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Clinical Study Agreement

Concluded according to Protocol PX-171-009
entitled “A Randomized, Multicenter, Phase 3
Study Comparing Carfilzomib, Lenalidomide,
and Dexamethasone (CRd) vs Lenalidomide
and Dexamethasone (Rd) in Subjects with
Relapsed Multiple Myeloma”

PSI CRO Czech Republic s. r. 0., V Parku
2343/24, 148 00 Praha 4-Chodov, Czech
Republic, represented by Petr Vaculik,
Identification Number 28196775, VAT:
CZ28196775 (“Client”),

and

University Hospital Hradec Kralove,
Sokolska 581, 500 05 Hradec Krélové, Czech
Republic represented by Prof. Roman
Prymula MD., PhD., Hospital Director,
Identification Number 00179906
(“Institution”)

on 2. ,szk-é;,ﬁ(éfﬂhave agreed upon this

contract:

1. Definitions

1.1 The capitalized terms used in this
Agreement shall have the following
meaning:

Additional Materials: Data as well as any
other tangible goods not specified in the
Agreement or in the Appendices, but that
need to be provided by the Institution.

Agreement: This Clinical Study
Agreement agreed upon by the Client and
by the Institution.

Appendix / Appendices: Documents
attached to this Agreement which are
incorporated by reference into this
Agreement.

Confidential Information: Any data,
including medical, clinical, toxicological or

Smlouva o provedeni Klinické Studie

Uzaviena podle Protokolu PX-171-009 s
nazvem ,Randomizovana multicentricka faze
3 studie srovnavajici carfilzomib, lenalidomid
a dexamethason (CRd) s lenalidomidem a
dexamethasonem (Rd) u subjektll

s relabujicim mnoho&etnym myelomem ”

Smiluvni strany:

PS1 CRO Czech Republic s. r. 0., V Parku
2343/24, 148 00 Praha 4-Chodov, Ceska
republika, zastoupena MUDr. Petrem
Vaculikem, IC: 28196775, DIC: CZ28196775
(dale jen ,Klient”),

a

Fakultni nemocnice Hradec Kralové,
Sokolska 581, 500 05 Hradec Kralové, Ceska
republika zastoupena Prof. MUDr. Roman _
Prymula, CSc., Ph.D., feditel nemocnice, IC:
00179906 (dale jen ,Zdravotnické Zafizeni”)

se dne OF. pront.celf/fiohodly na této
smiouvé: /

1. Definice

1.1 Pojmy psané s velkym pocatecnim
pismenem pouZité v této Smlouvé maji
nasledujici vyznam:

Doplnujici materialy: Data, jakoz i
jakékoli dalsi hmotné statky
nespecifikované ve Smlouvé nebov
Prilohach, které v§ak musi byt poskytnuté
Zdravotnickym Zafizenim.

Smlouva: Tato Smlouva o provedeni
Klinické Studie, na niz se dohodli Klient a
Zdravotnické Zarizeni.

Pfiloha / Prilohy: Dokumenty pfiloZzené k
této Smlouvé, které jsou formou odkazu
uvedeny v této Smiouvé.

Davérné Informace: Jakakoli data, véetné
zdravotnich, Klinickych, toxikologickych &i
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scientific data, as well as the data
provided by the Client, by the Sponsor or
by other persons authorized by the Client
or by the Sponsor and/or received by the
Institution and/or by the Investigator
and/or by the Subinvestigator and/or by
other persons directly or indirectly involved
in the Study, in written, oral, electronic or
any other form, as well as the content of
the Protocol and of the Case Report
Forms; any information on the
Investigational Medicinal Product; the data
and results generated during the Study by
Institution and/or by the Investigator
and/or by the Subinvestigator, Client, or
any other study sites, including Reports;
the information provided by the Client,
Sponsor or by any other person
authorized by the Client to the Institution
and/or to the Investigator and/or to the
Subinvestigator during the negotiations
that preceded the closing of this
Agreement, information regarding the
object, the conditions, the provisions of the
Agreement and the activities conducted by
the Parties in accordance with the
Agreement or information regarding the
Client’s or the Sponsor’s activity in
general.

Effective Date: The above indicated date
from which this Agreement takes effect.

Equipment: Any instrument, equipment,
tool computer and office equipment
requested by the Investigator necessary
for the Study being conducted according
to the Protocol.

Essential Materials: The Investigational
Medicinal Product, forms and document
samples and all the medical products,
data and other tangible goods specified in
the Agreement or in the Appendices that
need to be provided to the Institution by
the Client.

ICH-GCP: The International Conference
on Harmonization of Good Clinical
Practice.

Investigational Medicinal Product:
carfilzomib

Inventions: Any information, invention,
idea, improvement, discovery, change,
know-how and other results subject to

védeckych dat, jakoz i data poskytnuta
Klientem, Zadavatelem nebo dailSimi
osobami autorizovanymi Klientem nebo
Zadavatelem a/nebo ziskana
Zdravotnickym Zafizenim a/nebo
ZkouSejicim a/nebo Spoluzkousejicim
a/nebo dalsimi osobami piimo &i nepfimo
zapojenymi do Studie, v pisemné, Gstni,
elektronické nebo v jakékoli jiné formé,
jakozZ i obsah Protokolu a Zaznamu
Subjektl Studie; jakékoli informace o
Hodnoceném Légivém Pripravku, data a
vysledky ziskané v prab&hu Studie
Zdravotnickym Zafizenim a/nebo
ZkousSejicim a/nebo SpoluzkouSejicim,
Klientem, nebo jakymikoli dalSimi
zarizenimi, v nichz je provadéna studie,
véetné Zprav; informace poskytnuté
Klientem, Zadavatelem nebo jakoukoli
dal8i osobou povéfenou Klientem
Zdravotnickému Zafizeni a/nebo
ZkouSejicimu a/nebo Spoluzkousejicimu
béhem jednani pfedchazejicich uzayreni
této Smlouvy, informace tykajici se ;
predmétu, podminek, ustanoveni Smlouvy
a ¢innosti provadénych Smluvnimi
Stranami v souladu se Smlouvou nebo
informace tykajici se ¢innosti Klienta nebo
Zadavatele obecné.

Datum nabyti platnosti: Vy3e uvedené
datum, kterym Smlouva nabyva platnosti.

Vybaveni: Jakykoli nastroj, vybaveni,
pocitaCovy pristroj a kancelarské zafizeni
pozadované Zkousejicim, nezbytné pro
realizaci Studie v souladu s Protokolem.

Zakladni Materialy: Hodnoceny Légivy
Pripravek, formulafe, vzorky dokumentl a
veskera léciva, data a dalSi hmotné statky
specifikované ve Smlouvé nebo v
Piilohach, které musi Klient poskytnout
Zdravotnickému Zafizeni.

ICH-GCP: Mezinarodni konference pro
harmonizaci spravné klinické praxe
(International Conference on
Harmonization of Good Clinical Practice).

Hodnoceny pfipravek: carfilzomib

Vynalezy: Jakakoli informace, vynalez,
napad, zlepseni, objev, zména, know-how
a dalsi vysledky podiéhajici pfedpisim o
primyslovém viastnictvi nebo o autorském

Page | 2

ot et Tt 28




e
R

O

industrial property or to the copyright
regulations generated or created by the
Investigator and/or by the Subinvestigator
and/or by other persons directly or
indirectly involved in the Study and
subcontracted or employed by the
Investigator, related to the Investigational
Medicinal Product, to the Protocol, the
Study, this Agreement or the Confidential
Information.

Investigator:
University Hospital
radec Kralove, epartment of

Internal Medicine — clinical Haematology,
Sokolska 581, 500 05 Hradec Kralové,
Czech Republic

Party/Parties: The Client and the
Institution, used in the plural when it refers
to both contracting parties or in the
singular when it refers to just one of the
contracting parties, according to the
context.

Payment Conditions and Schedule: The
document signed by the representatives of
the Parties which is part of this Agreement
(Appendix no. 5).

Protocol: The Protocol PX-171-009
entitled “A Randomized, Multicenter,
Phase 3 Study Comparing Carfilzomib,
Lenalidomide, and Dexamethasone (CRd)
vs Lenalidomide and Dexamethasone
(Rd) in Subjects with Relapsed Multiple
Myeloma” attached to this Agreement as
Appendix 1.

Reports: Documents containing all the
results obtained by the Institution, the list
of the Study procedures applied to each
Subject and specifying the number of
visits paid by the Subject and all the Case
Report Forms that are the property of the
Sponsor.

Sponsor: Onyx Pharmaceuticals, Inc., for
itself and on behalf of Onyx Therapeutics,
Inc., a wholly owned subsidiary of Onyx
Pharmaceuticals, Inc.

Study: The Clinical Study that shall be
conducted by the Investigator according to
Protocol PX-171-009.

pravu ziskané nebo vytvorené Zkousejicim
a/nebo Spoluzkousejicim a/nebo dalSimi
osobami pfimo €i nepifimo zapojenymi do
Studie, které jsou subdodavateli nebo
zaméstnanci Zkousejiciho, tykajici se
Hodnoceného Lécivého Pripravku,
Protokolu, Studie, této Smlouvy nebo
Davérnych Informaci.

zxousejici: NG
. Fakuitni nemocnice Hradec
Kralové, Il. Interni klinika — oddéleni
klinické hematologie, Sokolska 581, 500
05 Hradec Kralové, Ceska republika

Smluvni Strana/Strany: Klient a
Zdravotnické Zafizeni, v zavislosti na
kontextu se uziva mnozné Eislo, jedna-li se
o obé smluvni strany, nebo jednotné &islo,
jedna-li se pouze o jednu ze smluvnich
stran. %

Platebni Podminky a Casovy
Harmonogram: Dokument podepsany
zastupci obou Smiluvnich Stran, ktery je
soucasti této Smiouvy (Priloha &. 5).

Protokol: Protokol PX-171-009 s nazvem
.Randomizovana multicentricka faze 3
studie srovnavajici carfilzomib, lenalidomid
a dexamethason (CRd) s lenalidomidem a
dexamethasonem (Rd) u subjektul

s relabujicim mnohoéetnym myelomem
ktery tvofi Pfilohu &. 1 této Smiouvy.

Zpravy: Dokumenty obsahujici veSkeré
vysledky dosazené Zdravotnickym
Zarizenim, seznam postupl Studie
pouzitych u jednotlivych Subjektd a
specifikujici pocet navétév Subjektu a
vS8echny Zaznamy Subjektl Studie, které
jsou vlastnictvim Zadavatele.

