CLINICAL STUDY AGREEMENT
CONCLUDED IN ACCORDANCE WITH
§ 269 SUB. 2 OF ACT 513/1991 COLL.,

COMMERCIAL CODE, AS AMENDED

SEC. |. CONTRACTING PARTIES

1. Univerzitna nemocnica L. Pasteura KosSice
(University Hospital L. Pasteur KoSice)

Located at: Rastislavova 43,
Slovak Republic

Represented by: Ladislav Rosocha, MD, MPH,
Director

IN: 00 606 707

VAT IN: SK2021141969
Bank: State Treasury,
7000280550/8180,

IBAN: SK0O6 8180 0000 0070 0028 0550,
BIC: SUBASKBX,

Specific symbol: =Protocol No.,

Variable symbol: =Invoice No.

041 90 Kosice,

Account No.

State contributory organization established by

Certificate of Incorporation of MoH No.
1842/1990-A/I-2 dated 18 December 1990

(the “Institution”)

and

2. PSI CRO Slovakia s.r.o.

Located at: Medena 11, 811 02 Bratislava, Slovak

Republic,

IN: 43 800 807,

VAT IN: SK 2022515231,

registered in Business Register, Provincial Court
Bratislava I, Section Sro, Folio 49073/B,
represented by Martin Schmidt, Executive Officer,

Petr Vaculik, MD, and Petr Sedldk, PhD, by

Power of Attorney dated 23/08/2011

(“PSI!!)

as authorized representative of the Sponsor
based on Power of Attorney dated 17/01/2012

The Institution and PSI are collectively referred to
as the "Contracting Parties".

SEC. Il. INTRODUCTORY PROVISIONS

1. Onyx Therapeutics Inc., having its registered
place of business at 249 E. Grand Avenue, South

San Francisco, CA 94080, USA (the “Sponsor”)

is conducting a clinical study (the “Study”) of its
product carfilzomib (the “Study Drug”);

2. The Study shall be conducted in full
compliance with the Sponsor's protocol PX-171-

Clinical Trial Agreement/ Zmluva o klinickom skuSani

ZMLUVA O KLINICKOM SKUSANI
UZATVORENA PODLA § 269 ODS. 2
ZAK. €. 513/1991 ZB. OBCHODNY
ZAKONNIK, V ZNENi NESKORSICH
PRAVNYCH PREDPISOV

CL. I. ZMLUVNE STRANY

1. Univerzitna nemocnica L. Pasteura KoSice

so sidlom: Rastislavova 43,
Slovenska republika
v zastupeni MUDr.
MPH, riaditel

ICO: 00 606 707

IC DPH: SK2021141969

Bankové spojenie: Statna pokladnica, &. u.
7000280550/8180,

IBAN: SK06 8180 0000 0070 0028 0550,

BIC: SUBASKBX,

Specificky symbol: =&islo protokolu,

variabilny symbol: =¢islo faktury

Statna  prispevkova organizacia  zriadena
Zriadovacou listinou MZ SR &. 1842/1990-A/I-2
zo dna 18.12.1990

(dalej len ,Institucia®)

041 90 Kosice,

Ladislavom Rosochom,

a

2. PSI CRO Slovakia s.r.o.

so sidlom: Medena 11,
Slovenska republika,

ICO: 43 800 807,

DIC: SK 2022515231,
zapisana v Obchodnom registri Okresného sudu
Bratislava |, Oddiel: Sro, Vlozka Cislo: 49073/B,
v zastupeni : Martin Schmidt, konatel,
MUDr. Petrom Vaculikom a PhDr.
Sedlakom na zaklade plnej moci
23.8.2011

(dalej len ,PSI%)

ako splnomocneny zastupca zadavatela na
zaklade plnej moci zo dfia 17.1.2012

811 02 Bratislava,

Petrom
zo dna

Institicia a PSI su dalej suhrnne oznacované
ako ,Zmluvné strany”.

L. Il. UVODNE USTANOVENIA

1. spolo¢nost Onyx Therapeutics, Inc., ktorej
sidlo sa nachadza na adrese 249 E. Grand
Avenue, South San Francisco, CA 94080, USA,
(dalej len ,Zadavatel*) vykonava klinické
skusanie (dalej len ,Stadia“) svojho produktu s
nazvom carfilzomib (dalej len ,Skusany liek®);

2. Studia sa bude realizovat plne v sulade
s protokolom Zadavatela PX-171-011
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011 “A Randomized, Open-label, Phase 3 Study
of Carfilzomib vs Best Supportive Care in
Subjects with Relapsed and Refractory Multiple
Myeloma” and any amendments thereto (the
“Protocol”); the Protocol is part of the Study
documentation.

3. The Sponsor has empowered PSI as a contract
research organization to set up and conduct the
Study in Slovak Republic and PSI is acting for
and on behalf of the Sponsor with regard to this
Agreement;

4. The Contracting Parties have agreed that the
Institution will conduct the Study under the
supervision of principal investigator Natalia
Stecova, MD, who is the employee of the
Institution (the “Responsible Investigator”). The
Responsible Investigator shallconduct the Study
in cooperation with Monika Hlebaskova, MD, who
is the employee of the Institution (“Sub-
Investigator”). The Responsible Investigator and
Investigator are further collectively referred to as
“Investigator”.

5. The Institution agrees to provide the necessary
facilities, equipment and staff required for the
conduct of the Study;

SEC. lll, SUBJECT OF THE AGREEMENT

1. SERVICES AND OBLIGATIONS
1.1 Conduct of Study/Protocol

a) The Institution hereby agrees that the
Investigator will conduct the Study in accordance
with this Agreement and the Protocol.

b) The Study shall be conducted by the
Institution at the Institution’s site: Clinic of
Hematology and Onco-Hematology, Trieda SNP
1, 041 66 KoSice, Slovak Republic. The Institution
shall ensure that the Investigator and all
individuals and entities that perform any portion of
the Study under her supervision (the “Study
Personnel”) conduct the Study in accordance
with the Protocol and the terms and conditions
defined in this Agreement.

c) Only the Sponsor may modify the Protocol
or add an addendum, subject to approval by the
Statny Ustav pre kontrolu liegiv (State Institute for
Drug Control) (the "SUKL") and the Ethics
Committee of the Institution. Any such
amendments to the Protocol shall automatically
be incorporated herein once the SUKL and Ethics
Committee approval is obtained. However, in
case that any change in the Protocol results in the
change of scope of performance in accordance
with this Agreement, the Contracting Parties have
agreed that an amendment to the Protocol will
require an amendment to this Agreement, the
draft version of which must be submitted by
PSI/Sponsor. The Study may only be performed
according to the amended Protocol after the

Clinical Trial Agreement/ Zmluva o klinickom skuSani

.Randomizovana otvorena Studia fazy 3
carfilzomibu v porovnani s najlepSou podpornou
lieCbou u subjektov s relapsom a rezistentnym
mnohopocetnym myeldmom*® a jeho dodatkami
(dalej len ,,Protokol); Protokol je suc€astou
dokumentacie oStudii.

3. Zadavatel splnomocnil | PSI ako zmluvnu
vyskumnu organizéciu, aby zrealizovala Studiu v
Slovenskej republike a PSI vystupuje vo vztahu
k tejto Zmluve v mene Zadavatela;

4. Zmluvné strany sa dohodli, Ze Institucia
Studiu  vykonad pod vedenim zodpovédho
skugajuceho MUDr. Natélia Stecova, ktora je
zamestnancom In&titucie (dalej len
“Zodpovedny skusajuci”). Zodpovedny
skusajuci Studiu vykona v spolupraci s MUDr.
Monikou Hlebaskovou, ktora je zamestnancom
Institicie (dalej len “spoluskusajuci’). V
dalSom texte spolu “zodpovedny skusajuci‘ a
“spoluskusajuci‘ ako “skusajuci”.

5. InStitucia suhlasi, s tym, ze poskytne potrebné
zariadenia, vybavenie a personal potrebny pre
realizaciu Stuadie;

CL. lll. PREDMET ZMLUVY

1.SLUZBY A POVINNOSTI

1.1. Realizacia Studie a Protokol

a) Institicia tymto suhlasi, Ze Skusajuci
zrealizuje Studiu v sulade s touto Zmluvou a
Protokolom.

b) Studiu bude Indtiticia realizovat na
svojom pracovisku: - Klinika hematologie a
onkohematologie, Trieda SNP 1, 041 66
Kosice, Slovenska republika. Institucia
zabezpeci, aby SkuSajuci a vSetky osoby a
subjekty podielajuce sa na realizécii Studie pod
jej dohfadom (,Studijny personal) realizovali
Studiu v sulade s Protokolom a podmienkami
stanovenymi v tejto Zmluve.

c) Upravovat Protokol a pridavat k nemu
dodatky mézZe len Zadavatel, priCom je potrebny
suhlas Statneho UGstavu na kontrolu liediv (dalej
len ,SUKL") a etickej komisie Intiticie. Takéto
dodatky k Protokolu sa po ziskani sthlasu SUKL
a etickej komisie automaticky stanu sucéastou
Protokolu. AvSak v pripade, Ze zmena Protokolu
bude znamenat zmenu rozsahu plnenia podla
tejto zmluvy, Zmluvné strany sa dohodli, ze
dodatok k protokolu bude vyzadovat aj dodatok
k tejto zmluve, ktorého navrh je povinny
predlozit PSl/Zadavatel.  Vykonavat Studiu
podla zmeneného Protokolu je mozné az driom
ucinnosti  dodatku  ktejto  zmluve, ktorej
predmetom je dodatok k protokolu.
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effective date of the amendment to this
Agreement which shall include the amendment to
the Protocol.

