report Forms
and source documents.

5. These payments include all work and
CTA Czech Local Template
F. Hoffmann — La Roche Ltd., Protocol no. GO28141

Fakultni nemocnice Hradec Kralové,
Version final clean, 070313
Quintiles Czech Republic, s.r.o.

definovany.

Smluvni vyzkumna organizace poskytne
Poskytovateli platbu za Lékarenské sluzby ve vysi

za kazdy rok aktivni 1éCby subjektt
studie, jez bude splatna na zaklad¢ ptijaté faktury ve
lhité 60 dnti po zahdjeni Studie ve zdravotnickém
zafizeni provozovaném Poskytovatelem, ¢imz se
mysli podpis prvniho informovaného souhlasu ve
zdravotnickém zatizeni provozovaném
Poskytovatelem.

Bez ohledu na shora uvedené, platby za Lékarenské
sluzby budou poskytnuty v souladu s podminkami
stanovenymi v ¢lanku XIII. Finanéni aspekty.

Tyto ¢astky zahrnuji platby za:
e Pfijem a potvrzeni doru¢eni Hodnoceného

1é¢iva;

e Uskladnéni Hodnoceného 1é¢iva, jeho
evidenci, pfipravu na destrukci nebo
destrukci v pfipadé potieby (pak podle
instrukci  Zadavatele/Smluvni  vyzkumné
organizace);

e Vydani Hodnoceného lé¢iva subjektu Studie;

e Veskeré dalsi odpovédnosti Lékdrny v
souladu se studijnim Protokolem a
podptirnou dokumentaci po celou dobu
prubéhu Studie.

Zadavatel dale poskytne ||| GG

3. Navstévy, které nebyly absolvovany v souladu
s Protokolem, nebudou hrazeny.

4. Navstévy u subjektt, které byly po ovéfeni
formulafe o jejich zaznamech a zdrojovych
dokumentl shledany za nezpisobilé ucastnit se
Studie, nebudou hrazeny.

5. Tyto platby budou zahrnovat veSkeré prace a

26733



costs associated with clinical and
laboratory assessments, visits, quality
control, provision  of  laboratory

certificates, administration, and storage
and dispensation of study medication in
compliance with the Protocol.

Performance on the part of the Provider
shall be deemed as executed upon the
approval of performed activity on the part
of the Contractual research organization.
Financial payments will be provided to
the Provider every three (3) months,
beginning with the day of initiation of the
Study (Initiation of the Study under this
Agreement shall be deemed as a day of
signature of the Informed Consent by a
premier subject in the Czech Republic), on
a completed visit per subject basis in
accordance with the attached budget and
in compliance with the above payment
schedule respectively. Afterwards based
on a approval on performed activity and a
notice to issue a tax document delivered
upon the end of the concerned payment
period by the Contractual research
organization, the Provider shall be obliged
to issue the tax document within ten (10)
days of the day of delivery of the notice.
The tax document must contain all
requirements specified by  legal
regulations. Due date of the tax document
shall be thirty (30) days. Remuneration to
the Principal Investigator and any/all
participating personnel shall be provided
on the basis of Provider's internal
regulations.

Financial performance is provided on the
basis of the above tax documents and will
be reduced in each case of such
performance in a sum representing a
completion bond in an amount of ten (10
%) percent. The aggregate amount
representing all in this manner deferred
payments will be paid by Contractual
research organization after completion of

naklady spojené s klinickym a laboratornim
hodnocenim, navstévami, kontrolami jakosti, s
poskytnutim laboratornich certifikati,
s podavanim, skladovanim a  vydavanim
hodnoceného 1é¢iva v souladu s Protokolem.

Plnéni ze strany Poskytovatele se ma za
poskytnuté po schvaleni vykonané ¢innosti ze
strany Smluvni vyzkumné organizace. Financni
plnéni bude poskytovano Poskytovateli kazdé tii
(3) mésice, pocinaje dnem =zahajeni Studie
(zahajenim Studie se dle této Smlouvy rozumi
den podpisu informovaného souhlasu prvnim
subjektem  hodnoceni v Ceské  republice),
v souladu s pfiloZzenym rozpoctem vzdy za
uskuteCnéné navstévy jednotlivych subjektt
hodnoceni respektive v souladu s vySe uvedenym
platebnim  rozvrhem. V navaznosti na
odsouhlaseni uskutecnéné cinnosti a vyzvy
k vystaveni danového dokladu dorucené ze
strany Smluvni vyzkumné organizace po
skon¢eni prislusného platebniho obdobi je poté
Poskytovatel povinen do deseti (10) dnti ode dne
obdrzeni pfislusné vyzvy vystavit danovy
doklad. Danovy doklad musi obsahovat veskeré
zakonné nalezitosti. Splatnost dafiového dokladu
bude cCinit tficet (30) dni. Odména Hlavnimu
zkouSejicimu a spolupracujicim osobam bude
vyplacena dle vnitfnich pravidel Poskytovatele.