Zadavatel: Onyx Pharmaceuticals, Inc.,
jednajici sama za sebe a také v
zastoupeni Onyx Therapeutics, Inc.,
stoprocentni dcefina spoleénost Onyx
Pharmaceuticals, Inc.

Studie: Klinicka Studie, ktera bude
realizovana Zkousejicim podle Protokolu
PX-171-009.
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Total Cost of the Study: The sum
calculated according to the Payment
Conditions and Schedule that shall be
paid by the Client to the Institution for
services provided according to the
Agreement.

1.2 All capitalized terms not defined in this
Agreement shall have the meaning
defined in the ICH GCP.

2. Object of the Agreement

2.1 Institution shall facilitate the smooth
unfolding of the Study according to the
Protocol signed by the Investigator and
which is part of this Agreement (Appendix
no. 1). Institution shall also adhere to the
principles in the Declaration of Helsinki on
Human Rights and to ICH GCP and all
applicable laws and regulations.

2.2 The Study facilitated by means of this
Agreement is part of an international
multicentre study conducted by the
Sponsor. The Study has been authorized
or is in the process of authorization by the
competent Czech authorities (Statni Ustav
pro kontrolu 1é¢iv (“SUKL") and relevant
Ethics Committees).

2.3 The Sponsor or its designated
representatives are responsible for
obtaining insurances for all the Study
subjects. The copy of the relevant
insurances shall be attached to the
Agreement (Appendix no. 4)

2.4 The Study shall be conducted at the
Institution’s clinic University Hospital
Hradec Kralove, 2™ Department of Internal
Medicine — clinical Haematology, Sokolska
581, 500 05 Hradec Kralové, Czech
Republic .

, shall be the Investigator.

2.5 The Protocol specifies all medical,
scientific and organizational requirements
that must be respected by the Institution in
order to ensure a smooth conduct of the
Study. Institution agrees that there shall be
no deviations from the Protocol or any
other Study documents without prior
written consent of Client or Sponsor. The
Parties acknowledge and agree that no
change to the Protocol or any other Study
document shall be made without the prior

Celkové Naklady Studie: Castka
vypocitana podle Platebnich Podminek a
Casového Harmonogramu, ktera bude
vyplacena Zdravotnickému Zafizeni
Klientem za sluzby poskytované podle
Smiouvy.

1.2 VeSkeré pojmy psané s velkym
pocéatecnim pismenem, které nejsou
definované touto Smlouvou, maji vyznam
definovany dokumentem ICH GCP.

2. Pfedmét Smlouvy

2.1 Zdravotnické Zarizeni podpoii hladké
zahajeni a realizaci Studie podle Protokolu
podepsaného Zkousejicim, ktery je
soucasti této Smlouvy (Pfiloha €. 1).
Zdravotnické Zafizeni bude rovnéz
dodrzovat zasady Helsinské deklarace
lidskych prav a ICH GCP a vsech platnych
zakon(l a pfedpisd.

(%
2.2 Studie, jejiz realizace je pfedmétem
této Smiouvy, je soucasti mezinarodni
multicentrické studie realizované
Zadavatelem. Tato Studie byla schvalena,
nebo se nachazi v procesu schvalovani
prisludnymi afady Ceské republiky (Statni
ustav pro kontrolu léciv, ,SUKL" a
prisludné Etické komise).

2.3 Zadavatel nebo jeho jmenovani
zastupci jsou odpovédni za uzavieni
pojisténi pro vSechny subjekty studie.
Kopie pfislusnych pojistnych smiuv jsou
pripojeny ke Smiouvé (Pfiloha €. 4).

2.4 Studie bude realizovana na klinice
Fakultni nemocnice Hradec Kralové, 2.
Interni klinika — oddéleni klinické
hematologie, Sokolska 581, 500 05 Hradec
Kralové 1 . . e ¢

bude

2.5 Protokol specifikuje veskeré
zdravotnické, védecké a organizacni
pozadavky, které musi byt Zdravotnickym
Zarizenim respektovany v zajmu zajisténi
hladké realizace Studie. Zdravotnické
Zafizeni souhlasi s tim, Ze nebudou
provadény Zadné zmény Protokolu nebo
jakychkoli jinych studijnich dokumentl bez
predchoziho pisemného souhlasu Klienta
nebo Zadavatele. Strany uznavaji a
souhlasi, ze Zadné zmény protokolu nebo
_jakéhokoli jiného studijniho dokumentu
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written consent of Sponsor.

2.6 The Parties agree that the Institution
shall ensure the participation of at least
subjects to the Study. There shall
be no limitation of the maximum number of
subjects at any point after the signing of
this Agreement. Nevertheless the Client
shall have the right to impose such
limitation at any time of the Study without
previous consent from the Institution after
having received a specific request from the
Sponsor concerning the imposing of such
a limitation. The Client shall notify in
written form the Institution fifteen (15) days
before the moment the restriction takes
effect. The Client shall not pay for the
services provided by the Institution for the
unfolding of the Study for subjects above
the maximum number established through
the written notification issued by the Client.

¢

2.7 Planned Study Start Date: ||
L

Planned Study Termination Date: ]
I

3. Remuneration

3.1 The Total Cost of the Study shall
include the equivalent value of all services
provided by the Institution, the Investigator
and all Study personnel for the smooth
unfolding of the Study, including services
provided to each Study subject, and the

- use of Institution’s infrastructure and
Equipment. The calculation of the Total
Cost of the Study shall be made on the
basis of the costs generated by the
services supplied individually to each
subject enrolled into the Study, according
to the number of visits accomplished by
each Subject at the agreed remuneration
per milestone. The Costs are specified in
Payment Conditions and Schedule
(Appendix no. 5).

-

3.2 The Client on behalf of Sponsor shall
pay for the services provided by the
Institution, the Investigator and all Study
personnel in Euro through bank transfer
into the Institution’s bank account as
follows: Payments and invoicing per this
Agreement is performed based on detailed

nemohou byt provedeny bez pfedchoziho
pisemného souhlasu Zadavatele.

2.6 Smluvni Strany se shodly na tom, ze
Zdravotnické Zafizeni zajisti pro Studii
Ucast nejméné subjektl. Po
podepsani této Smlouvy nebude po dobu
trvani Studie stanoven zadny limit
omezujici maximalni pocet subjektl.
Nicméné Klient ma pravo ustanovit
takovyto limit kdykoli v pribéhu Studie bez
predchoziho souhlasu Zdravotnického
Zarfizeni po obdrzeni zvlastniho pozadavku
Zadavatele o stanoveni takového limitu.
Klient to pisemnou formou oznami
Zdravotnickému Zafizeni patnact (15) dni
pied vstupem tohoto omezeni v platnost.
Klient nebude hradit sluzby poskytované
Zdravotnickym Zafizenim, potiebné k
rozsifeni Studie o subjekty, jejichz pocet
prekro¢i maximalni limit stanoveny v
pisemném oznameni vydaném Klientem.

[
2.7 Plénovani’ datum zahajeni Studie:

Planované datum ukonc¢eni Studie:

3. Odména

3.1 Celkové naklady Studie budou
zahrnovat ekvivalentni hodnotu vSech
sluZzeb poskytovanych Zdravotnickym
Zarizenim, Hlavnim ZkouSejicim a
veskerym studijnim personalem za hladké
zahajeni a realizaci Studie v&etné sluzeb
poskytovanych jednotlivym subjektim
studie a pouzivani infrastruktury a
Vybaveni Zdravotnického Zafizeni.
Vypocet celkovych nakladl Studie bude
proveden na zakladé nakladl vyplyvajicich
ze sluzeb poskytovanych jednotlivym
subjektiim zafazenym do Studie podle
poctu navstév jednotlivych Subjektad, v
dohodnuté vysi za kazdou fazi Studie.
Naklady jsou specifikované v &asti Platebni
Podminky a Casovy Harmonogram
(Priloha €. 5).

3.2 Klient v zastoupeni Zadavatele uhradi
sluzby poskytované Zdravotnickym
Zaftizenim, Hlavnim Zkou3ejicim a
veskerym studijnim personalem v Euro
bankovnim pifevodem na bankovni ucet
Zdravotnického Zafizeni, a to takto: K
uskute¢néni pinéni a nasledné fakturaci die
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summary of subjects’ visits prepared by
the Investigator and approved by Client.
Investigator will prepare a detailed
summary of performed procedures by
September 30 each year; approval process
will be completed by October 31. Payment
terms of the invoice is within thirty (30)
days of receipt of the Institution’s invoice to
be issued upon completion of the approval
process. .

3.3 To all costs specified in Payments
Conditions and Schedule (Appendix no. 5),
VAT will be added if provided by and in the
amount specified by the applicable laws of
the Czech Republic.

3.4 All remuneration for Investigator and
all team members will be paid by
Institution. The Client hereby states that no
other separate contract providing direct
reimbursement of the Investigator has
been or will be signed with Investigator
with regard to this Study.

3.5 No payments will be made to
Institution in case of violations of the
Protocol or failure to obtain Client
approved and properly signed Informed
Consent forms from Study Subjects.

4. Logistics

4.1.In order to ensure a smooth unfolding
of the Study, the Institution shall provide to
the Investigator, the Equipment.

4.2. The Investigator shall make a request
to the Institution in order to obtain
Additional Materiais. If the request is
approved both by the Client and by the
institution or by their representatives, the
latter shall provide to the Investigator the
necessary materials.

4.3. The total Cost of the Study does not
include the cost of the Additional Materials.
The Client shall pay for the Additional
Materials if the Institution and the Client
agree to provide them as specified in
paragraph 4.2.

4.4. The first delivery of the Essential
Materials shall be made before the start of
the clinical phase of the Study.

4.5. The Client shall provide the Essential

této smlouvy dochazi na zakladé
podrobného piehledu provedenych navstév
vypracovaného zkousejicim a nasledné
schvaleného Klientem. Podrobny piehled
provedenych vykonl vypracovava
zkousejici vzdy k 30.9. kalendainiho roku.
Schvéleni probéhne nejpozdéji do 31.10.
Splatnost faktury tficet (30) dni od obdrzeni
faktury vystavené po jejim schvéleni..

3.3 Ke v8em &astkam uvedenym

v Platebnich podminkach (Priloha €. 5) a
Casovém harmonogramu bude pfipoétena
DPH v zakonem stanovené vysi.

3.4 Odména ZkouSejicimu a &lenim jeho
tymu bude vyplacena prostfednictvim
Zdravotnického Zafizeni. Klient prohlasuje,
Ze neuzaviel ani neuzaviev ranfci tohoto
klinického hodnoceni se ZkouSejicim
separatni smlouvu o odméné.