1.2 Regulatory Compliance of Study and
Compliance of the Study with Resolutions

a/ The Contracting Parties are obliged to
conduct the Study and the Institution agrees to
ensure that the Investigator and all Study
Personnel conduct the Study in compliance with:
(i) all relevant legal regulations and regulations
applicable to the conduct of clinical trials,
including, but not exclusively, with Act. No.
362/2011 Coll., 576/2004 Coll. as amended, (ii)
all generally accepted standards of good clinical
practice, including without limitation the current
Good Clinical Practices Guidelines of the
International Conference on Harmonization, (iv)
the laws related to data protection and personal
data privacy, including without limitation Act No.
428/2002 Coll. on Personal Data Protection as
amended, and (v) any other applicable laws and
regulations  (collectively, the  “Applicable
Regulatory Requirements”).

b/ The Responsible Investigator shall also
ensure that all Study Personnel are trained in
good clinical practice and all aspects of the
Protocol.

¢/ The Contracting Parties are obliged to
conduct the Study in accordance with the
resolution of the State Institute for Drug Control
No. 1385/2011 issued on 27/12/2011, resolution
of the Ethics Committee No. EK/11/20 issued on
27/10/2011 and of the Multicentric Ethics
Committee of the L. Pasteur’s University Hospital
KoSice No. EK/11/20 issued on 27/10/2011
(“Ethics Commitees”).

These resolutions are part of the Study
documentation.

1.3 Study Subjects

a) The Institution shall ensure that the rights
and welfare of the study subjects are protected,
and that the Study is conducted in accordance
with the ethical principles of the World Medical
Association Declaration of Helsinki (as amended
from time to time). A “Study Subject” is an
individual taking part in the Study to whom the
Investigational Medicinal Product (as defined
below) is administered, or takes part in the Study
as a control.

b) The estimated number of Study Subjects
to be enrolled by the Investigator to the Study
is10 (ten). Detailed criteria of subjects to be
enrolled in the Study are provided in the Protocol.
PSI reserves the right to unilaterally reduce or
increase the number of Study Subjects at any
time and with immediate effect by delivering a
written notice to the Institution.

1.4Investigational Medicinal Products
a) PSI on behalf of Sponsor agrees to

Clinical Trial Agreement/ Zmluva o klinickom skuSani

1.2 Zhoda Studie s pravnymi predpismi a
rozhodnutiami

a/ Zmluvné strany su povinné vykonat
Studiu a Institicia suhlasi, Ze zabezpeéi, aby
Skusajuci a Studijny personal realizovali Studiu
v zhode so (i) vSetkymi prisluSnymi pravnymi
predpismi a predpismi vztahujucimi sa na
vykonavanie klinickych sku$ani, najma nie v3ak
vyluéne aj so zdkonom &. 362/2011 Z. z. , zak. €.
576/2004 Z. z. v zneni neskorSich pravnych
predpisov, (i) vSetkymi schvalenymi normami
spravnej Kklinickej praxe, okrem iného aj
aktualnymi usmerneniami Medzinarodnej
konferencie o harmonizacii, ktoré sa tykaju
spravnej klinickej praxe, (iv) zakonmi o ochrane
a utajovani osobnych udajov, okrem iného aj so
zakonom ¢&. 428/2002 Z. z. o ochrane osobnych
udajov, v zneni neskorSich pravnych predpisov
a (v) inymi pouzitelnymi zakonmi a predpismi
(spolo¢ne ,Platné pravne predpisy*).

b/ Zodpovedny SkuSajuci je povinny
zabezpesit, aby boli vSetci &lenovia Studijného
personalu vySkoleni ohladne spravnej klinickej
praxe a vSetkych aspektov Protokolu.

¢/ Zmluvné strany su povinné vykonat
Studiu v sulade s rozhodnutim Statneho ustavu
pre kontrolu lieCiv, &.j. 1385/2011 zo dha
27.12.2011 arozhodnutim Etickej komisie
Institucie, ev. €. EK/11/20 zo dnha 27.10.2011
a Multicentrickej etickej komisie Univerzitnej
nemocnice L. Pasteura KoSice , ev.C. EK/11/20
zo dia 27.10.2011 (dalej len ,etické komisie®).

Uvedené vrozhodnutia su
dokumentacie o Studii.

sUcastou

1.3 Ugastnici Studie

a) Institicia zabezpedi ochranu prav a
zdravia UcCastnikov Studie, ako aj realizaciu
Studie v sulade s etickymi principmi Helsinskej
deklaracie Svetovej zdravotnickej asociacie (v
platnom zneni). ,Uéastnik Studie“ je osoba
zG&asthiujuca sa Studie, ktorej sa podéva
Skusany liek (ako je definovany nizSie), alebo sa
zudastriuje Studie ako kontrolny G&astnik.

b) Odhadovany pocet Ug&astnikov Studie
zaradenych Skusajucim do Studie, je 10 (desat).
Podrobné kritéria, ktoré su predpokladom
zaradenia do Studie, si uvedené v Protokole.
PSI si vyhradzuje pravo kedykolvek a s
okamZitou platnostou jednostranne zniZit' alebo
zvysit podet Ugastnikov $tudie ato pisomnym
oznamenim dorucenym Institdcii.

1.4 Studijné lieky

a) PSI sa vmene Zadavatela zavazuje
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provide the Study Drug and other investigational
medicinal products, (collectively the
“Investigational Medicinal Products”) at no
cost, in a timely manner and in accordance with
the Protocol to the Institution in amounts sufficient
for the conduct of the Study. The Investigational
Medicinal Products shall be delivered by PSI to
the hospital pharmacy of the Institution.
Immediately upon receipt of the Investigational
Medicinal Product the Institution shall provide PSI
with an acknowledgement of receipt. Unless
stated otherwise in writing by PSI, all
Investigational Medicinal Products until
administered or dispensed to the Study Subject
during the course of the Study are and will remain
the sole property of PSI or the Sponsor (as the
case may be).

b) The Institution shall maintain control of the
Investigational Medicinal Products in accordance
with Applicable Regulatory Requirements, and in
the manner outlined in the Protocol and any
additional documents provided by PSI or the
Sponsor related to the storage and distribution of
the Investigational Medicinal Product. The
Institution shall ensure that the Investigational
Medicinal Products are solely used for the
purpose of conducting the Study in strict
adherence to the Protocol and are not transferred
to any third parties. The Institution and the
Investigator shall be responsible to PSI and the
Sponsor for the Investigational Medicinal
Products entrusted to them and shall notify PSI
immediately if it is lost, damaged or destroyed.

¢)Upon completion or termination of the
Study or at PSI's request, the Institution shall
deliver any and all Investigational Medicinal
Products to the address indicated by PSI or
destroy it, as instructed by PSI and in accordance
with the Applicable Regulatory Requirements.

1.5Informed Consent

a) PSI shall provide the Investigator with a
Patient Information and Informed Consent Form
approved by the Sponsor and the Ethics
Committee (the “Informed Consent Form”)
which the Investigator shall use in the Study.
Changes to the Informed Consent Form shall not
be implemented unless they were implemented
into a new version of Informed Consent Form and
approved by PSI, Sponsor and Ethics Committee
concerned.

Template of approved Informed Consent
Form is part of the Study documentation.

b) The Investigator shall inform each Study
Subject or the Study Subject's legal
representative about the Study and that the
Investigational Medicinal Products is being used
for a clinical trial, and, prior to performing any
Study-specific procedures on the Study Subject,
obtain from each Study Subject an Informed
Consent Form signed in accordance with the

Clinical Trial Agreement/ Zmluva o klinickom skuSani

Institlcii bezplatne, v€as a podla Protokolu
poskytnut Skusany liek a ostatné Studijné lieky
(spologéne  ,Studijné lieky*) v mnoZstve
postadujicom na vykonanie Studie, Studijné
lieky PSI odovzda do nemocni¢nej lekarne
Indtitdcie. Indtiticia ihned po prevzati Studijnych
liekov potvrdi ich prijatie spolo¢nosti PSI. Ak PSI
pisomne neuvedie inak, véetky Studijné lieky do
ich podania alebo vydania U&astnikovi $tudie
podas trvania Studie zostand  vyluénym
majetkom PS|I alebo Zadavatefa (podla
konkrétnej situacie).

b) Institucia bude dohliadat na Studijné
lieky v sulade s Platnymi pravnymi predpismi, a
to spésobom uvedenym v Protokole a dalSich
dokumentoch o skladovani a distribucii
Studijnych liekov, ktoré poskytne PSI alebo
Zadavatel. Institicia zabezpedi, aby sa Studijné
lieky pouzival vyluéne na Gdel vykonania Studie
za striktného dodrzania Protokolu a aby sa
neposkytoval tretim strandm. InStiticia bude
mat voc&i PSI a Zadavatelovi zodpovednost za
Studijné lieky, ktoré im boli zverené, a v pripade
ich straty, poSkodenia alebo znicenia budu
okamzite informovat PSI.

c) Po zrealizovani alebo ukond&eni Studie
alebo na ziadost PSI Institicia doda vSetky
Studijné lieky na adresu, ktorG im oznami PSI,
alebo ich zlikviduju v sulade s pokynmi PSI
a Platnymi pravnymi predpismi.

1.5 Informovany suhlas

a) PSI poskytne Skusajucemu tlacivo
obsahujuce informacie atext informovaného
suhlasu pre Ugastnika $tadie, ktoré bolo
schvalené Zadavatelom a etickou komisiou
(»Informovany sudhlas™), ktoré SkuSajuci
pouzije podas Studie. V tlagive Informovaného
suhlasu sa nesmu vykonavat zmeny, pokial
neboli implementované do novej verzie
Informovaného suhlasu a schvalené PSI,
zadavatelom a prisluSnou etickou komisiou.

Vzor schvéleného Informovaného suhlasu
je studastou dokumentacie o Studii.

b) SkuSajuci bude kazdého Ugastnika
Studie alebo jeho zakonného zastupcu
informovat o Studii a o pouziti Studijnych liekov
na ucely klinického skuSania a skér nez sa
Ugastnik $tudie podrobi akymkolvek postupom
suvisiacich so Studiou, ziska od kazdého
Ugastnika $tudie Informovany suhlas potvrdeny
jeho podpisom v sulade s Platnymi pravnymi
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Applicable  Regulatory  Requirements. The
Informed Consent Form shall be executed in two
originals with one original provided to the Study
Subject and the other placed in the onsite trial
master file in the Institution The parties
acknowledge and agree that breach of this
Section 1.5 constitutes a material breach of this
Agreement.