Finan¢ni plnéni je poskytovano na zakladé
uvedenych danovych dokladi a bude v kazdém
ptipadé ponizeno o castku provadéci zaruky ve
vysi deseti (10 %) procent. Celkovou castku za
vSechna takto snizend plnéni poskytne Smluvni
vyzkumna organizace po dokonceni Studie, kdy
budou vyjasnény vSechny dotazy tykajici se dat a
databaze bude pfipravena k uzavieni.
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10.

the Study when all inquiries regarding the
data have been clarified and the database
is ready to close.

In case that the Provider is a payer of 8.
VAT, appropriate rate of VAT according
to a mandatory statute, will be included to

the above mentioned invoice amounts.

In case of changes in the Payee’s bank
details, Provider is obliged to inform
Contractual research organization in
writing. Parties agree that in case of
changes in bank details which do not
involve a change of payee or change of
country location of bank account, no
further amendments are required.

If Sponsor provides financial statement 10.
forms, then the Provider and Principal
Investigator ~ agree  that  Principal
Investigator and Co-Investigators who are
directly involved in the treatment or
evaluation of research subjects shall
promptly return to Sponsor a financial
statement form that has been completed
and signed, which shall disclose any
applicable financial interests held by them
or by their family dependants. The
Principal Investigator and Co-
Investigators shall ensure that forms are
promptly updated as needed to maintain
their accuracy and completeness during
the Study and for one year after its
completion. The Principal Investigator
and Provider agrees that the completed
forms may be subject to review by
accredited representatives of healthcare
agencies, Sponsor, and their agents, and
the Provider consents to such review. The
Principal Investigator further consents to
the transfer of its financial disclosure data
outside of the Provider’s own country,
including to the United States of America,
even though data protection may not exist

Pokud je Poskytovatel platcem DPH, bude ke
vSem vySe uvedenym fakturovanym castkam
pripoc¢tena DPH v zakonné vysi.

Dojde-li ke zménam ohledné bankovniho spojeni
Ptijemce platby, je o tom Poskytovatel povinen
pisemné informovat Smluvni  vyzkumnou
organizaci. Smluvni strany sjednavaji, ze pokud
se bude jednat pouze o zménu bankovnich tdaja
a nikoli o zménu v osobé& piijemce plateb nebo o
zménu statu, vnémz je bankovni ucet veden,
nebude zapottebi uzavirat zadny dalsi dodatek.

Pokud Zadavatel poskytuje formulaie finanénich
prohlaseni, souhlasi Poskytovatel a Hlavni
zkouSejici stim, Ze Hlavni zkouSejici a
spoluzkousSejici, ktefi se pfimo podili na 1éCeni
nebo hodnoceni subjekt klinického hodnoceni,

neprodlené predaji Zadavateli vyplnény a
podepsany formulatf finanéniho prohlasenti,
v némz se Hlavni zkousejici ¢i

spoluzkousSejiciptiznavaji k jakymkoli finanénim
zajmum, které maji oni sami nebo jejich
manzelé/manzelky ¢i nezaopatiené déti. Hlavni
zkousejici a spoluzkousejici zajisti urychlenou
aktualizaci formulditi, s cilem zajistit jejich
presnost a uplnost v pribehu realizace Studie a
jeden rok po jejim dokonceni. Hlavni zkousSejici
a Poskytovatel souhlasi stim, ze vyplnéné
formulafe mohou kontrolovat povéteni zastupci
zdravotnickych organi a Zadavatel a jejich
zastupci, a Poskytovatel souhlasi s takovymi
kontrolami. Hlavni zkouSejici dale souhlasi
s ptenosem dat o financnim prohldseni mimo
vlastni zemi Zdravotnického =zafizeni, vcetné
Spojenych stath americkych, a to i kdyby
v téchto zemich neplatil nebo neexistoval natolik
vyspély rezim ochrany dat jako v Ceské
republice.
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or be as developed as in Czech Republic.

XIV.
Study Completion

The Sponsor shall, within 90 days of the
study completion, inform the State
Institute for Drug Control and relevant
Ethics Committees on completion of the
study. Provided the completion of the
study has been aborted, above mentioned
period shall be reduced to 15 days.