3.5 Zdravotnickému Zafizeni nebudou
uhrazeny Zadné platby v pfipadé poru$eni
Protokolu nebo v pfipadé, ze od Subjektl
Studie nebudou ziskany Klientem
odsouhlasené a nalezité podepsané
formulare Informovanych Souhlasi.

4. Logistika

4.1V zajmu zajisténi hladkého zahajeni a
realizace Studie poskytne Zdravotnické
Zarizeni Zkous$ejicimu Vybaveni.

4.2 Zkousejici predlozi Zdravotnickému
Zarizeni pozadavek na poskytnuti
Dopliujicich Material(i. Bude-li tento
pozadavek schvalen jak Klientem, tak
Zdravotnickym Zafizenim, nebo jejich
zastupci, Zdravotnické Zarizeni poskytne
Zkous$ejicimu potiebné materialy.

4.3 Celkové Naklady Studie nezahrnuji
naklady na Doplnujici Materialy. Klient
uhradi Doplnujici Materialy v pripadé, ze
se Zdravotnické Zafizeni a Klient
dohodnou, Ze je poskytnou podle
ustanoveni ¢lanku 4.2.

4.4 Prvni dodani Zakladnich Materialli
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Materials according to the delivery
documents signed by the representatives
of the Parties.

4.6. By signing this Agreement, the
Institution warrants that the Equipment
necessary for the Study is available at the
Effective Date.

4.7. The Institution shall notify the Client
immediately in case that part of the
Equipment does not function. The Parties
shall decide whether they will continue the
contractual relationship within five (5) days
upon the receipt of the notification. Such
being the case:

4.7.1.The Client may provide the
Equipment to the Institution on the
condition that the latter returns it on the
date the Agreement terminates. For this
use of the Equipment, the remuneration
defined in paragraph 3 of this Agreement
shall diminish with /by the equivalent value
for the use of the Equipment provided by
the Client.

The Institution shall use this
Equipment, according to its technical
capacities and exclusively for the Study.
The Institution shall be responsible for the
safe storage of the Equipment for the
entire period of its use and shall take all
the necessary precautions in order to
ensure its safety. The Institution shall be
held responsible for any accidental
damage or for the theft of this Equipment.
The Institution will not have the right to
modify in any way the Equipment for the
entire period of use and no repairs of the
Equipment are possible without first
obtaining the Client’s consent.

The Institution shall return the
Equipment upon the termination of the
Agreement. The Client shall have the right
to postpone the payment of the
remuneration until the Institution returns
the Equipment.

In case that the Equipment is lost or
damaged, the Institution shall immediately
notify the Client in writing. The Client shall
determine the cause of the damage.

probéhne pied zahajenim klinické faze
Studie.

4.5 Klient poskytne Zakladni Materialy
podle dodaci dokumentace podepsané
zastupci Smluvnich Stran.

4.6 Podepsanim této Smlouvy se
Zdravotnické Zafizeni zarucuje, ze
Vybaveni potiebné k realizaci Studie bude
k dispozici k datu, kterym Smlouva nabyva
platnosti.

4.7 V pripadé, Zze ¢ast Vybaveni nebude
funkéni, Zdravotnické Zafrizeni tuto
skuteénost neprodlené oznami Klientovi.
Smluvni Strany se rozhodnou, zda budou
pokracovat ve smluvnim vztahu, do péti (5)
dni od doruéeni tohoto oznameni. V tom
pripadé:

4.7.1., Klient mize poskytnout Vybaveni
Zdravotnickému Zafizeni pod podminkou,
Ze je ke dni ukonéeni platnosti Smlouvy
vrati. Odmeéna za pouzivani tohoto
Vybaveni, definovana v ¢lanku 3 této
Smiouvy, se snizi o ekvivalentni ¢astku za
pouzivani Vybaveni poskytnutého
Klientem.

Zdravotnické Zafizeni bude toto
Vybaveni pouzivat podle své technické
kapacity a vylu¢né pro potreby Studie.
Zdravotnické Zarizeni bude odpovédné za
bezpeéné uskladnéni tohoto Vybaveni
bé&hem celé doby jeho pouzivani a ugini
veskera nezbytna opatfeni k zajisténi jeho
bezpecnosti. Zdravotnické Zarizeni
pifevezme odpovédnost za jakékoli
nahodné poskozeni nebo odcizeni tohoto
Vybaveni. Zdravotnické Zafizeni neni
opravnéno Vybaveni jakkoli upravovat
b&hem celé doby jeho pouzivani, pfi¢emz
nejsou pfipustné Zadné opravy Vybaveni
bez pifedchoziho souhlasu Klienta.

Zdravotnické Zafizeni vrati Vybaveni
ke dni ukonéeni platnosti Smlouvy. Klient
ma pravo odlozit vyplaceni odmény, dokud
Zdravotnické Zafizeni Vybaveni nevrati.

V pfipadé, Ze dojde ke ztraté nebo
poskozeni Vybaveni, Zdravotnické
Zarizeni tuto skute€¢nost neprodlené
pisemnou formou oznami Klientovi. Klient
rozhodne o pficiné poskozeni.
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If the Institution uses the Equipment for
other purposes also, the Client is entitied
to diminish the Total Cost of the Study by
an amount equivalent to the value of the
Equipment used in other purposes.
Nevertheless the Institution shall not be
exonerated from the obligation concerning
the restitution of the Equipment.

4.7.2. The Client also has the right to allow
the Institution to use equipment similar to
the damaged one, at the site of some third
parties approved by the Client. The Client
shall decide upon the conditions of such a
use through a written notification 15 days
before the starting date of this use.

4.8. The Investigational products will be
delivered to Hospital pharmacy, for the

attention of

5. Monitoring, Audit and Inspection

5.1. In order to ensure that the provisions
of the Protocol, of the ICH GCP, of the
Applicable Regulatory Requirements and
of any other applicable laws and
regulations in force as well as the
provisions of this Agreement are
respected, the Sponsor has the right to
designate an entity that shall organize the
Monitoring process (Client).

5.2. The Client shall decide upon the way
and nature of the Monitoring process,
according to the provisions of ICH GCP, all
applicable Standard Operating
Procedures, the Protocol and the
Sponsor's recommendations.

5.3. The legal representatives of the
Sponsor may take part in the Monitoring
carried on by the representatives of the
Client.

5.4, The activity of the Parties may be
subject to the audit of the Sponsor. The
auditor shall be an entity separate from the
one carrying on the Monitoring or the
quality control.

5.5. The Sponsor shall designate persons
who are independent from the Study.

5.6. The representatives of the Czech
authorities (SUKL and relevant Ethics
Committees) and of any other competent

V pfipadé, Ze Zdravotnické Zafizeni
bude Vybaveni pouzivat také k jinym
ucelim, je Klient opravnén snizit Celkové
Naklady Studie o sumu odpovidajici cené
Vybaveni pouzivaného k jinym téelim.
Nicméné se Zdravotnické Zafizeni
nezprostuje povinnosti Vybaveni vratit.

4.7.2. Klient ma rovnéz pravo povolit
Zdravotnickému Zafizeni pouzivat
Vybaveni podobné poskozenému
Vybaveni v sidle nékteré ze tretich stran
schvalenych Klientem. Klient v tom pfipadé
rozhodne o podminkach pouzivani formou
pisemného oznameni 15 dni pied
zahajenim pouzivani tohoto Vybaveni.

4 8. Hodnocené lécivé pfipravky budou
dodavany do Nemocniéni lékarny, k rukam

5. Monitorovani, Audit a Inspekce

L4
5.1. V zajmu zajisténi toho, aby byla
respektovana ustanoveni Protokolu, ICH
GCP, Platnych Zakonnych Pozadavkl a
véech dal$ich pfislusnych platnych zakonu
a pfedpist, jakoz i ustanoveni této
Smlouvy, ma Zadavatel pravo ustanovit
osobu, ktera bude organizovat Proces
Monitorovani (Klient).

5.2. Klient rozhodne o zplsobu a povaze
Procesu Monitorovani podle zasadICH
GCP, vsech platnych Standardnich
Pracovnich Postupu, Protokolu a podle
doporuéeni Zadavatele.

5.3. Zakonni zastupci Zadavatele se
mohou ztucastnit Monitorovani
provadéného zastupci Klienta.

5.4. Cinnost Smluvnich Stran mize byt
predmétem auditu Zadavatele. Auditorem
bude jina osoba nez osoba vykonavajici
Monitorovani nebo kontrolu jakosti.

5.5. Zadavatel ustanovi osoby, které jsou
ve vztahu ke Studii nezavislé.

5.6. Zastupci ifadt Ceské republiky
(SUKL a prislugnych Etickych Komisi) a
v§ech dal$ich pfislusnych uradi véetné
zastupcl Amerického trfadu pro kontrolu
potravin a Iédiv (United States Food and
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authority including the representatives of
the United States Food and Drug
Administration and European Medicines
Agency, shall have the right, according to
the Czech law, to conduct inspections
related to the Study. The Parties shall
provide all the necessary assistance for a
smooth conduct of the inspections.

6. Institution’s Obligations

6.1. The Institution shall ensure the smooth
conduct of the Study according to the
Protocol and the provisions of the
Agreement. The Institution undertakes to
ensure the access of the Investigator to all
the Equipments and to provide services
through its qualified personnel.

6.2. The Institution shall immediately
inform in writing the Client, SUKL and
relevant Ethics Committee in case a
problem affects the conduct of the Study
according to the Protocol and/or increases
the risk for the Study subjects.

6.3. The Institution shall ensure the
periodical preparation and presentation of
the Essential Documents of the Study as
required by Client, the Protocol, and
according to the Applicable Regulatory
Requirements in force, the ICH CGP and
the applicable data protection
requirements, including ensuring that each
Study subject properly executes Client's
approved Informed Consent form.

Informed consent must be obtained from
each subject enrolling in the Study prior to
the commencement of any Study-related
procedure. The method of explanation to
the subject and the obtaining of consent
should be conducted in accordance with
ethics committee instructions and is an
Investigator responsibility. A copy of the
patient information sheet should be given
to all patients to take with them. Such
consent will include patient permission for
all audits, monitoring and inspections of
patient medical records as required under
this Agreement.

6.4. The Institution shall ensure the direct
access for the Client’s representatives and
{or for the Sponsor’s representatives or the
access of the legal authorities to the
Equipment, Essential Materials and

Drug Administration) a Evropské agentury
pro Ié¢ivé pfipravky (European Medicines
Agency), maji podle &eského prava
opravnéni provadét inspekce tykajici se
Studie. Smluvni Strany poskytnou
veskerou potiebnou souéinnost k
hiadkému provedeni inspekci.