1.6 CRFs and Study Data

a) The Investigator shall record all data
collected in the Study (the “Study Data”) in the
case report forms (the “CRFs”) in paper or
electronic form in a timely, accurate, legible and
complete manner in the form described in the
Protocol and shall ensure that the CRFs for each
Study Subject are duly signed and dated. To the
extent the Study requires completion of electronic
CRFs, Institution and the Investigator shall ensure
that they have implemented and maintain
appropriate computer security sufficient to protect
the confidentiality, integrity and availability of such
Study Data in accordance with the Applicable
Regulatory Requirements.

b) The Institution shall take reasonable and
customary precautions to prevent the loss or
alteration of any Study Data. The Institution
acknowledges and agree that the Sponsor shall
own all Study Data.

1.7 Adverse Events

The Institution agrees to immediately and
fully inform the Sponsor, PSI and, when
applicable, the Ethics Committee and competent
authorities of any significant risks, adverse events
or unexpected results related to the Study,
according to the Applicable Regulatory
Requirements and the Protocol provisions.

1.8 Suspension of Study

PSI or the Sponsor may suspend the Study
at any time for any reason upon written notice,
which suspension shall not be deemed a material
breach of this Agreement. PSI/Sponsor are
authorized to stop or suspend the Study, if they
meet conditions stipulated by law.

2. PRICE AND PAYMENT CONDITIONS

a) PSI on behalf of Sponsor is obliged to pay
the Institution the agreed price for the conduct of
the Study in accordance with this Agreement per
number of Study Subjects defined in the Fee and
Payment Schedule which forms Appendix A
hereto. This amount included in the Fee and
Payment Schedule represents the entire payment
for the conduct of the Study and it includes
without limitation, all work and care specified in
the Protocol, the use of the facilities and
equipment, staff costs, administrative costs,
overheads, third party costs, taxes, travel, and
other expenses etc. The Fee and Payment
Schedule may be modified solely through prior
Clinical Trial Agreement/ Zmluva o klinickom skuSani

predpismi. Informovany suhlas bude vyhotoveny
v dvoch originaloch, jeden original dostane
Ugastnik  $tadie adruhy sa wulozi do
dokumentacie Studie uloZenej v zdravotnickom
zariadeni Institucie. Zmluvné strany potvrdzuju
a suhlasia, ze poruSenie tohto odseku 1.5
predstavuje zavazné porusenie tejto Zmluvy.

1.6 CRF a Studijné udaje

a) Skusajuci zaznamena vSetky udaje
ziskané v Stadii  (,,Studijné udaje“) do
formularov pre zber udajov (,,CRF*), ktoré mézu
byt v papierovej alebo elektronickej forme, vcas,
presne, Citatelne a uplne spbésobom opisanym
v Protokole a zabezpeci, aby CRF vSetkych
UCastnikov Studie boli potvrdené podpisom a
datumom. Ak je pocas Studie potrebné
vyplnenie  elektronickych  CRF, Institicia
a Skusajuci zabezpecia zavedenie a pouzivanie
primeranych nastrojov pocitaCovej bezpelnosti,
ktoré budu postacujuce na ochranu dévernosti,
integrity  a dostupnosti  takychto  Studijnych
udajov v sulade s Platnymi pravnymi predpismi.

b) Institicia prijme primerané a zauzivané
preventivne opatrenia s ciefom predist strate
alebo pozmeneniu Studijnych udajov. Intittcia
potvrdzuje a suhlasi, ze vlastnikom vSetkych
Studijnych Gdajov bude Zadavatel.

1.7 Neziaduce udalosti

Institucia sa zavazuje okamzite a uplne
informovat Zadavatela, PSI a v pripade potreby
eticku komisiu a kompetentné organy o vSetkych
zavaznych rizikdch, neZiaducich udalostiach
alebo neocakavanych vysledkoch suvisiacich so
Studiou, v sulade s Platnymi pravnymi predpismi
a ustanoveniami Protokolu.

1.8 Zastavenie Studie

PSI alebo Zadavatel mozu realizaciu Studie
kedykolvek a z akéhokolvek dévodu pisomnym
oznamenim zastavit, pricom takéto zastavenie
sa nebude povazovat za zavazné porusenie
tejto Zmluvy. Zastavit alebo prerusit Stadiu je
PSl/Zadavatel opravneny za splnenia
podmienok uvedenych v zadkone.

2. CENA A PLATOBNE PODMIENKY

a) PSI vmene Zadavatela je povinné
uhradit Institdcii dohodnutu cenu za vykonanie
Studie podla tejto zmluvy na zaklade poétu
zaradenych Ugastnikov $tudie, ktory je opisany
v Rozpise poplatkov a platieb, ktory je
Prilohou A k tejto zmluve. Suma uvedena
v Rozpise poplatkov a platieb predstavuje
kone&nu platbu za vykonanie Studie a zahffia
okrem iného aj v3etky ukony a starostlivost
opisanu v Protokole, pouzivanie zariadenia a
vybavenia, naklady na personal, administrativne
naklady, réziu, naklady tretich stran, dane,
cestovné a iné vydavky atd. Rozpis poplatkov a
platieb mozno upravovat vylu€ne na zaklade
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written consent by the parties in the form of
written amendment to this Agreement. PSI
undertakes to make quarterly payments in terms
of Appendix A, based upon the receipt of a valid
invoice issued by the Institution according to the
actual work performed and in accordance with the
criteria set out above (after source data
verification and CRF review by a PSI monitor).
The invoices shall be payable within 30 (thirty)
calendar days from the day on which the invoice
was issued by the Institution.

b) The contracting parties agree that
PSI shall not make any payments for any Study
Subject who has been enrolled into the Study in
violation of the Protocol, whose CRFs have not
been properly completed or whose Informed
Consent Forms have not been properly executed.

3. CONFIDENTIALITY

a) Confidential Information” means all
records, confidential or proprietary information or
data and all Intellectual Property (as defined
below), of whatever kind and however
memorialized, whether recorded in written,
graphic, oral, electronic or other form, that are:
(a) disclosed by or on behalf of PSI and/or the
Sponsor to the Institution, the Investigator and/or
the Study Personnel in connection with this

Agreement or (b) invented, developed or
generated by the Institution, the Investigator
and/or the Study Personnel as a result of

performing the Study under this Agreement. The
Confidential Information shall include, without
limitation, the Study, the Study Drug, the Protocol,
the Investigator’s Brochure, the Study Data and
information regarding the Sponsor, PSI and their
affiliates. All Confidential Information shall be
owned solely and exclusively by PSI or the
Sponsor, as the case may be.

b) Confidential Information does not include
information that (i) is in the public domain at the
time of its disclosure to the Institution and/or the
Investigator by PSI, the Sponsor or persons
authorized by PSI or the Sponsor, (i) was, as
evidenced by written records or other competent
proof, in the Institution’s and/or Investigator's
possession prior to its disclosure without
obligations of confidentiality with respect thereto,
or (iii) enters the public domain as a result of a
third party’s activities, through no act or omission
by the Investigator, the Institution or any Study
Personnel.

c) The Institution shall maintain the
confidentiality of the Confidential Information and
shall ensure that employees, agents, advisors
and representatives of the Institution and/or
Investigator, including but not limited to the Study
Personnel keep all Confidential Information in
strict confidence. The Institution agrees to and
shall ensure that the Investigator and the Study
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predchadzajucej pisomnej dohody zmluvnych
stran ato vo forme pisomného dodatku k tejto
zmluve.. PSI sa zavazuje poukazovat platby
StvrtroCne v zmysle Prilohy A na zaklade prijati
platnej faktdary podla skutoéne vykonanych
ukonov a v sulade s kritériami uvedenymi vyssie
(po overeni zdrojovych udajov a kontrole CRF
zo strany monitora spolo¢nosti PSI). Lehota
splatnosti jednotlivych faktar je 30 (tridsat)
kalendarnych dni odo dfia vystavenia faktury
Instituciou.

b) Zmluvné strany sa dohodli, ze PSI
nebude poskytovat platby za Ugastnika $tudie,
ktory bol zaradeny do Studie vrozpore
s Protokolom, ktorého CRF nebol riadne
vyplneny alebo ktorého Informovany suhlas
nebol riadne vyhotoveny.