The Contract may be terminated as
follows:

a) If at least one (1) Study subject has
not been enrolled by the Key Enrollment
Date then Sponsor may terminate this
Contract in accordance with section 3 of
this Article. Key Enrollment Date is
defined as a 100th (hundredth) calendar
day after Site Initiation Visit.

b) The Sponsor or the Provider is entitled
to withdraw from the Contract that is
effective on the day notice has been
delivered to the last of parties in cases as
follows:

@ Any of the Contract parties
does not meet some provision
of this Contract and does not
eliminate the discrepancies
within 60 days after obtaining
a written request to do so;

(i1) Any of the Contract parties
performs settlement with its
creditors or files a petition for
bankruptcy;

(iii))  Any of the Contract parties
ceases to be authorised to
pursue its activities within the
field in concern;

@iv) The risk incurred by the

XIV.
Dokonceni Studie

Zadavatel je povinen informovat Statni Gstav pro
kontrolu 1é¢iv a pfislusné Etické komise o
dokonéeni Studie do 90 dni po jejim dokonceni.
Pokud byla Studie pfed dokoncenim zrusena,
zkracuje se tato lhdita na 15 dni.

Smlouvu Ize ukondit takto:

a) Pokud nebude alespon jeden (1) subjekt
Studie zatazen do Studie do Kli¢ového data
zafazeni, bude Zadavatel opravnén tuto Smlouvu
vypoveédét v souladu s odst. 3 tohoto clanku.
Kli¢ové datum zafazeni je definovano jako 100.
(sty) kalendaini den po vstupni navstévé Mista
klinického hodnoceni

b) Zadavatel nebo Poskytovatel jsou opravnéni
odstoupit od Smlouvy s u¢innosti ke dni doruceni
ozndmeni o odstoupeni posledni smluvni strané
v téchto pripadech:

6))] kterakoli ze smluvnich stran nesplni
nekteré ustanoveni této Smlouvy a
neodstrani takovy nesouladu do 60
dni po obdrZeni pisemné vyzvy
k jeho odstranéni;

(ii) kterakoli ze smluvnich stran se
vyrovna s vétiteli nebo podd navrh
na konkurs;

(iii) kterakoli ze smluvnich stran ztrati
opravnéni k provozovani ¢innosti
v ptislusném oboru;

(iv) znatné vzroste riziko, jemuz jsou
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subjects increases significantly; or

5.

W) The necessary authorisation,
approval, consent or exception
are revoked or suspended, or

expires without prolongation.

¢) The Contract may be terminated by
written mutual agreement or notice, with
the period of notice being 30 days from
the day following the day of delivery of
the notice to the last of Contract parties.

d) Sponsor may suspend enrolment or
terminate  this  Contract  effective
immediately upon written notice.

XV.
Final Provisions

Sponsor is represented byQuintiles Czech 1.
Republic, s.r.o. Praha 5, Jinonice,
Radlicka 714/113a, zip code 158 00, ,
within the scope of the Power of Attorney
enclosed hereto as Appendix No. 6.

The legal relations not specifically 2.
addressed hereby will comply with the
provisions of the Commercial Code and
other applicable legal regulations of
Czech Republic.

This Contract has been written in four 3.
original copies, each Contract party
obtaining one of them.

The present Contract has been drafted in 4.
English and in Czech languages Should
any discrepancies between these two
language versions of the Contract occurr,

the Czech version prevails.

The Contract
modified in writing based on

may be amended or
the
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vystaveny subjekty Studie; nebo
v) potiebné opravnéni, povoleni,
souhlas nebo vyjimka budou
odebrany nebo jejich platnost bude
pozastavena nebo uplyne a nebude
prodlouzena.

c) Tuto Smlouvu Ilze wukonéit vzajemnou
pisemnou dohodou nebo vypovédi s vypovédni
lhitou v délce 30 dni ode dne nasledujiciho po
dni doruceni vypovédi posledni smluvni strané.

d) Zadavatel je opravnén pozastavit nabor nebo
vypoveédét tuto Smlouvu pisemné s okamzitym
ucinkem.

XV.
Zavéreéna ustanoveni

Zadavatel je zastoupen spoleCnosti Quintiles
Czech Republic, s.r.o. Praha 5, Jinonice,
Radlicka 714/113a, PSC 158 00, na zakladé plné
moci, ktera tvoii Pfilohu ¢. 6 této Smlouvy.

Pravni vztahy, které nejsou konkrétné feSeny
v této Smlouve, budou v souladu s ustanovenim
obchodniho zakonikdi a dalSich pfisluSnych
pravnich piedpisti Ceské republiky.

Tato Smlouva je sepsdna ve Ctyfech stejnopisech
s platnosti origindlu, znichz kazdd smluvni
strana obdrzi po jednom stejnopisu.