6. Zavazky Zdravotnického Zarizeni

6.1. Zdravotnické Zafizeni zajisti hladkou
realizaci Studie v souladu s Protokolem a
ustanovenimi Smilouvy. Zdravotnické
Zarizeni se zavazuje, Ze Zkousejicimu
zajisti pfistup ke véemu Vybaveni a Zze své
sluZby bude poskytovat prostfednictvim
svého kvalifikovaného personalu.

6.2. Zdravotnické Zafizeni neprodlené
pisemnou formou informuje Klienta, SUKL
a pfisluSnou Etickou Komisi v pfipadé, Zze
se vyskytne problém, ktery ovlivni realizaci
Studie v souladu s Protokolem a/ngbo
zvySi riziko pro subjekty studie.

6.3. Zdravotnické Zafizeni zajisti
periodickou pfipravu a prezentaci
Zakladnich Dokument( Studie podle
pozadavkl Klienta, Protokolu a podle
prislusnych Platnych Zakonnych
Pozadavk(, ICH CGP a platnych
poZadavk( na ochranu dat véetné zajisténi
toho, aby kazdy subjekt Studie fadné
vyplnil Klientem schvaleny formulaf
Informovaného Souhlasu.

Pied zahajenim jakychkoli studijnich
procedur se musi od kazdého zarfazeného
subjektu Studie ziskat podepsany formular
Informovaného Souhlasu. Zpusob
podavani informaci subjektu Studie a
ziskavani Informovaného Souhlasu bude
provadeén v souladu s instrukcemi etické
komise a bude za ni zodpovédny
Zkousejici. Jedna kopie formulare
Informovaného Souhlasu by méla byt
poskytnuta kazdému pacientovi. Takovyto
Informovany Souhlas obsahuje povoleni
pacienta k auditim, monitorovani a
inspekcim jeho zdravotnich zaznam, jak
je pozadovano touto smlouvou.

6.4. Zdravotnické Zarizeni zajisti
zastupclm Klienta a/nebo zastupcim
Zadavatele nebo soudnim uiadiim piimy
piistup k Vybaveni, Zakladnim Materialtm
a Dopliujicim Materialiim po celou dobu
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Additional Materials for the entire duration
of the Monitoring, Audit or Inspection.

6.5. The Institution shall fully comply with
the provisions made in paragraph 9.1-9.8
of the Agreement regarding the
confidentiality.

6.6. For the entire period of the Study, the
Institution shall ensure the safe storage
and administration of the Essential
Documents and of all the documents, data,
information and registrations (no matter the
form of the registration) directly or
indirectly related to the Study; of all
information and documents provided to the
Institution by the Client/Sponsor or by
persons authorized by the Client/Sponsor
or prepared by the Institution and/ or
Investigator and/ or Subinvestigator and/ or
other persons directly or indirectly involved
in the Study and subcontracted or
employed by the Institution.

6.7. The Institution shall be responsible for
the safe storage of all the Essential
Materials and the Additional Materials
provided by the Client or by third parties;
the Institution shall make sure that these
materials are used exclusively for the
Study in strict adherence to the Protocol
and shall under no circumstances transfer
the Investigational Medicinal Product to
any third party.

The storage and evidence of the Essential
Materials and the Additional Materials by
the Institution may be subject to
Monitoring, Audit or Inspections, according
to paragraph 5.1-5.6 of the Agreement.

6.8. Upon the termination of the
Agreement the Institution shall return to the
Client:

- the unused or partially used Essential
Materials and Additional Materials provided
by the Client;

- all unused quantities of Investigational
Product, that were delivered to the
Institution;

- the Equipment provided by the Client,
other tangible assets provided to the
Institution by the Client, Sponsor or third

Monitorovani, Auditu nebo Inspekce.

6.5. Zdravotnické Zafizeni bude v piném
rozsahu dodrZovat ustanoveni &lanku 9.1-
9.8 Smiouvy tykajici se diivérnosti dat.

6.6. Po celou dobu trvani Studie
Zdravotnické Zafizeni zajisti bezpeéné
uchovavani a spravovéani Zakladnich
Dokumentl a vSech dokument(, dat,
informaci a zaznamu (bez ohledu na formu
zaznam() pifimo nebo nepfimo se
tykajicich Studie, vSech informaci a
dokumentll poskytnutych Zdravotnickému
Zarizeni Klientem/Zadavatelem nebo
osobami autorizovanymi
Klientem/Zadavatelem nebo pfipravenych
Zdravotnickym Zafizenim a/nebo
Zkousejicim a/nebo Spoluzkousejicim
a/nebo dalsimi osobami pfimo ¢i nepfimo
zapojenymi do Studie, které jsou
subdodavateli nebo zaméstnanci
Zdravotnického Zafizeni. .

6.7. Zdravotnické Zafizeni bude
odpovédné za bezpeéné uchovavani
vSech Zakladnich Materiali poskytnutych
Klientem nebo tfetimi stranami;
Zdravotnické Zafizeni zajisti, Ze tyto
materialy budou pouzivany vyluéné pro
potieby Studie prisné dle protokolu a za
zZadnych okolnosti neposkytne hodnoceny
léCivy pripravek tieti strané.

Uchovavani a evidence Zakladnich
Materiall a Dopliujicich Materiall
Zdravotnickym Zafizenim muUze byt
predmétem Monitorovani, Auditu nebo
Inspekci v souladu s élankem 5.1-5.6
Smiouvy.

6.8. Po ukonceni Smiouvy Zdravotnické
Zafizeni vrati Klientovi:

- nepouzité nebo Easteéné& pouzité
Zakladni Materialy a Doplnujici Materialy
poskytnuté Klientem,

- veskeré nepouzité Hodnocené
Pfipravky, ktery byly dodan
Zdravotnickému Zafizeni;

- Vybaveni poskytnuté Klientem, dal3i
hmotna aktiva poskytnuta Zdravotnickému
Zarizeni Klientem, Zadavatelem nebo
tretimi stranami.
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parties.

6.9. The Institution shall ensure the safe
storage of the Essential Documents and
documentation in connection with or arisen
from the Study for fifteen (15) years after
the termination of the Agreement or any
longer period, as required by the
applicable laws and regulations. The Client
may extend the storage period by written
notification sent to the Institution. Shall the
circumstances prevent the Institution from
complying with its contractual obligations,
the Institution shall immediately inform the
Client/ Sponsor over the phone and in
writing. The Institution shall not destroy
the Essential Documents even after the
expiry of the storage period, unless it has
the written consent of the Client.

6.10. These obligations of the Institution
shall be in addition to the legal obligations
in force, including, but not limited to, ICH
GCP, the Helsinki Human Right
Declaration, Applicable Regulatory
Requirements and any other regulations
issued by Czech authorities, including
SUKL.

7. Client’s Obligations

7.1. The Client shall provide to the
Institution all the requested information
related to the Study, including the available
information regarding the safety, the
administration, the storage, the use and
the disposing of the Investigational
Product. The Client shall also provide to
the Institution the Essential Materials.

7.2. The Client shall reasonably advise the
Institution regarding the problems related
to the conduct of the Study according to
the ICH GCP.

7.3. The Client shall coordinate the activity
of the Institution, and occasionally, this
coordination shall be conducted by the
Sponsor or a Contract Research
Organization.

7.4. In case that biological samples need
to be used in order to attain the objective
of this Agreement in the conditions, quality
and terms specified in this Agreement, the
Client shall pay for the costs generated by
the obtaining of these samples by the

6.9. Zdravotnické Zafizeni zajisti bezpecné
uchovavani Zakladnich Materiala a
dokumentace v souvislosti s nebo vzeslé

z klinického hodnoceni po dobu patnacti
(15) let od ukoné&eni této Smlouvy nebo po
dobu delsi, pokud je tak pozadovano
platnymi zakony a predpisy. Klient mlze
prodlouzit dobu uchovavani pisemnym
oznamenim zaslanym Zdravotnickému
Zarizeni. Pokud okolnosti zabrani
Zdravotnickému Zafizeni vyhovét témto
smluvnim zavazkam, Zdravotnické
Zafizeni musi neprodlené telefonicky a
pisemné informovat Klienta/Zadavatele.
Zdravotnické Zafizeni Zakladni Dokumenty
nezniéi ani po uplynuti stanovené doby
uchovavani, dokud nebude mit pisemny
souhlas Klienta.

6.10. Tyto zavazky Zdravotnického
Zafizeni budou pfipojeny k platnym
pravnim zavazkam, véetné, ne vSak
vyluéné, ICH GCP, Helsinské deklgrace
lidskych prav, Platnych Pravnich Predpist
a veskerych dalSich pfedpisti vydanych
orady Ceské republiky véetné SUKL.

7. Zavazky Klienta

7.1. Klient poskytne Zdravotnickému
Zafizeni veSkeré pozadované informace
tykajici se Studie, véetné dostupnych
udajl tykajicich se bezpecnosti, podavani,
uchovavani, pouzivani a likvidace
Hodnoceného Pfipravku. Klient rovnéz
Zdravotnickému Zarizeni poskytne
Zakladni Materialy.

7.2. Klient bude Zdravotnickému Zafizeni
poskytovat priméfené poradenstvi ohledné
problém( tykajicich se realizace Studie
podle zasad Spravné Klinické Praxe (ICH
GCP).

7.3. Klient bude koordinovat &innost
Zdravotnického Zarizeni a tato koordinace
bude pfileZitostné provadéna Zadavatelem
nebo Smiuvni Vyzkumnou Organizaci.

7.4.V piipadé, Ze k dosazeni cile této
Smiouvy bude nutné pouzivat biologické
vzorky za podminek a v kvalité
specifikované touto Smiouvou, Klient
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Institution from a specialized processing
and analyzing laboratory.

8. Force Majeure

Neither Party shall be liable for failure or
delay in the performance of its obligations
under this Agreement if such delay or
failure is occasioned by a contingency
beyond such Party’'s reasonable control,
including but not Ilimited to wars,
hostilities, riots, acts of terrorism, labor
disturbances, strikes, fires, explosions,
floods or other acts of God (each a “Force
Majeure”). The Party suffering the Force
Majeure shall provide notice to the other
Parties of the commencement and
termination of the Force Majeure, and
shall take reasonable, diligent efforts to
remove the condition constituting such
Force Majeure or to avoid its effects so as
to resume performance as soon as
practicable.

9. Confidentiality

9.1. The Institution shall not disclose or
use any Confidential Information for any
other purpose than for the purpose of this
Agreement.