3. DOVERNOST

a) Za ,,Doverné informacie“ sa povazuju
vSetky zaznamy, dbverné alebo chranené
informacie alebo Udaje avSetky prvky
DuSevného vlastnictva (ako je definované dalej),
akéhokolvek typu a v akejkolvek podobe, &i uz
pisomnej, grafickej, Ustnej, elektronickej alebo
inej, ktoré (a) Institucii, Skusajucemu a/alebo
Studijnému  personalu v stvislosti s touto
Zmluvou spristupni PSI a/alebo Zadavatel alebo
su spristupnené v ich mene, alebo ktoré (b)
vyna$la, vytvorila alebo ziskala Institucia,
Skusajuci a/alebo Studijny personal v désledku
vykonavania Studie na zaklade tejto Zmluvy.
Medzi Dbéverné informacie patria okrem iného
informacie tykajuce sa Studie, Studijného lieku,
Protokol, Subor informacii pre Skusajuceho,
Studijné udaje a informacie tykajuce sa
Zadavatela, PSI a ich pobociek. Jedinym
a vyluénym vlastnikom vsetkych Dévernych
informé&cii bude podla konkrétnej situacie PSI
alebo Zadavatel.

b) Medzi Dbéverné informacie nepatria
informacie, ktoré (i) su v Case, ked ich Institucii
al/alebo Skusajucemu poskytne PSI, Zadavatel
alebo osoby nimi poverené verejne zname, (ii)
boli podla pisomnych z&dznamov alebo iného
kvalifikovaného dbkazu majetkom Institicie
al/alebo SkuSajuceho pred ich zverejnenim, bez
povinnosti zachovavat vo vztahu Kk nim
mi¢anlivost, alebo (iii) sa stanu verejne znamymi
v dbsledku aktivit tretej strany, nie v doésledku
konania alebo nedbanlivosti SkuSajuceho,
Institucie alebo Studijného personalu.

c) Indtitucia bude zachovavat ml&anlivost
o Dévernych informaciach a zabezpeci, aby
zamestnanci, zastupcovia, poradcovia
a predstavitelia Institicie a/alebo SkuSajuceho,
okrem iného aj Studijny personal, uchovavali
vSetky Doéverné informacie v prisnej tajnosti.
Institicia suhlasi a zabezpedi, aby Skusajuci a
Studijny  personal  nespristupfioval  Ziadne
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Personnel do not disclose any Confidential
Information to any third party or use any
Confidential Information for any other purpose or
exceeding the extent required to perform the
Study, except as may be authorized by PSI’'s or
the Sponsor’s prior written consent. The parties
hereto understand that the unauthorized
disclosure of Confidential Information would be
detrimental and cause irreparable harm to PSI
and/or the Sponsor. The Institution shall ensure
that the Investigator and the Study Personnel are
bound by obligations of confidentiality no less
stringent than those contained in this Article 3 and
shall be liable to PSI and the Sponsor for breach
by the Investigator and the Study Personnel.

d) The foregoing obligations of confidentiality
shall not apply to the disclosure of Confidential
Information in compliance with Applicable
Regulatory Requirements or order of a court of
competent jurisdiction. In the event the
Institution, the Investigator or any member of the
Study Personnel is compelled by an order of a
court of competent jurisdiction or based on the
Applicable Regulatory Requirements, to disclose
Confidential Information or any part thereof, the
Institution shall immediately notify the Sponsor
and PSI to this effect in writing and the Institution
and the Investigator shall use all commercially
reasonable efforts to assist PSI or the Sponsor in
obtaining a protective order or other remedy
protecting the confidentiality of such information
required to be disclosed.

e) The obligations of confidentiality shall
survive the expiry of this Agreement for a period
of ten (10) years.

4. INTELLECTUAL PROPERTY

a) The Institution acknowledges and agrees
that the Sponsor shall have exclusive ownership
rights to all discoveries, inventions, technologies,
results, including, without limitation, any method
of use of the Study Drug or any formulation,
dosage, administration or method of manufacture
of the Study Drug , Study Data, information,
know-how, copyright work, concepts or ideas,
whether or not patentable, created, developed,
conceived or reduced to practice as a result of or
in connection with the conduct of the Study and/or
the use of the Study Drug or the Confidential
Information, together with all intellectual property
rights relating thereto (“Intellectual Property”).
The Institution shall promptly disclose in writing to
PSI and the Sponsor all Intellectual Property
made by the Institution, the Investigator and/or
the Study Personnel. All Intellectual Property and
any information with respect thereto shall be
Confidential Information subject to the obligations
set forth in Article 3 of this Agreement.

b) The Institution shall cooperate with
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Déverné informacie tretej strane a nepouzival
ich na iny Géel neZ na vykonanie Studie alebo
nad ramec potrebny na jej vykonanie. Vynimkou
su pripady, ktoré vopred pisomne povoli PSI
alebo Zadavatel. Zmluvné strany tymto beru na
vedomie, ze nepovolené spristupnenie
Dévernych informacii nie je vich zaujme
a mohlo by PSI a/alebo Zadavatelovi spOsobit
nenapravitelné Skody. Institucia zabezpeci, aby
bol Sku$ajuci a Studijny personal viazany
rovnakou povinnostou zachovavat mi¢anlivost,
ako stanovuje ¢lanok 3 tejto Zmluvy a budd mat
voCi PSI a Zadavatelovi zodpovednost za
porusenie tejto povinnosti SkuSajucim a
Studijnym personalom.

d) VysSie uvedena povinnost zachovavat
mi¢anlivost sa nevztahuje na spristupnenie
Dévernych informacii v sulade s Platnymi
pravnymi predpismi alebo sudnym prikazom
prislusného sudu. V pripade, Zze InStiticia,
Skusajuci alebo ktorykolvek ¢&len Studijného
personalu budu nuteni sudnym prikazom alebo
na zaklade Platnych pravnych predpisov
spristupnit Doéverné informacie alebo ich ¢ast,
Institicia su  povinni o tom bezodkladne
pisomne informovat Zadavatela a PSI a pouzit
vSetky komercéne dostupné prostriedky, aby
pomohli PSI alebo Zadavatelovi ziskat ochranny
sudny prikaz alebo dosiahnut iné opatrenie na
ochranu dobvernosti tychto udajov, ktoré je
nevyhnutné spristupnit.

e) Povinnost zachovavat micanlivost' plati
eSte desat (10) rokov po skonceni platnosti tejto
Zmluvy.

4. DUSEVNE VLASTNICTVO

a) Institucia potvrdzuje a suhlasi, ze
Zadavatel bude mat vyhradné vlastnicke prava
na vSetky objavy, vynalezy, technolégie a
vysledky vratane, okrem iného, spdOsobu
pouzivania SkuSaného lieku alebo zloZenia,
davkovania, podavania alebo spdsobu vyroby
Skusaného lieku, Studijnych Gdajov, informécii,
know-how, autorskych diel, ndvrhov a napadov,
bez ohladu na to, &i su patentovatelné, ktoré boli
vytvorené, vyvinuté, vynajdené alebo uvedené
do praxe v suvislosti s realizaciou Studie a/

alebo pouzivanim SkuSaného lieku alebo
Dévernych informacii spolu so vSetkymi
suvisiacimi pravami duSevného vlastnictva
(dalej len ,,DuSevné vlastnictvo“). Institucia

bude neodkladne pisomne informovat PSI a
Zadavatela o celom DuSevnom vlastnictve
vytvorenom Instituciou, Sku3ajucim a/ alebo
Studijnom personalom. Celé DuSevné
vlastnictvo a akékolvek informéacie s nim
suvisiace budi DoOvernymi informaciami, na
ktoré sa vztahuju povinnosti ustanovené v
¢lanku 3 tejto Zmluvy.

b) Pri uplatfiovani prav duSevného
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PSI/Sponsor as necessary during the exercise of
intellectual property rights in accordance with
point a/ with no further payment or other
obligation to the Institution and/or the Investigator.
Upon the Sponsor’s request and at the Sponsor’'s
reasonable expense, the Institution shall
appropriately cooperate during the execution of
such documents and take inevitable actions as
the Sponsor deems necessary for the Sponsor to
obtain such ownership and to apply for, secure,
and maintain patent or other proprietary
protection of such Intellectual Property exclusively
on its behalf.

The Institution shall ensure that all Study
Personnel cooperate during the exercise of
intellectual property rights by PSI/Sponsor.

5. PUBLICATION AND PUBLICITY

5.1 Publication

a) The Institution acknowledges that the
Study is part of a multicenter trial and that
publications and presentations derived from the
Study should include input from the Investigator,
his/her colleagues, other investigators in this
Study, and the Sponsor personnel. Such input
shall be reflected in publication authorship and
agreement regarding order of authors shall be
established before writing a manuscript, and shall
be consistent with generally accepted scientific
standards. The investigators interested in
participating in, presenting, and/or writing a
manuscript shall contact the Sponsor. Selection
of authors will be governed by the Sponsor,
based on the individual's contribution to the
Study.

b) At least sixty (60) days prior to submitting
or presenting a manuscript or other material
relating to the Study to a publisher, reviewer, or
another outside person, the Institution, shall
provide to the Sponsor a copy of all such
manuscripts and materials and allow the Sponsor
sixty (60) days to review and comment on them.
The Institution and/or the Investigator, as the
case may be, shall not make any Study-related
publication without the Sponsor's prior written
approval, which may be withheld or granted by
the Sponsor, at its sole discretion.

The Institution agrees to remove any
identified Confidential Information of Sponsor and
PSI and to delay such publication or presentation
for an additional period not to exceed sixty (60)
days to allow the filing of patent applications.

5.2 Publicity

The Institution shall not use PSI's or the
Sponsor's name, the names of any of their
employees, symbols, or trademarks in any
advertising, sales promotional material, or press
release without the prior written permission of PSI
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vlastnictva podla a/ tohto bodu Institlcia
poskytne PSl/Zadavatelovi primeranu sucinnost,
bez akejkolvek dalSej platby alebo iného
zavazku Zadavatela voci Institacii a/alebo
Skusajucemu. Na zaklade ziadosti Zadavatela
a na jeho naklady Institucia poskytne primeranu
sucinnost pri vypracovani takych dokumentov
a prijmd v nevyhnutnej miere dalSie opatrenia,
ktoré bude Zadavatel povazovat za nutné
v zaujme toho, aby ziskal takéto vlastnictvo,
poziadal o patent alebo ind majetkova ochranu
takéhoto DuSevného vlastnictva, zaistil ho
a udrziaval v platnosti vylu€ne vo svoj prospech.

Institucia zabezpedi, aby vsetci Clenovia
Studijného personalu poskytnli suginnost pri
uplathiovani  prav  duSevného vlastnictva
PSl/Zadavatelom.