V piipadé rozporu mezi anglickou a ¢eskou verzi
této Smlouvy ma prednost a je rozhodujici verze
ceska.

5. Tuto Smlouvu lze ménit nebo dopliovat
pisemn¢ na zékladé¢ dohody vSech smluvnich



agreement of all of the Contracting
parties.

6. The Provider shall not assign or transfer
any rights or obligations under this
Contract without the written consent of
Sponsor. Sponsor may, and/or
Contractual research organization may
upon Sponsor’s request, assign this
Contract to a third party, (and Contractual
research organization may upon Sponsor’s
request assign its rights and obligations
under this Agreement to Sponsor), and
Sponsor and/or Contractual research
organization (as the case may be) shall not
be responsible for any obligations or
liabilities under this Contract that arise
after the date of the assignment, and the
Provider hereby consents to such an
assignment.

The terms of this Contract that contain
obligations or rights that extend beyond
the completion of the Study shall survive
termination or completion of this
Contract.

stran.

6. Poskytovatel nesmi postoupit jakakoli prava
ani prevést jakékoli zavazky dle této Smlouvy
bez pisemného souhlasu Zadavatele. Zadavatel
a/nebo Smluvni vyzkumna organizace jednajici
na zakladé zadosti Zadavatele mohou postoupit
tuto Smlouvu tieti osobé (a  Smluvni
zdravotnicka organizace muze postoupit sva
prava a zavazky Zadavateli na zakladé jeho
zadosti), pficemz Zadavatel a/mebo Smluvni
zdravotnicka organizace neodpovidaji za zadné
povinnosti ani zavazky dle této Smlouvy vzniklé
po datu postoupeni a Poskytovatel timto dava
souhlas takovym postoupenim.

Ustanoveni této Smlouvy, ktera obsahuji zavazky
nebo prava, ktera svou povahu presahuji okamzik
dokonceni Studie, zidstanou v platnosti i po
ukonceni nebo spInéni této Smlouvy.

In witness of their consent to the wording Smluvni strany podepisuji tuto Smlouvu na dikaz
hereof, the Contract parties sign the Contract. ~ svého souhlasu s jejim znénim.
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Sponsor Zadavatel
Signed by Quintiles Czech Republic s.r.o., Podepsano spole¢nosti Quintiles Czech Republic
under a Power of Attorney, for and on behalf s.r.o., na zakladé plné moci v zastoupeni F.

of F. Hoffmann-La Roche, Ltd. Hoffmann-La Roche, Ltd.
Name/ Position: Jméno/ Funkce:
Signature: Podpis:

Date:  7.3.2013 Datum: 7. 3.2013
Under a Power of Attorney Na zakladé¢ plné moci
Quintiles Czech Republic, s.r.0. Quintiles Czech Republic, s.r.0.
Principal Investigator Hlavni zkousejici

Name: Jméno:

Signature: Podpis:

Position: Principal Investigator Funkce: Hlavni zkousejici
Date: 13.3. 2013 Datum: 13. 3. 2013
Provider Poskytovatel

Name: Prof. MUDr. Roman Prymula, CSc., Jméno: Prof. MUDr. Roman Prymula, CSc., Ph.D.
Ph.D.
Podpis:
Signature:
Funkce: reditel
Position: Director

Datum:
Date:  13.3.2013 13. 3. 2013
Contractual Research Organization Smluvni zdravotnicka organizace
Name/ Position: Jméno/ Funkce:
Signature: Podpis:
Date: 7.3.2013 Datum: 7.3.2013
Under a Power of Attorney Na zakladé¢ plné moci:
Quintiles Czech Republic, s.r.o. Quintiles Czech Republic, s.r.o.
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Appendices: Piilohy

1. Approval of the State Institute for Drug 1.
Control

2. Approval of the Ethics Committee for 2.
Multicentrics Trials

3. Approval of the Ethics Committee 3.

4. Certificate of insurance 4.

5. Protocol 5.

6. Power of Attorney of Quintiles Czech 6.

Republic, s.r.o. and Mgr. Jan Skoumal,
procurator and Country Manager
7.  Excerpt from the Commercial Register of 7.
the company Quintiles Czech Republic, s.r.0.
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Povoleni Statniho tstavu pro kontrolu 1é¢iv

Souhlas Etické komise pro multicentricka
klinicka hodnoceni

Souhlas Etické komise

Pojistny certifikat

Protokol
Plna moc pro Quintiles Czech Republic, s.r.o0. a
Mgr. Jana Skoumala, prokuristu a Country
Managera

Vypis zobchodniho rejstiiku  spole¢nosti
Quintiles Czech Republic, s.r.0.