9.2. The Institution shall provide to the
persons directly or indirectly involved in
the Study and employed or subcontracted
by the Institution, only the Confidential
Information that they need in order to fulfill
their obligations related to the Study and
only on the basis of contracts previously
concluded.

9.3. The Confidential Information shall be
revealed to the persons specified in
paragraph 9.2 only after the Institution has
informed them about the confidential
nature of the respective information and
after these persons have agreed in writing
not to disclose and use the Confidential
Information other than for the purpose of
the Study. The Institution shall be liable
towards the Client and the Sponsor for
breach of the obligations of confidentiality
by persons directly or indirectly involved in
the Study and employed or subcontracted
by the Institution.

9.4. The Institution’s confidentiality

uhradi Zdravotnickému Zafizeni naklady
vzniklé ziskavanim téchto vzorkl ze
specializované laboratofe pro zpracovani a
analyzu vzorkd.

8. Vyssi moc

8.1. Zadna ze stran nebude odpovédna za
nedodrzeni nebo prodleni ve vykonani
svych povinnosti  vyplyvajicich z této
smlouvy, pokud takové prodleni nebo
nedodrZzeni bude zapfi€inéno
nepfedvidanou udalosti, ktera neni v moci
dané smluvni strany, véetné valky,
ozbrojenych konfliktd, vytrznosti,
teroristickych  Gtokd, zaméstnaneckych
nepokojad a stavek, pozaru, vybuchu,
povodné a jinych zasahl vy$8i moci
(,zasahy vy38i moci*). Smluvni strana,
ktera utrpi zasah vyS$i moci, poskytne
druhé strané informace o tom, kdy dana
udalost zacala a skonéila, a zaroven
podnikne pfiméfené kroky k odstranéni
podminek zavdavajicich pfi€inu pro vznik
udalosti zpUsobené vyssi moci ¢i k vyhnuti
se nasledkim takové udalosti, aby
postizena strana mohla co nejdfive opét
zadit vykonavat své povinnosti.

9. Davérnost

9.1. Zdravotnické Zafizeni neprozradi ani
nepouzije zadné Davérné Informace k
jakémukoli jinému G&elu nez k Gcéelu
stanovenému touto Smlouvou.

9.2. Zdravotnické Zarizeni poskytne
osobam piimo &i nepiimo zapojenym do
Studie, které jsou zaméstnanci nebo
subdodavateli Zdravotnického Zafizeni,
pouze ty Davérné Informace, které
potiebuji ke spinéni svych zavazki
tykajicich se Studie a pouze na zakladé
pfedem uzavienych smiuv.

9.3. Dlvérné Informace budou poskytnuty
osobam specifikovanym v élanku 9.2
pouze v pfipadé&, Ze je Zdravotnické
Zarizeni pfedem informuje o divérné
povaze pfiislusnych informaci a tyto osoby
podepisi pisemny souhlas s tim, Ze tyto
Duvérné Informace neprozradi ani
nepouziji jinak nez k Géelu stanovenému
touto Smlouvou. Zdravotnické zafizeni
bude odpovédné Klientovi a Zadavateli za
poruseni zavazk( duvérnosti osobami
pfimo ¢i nepfimo zapojenymi do Studie,
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obligations specified in paragraph 9.1 and
9.2 of the Agreement shall not apply to
Confidential Information that:

- is in the public domain at the date of its
disclosure to the Institution, or becomes
part of the public domain through no act or
omission of Institution and/or of the
Investigator and/or of the Subinvestigator
and/or of other persons directly or
indirectly involved in the Study.

- has been specified in writing in the
Institution’s records or in other documents
as being in the possession of the Institution
before the Client and/or Sponsor and/or
other authorized persons have disclosed it;
or

- has been received by the Institution
from some third party having a right of
further disclosure.

9.5. The obligations of non-use and non-
disclosure mentioned in paragraph 9.1-9.3
shall not apply to the disclosure of
Confidential Information according to the
applicable laws and/or regulations in force
or to the decision of a competent
jurisdictional institution. In case the
Institution or any other party is bound to
disclose Confidential Information by a
decision of a jurisdictional institution or by
applicable laws and/or regulations in force,
the Institution shall immediately notify the
Sponsor and the Client in writing.

9.6. The Institution agrees and accepts
that this Agreement does not constitute a
license or any other kind of contract that
generates for the Institution and/or the
investigator and/or the Subinvestigator
and/or other persons directly or indirectly
involved in the Study any rights on the
Confidential Information other than the
right to use these information for the
performance of the Agreement.

9.7. The Institution shall not use the name
of the Client and/or Sponsor or any of their
respective employees, agents or affiliates,
or reference any of Sponsor’s products, in
any publicity, advertising, or other
publication or presentation without first
obtaining the written consent of the Client

které jsou zaméstnanci nebo
subdodavatelé Zdravotnického zafizeni.

9.4. Zavazky Zdravotnického Zarizeni
tykajici se davérnosti, specifikované v
¢lanku 9.1 a 9.2 Smlouvy, neplati pro
Duvérné Informace, které:

- jsou vefejnymi zadznamy k datu, kdy
byly sdéleny Zdravotnickému Zafizeni,
nebo se stanou soucéasti verejnych
zaznamu bez jakéhokoli zasahu &i
pochybeni Zdravotnického Zarizeni a/nebo
Zkousejiciho a/nebo Spoluzkousejiciho
a/nebo dalsich osob pfimo ¢i nepifimo
zapojenych do Studie.

- byly pisemnou formou uvedeny v
zaznamech Zdravotnického Zafizeni nebo
v dalSich dokumentech jako vlastnictvi
Zdravotnického Zafizeni predtim, nez byly
sdéleny Klientovi a/nebo Zadavateli a/nebo
dal§im autorizovanym osobam; nebo

- které Zdravotnické Zafizeni ziskalo od
treti strany, ktera méla pravo je zverejnit.

9.5. Zavazky tykajici se nepouzivani a
neprozrazeni uvedené v ¢lanku 9.1-9.3
neplati pro sdéleni Davérnych Informaci v
souladu s prislusnymi platnymi zakony
a/nebo predpisy nebo pro rozhodnuti
pfislusné soudni instituce. V pfipadé, ze
jsou Zdravotnické Zarizeni nebo jakakoli
jina strana povinny sdélit Davérné
Informace na zakladé rozhodnuti soudni
instituce nebo pfislusnych platnych zakonl
a/nebo pfedpisl, Zdravotnické Zafizeni to
neprodlené pisemnou formou oznami
Zadavateli a Klientovi.

9.6. Zdravotnické Zafizeni souhlasi a
akceptuje skute¢nost, Ze tato Smlouva
nepfedstavuje licenci ani Zadny jiny typ
smiouvy, ktera by Zdravotnické Zafizeni
a/nebo Zkousejiciho a/nebo
Spoluzkousejiciho a/nebo dal$i osoby
primo ¢i neprimo zapojené do Studie
opraviiovala pouzivat Dlvérné Informace
jinym zplisobem nez pro ¢innosti uvedené
v této Smiouvé.

9.7. Zdravotnické Zafizeni nepouzije
jméno Klienta a/nebo Zadavatele ani
zadného z jejich zaméstnancl, jednateld &i
poboéek, ani nezmini zadny z vyrobkl
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10.

and/or Sponsor.

9.8. Upon termination or expiration of the
Agreement, at Client’s request, Institution
shall return to Client all Confidential
Information. The provisions made in
paragraph 9.1- 9.8 of the Agreement and
the Institution’s obligations shall be in
force for 15 years after the expiration or
termination of this Agreement. Upon the
expiry of this period these provisions shall
not apply any more; nevertheless, the
Institution shall not have the right to sell or
disclose Confidential Information to a third
party which could benefit from it.

Property

10.1. The Institution acknowledges and
agrees that the Sponsor shall have
exclusive property and ownership of the
Investigational Medicinal Product
including, without limitation, any method of
use of the Investigational Medicinal
Product or any formulation, dosage,
administration or method of manufacture
of the Investigational Medicinal Product
and all the data, information, registrations
and documents (written, graphic, oral,
electronic or in any other form)

- provided in connection with the Study
by the Client and/or Sponsor and/or by
persons authorized by them to the
Institution and/or the Investigator and/or
the Subinvestigator and/or other persons
directly or indirectly involved in the Study
and subcontracted or employed by the
Institution and/or

- provided to the Institution and/or the
Investigator and/or the Subinvestigator
and/or other persons directly or indirectly
involved in the Study and subcontracted or
employed by the Institution during the
negotiations preceding the signing of the
Agreement.

10.2. The Institution agrees that the
exclusive property of all data, information,
registrations and documents (written,
graphic, oral, electronic or in any other
form) obtained or produced by the
Institution and/or by the Investigator
and/or by the Subinvestigator and/or by
other persons directly or indirectly involved

Zadavatele ve vefejném sdéleni, v
reklamnim sdéleni ani v zadné jiné
publikaci ¢i prezentaci, aniz by pfedem
ziskala pisemny souhlas Klienta a/nebo
Zadavatele.

9.8. Po ukoné&eni i uplynuti platnosti
Smlouvy Zdravotnické Zafizeni na Zadost
Klienta vrati Klientovi veSkeré Davérné
Informace. Ustanoveni ¢lanku 9.1- 9.8
Smlouvy a zavazky Zdravotnického
Zafizeni zGstanou v platnosti po dobu 15
let po ukon&eni této Smiouvy. Po uplynuti
této doby jiz tato ustanoveni nebudou
platna; nicméné Zdravotnické Zafizeni
nebude mit pravo prodat nebo prozradit
Dlvérné Informace treti strané, ktera by z
nich mohla mit prospéch.

10. Vlastnictvi

10.1. Zdravotnické Zafizeni uznava a
souhlasi s tim, Ze Zadavatel je vyla€nym
vlastnikem Hodnoceného Pripravku
zahrnujici, bez omezeni, jakoukoli metodu
pouziti tohoto Hodnoceného Pfipravku
nebo jakoukoli pfipravu, davkovani,
podavani nebo metodu vyroby
Hodnoceného Pfipravku a v3ech dat,
informaci, zaznam{ a dokumentt
(pisemnych, grafickych, ustnich,
elektronickych, €i v jakékoli jiné formé&)

- poskytnutych v souvislosti se Studii
Klientem a/nebo Zadavatelem a/nebo jimi
autorizovanymi osobami Zdravotnickému
Zafizeni a/nebo Zkousejicimu a/nebo
SpoluzkouSejicimu a/nebo dalSim osobam
pfimo &i nepfimo zapojenym do Studie,
které jsou subdodavateli nebo
zaméstnanci Zdravotnického Zafizeni
a/nebo

- poskytnutych Zdravotnickému Zafizeni
a/nebo Zkousejicimu a/nebo
Spoluzkousejicimu a/nebo dalsim osobam
pfimo &i nepfimo zapojenym do Studie,
které jsou subdodavateli nebo
zaméstnanci Zdravotnického Zafizeni
b&hem jednani, které pfedchazeji
podepsani této Smiouvy.