5. PUBLIKACIE A PROPAGACIA
5.1 Publikacie

a) Ingtiticia berie na vedomie, Ze Studia je
suCastou  multicentrického  skuSania a Ze
publikacie a prezentacie odvodené zo Studie by
mali obsahovat prispevky SkuSajuceho, jeho
kolegov, inych sku$ajucich vramci Studie
a zamestnancov Zadavatela. Takéto prispevky
sa zohladnia v autorstve publikacie, pri¢om pred
vyhotovenim rukopisu sa uzavrie dohoda
o poradi autorov a budu v sulade so vSeobecne
uznavanymi vedeckymi normami. Skusajuci,
ktori maju zaujem o ucast, prezentaciu a/ alebo
napisanie rukopisu, by mali kontaktovat
Zadavatela. Vyber autorov bude riadit Zadavatel
podla podielu autorov na Studii.

b) Institucia predlozi Zadavatelovi najmenej
Sestdesiat (60) dni pred zaslanim alebo
prezentaciou rukopisu alebo iného materialu
tykajiceho sa Studie vydavatelovi, recenzentovi
alebo inej externej osobe koépiu vSetkych
takychto rukopisov a materialov a poskytne mu
Sestdesiat (60) dni na ich reviziu a vyjadrenie
svojich pripomienok. Institicia nebude bez
predchadzajuceho pisomného suhlasu
Zadavatela zverejiovat Ziadne materialy
suvisiace so Studiou, pricom Zadavatel sa moze
sam rozhodnut, ¢i takyto suhlas udeli alebo
odoprie.

Institicia suhlasi s odstranenim vsetkych
Dévernych informacii Zadavatela a PSI, ako aj
s odloZzenim  takéhoto  zverejnenia  alebo
prezentacie o maximalne Sestdesiat (60) dni,
aby umoznili podanie patentovych prihlasok.

5.2 Propagacia

Indtiticia nebude bez predchadzajuceho
pisomného suhlasu PSI alebo Zadavatela
pouzivat nazov spolo¢nosti PSI ani Zadavatela,
mena ziadnych ich zamestnancov, symboly ani
ochranné znamky v reklamnych, obchodnych
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or the Sponsor, as applicable, except to the
extent such disclosure is required to comply with
the Applicable Regulatory Requirements.

6.LIABILITYAND NOTIFICATION OF CLAIMS
AND INSURANCE

6.1 Sponsor's Insurance

The contracting parties acknowledge that the
applicable law provides that the Sponsor is liable
for damage suffered by a Study Subject, if the
Subject’'s health is damaged or he/she dies in
connection with the clinical trial.

The contracting parties acknowledge that the
applicable law provides that the Sponsor is not
liable for damage caused by the clinical trial, if
such damage occurred based on (a) negligent act
or willful misconduct or omission by the
Institution, Investigator, Study Personnel or Study
Subject or (b) breach of this Agreement or failure
to comply with this Agreement or valid laws or
conditions of the Protocol by the Institution,
Investigator of Study Personnel.

PSI represents and warrants that the
Sponsor has concluded an insurance contract
covering his and the Institution’s general liability
for damage caused by the clinical trial with the
insurer: HDI Versicherung AG other member
state’s insurance company branch, IN: 36857475,
Insurance Contract No.: 04000576, insurance
certificate issued on 06/10/2011. The liability of
the Sponsor, in the meaning of the foregoing, is
determined to the extent resulting from the
Applicable Regulatory Requirements in force in
the Slovak Republic. The Insurance Contract and
the insurance certificate form part of the Study
documentation.

6.2 Institution’s Insurance

The Institution declares that it has concluded
an insurance contract as required by law which
covers liability for damage caused by provision of
healthcare.

6.3 Notification of Claims

The Institution shall immediately serve a
notice in writing to PSI and the Sponsor about
any claim or legal proceedings related to the
Study against the Institution, the Investigator, the
Study Personnel or other employees hereunder in
connection with the Study. The Institution and the
Investigator shall fully cooperate in all reasonable
aspects upon request and on behalf of PSI and/or
the Sponsor in the defense against these claims
or lawsuits.

7.INSPECTIONS, AUDITS, MONITORING AND
RECORDS
7.1 Regulatory Inspections

The Institution shall forthwith notify PSI of
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propagaénych  materialoch ani tlaovych
spravach, okrem pripadov, ked je takéto
zverejnenie potrebné v zaujme splnenia

Platnych pravnych predpisov.

6. ZODPOVEDNOST, VZNESENIE NAROKOV
A POISTENIE

6.1 Poistenie Zadavatela

Zmluvné strany beru na vedomie, Ze podla
platného prava Zadavatel zodpoveda za Skodu
spodsobent Uégastnikovi Studie, ak by doslo k
poSkodeniu zdravia alebo uUmrtiu v suvislosti s
klinickym skusanim.

Zmluvné strany beru na vedomie, Ze podla
platného prava Zadavatel nezodpovedna za
Skodu spésobenu klinickym sku$anim, ak tato
vznikla na zaklade (a) nedbanlivosti alebo
umyselného konania €i opomenutia zo strany
Institicie, Skusajuceho, Studijného personalu
alebo Ugastnika Studie alebo (b) na zaklade
porusenia tejto Zmluvy alebo nedodrzania
platnych zdkonov ¢&i podmienok Protokolu zo
strany InStitucie, Skusajuceho, Studijného
personalu

PSI prehlasuje, Zze Zadavatel uzatvoril
Poistni zmluvu na poistenie zodpovednosti za
S8kodu z klinického skuSania seba a Institucie
s poistovatelom HDI  Versicherung AG
pobocka poistovne z iného &lenského tatu, ICO
: 36857475, Cislo poistnej zmluvy : 04000576,
poistny  certifikdt  zo dna 6.10.2011.
Zodpovednost Zadavatela v zmysle vysSSie
uvedeného je dana vrozsahu vyplyvajucom
z prisluSnych vSeobecne zavaznych Platnych
pravnych predpisov platnych na uUzemi
Slovenskej republiky. Poistna zmluva a poistny
certifikat su su€astou dokumentacie k studii.

6.2 Poistenie Institucie

Indtitucia prehlasuje, Ze ma v sulade so

zdkonom uzatvorenu poistnd zmluvu, ktorej
predmetom je zodpovednost za 3kodu
spbsobenu poskytovanim zdravotnej

starostlivosti.
6.3 Vznesenie narokov

Institucia bude PSI a Zadavatefa okamZite
pisomne informovat o kazdom vznesenom
naroku alebo sudnom konani vedenom proti
Institacii, Skusajucemu, Studijnému personalu
alebo dalSim zamestnancom v suvislosti so
Studiou. Institicia a Skasajaci budi na Ziadost
PSI a/ alebo Zadavatela avich mene pine
spolupracovat vo  v3etkych  vyznamnych
otazkach pri obhajobe proti tymto narokom
alebo pocas sudnych sporov.

7. KONTROLY, AUDITY, MONITOROVANIE A
ZAZNAMY
7.1 Kontroly Regulaénych agentur

Institucia bude PSI bezodkladne informovat
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any regulatory inspections or investigations
relating to the Study by the SUKL or any other
competent regulatory agency of which they
become aware. PSI and the Sponsor shall have
the right to be present at any such inspections or
investigations and shall have the right to
previously provide, review, and comment on any
responses that may be required. The Institution
shall and shall ensure that the Investigator render
all necessary cooperation to such authorities in
conducting such inspections and investigations.

7.2 Audit and Monitoring by PSI and
Sponsor
a) PSI, the Sponsor and their

representatives who must submit a written power
of attorney granted by the Sponsor (“Authorized
Representatives”) may audit, monitor and/or
meet with the Investigator and the Study
Personnel at the Institution during normal
business hours and with reasonable frequency for
audits and visits to monitor the progress of the
Study and review Study records, documents,
information, data, and materials (including the
Study Data). The Investigator and Institution shall

assist  PSI, the  Sponsor and their
representative(s) in scheduling such visits.
b) PSI, Sponsor and their Authorized

Representative(s) shall be entitled to (i) examine
and inspect the facilities required for the
performance of the Study; and (ii) inspect source
documents, as well as (iii) inspect, request
correction and copy all Study Data (including,
without limitation, Case Report Forms, original
reports of laboratory tests and examination
findings, and all other notes, charts, reports, or
memoranda related to the Study Subjects or to
the conduct of the Study), which PSI and the
Sponsor are authorized to access by the signed
Informed Consent Form and/or the Applicable
Regulatory Requirements. The Institution shall
and shall ensure that the Investigator cooperates
with PSI and the Sponsor during audits and
monitoring visits and in the resolution of any
questions regarding the Study Data.

7.3 Records

The Institution shall maintain accurate,
complete and current records of all Study Data
which shall include the CRFs (in paper or
electronic form) as well as relevant source
documents, any other essential documents or
materials generated for the Study, as required by
the Protocol, ICH GCP, the Applicable Regulatory
Requirements and PSI's and the Sponsor's
instructions (the "Records"). The Institution shall
keep all the Records in a safe and secure location
for a period of fifteen (15) years after completion
or, in case of earlier termination, after the
effective date of termination of the Study or the
period required by the Applicable Regulatory
Requirements, whichever is longer. The
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0 kazdej kontrole alebo inSpekcii tykajucej sa
Studie, ktort bude vykonavat SUKL alebo iny
prislusny regulacny organ o ktorej sa dozvedia.
PSI a Zadavatel budu mat pravo byt pritomni pri
takychto kontrolach alebo inSpekciach a budu
mat pravo prednostne poskytovat, posudzovat’ a
komentovat pozadované odpovede. Institlcia
poskytne a zabezpeéi, ze SkuSajuci poskytne
tymto udradom pri vykone takychto kontrol
a inSpekcii v8etku potrebnu sucinnost.