10.2. Zdravotnické Zafizeni souhlasi s tim,
Ze nezadatelné pravo na vyluéné
vlastnictvi vSech dat, informaci, zaznami a

dokumentt (pisemnych, grafickych,
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in the Study and subcontracted or
employed by the Institution in connection
with the Study shall be vested in the
Sponsor and/or the Client, if related to the
business of the Client.

10.3. The Institution shall ensure the
sending to the Client of all the Reports and
results as well as of the data obtained
during the Study. The Institution shall not
provide the Reports and results nor the
data obtained during the Study to any third
party other than the Sponsor, except
pursuant to the Client's prior written
request.

10.4. Upon the termination of the
Agreement for any reason, the Institution
shall present to the Client all the
documents related to the Study in any
form they might be (written, graphic, oral,
electronic or in any other form originals
and copies) except for the Essential
Documents for which the storage periods
and conditions have been specified in
paragraph 6.9. of the Agreement. All the
Inventions patentable or not are the
exclusive property of the Sponsor.

10.5. The Institution shall immediately
inform the Client and the Sponsor about
all the Inventions and agrees to assign
and hereby assigns or, this being the
case, shall ensure that the Investigator
and/or the Subinvestigator and/or other
persons directly or indirectly involved in
the Study and subcontracted or employed
by the Institution assign all of their rights
on the Invention to the Sponsor
immediately and without any
compensation.

10.6. The Sponsor shall have the right to
demand that the patent for these
Inventions or for any information shall be
registered on its name and at its expense,
in any country.

10.7. In case the Sponsor applies for such
a patent in any country for one or more
Inventions resulting from the Study, the
Institution shall assist the Sponsor in the
filing of such patent application(s) and also
in the preparation of the documents
proving the ownership of the Sponsor
related to these Inventions, including

ustnich, elektronickych, ¢i v jakékoli jiné
formé) ziskanych ¢&i vytvorenych
Zdravotnickym Zafizenim a/nebo
Zkou3ejicim a/nebo Spoluzkousejicim
a/nebo dalSimi osobami pfimo ¢&i nepfimo
zapojenymi do Studie, které jsou
subdodavateli nebo zaméstnanci
Zdravotnického Zafizeni, v souvislosti se
Studii ndlezi Zadavateli a/nebo Klientovi,
pokud se tyka obchodni ¢innosti Klienta.

10.3. Zdravotnické Zafizeni zajisti zaslani
vSech Zprav a vysiedkaQ, jakoz i dat
ziskanych v priibéhu Studie Klientovi.
Zdravotnické Zafizeni neposkytne Zpravy,
vysledky ani data ziskana v pribéhu
Studie Zadné tfeti strané kromé
Zadavatele, s vyjimkou poskytnuti na
zakladé pfedchozi pisemné Zadosti
Klienta.

10.4. Po ukonéeni Smlouvy z jakychkoli
divodu preda Zdravotnické Zariz&ni
Klientovi veskeré dokumenty souvisejici se
Studii v jakékoli formé (pisemné, grafické,
astni, elektronické, &i v jakékoli jiné formeé,
a to originaly i kopie), kromé Zakladnich
Dokumentt, u nichZ byly doba a podminky
uchovavani specifikovany v ¢lanku 6.9.
Smlouvy. Veskeré vynalezy, at uz
patentovateiné &i nikoliv, jsou vyluénym
vlastnictvim Zadavatele.

10.5. Zdravotnické Zafizeni bude
neprodlené informovat Klienta a
Zadavatele o vSech Vynalezech, souhlasi
s pfevodem a timto prevadi nebo v
odlvodnéném pfipadé zajisti, aby
ZkousSejici a/nebo SpoluzkousSejici a/nebo
dalSi osoby pfimo &i nepfimo zapojené do
Studie, které jsou subdodavateli nebo
zameéstnanci Zdravotnického Zafizeni,
neprodlené a bez jakékoli kompenzace
prevedli vedkera sva prava tykajici se
Vyndlezu na Zadavatele.

10.6. Zadavatel ma pravo pozadovat, aby
byl patent na tyto Vynalezy nebo na
jakekoli informace zaregistrovan v jakékoli
zemi na jeho jméno a na jeho naklady.

10.7. V pfipadé, Zze Zadavatel na zakladé
této Smilouvy pozada v jakékoli zemi o
patent na jeden &i vice Vynalezu, které
budou vystupem Studie, Zdravotnické
Zarizeni Zadavateli poskytne nezbytnou
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1.

patents and copyright. The Sponsor shall
pay the Institution for reasonable
expenses made by the latter and related
to the activities specified in this paragraph.

Publishing

11.1. The Parties acknowledge and agree
that Sponsor has the right to publish or to
present any results and/or reports related
to the Study and/or containing data
obtained during the Study, subject to any
applicable laws and regulations.

11.2. The Study which the Institution will
perform under this Agreement is a part of
a multi-center study undertaken by
Sponsor. The Institution agrees that the
institution and/or the Investigator and/or
the Subinvestigator and/or other persons
directly or indirectly involved in the Study
and subcontracted or employed by the
Institution shall not have the right to
publish or to present any results and/or
any reports related to the Study and/or
containing data obtained during the Study,
except for the situation mentioned in
paragraph 11.3 of the Agreement.

11.3. On completion of the multicenter
study at all Sponsor’s Study sites, and
following the Sponsor’s resulting
multicenter publication, the Institution
and/or the Investigator and/or the
Subinvestigator and/or other persons
directly or indirectly involved in the Study
and subcontracted or employed by the
Institution shall have the right to publish or
to present their independent results and/or
reports related to the Study and/or
containing data obtained during the Study
but only as a result of the prior written
approval of the Sponsor. The Sponsor will
determine the appropriate times to present
Study results at scientific meetings and in
medical journals or other publications. The
Institution shali ensure that no interim,
preliminary, partial or complete Study
results will be made public by the
Institution, the Investigator, or any group
of investigators, prior to receiving the
explicit written consent of the Sponsor, to
allow Sponsor to (1) coordinate the
publication or presentation of the multi-

soudinnost pfi pfipravé takové patentové
piihlagky a rovnéz s pfipravou dokumentt
prokazujici vlastnicky vztah Zadavatele k
témto Vynaleziim véetné patentd a
autorskych prav. Zadavatel uhradi
Zdravotnickému Zafizeni pfimérené
naklady vyplyvajici z téchto kroki a
souvisejici s ¢innostmi specifikovanymi v
tomto élanku.

11. Publikovani

11.1. Smluvni Strany uznavaiji a souhlasi s
tim, Ze Zadavatel ma v souladu se vSemi
platnymi zakony a predpisy pravo
publikovat nebo prezentovat vysledky
a/nebo zpravy tykajici se Studie a/nebo
obsahujici data ziskana v pribéhu Studie.

11.2. Studie, kterou Zdravotnické Zafizeni
realizuje na zakladé této Smiouvy, je
soucasti multicentrické studie realizované
Zadavatelem. Zdravotnické Zafizeni
souhlasi, Ze Zdravotnické Zarizeni a/nebo
Zkousejici a/nebo Spoluzkousejici a/nebo
dal$i osoby piimo ¢&i nepfimo zapojené do
Studie, které jsou subdodavateli nebo
zaméstnanci Zdravotnického Zafizeni,
nemaji pravo publikovat nebo prezentovat
jakékoli vysledky a/nebo zpravy tykajici se
Studie a/nebo obsahujici data ziskana v
pribéhu Studie, s vyjimkou situace
uvedené v élanku 11.3 Smilouvy.

11.3. Po ukonéeni multicentrické studie ve
vSech sidlech Studie Zadavatele a po
otisténi vysledné multicentrické publikace
Zadavatele ma Zdravotnické Zafizeni
a/nebo ZkouSejici a/nebo Spoluzkousejici
a/nebo dalsi osoby piimo &i nepiimo
zapojené do Studie, které jsou
subdodavateli nebo zaméstnanci
Zdravotnického Zafizeni, pravo publikovat
nebo prezentovat své viastni nezavislé
vysledky a/nebo zpravy tykajici se Studie
a/nebo obsahuijici data ziskana v priibéhu
Studie, av$ak pouze s podminkou ziskani
pifedchoziho pisemného souhlasu
Zadavatele. Zadavatel ur¢i, kdy se budou
prezentovat vysledky Studie na védeckych
konferencich a v lIékarskych ¢asopisech
nebo v jinych publikacich. Zdravotnické
Zarizeni zajisti, Ze Zdravotnické Zafizeni,
Zkousejici, nebo jakakoli skupina
vyzkumnych pracovnik(i nezvefejni
prubézné, prozatimni, astecné &i
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12

13.

14,

center results and (2) establish and/or
preserve Sponsor's proprietary rights.

Guarantees

12.1. The Institution guarantees that
neither it nor the Investigator nor its
personnel directly involved in providing the
services was penalized by the Czech
authorized institutions and that there are
no license suspending procedures initiated
against the Institution or against its
employees and that neither it nor its
employees are involved in organizing and
conducting activities that may lead to
penalizing by suspension of the license.
The Institution represents that neither it nor
any member of the study team has ever
been debarred or convicted of a crime due
to which a person can be debarred with
relation to conduct of clinical trials, on any
legal basis.

12.2. The Institution shall immediately
notify the Client and Sponsor in writing if
any of the above occurs, or if any such
proceeding commences, or if the
Institution or any of its employees or
agents involved in the Study, directly or
indirectly, are debarred or disqualified or
should lose their license. Such debarment
or exclusion may result in the immediate
termination of this Agreement by Client.

Assigning and Subcontracting

13.1. The Institution shall not assign or
transfer its interests in this Agreement and
shall not subcontract in order to conduct
the Study, without first obtaining the
written consent of the Client.

13.2. The Client has the right to assign

this Agreement without the Institution’s
consent.

Liabilities of the Parties

kompletni vysledky Studie dfive, nez ziska
vyslovny pisemny souhlas Zadavatele, s
cilem umoznit Zadavateli (1) koordinovat
publikovani &i prezentovani vysledkd
multicentrické studie a (2) ustanovit a/nebo
chranit vlastnicka prava Zadavatele.

12. Zaruky

12.1. Zdravotnické Zafizeni ruéi, Zze ani
Zdravotnické Zafizeni, ani Zkousejici &i
jeho personal pfimo zapojeny do
poskytovani sluZzeb neby! trestan éeskymi
soudnimi institucemi a Ze viéi
Zdravotnickému Zafizeni nebo vuéi jeho
zaméstnancim nebylo zahajeno zadné
fizeni o odebrani licence, a Zze ani
Zdravotnické Zarizeni, ani jeho
zameéstnanci nejsou zapojeni do
organizovani a provozovani ¢innosti, které
by mohly vést k sankcionovani formou
odebrani licence. Zdravotnické zarizeni
potvrzuje, Ze jemu, ani Zadnému z &lenl
tymu Studie nebyl nikdy pravomocné ulozen
trest zakazu ¢innosti, ani nebyl pravomocné
odsouzen pro trestny &in, za ktery Ize osobé
ulozit trest zakazu éinnosti provadéni
klinickych studii na jakémkoli pravnim
zakladeé.

12.2. Zdravotnické Zarizeni neprodlené
pisemnou formou oznami Klientovi a
Zadavateli, pokud nastane jakakoli z vySe
uvedenych situaci, nebo pokud bude
zahajeno zminéné fizeni, nebo pokud
bude Zdravotnickému Zafizeni nebo
kterémukoli z jeho zaméstnancu &i
jednatell pfimo ¢&i nepfimo zapojenych do
Studie uloZen trest zakazu ¢innosti, bude
prohlasen nezpusobilym k €innosti nebo
jim bude odebrana licence. Takovyto
zékaz €i pozastaveni ¢innosti by mohly
vést k okamzitému ukoncéeni této Smlouvy
ze strany Klienta.

13. Postupovani prav a subdodavky

13.1. Zdravotnické Zafizeni nepostoupi ani
neprevede sva prava vyplyvajici z této
Smlouvy a pfi realizaci této Studie nebude
vyuzivat subdodavek bez pfedchoziho
pisemného souhlasu Klienta.

13.2. Klient ma pravo prevést tuto smiouvu
bez pfedchoziho souhlasu Zdravotnického
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15.

14.1. Shall one of the Parties fail to fuffill
its contractual obligations, the respective
Party shall pay damages to the other Party
for the entire prejudice, according to the
Czech legislation in force, unless the Party
failing to fulfill its contractual obligations
can prove that this non-performance of the
obligations is independent of its will and
that it is not caused by negligence.

14.2. The liability of the Parties that is not
covered by this Agreement shall be stated
according to the applicable Czech
legislation in force.

14.3. Neither Party shall be responsible or
liable to the other Party with respect to any
subject matter or this Agreement or any
attachment or terms and conditions

related thereto under any contract,
negligence, strict liability other theory for
any indicted, incidental, special or
consequential damages.

14.4. The Client expressly disclaims any
and all liability whatsoever in connection
with the Sponsor Drug or the Protocol
except to the extent that such liability
arises from the Client’s negligent act,
omission or willful misconduct.

14.5. THE INSTITUTION AND THE
INVESTIGATOR ACKNOWLEDGE THAT
THE INVESTIGATIONAL PRODUCT IS
EXPERIMENTAL IN NATURE AND
NEITHER THE CLIENT NOR THE
SPONSOR MAKE ANY WARRANTIES,
EXPRESS OR IMPLIED, REGARDING
THE INVESTIGATIONAL PRODUCT,
INCLUDING WITHOUT LIMITATION THE
IMPLIED WARRANTIES OF
MERCHANTABILITY AND FITNESS FOR
A PARTICULAR PURPOSE OR
NONINFRINGEMENT.

Duration of the Agreement

15.1. The Agreement takes effect on the
Effective Date and is concluded for the
period necessary for the Study.

15.2. The Client, after consuiting and
obtaining approval of the Sponsor, has the
right to terminate this Agreement at any
time after first issuing a written notification

Zarizeni.
14. Odpovédnost Smiuvnich Stran

14.1. Pokud jedna ze Smluvnich Stran
nebude plinit své smluvni zavazky, dotyéna
Strana zaplati druhé Strané nahradu $kody
za celkovou Ujmu v souladu s platnou
¢eskou legislativou, s vyjimkou, Ze Strana,
ktera neplni své smluvni zavazky, prokaze,
Ze k neplnéni zavazk( doslo nezavisle na
jeji vali, a Ze neni zplsobeno zanedbanim.

14.2. Odpovédnost Smluvnich Stran, ktera
neni dotéena touto Smlouvou, bude
posuzovana podle pfislusné platné ceské
legislativy.

14. 3. Podle pfedmétu této smiouvy, jejich
pfiloh nebo jejiho pfedmétu pinéni nebude
Zadna ze stran odpovédna druhé strané
vyplatit odSkodnéni v souvislosti s
obZalobou, vedlej§i, mimoradné, hebo
nasledné odskodnéni v pfipadé nedbalosti
podle jiné smlouvy nebo jiné teorie
kauzalni odpovédnosti.

14.4. Klient vyslovné odmita jakoukoli
odpovédnost v souvislosti s hodnocenym
léCivym pfipravkem a protokolem vyjma
situace, kdy takova odpovédnost vznikne
na zakladé klientovy nedbalosti, opomenuti
¢i zamérného pochybeni.

14.5. Zdravotnické zafizeni uznava, ze
hodnoceny |é¢ivy pfipravek je
experimentalni povahy, a ani klient ani
zadavatel studie neposkytuji ohledné
hodnoceného léivého pfipravku zadné
zaruky, vyslovné nebo predpokladané,
vCetné pfedpoklddané zaruky prodejnosti a
vhodnosti pro konkrétni G¢el ¢i patentové
Cistoty.

15. Trvani Smiouvy

15.1. Tato Smlouva nabyva Gc¢innosti
dnem vstoupeni v platnost a uzavira se na
dobu potifebnou pro realizaci Studie.

156.2. Klient ma po konzuitaci se
Zadavatelem a po obdrzeni jeho souhlasu
pravo tuto Smilouvu kdykoli ukonéit,
pficemz zaSle Zdravotnickému Zafizeni
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to the Institution at least thirty (30)
calendar days before the termination date.

15.3. The Client after consulting and
obtaining approval of the Sponsor, has the
right to terminate this Agreement
immediately, but after notifying the
Institution, if the Client and/or Sponsor are
of the opinion that the safety of the
Subjects is endangered or if the Client
receives from the Institution a notification
according to paragraphs 4.7, 6.1, 6.2, 6.9,
9.5 of the Agreement.

15.4. In case of premature termination of
the Agreement upon the Client’s initiative
according to paragraphs 8, 15.2 and 15.3,
the Client shall pay to the Institution all the
(. costs generated by the Study up to the

- Effective Date of the termination
notification, costs calculated on the basis
of the provisions of the present
Agreement, on the condition that the
Study procedures were conducted by the
Institution according to the Protocol and
on the condition that the Study subjects
executed Client approved Informed
Consent forms.

15.5. Shall one of the Parties seriously
breach the Agreement (except for the
force majeure circumstances) and shall
this breach not be cured in thirty (30)
calendar days from the receiving date of
the notification regarding the breach of the
Agreement by one of the Parties, the other
Party has the right to consider the

(» Agreement as terminated by notifying this
4 in writing to the Party responsible for the
breach.

15.6. The provisions specified in
paragraphs 5, 6.4-6.9, 9, 10, 11, 14, 15.6,
15.7, 16 and 18.3 of this Agreement shall
remain valid independent of any
premature termination of the Agreement or
its expiry, for a period of fifteen (15) years.

15.7. The provisions made in paragraph
12 of the Agreement remain valid
independent of any premature termination
of the Agreement or its expiry, for a period
of three (3) years.

16. Governing Law and Arbitration

pisemné oznameni nejméné tricet (30)
kalendarnich dni pfed datem ukonéeni
platnosti.

15.3. Klient ma po konzuitaci se
Zadavatelem a po obdrzeni jeho souhlasu
pravo tuto Smlouvu neprodlené ukongéit,
av$ak po pifedchozim oznameni této
skutecnosti Zdravotnickému Zafizeni,
jestlize Klient a/nebo Zadavatel dospéji k
nazoru, Ze je ohroZzena bezpeénost
Subjektll, nebo pokud Klient obdrzi od
Zdravotnického Zafizeni oznameni v
souladu s ¢lanky 4.7, 6.1, 6.2, 6.9, 9.5
Smiouvy.

15.4. V pfipadé pred€asného ukon&eni
Smlouvy z iniciativy Klienta v souladu s
¢lanky 8, 15.2 a 15.3 uhradi Klient
Zdravotnickému Zarizeni ve$keré naklady,
které vznikly v souvislosti se Studii az do
dne, kterym vstoupi v platnost ozpameni o
ukoncéeni studie, a naklady vypocitané na
zéakladé ustanoveni této Smlouvy, za
podminky, Ze postupy Studie byly
Zdravotnickym Zafizenim provadény v
souladu s Protokolem a za podminky, Zze
subjekty studie podepsaly Klientem
schvaleny formular Informovaného
Souhlasu.

15.5. Pokud jedna ze Smiuvnich Stran
zavaznym zplsobem porusi Smlouvu
(kromé vzniku okolnosti vy$$i moci) a
pokud toto poruSeni nebude napraveno
béhem tficet (30) kalendarnich dni od data
pfijeti oznameni tykajiciho se poruseni
Smlouvy jednou ze Smluvnich Stran,
druha Strana ma pravo povazovat
Smilouvu za ukonéenou, pii¢emz tuto
skute€nost pisemnou formou oznami
Strané& odpovédné za poruseni.

15.6. Ustanoveni specifikovana v ¢lancich
5,6.4-6.9, 9,10, 11,14, 15.6, 15.7, 16 a,
18.3 této Smlouvy zustanou v platnosti
nezavisle na jakémkoli pfedéasném
ukonéeni Smiouvy nebo na uplynuti jeji
platnosti po dobu patnact (15) let.

15.7. Ustanoveni &lanku 12 této Smlouvy
zUstanou v platnosti nezavisle na jakémkoli
predéasném ukon&eni Smiouvy nebo na
uplynuti jeji platnosti po dobu tfi (3) let.
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16.1. This Agreement is governed by and
construed according to the applicable
Czech legislation in force.

16.2. All disputes arising from this
Agreement and in connection with it shall
be finally decided by the competent Court
of the Czech Republic.