7.2 Audit a monitorovanie prevadzané PSI
a Zadavatelom

a) PSI, Zadavatel aich zastupcovia na
zaklade predlozenej pisomnej plnej moci
udelenej zadavatelom (dalej len ,splnomocneni
zastupcovia“) moézu  vykonavat audit,
monitoring a/alebo sa moézu stretnut so
Skusajucim a Studijnym personalom v Intitacii

poCas obvyklého pracovného ¢&asu a s
primeranou frekvenciou auditov a navstev
s ciefom monitorovat realizaciu Studie

a kontrolovat zaznamy, dokumenty, informacie,
Udaje a materidly Studie (vratane Studijnych
Udajov). SkuSajuci a Institicia budu PSI,
Zadavatelovi a ich zastupcom pomahat pri
C¢asovom planovani takychto navstev.

b) PSI, Zadavatel aich splnomocneni
zastupcovia budd mat pravo (i) preverovat a
kontrolovat zariadenia potrebné na realizaciu
Studie; (i) kontrolovat zdrojovi dokumentaciu,
ako aj (iii) kontrolovat a kopirovat vsetky
Studijné Gdaje a pozadovat ich opravu (okrem
iného aj Zaznamy ucastnikov Studie, pévodné
hlasenia o laboratérnych testoch a vysledkoch
vySetreni a vSetky ostatné poznamky, grafy,
spravy alebo zaznamy tykajuce sa Ugastnikov
tudie alebo realizacie Studie), ku ktorym maju
PSI a Zadavatel opravneny pristup na zaklade
podpisaného Informovaného suhlasu a/ alebo
Platnych pravnych predpisov. Inétiticia bude
spolupracovat a zabezpeci, ze Skusajuci bude
spolupracovat s PSI a Zadavatelom pocas
auditov a monitorovacich navstev a pri rieSeni
vSetkych otazok tykajucich sa Studijnych tdajov.

7.3 Zaznamy

InStiticia bude viest presné, Uplné a
aktuadlne zaznamy o vsetkych Studijnych
Udajoch vratane CRF (v papierovej alebo
elektronickej forme) ako aj relevantné zdrojové
dokumenty, akékolvek dalSie zakladné
dokumenty alebo materialy vytvorené pre
potreby Studie podla poziadaviek Protokolu, ICH
GCP, Platnych pravnych predpisov a pokynov
PSI a Zadavatela (dalej len ,,Zaznamy“).
Indtiticia bude Zaznamy uchovavat na
bezpeCnom a zabezpeCenom mieste pocas
patnastich (15) rokov od ukond&enia Studie alebo
v pripade skorSieho ukondenia Studie od
datumu ukondéenia Stidie alebo pogas lehoty
pozadovanej Platnymi pravnymi predpismi
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Institution and the Investigator shall ensure that
no Records are destroyed without the prior written
approval of PSI or the Sponsor.

8. TERM AND TERMINATION
8.1 Term

a) This Agreement shall become valid as of
signing hereof by authorized representatives of
both Contracting Parties and effective upon its
publication in the Central Register of Contracts.

b) This Agreement is concluded for a definite
period until 30 June 2015.

¢) The Agreement may be terminated before
the lapse of validity period as stated in the point
b) by agreement of the Contracting Parties or
using the method described in section 8.2 or 8.3.

8.2 Termination by PSI

a) Throughout the course of this Agreement,
PSI, reserves the right to terminate the
Agreement for the following reasons:

(i) if the Institution breaches any of its
obligations under this Agreement,

(ii) if the Investigational Medicinal Product or
continuation of the Study presents an
unreasonable medical risk to the Study Subjects;
or if there are efficacy concerns,

(iii) if the Study is terminated or suspended.

The termination shall become effective on
the day of delivery of the notice of termination of
this Agreement to the Institution; in case of
uncertainty the Contracting Parties have agreed
that the termination will be considered effective
on the third day following the day on which the
notice was properly sent by post to the address of
the Institution’s registered office with day of
sending not being included in this period.

b) PSI may terminate this Agreement without
giving reasons with a notice period of thirty (30)
calendar days; notice period starts from the first
day of the month following delivery of notice to
the Institution.

8.3 Termination by Institution

a) The
Agreement:

Institution may terminate this

(i) if the Investigational Medicinal Product or
continuation of the Study would present an
unreasonable risk for the Study Subjects or if
there are efficacy concerns;

(ii) if the Study is terminated or suspended;

(iii) if PSI or the Sponsor materially breaches
this Agreement and fails to cure such breach

Clinical Trial Agreement/ Zmluva o klinickom skuSani

(podfa toho, ktora lehota bude dlhsia). Institucia
a Skusajuci zabezpecdia, aby bez
predchadzajuceho pisomného povolenia PSI
alebo Zadavatela nedoSlo k zni€eniu ziadnych
Zaznamov.

8. DOBA TRVANIA A UKONCENIE
8.1 Doba trvania

a/ Tato Zmluva nadobuda platnost driiom
podpisania opravnenymi zastupcami oboch
zmluvnych stran a ucinnost dfiom nasledujucim
po dni jej zverejnenia v Centralnom registri
zmlav.

b/ Tato zmluva sa uzatvara na dobu urditd
odo dfa ucinnosti do 30. jula 2015.

¢/ Pred uplynutim doby platnosti zmluvy
uvedenej v bode b/ je mozné platnost zmluvy
ukonéit dohodou zmluvnych stran alebo
spbésobom uvedenym v &lanku 8.2 alebo 8.3 .

8.2 Ukoncenie zo strany PSI

a/ PocCas platnosti tejto Zmluvy si PSI
vyhradzuje  pravo odstapit od  zmluvy
Z nasledovnych dévodov :

(i) v pripade poruSenia akychkolvek
zavazkov zo strany Institacie vyplyvajucich
z tejto Zmluvy;

(iii) ak by SkuSany liek alebo pokracovanie
Studie predstavovali pre Ugastnikov $tudie
neprimerané riziko, alebo v pripade pochybnosti
o ucinnosti lieku;

(iv) ak bude Studia zastavena alebo
preruSena.
Odstupenie nadobuda ucinnost drom

doruenia pisomného oznamenia o odstupeni
od zmluvy Institucii; v pripade pochybnosti sa
zmluvné strany dohodli, Ze odstupenie budu
povazovat za doruené na treti defi odo dfa
jeho riadneho odoslania postou na adresu sidla
Institucie, pricom den odoslania sa do tejto
lehoty nepodita.

b/ PSI je opravnené tuto zmluvu vypovedat
ato bez uvedenia dbvodov s vypovednou
lehotou tridsat (30) kalendarnych  dni;
vypovedna lehota zacne plynut od prvého dna
mesiaca nasledujuceho po doruceni vypovede
Institucii.

8.3 Ukonéenie Zmluvy zo strany Instittcie

a/ Institucia
odstupit

je opravnena od zmluvy

(i) ak by Skusany liek alebo pokraovanie
Studie predstavovali pre Ugastnikov $tudie
neprimerané riziko, alebo v pripade pochybnosti
o udinnosti lieku;

(i) ak bude Studia zastavena  alebo
prerusena,.

(iii) v pripade porusenia zmluvy PSI alebo
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within thirty (30) calendar days from the receipt of
written notice requesting cure of such breach
from the Institution.

The termination shall become effective on
the day of delivery of the notice of termination to
PSI; in case of uncertainty the Contracting Parties
have agreed that the termination will be
considered effective on the third day following the
day on which it was properly sent by post to the
address of the PSI’s registered office with day of
sending not being included in this period.

b) The Institution may terminate this
Agreement without giving reasons with a notice
period of thirty (30) calendar days; notice period
starts from the first day of the month following
delivery of the notice to PSI.

8.4 Survival

Articles 1.4 b) and c), 1.7, 1.9, 3 through 7,
8.4 and 9 through 13 shall survive any termination
of validity of this Agreement.

9. NON-DEBARMENT

The Institution represents that to the best of
its knowledge neither it nor the Investigator nor
any member of the Study Personnel has been
debarred or suspended to participate in clinical
research by any competent authority or agency in
the Slovak Republic or abroad, and that he/she
shall not make use of, nor involve in this Study
any person or organization which is or has been
debarred, suspended or disqualified by any
regulatory authority to participate in clinical
research.

The Institution represents that it has not
been debarred or suspended to participate in
clinical research by any competent authority or
agency in the Slovak Republic or abroad. In the
event the Institution or the Investigator or any
person or organization involved in the Study is or
becomes debarred during the Study, the
Institution shall notify PSI in writing about this fact
within five (5) days after having learnt of it.

10. DATA TRANSFER

Both prior to and during the course of the
Study, the Investigator and the Study Personnel
staff may provide PSI and/or the Sponsor with
personal data. Such data may include names,

contact information, bank account, work
experience, qualifications, publications, resumés,
educational background, performance

information, facilities, staff capabilities, and other
information relating to the Study (the “Personal
Data”).

The Investigator declares that he/she
consents to the processing (including use,
disclosure or transfer) of his/her Personal Data by
PSI, the Sponsor and their Authorized

Clinical Trial Agreement/ Zmluva o klinickom skuSani

zadavatelom, pricom PSl/Zadavatel neodstrani
vadné plnenie ani v lehote 30 kalendarnych dni
odo dna dorucenia pisomnej vyzvy Intitucie na
napravu.

Odstupenie nadobuda udcinnost dhom
doru€enia pisomného oznamenia o odstupeni
od zmluvy PSI; vpripade pochybnosti sa
zmluvné strany dohodli, Ze odstupenie budu
povazovat za doruené na treti defi odo dia
jeho riadneho odoslania postou na adresu sidla
PSI., pricom den odoslania sa do tejto lehoty
nepocita.

b/ InStiticia je opravnena tato zmluvu
vypovedat bez uvedenia dévodov s vypovednou
lehotou tridsat (30) kalendarnych  dni;
vypovedna lehota zacne plynut od prvého dna
mesiaca nasledujuceho po doru€eni vypovede
PSI.

8.4 Platnost’ po ukonceni

Clanky 1.4 b)ac), 1.7,1.9,3a27,84 a9
az 13 budu platit’ aj po ukon&eni platnosti tejto
zmluvy.

9. NEVYLUCENIE

Institucia vyhlasuje, Ze podla jej vedomosti
Skusajucemu ani ziadnemu &lenovi Studijnému
personalu prisludné slovenské ani zahrani¢né
organy nezakazali ani nepozastavili ucast v
klinickom vyskume a zZe nevyuzije ani nezapoji
do tejto Studie Ziadnu osobu ani organizaciu,
ktorym bola regulatnym orgdnom zakazana
alebo pozastavena ucast v klinickom vyskume,
alebo ktoré boli vyhlasené za nespdsobilé na
ucast’ v klinickom vyskume.