17. Notifications and communications

17.1. Any notification or any other
communication requested or allowed on
the basis of this Agreement shall be made
in writing and shall be sent as registered
letter with confirmation of receipt or
through fax or shall be delivered
personally or by fast courier mail services
or by similar delivery services with prepaid
taxes, to the addressee, at the address
specified as it follows:

Institution:

University Hospital Hradec Kralove,

2" Department of Internal Medicine —
clinical Haematology, Sokolska 581,
500 05 Hradec Kralové, Czech Republic

Client: PSI CRO s.r.o.,
V Parku 2343/24,
148 00 Praha 4-Chodov,
Czech Republic

Sponsor: Onyx Phamaceuticals, Inc.

2100 Powell Street,
Emeryville, California 94608
USA, Attention: Legal
Affairs

Investigator:
University Hospital

Hradec Kralove, 2" Department of
Internal Medicine - clinical Haematology,
Sokolska 581, 500 05 Hradec Kralove,
Czech Republic

16. Rozhodujici pravo a Arbitraz

16.1.Tato Smiouva se fidi a je
interpretovana podie prisiusné platné
Ceske legislativy.

16.2. O vsech sporech vzniklych z této
Smilouvy a v souvislosti s touto Smiouvou
budou s koneénou platnosti rozhodovat
pfislusné soudy Ceské republiky.

17. Oznamovani a komunikace

17.1. Jakékoli oznameni nebo jiné sdéleni
pozadované nebo umoZnéné na zakladé
této Smlouvy bude provedeno pisemnou
formou a bude zaslano jako doporuceny
dopis s potvrzenim o pfevzeti nebo
prostfednictvim faxu nebo bude doru¢eno
osobné nebo expresni kuryrni sluzbou
nebo podobnou pfedplacenou
zasilatelskou sluzbou pfijemcim na
nasledujici adresy: v

Zdravotnické Zafizeni:

Fakultni nemocnice Hradec Kralove,

Il. Interni klinika — oddéleni klinické
hematologie, Sokolska 581, 500 05 Hradec
Kralové, Ceska republika

Klient: PS! CRO Czech Republic
s.T. 0., V Parku 2343/24,
148 00 Praha 4-Chodov,
Ceska republika
Zadavatel: Onyx Phamaceuticals, Inc.
2100 Powell Street,
Emeryville, California 94608
USA, Attention: Legal
Affairs

Zkousejici:

Fakultni nemocnice Hradec
Kralové, 2. Interni klinika — oddéleni
klinické hematologie, Sokolska 581, 500
05 Hradec Kralové, Ceska republika
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18. Other Conditions

18.1. The titles or headings of various
numbered or unnumbered sections of the
Agreement are for reference only and do
not limit or modify the substance of the
Agreement.

18.2. This Agreement, together with all
Appendices  attached hereto and
incorporated herein, constitutes the entire
agreement between the Parties with
respect to the subject matter hereof and
supersedes all prior understandings and
agreements related to its subject matter.
No amendment to this Agreement or any
Appendix shall be effective unless it is
made in writing and signed by the Parties
hereto. Notwithstanding the foregoing, in
the event of the need of the Client or the
Sponsor to issue an amendment to the
Protocol (“Protocol Amendment”), such
Protocol Amendment will not require an
amendment to this Agreement; however,
upon the issuance of any Protocol
Amendment, the Institution shall cause the
Investigator to submit the Protocol
Amendment to the competent Regulatory
Authority/Ethic Committee (“RA/EC”) for
review and upon all required approvals
from the competent RA/EC, the Client and
the Sponsor, such Protocol Amendment
shall supersede and replace, in its
entirety, the previous Protocol as of the
date of the last necessary approval from
the RA/EC.

18.3. If any provision of this Agreement
should be held invalid or unenforceable,
the remaining provisions shall be
unaffected and shall remain in full force
and effect to the extent consistent with the
intent of the Parties as evidenced by this
Agreement as a whole. To the extent
possible, the invalidated provision shall be
revised in a manner that will render such
provision valid without impairing the
Parties’ original intent.

18.4. This Agreement has been drafted in
bilingual version, English and Czech. In
case of doubt and/or contradictions and/or
inconsistencies between the two versions,
the Czech version shall prevail.

18. Dal$i podminky

18.1. Nazvy a nadpisy jednotlivych
ocislovanych i neocislovanych &asti
smlouvy jsou pouze orientacni a
neomezuji ani nepozmeénuji obsah
smiouvy.

18.2. Tato smlouva spole¢né se véemi
pfilohami tvofi tplnou dohodu mezi
smiuvnimi stranami s ohledem na predmét
této smlouvy a rusi veskeré predchozi
Umluvy a smlouvy vztahujici se k jejimu
predmétu. Zadny dodatek nebo pfiloha

k této smlouvé nenabude u¢&innosti, pokud
nebude vypracovan pisemné a podepsan
smluvnimi stranami. Bez ohledu na vyse
uvedené v pfipadé, ze bude tieba, aby
klient nebo zadavatel studie vydal dodatek
k protokolu (,Dodatek k protokolu®) nebude
takovy dodatek k protokolu vyzadovat
dodatek k této smlouvé. Avdak ¥ pripadé
vydani jakéhokoli dodatku k protokolu
zdravotnické zafizeni zajisti, aby
zkousejici dany dodatek k protokolu
predlozil ke kontrole pfislusnému
regula¢nimu uradu/etické komisi
(,RU/EK"). Po ziskani véech potiebnych
souhlast od pfislusnych RU/EK, klienta a
zadavatele studie takovy dodatek v plném
rozsahu rusi a nahrazuje prfedchozi
protokol s i¢innosti od data posledniho
nezbytného souhlasu RU/EK.

18.3. Vpiipadé, Ze bude nékteré
z ustanoveni této smlouvy povaZovano za
neplatné nebo nevymahatelné, ostatni
ustanoveni smiouvy zlstavaji touto
skutecnosti nedotéena a jsou pIné platna
v rozsahu, ktery je v souladu se zamérem
smluvnich  stran  dolozenym  touto
smlouvou jako  celkem. Neplatné
ustanoveni bude vmozZzném rozsahu
revidovano takovym zpGsobem, aby
nabylo platnosti, aniz by narusilo plvodni
zamér smiuvnich stran.

18.4. Tato Smlouva byla vyhotovena ve
dvou jazykovych verzich, anglické a eské.
V pfipadé jakychkoli pochybnosti a/nebo
rozporl a/nebo nesrovnalosti mezi témito
dvéma verzemi plati ¢eska verze.

Page | 21




18.5. This Agreement has been signed in
two (2) copies, each with validity of an
original and together forming part of the
same instrument, one (1) for each Party.

18.6. The relationship between the Parties
is that of independent contractors and no
Party shall have the authority to bind or
act on behalf of the other Party without
obtaining such other Party’s prior written
consent. This Agreement shall not
constitute, create, or in any way be
interpreted to create an
employer/employee relationship between
the Parties of any kind.

18.7. Any delay in enforcing a Party’s
rights under this Agreement or any waiver
as to a particular default or other matter
shall not constitute a waiver of such
Party’s rights to the future enforcement of
its rights under this Agreement unless
such Party provides an express written
and signed waiver as to a particular matter
for a particular period of time.

19. Appendices

19.1. This Agreement includes the
following Appendices:

19.2. In the event of any conflict between
the terms of this Agreement and any
Appendix to this Agreement, the relevant
Appendix shall prevail.

18.5. Tato Smiouva byla podepsana ve
dvou (2) exemplafich, z nichz kazdy ma
platnost originalu, a které spole¢né tvofi
soucast stejného pravniho dokumentu,
kazd4a Strana obdrzi jedno (1) paré.

18.6. Vztah mezi smluvnimi stranami

je vztahem nezavislych  smluvnich
partnerl a Zadna ze stran nema opravnéni
uzavirat zavazky nebo jednat jménem
druhé smluvni strany bez pfedchoziho
pisemného souhlasu této druhé strany.
Touto smlouvou se nezaklada ani nedava
vznik vztahu zaméstnavatel -
zaméstnanec mezi jednotlivymi smluvnimi
stranami a tato smlouva nesmi byt timto
zplsobem smiuvnimi stranami vykiadana.

18.7. Zpozdéni pfi prosazovani prav
nékteré strany dle této Smlouvy nebo
vzdani se prav z nékterého neplnéni nebo
jiné zalezitosti nebude znamanat vzdani
se prav takové strany na prosazovani prav
dle této Smiouvy v budoucnu, pokud tato
strana neposkytne vyslovné pisemné a
podepsané vzdani se prava pro uréitou
zalezitost po urcité ¢asové obdobi.

19. Prilohy

19.1. Tato Smlouva obsahuje nasledujici
PFilohy:

19.2. V piipadé jakéhokoli rozporu mezi
terminy této Smlouvy a jakékoli Pfilohy
této Smiouvy plati terminy uvedené v
prisludné Piiloze.
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Institution:
University Hospital Hradec Kralove, 2™
Department of Internal Medicine — clinical
Haematology, Sokolska 581, 500 05
Hradec Kralové, Czech Republic.

Prof. Roman Piﬁu{a MD., PhD.
Hospital Direct

~212 200

DATED this day of , 2010

Client: PSI CRO Czech Republic s. r. o.

r. Petr Vaculik
?Head Clinical Operations

DATED this_ L dayogzzfc , 2010

, the Principal Investigator of the
portion of the Study to be conducted at the
Institution, confirm that | am familiar with
the provisions of the Study Protocol and
all documents provided by the Client with
regard to the performance of the Study. |
have read, understood and agreed with
this Clinical Study Agreement signed
between PSI CRO Czech Republic sro
and University Hospital Hradec Kralove
and | will respect all responsibilities
defined therein or by GCP for the
Investigator.

Hradec Kralove, date ~7 12 7010

Signature

Zdravotnické Zafizeni:

Fakultni nemocnice Hradec Kralové, 2.
Interni klinika — oddéleni klinické
hematologie, Sokolska 581, 500 05 Hradec
Kralové, Ceska republika.

T712 00
Dne 2010

Klient: PSI CRO Czech Republic s. r. 0.

UDr. Petr Vaculik
: Head Clinical Operations

Dne p/ 0 2010

hlavni zkousSejici této studie probihajici ve
Zdravotnickém zafizeni, timto potvrzuji, ze
jsem se seznamil s ustanovenimi danymi
protokolem a viemi dokumenty pfedanymi
Klientem, potfebnymi k provedeni studie.
Byl jsem seznamen a souhlasim se
smlouvou uzavienou mezi PSI CRO
Czech Republic, s.r.0. a Fakultni
nemochici Hradec Kralové a budu
respektovat povinnosti v ni nebo podle
GCP stanovené ZkouS3ejicimu.

T2 12 200

V Hradci Kralové dne_ -






