Indtitucia vyhlasuje, Ze jej prislusné
slovenské ani zahrani¢né organy nezakazali ani
nepozastavili u€ast v klinickom vyskume. V
pripade, Ze by InStitucii, SkuSajucemu alebo
akejkolvek osobe alebo organizacii zapojenej do
$tadie bola pogas Studie zakadzana udast
v klinickom vyskume, Institucia tato skutoCnost
oznami PSI, a to pisomne do piatich (5) dni
potom, ako sa o tejto skuto€nosti dozvedela.

10. PRENOS UDAJOV

Pred zadiatkom a v priebehu Studie mdzu
Skusajuci a Studijny personal poskytovat
spoloCnosti PSI a/alebo Zadavatelovi osobné
Udaje. Tieto udaje mézu obsahovat mena,
kontaktné udaje, Cisla bankovych u&tov, popis
pracovnych skusenosti a odbornej kvalifikacie,
publikacie, Zivotopisy a informacie o vzdelani,
informacie suUvisiace s vykonom profesie,
informacie o zariadeniach a kvalifikacii
personalu a dalSie informacie suvisiace so
Studiou (dalej len ,,Osobné udaje®).

SkuSajuci prehlasuje, Ze suhlasi so
spracovanim svojich Osobnych uddajov (vratane
ich pouzitia, poskytovania alebo prenosu)
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Representatives and to their processing by
governmental or regulatory agencies both in the
Slovak Republic and abroad for the following
purposes only (the “Purposes”):

a) the conduct of clinical trials; b) review by
governmental or regulatory agencies, PSI, the
Sponsor and their authorized representatives; c)
satisfying legal or regulatory requirements; and,
d) storage in databases for use in selecting
investigators and institutions for future clinical
trials.

The Investigator also agrees to a transfer of
his/her Personal Data abroad, even if such
personal data is transferred to countries that do
not ensure an equivalent level of protection.

11. APPLICABLE LAW; PLACE OF VENUE

Any disputes arising out or in connection
with this agreement shall finally be settled by
court in accordance with the legal regulations of
the Slovak Republic.

12. EXPERIMENTAL NATURE OF STUDY
DRUG

The Institution acknowledges and agrees
that the Study Drug is experimental in nature, and
neither PSI nor the Sponsor make any warranties,
express or implied, regarding the Study Drug,
including without limitation the implied warranties
of merchantability and fithess for a particular
purpose or non infringement.

13. MISCELLANEOUS

a) This Agreement may only be changed or
amended in the form of a written amendment to
this Agreement agreed by both Contracting
Parties. No amendment to this Agreement or any
Appendix shall be valid unless it is made in
writing and signed by both Contracting parties.

b) This Agreement is executed in two
bilingual originals (English-Slovak version), one
for each party. The contracting parties agree that
in case of any language discrepancy the Slovak
language version shall prevail for the fulfillment
and interpretation of the Agreement.

c) Independent Contractor Relationship.
Nothing contained in this Agreement shall be
construed to imply a joint venture, employment,
partnership, or principal agent relationship
between the parties hereto and neither party
hereto by virtue of this Agreement shall have the
right, power or authority to act or create any
obligation, express or implied, on behalf of the
other party.
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spolo¢nostou PSI, Zadavatelom aich
splnomocnenymi  zastupcami, ako aj sich
spracovanim  slovenskymi i  zahraniénymi

Statnymi alebo regulacnymi uradmi vylucne na
tieto ucely (dalej len ,,Ucely*):

(a) realizacia klinickych skuSani, (b) kontrola

Statnymi alebo regulaénymi udradmi, PSI,
Zadavatelom Studie, ich splnomocnenymi
zastupcami, (c) plnenie zakonnych alebo

pravnych predpisov a (d) uchovanie v databaze
kvéli vyberu skuSajucich a institucii pre buduce
klinické skusania.

Skusajuci zaroven suhlasi s prenosom svojich
Osobnych udajov do zahrani€ia, aj ked budu
tieto Osobné udaje prenaSané do Statov, ktoré
nezaru€uju rovnaku uroven ochrany osobnych
udajov.

11. ROZHODNE PRAVO A MIESTNA
PRiISLUSNOST

VSetky spory vyplyvajuce ztejto Zmluvy
alebo sfiou suvisiace sa budu s konecnou
platnostou riesit sudy podla pravnych predpisov
Slovenskej republiky..

12. EXPERIMENTALNY CHARAKTER
SKUSANEHO LIEKU

In&titucia berie na vedomie a uznava, ze
Studijny liek ma experimentalny charakter a PSI
ani Zadavatel neposkytuju vo  vztahu
k Studijnému liecku Ziadne vyslovné alebo
implicitné zaruky, okrem iného ani implicitné
zaruky obchodovatelnosti a vhodnosti na urcity
ucel alebo zaruku opravnenosti pouZitia.

13.ROZNE

a) Menit a doplnat tuto zmluvu je mozné
len na z&klade dohody zmluvnych stran a to vo
forme pisomného dodatku Kk tejto zmluve.
Dodatky alebo prilohy k tejto Zmluve su platné,
len ak maju pisomnu formu asu podpisané
oboma zmluvnymi stranami.

b) Tato zmluva je vyhotovena v dvoch
dvojjazyénych  vyhotovenia (anglicko -
slovensky), pricom kazda zmluvné strana obdrzi
jedno vyhotovenie. Zmluvné strany sa dohodli,
Ze v pripade rozdielnosti jazykovych verzii pre
plnenie avyklad je rozhodujuca slovenska
jazykova verzia tejto zmluvy.

c) Nezavisly dodavatelsky vztah. Na
zaklade ziadnej skutoCnosti obsiahnutej v tejto
Zmluve nie je mozné interpretovat vztah medzi
zmluvnymi stranami ako spolo€ny podnik, vztah
zamestnanca a zamestnavatela, partnerstvo
alebo vztah nadriadeného a podriadeného a
zaroven Ziadnej zo zmluvnych strdn nezaklada
tato Zmluva pravo, pravomoc alebo opravnenie
plnit alebo ukladat v mene druhej strany
akékolvek povinnosti, ¢i uz vyslovné alebo
nepriamo vyjadrené.

13/22

CONFIDENTIAL/ DOVERNE



d) Entire Agreement. 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.

e) Assignment. The Institution, PSI or the
Sponsor may assign this Agreement or their
rights and obligations arising from this Agreement
or subcontract any of their obligations hereunder
to any person or entity upon the advance written
approval of the other Contracting Party.

f) Partial Invalidity. 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.

g) No Waiver. 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.

h) 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
limited 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.

i) Headings. The titles or headings of
various numbered or unnumbered sections in this
Agreement are for reference only and do not limit
or modify the substance of the Agreement in any
way.

j) Notifications and Communications. Any
notification or any other communication requested
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d) Celistvost’ Zmluvy Tato Zmluva so
vSetkymi jej Prilohami, ktoré su k nej priloZzené a
tvoria jej sucCast, predstavuje upinu dohodu
medzi zmluvnymi stranami vo vztahu K jej
predmetu a nahradza vSetky predchadzajuce
dohovory a zmluvy tykajuce sa jej predmetu.

e) Postipenie Zmluvy Institacia , ani PSI
alebo zadavatel nemo6zu bez predchadzajuceho
pisomného suhlasu eznramenia druhej zmluvnej
strany postupit prava a povinnosti z tejto
Zmluvy alebo poverit plnenim svojich povinnosti
Z nej vyplyvajucich tretiu osobu alebo subjekt.

f) Ciastoéna neplatnost Ak sa niektoré
ustanovenie tejto Zmluvy bude povazovat za
neplatné alebo nevykonatelné, zostavajuce
ustanovenia tym nebudu dotknuté a zostanu v
plnej platnosti a uCinnosti v  rozsahu
vyjadrujucom zamer zmluvnych stran opisany v
tejto Zmluve ako celku. Neplatné ustanovenie sa
v maximalnom moznom rozsahu prepracuje tak,
aby mohlo byt platné bez toho, aby to malo
negativny vplyv na pdvodny zamer zmluvnych
stran.

g) Zakaz vzdania sa prava Ak sa zmluvna
strana omeska s vykonom svojich prav na
zaklade tejto Zmluvy alebo odpusti nejaké
konkrétne neplnenie povinnosti alebo inu
zélezitost, nebude to znamenat, Zze sa vzdava
svojho naroku na buduci vykon svojich prav na
zaklade tejto Zmluvy, ak takéto zrieknutie sa
prava vo vztahu ku konkrétnej zalezitosti na
konkrétny Cas neuvedie pisomne a nepotvrdi
svojim podpisom.

h) Vyssia moc Ziadna zo zmluvnych stran
nebude niest zodpovednost za neplnenie
svojich povinnosti na zaklade tejto Zmluvy alebo
omeskanie sa sich plnenim, ak je takéto
neplnenie  alebo  omeskanie  spdsobené
nepredvidanymi  skuto€nostami, na  ktoré
prisluSsna strana nema dosah, okrem iného aj

vojnovym  stavom, nepriatelskymi  &inmi,
nepokojmi, teroristickymi dtokmi, pracovnymi
nepokojmi, Strajkami, poZiarmi, vybuchmi,

zaplavami alebo inymi prejavmi vy33ej moci
(kazda udalost sa dalej uvadza len ako ,VysSia
moc*“). Zmluvna strana, ktord sa ocitne pod
vplyvom Vy38ej moci, poskytne ostatnym
stranam oznamenie o zaCiatku a ukonceni
udalosti VySSej moci a vynalozi primerané
a aktivne snahy v zaujme jej odstranenia alebo
prevencie jej doésledkov tak, aby mohla ¢o
najskdr pokradovat' v plneni svojich povinnosti.

i) Nadpisy Nazvy alebo nadpisy réznych
oCislovanych alebo neoc€islovanych ¢asti tejto
Zmluvy sldZia len na orientaciu a podstatu
Zmluvy nijakym spdsobom neobmedzuju ani
neupravuju.

) Oznamenia a komunikacia VSetky
ozndmenia ainé formy komunikacie, ktoré
14/22
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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 malil
services or by similar delivery services with prepaid
taxes, to the addressee, at the address specified as
it follows:

Institution:

Univerzitna nemocnica L. Pasteura KosSice
(University Hospital L. Pasteur KoSice)
Rastislavova 43

041 90 Kosice

Slovak Republic

PSI:

PSI CRO Slovakia s. r. 0.
Attn.: Petr Vaculik, MD
Medena 11

811 02 Bratislava

Slovak Republic

Sponsor:

Onyx Pharmaceuticals, Inc.

Attn: Legal Affairs

249 E. Grand Avenue

South San Francisco, CA 94080, USA

Clinical Trial Agreement/ Zmluva o klinickom skuSani

)

pozaduje alebo umozriuje tato Zmluva, budu mat
pisomnu podobu a budu sa adresatovi odosielat
ako doporucené listy s potvrdenim prevzatia,
faxom alebo sa budu dorucovat osobne alebo
prostrednictvom rychlej kuriérskej sluzby &i
podobnych doru€ovacich sluzieb s vopred
uhradenymi poplatkami, a to na nasledujucu
adresu.

Institacia:

Univerzitna nemocnica L. Pasteura
KosSice

Rastislavova 43

041 90 Kosice

Slovenska republika

PSI:

PSI CRO Slovakia s. r. 0.
Do rak: MUDr. Petr Vaculik
Medena 11

811 02 Bratislava
Slovenska republika

Zadavatel’

Onyx Pharmaceuticals, Inc.

Attn: Legal Affairs

249 E. Grand Avenue

South San Francisco, CA 94080, USA
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Institution: Univerzitna nemocnica L. Pasteura
KoSice (University Hospital L. Pasteur KoSice)

Institucia: Univerzitna nemocnica L. Pasteura

KoSice

Name: Ladislav Rosocha, MD, MPH
itle: Director
DATED this

day of , 2012

PSI: PSI CRO Slovakia s.r.o.

Meno: MUDr. Ladislav Rosocha, MPH
Funkcia: riaditel

DATUM: (defi) (mesiac) 2012

PSI: PSI CRO Slovakia s.r.o.

Name: Petr Vaculik, MD
Title: by Power of Attorney dated 23-AUG-2011
DATED this

day of , 2012

Meno: MUDr. Petr Vaculik
Funkcia: na zakladé plnej moci zo dia 23.8.2011

DATUM: (deft) ___ (mesiac) 2012

Name: Petr Sedlak, PhD
Title: by Power of Attorney dated 23-AUG-2011
DATED this

day of , 2012

Clinical Trial Agreement/ Zmluva o klinickom skuSani

Meno: PhDr. Petr Sedlak
Funkcia: na zakladé plnej moci zo dna 23.8.2011

DATUM: (deft) __ (mesiac) 2012

16/22

CONFIDENTIAL/ DOVERNE



Declaration of the Investigator

By my signature as the Investigator | hereby
confirm that | have properly familiarized
myself with the content of this Agreement
dealing with the cooperation with PSI as the
Sponsor's authorized representative and
conduct of the Study described above.

| accept all my statutory and contractually
agreed obligations and conditions for the
conduct of the Study in accordance with this
Agreement and undertake to fulfill them
properly.

| agree to ensure that the Study personnel
and all Co-Investigators are informed of their
obligations pursuant to this Agreement and
that they fulfill them properly.

| declare that | will immediately ask my
employer at whose site this Study is being
conducted to stop the Study and terminate
the Agreement, if continuing the Study could
present a risk to the Study subject or cause
another kind of damage.

Moreover, | hereby grant my consent to the
use of my personal data in the way and to
the extent defined in this Agreement and
confirm that the Study personnel have also
given their consent for the processing of
their personal data.

Responsible Investigator:

Natalia Stecova, MD

Date

Sub-Investigator:

Monika Hlebaskova, MD

Date

Clinical Trial Agreement/ Zmluva o klinickom skuSani
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Prehlasenie skusajuceho

Svojim podpisom ako Skusajuci potvrdzujem,
Ze som bol riadne oboznameny s obsahom
tejto Zmluvy, ktorej predmetom je spolupraca
s PSI ako splnomocnenym zastupcom
Zadavatela a vykonanie vy$Sie uvedeného
klinického skusania.

Beriem na vedomie vietky moje zakonné aj
zmluvne dohodnuté povinnosti a podmienky
vykonania klinického skuSania podfa tejto
Zmluvy a zavazujem sa ich désledne pinit.
Suhlasim s tym, ze zabezpecim, aby personal
skuSania a vSetci spoluskusajuci boli
informovani o ich povinnostiach podra tejto
Zmluvy a tieto désledne plnili.

Prehlasujem, Ze budem bezodkladne iniciovat
u svojho zamestnavatela, na pracovisku
ktorého sa toto klinické skusanie vykonava,
zastavenie skusania a ukonCenie platnosti
Zmluvy, ak by mohlo v pripade jeho
pokracovania dojst k ohrozeniu u¢astnika
skuSania — pacienta alebo inej Skode.
Zaroven tymto davam suhlas s pouzitim
mojich osobnych udajov spésobom a v
rozsahu stanovenom v tejto Zmluve a
potvrdzujem, Ze &lenovia Studijného personalu
taktiez dali suhlas so spracovanim ich
osobnych udajov.

Zodpovedny skusajuci:

MUDr. Natalia Stecova

Datum:

Spoluskusajuci:

MUDr. Monika Hlebaskova

Datum:
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APPENDIX A PRILOHA A
FEE AND PAYMENT SCHEDULE ROZPIS POPLATKOV A PLATIEB

1. Payment Schedule 1. Rozpis platieb

a) PSI, on behalf of the Sponsor, will remit | a) PSI bude vmene Zadavatela uhradzat
payments for every complete and platby za kompletné udaje kazdého
evaluable Study subject (“Enrolled Ugastnika $tudie, ktorého mozno hodnotit’
Subject”) under the terms and in the (,Zaradeny ucastnik“) za podmienok a vo
amounts defined below: vySke uréenej nizSie:

b) Total maximum per Enrolled Subject | b) Maximum celkovych platieb za Prijatého

(the “Participant Fee”): See Payment Ugastnika (,Platba za Ué&astnika“) je
Schedule below. uvedeny v Rozpise platieb nizSie.
An “Enrolled Subject’ is defined as a ,<Zaradeny uCastnik® znamena riadne
properly enrolled Study subject meeting zaradeny Ugastnik $tudie, ktory spifia
all of the inclusion criteria requirements vSetky zaradovacie kritéria a nevztahuju
and none of the exclusion criteria sa na neho ziadne vylu€ovacie kritéria, je
requirements, who is treated with the lieteny Studijnym liekom, podrobi sa
Study Drug and completes all Study vySetreniam a postupom Studie
assessments, procedures, and required a pozadovanej naslednej kontrole podla
follow-up per Protocol (or who has Protokolu (alebo ktory svoju ucast ukongil
terminated early for a Study-related predasne zdbévodu suvisiaceho so
reason). Studiou).

C) All amounts represented in the | ¢) VSetky sumy zahrnuté v Platbe za
Participant Fee are inclusive of any staff Ugastnika  zahffiaju  pracovny  ¢&as
time, overhead and other costs, and will personalu, rezijné ainé naklady a budu
be based upon: zalozené na:

o Properly Enrolled Subjects who o poéte riadne prijatych Ugastnikov,

have completed Protocol-specified
procedures and the timely
submission of properly completed
CRFs to Sponsor; and

o Compliance with Investigator & o
Study Personnel expectations
(including but not limited to):

- Performance of the obligations and -
requirements as they pertain to
clinical investigators within ICH EG6;

- Ensuring that all Protocol-specified -
evaluations and procedures are
performed according to schedule.
All procedures are to be performed
according to the Protocol and ICH
GCP guidelines;

- Participation at Site Initiation Visit; -

Clinical Trial Agreement/ Zmluva o klinickom skuSani
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ktori absolvovali postupy uvedené v
Protokole, av€asnom  odovzdani
riadne vyplnenych a presnych udajov
v CRF Zadavatelovi; a

dodrzani  povinnosti, ktoré  sa
ocCakavaju od Skusajuceho
a Studijného personalu (medzi ktoré
patria okrem iného aj):

plnenie povinnosti a poziadaviek
vztahujucich sa na sku$ajucich
uvedenych v smernici ICH E6;
zabezpec€enie vykonania vsSetkych
hodnoteni a postupov uvedenych
v Protokole podfa harmonogramu;
vykonanie vSetkych postupov
v sulade s Protokolom a smernicami
ICH GCP;

ucast na Iniciatnej navsteve centra;
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- Timely reporting of safety
information and Serious Adverse
Events;

- Interaction with monitors and time
spent with monitors at Site visits;

- Timely resolution of queries as
data collected, verified and entered
for analysis;

- Maintenance of a screening log of
all potential subjects identified for
the Study;

- Attendance at Investigators’
Meeting;

- Completion of all Study-related
documents as needed or required.

d) All amounts defined in this payment
schedule are inclusive of VAT.

e) All payments will be on a pro rata basis,
i.e. for Enrolled Subjects who do not
complete all visits the payment schedule
will be evaluated according to the number
of visits performed.

f) Payments will be made quarterly upon
receipt of a valid invoice according to the
actual work performed and in accordance
with the criteria set out above (after
source data verification and CRF review
by a PSI monitor). The final payment will
be made after resolution of all queries
and performance of a close out-visit to
the Investigative Site, within 30 calendar
days at the latest.

0) Invoices issued by the Institution must
contain all details prescribed by law and
will be mailed prepaid to:

PSI Slovakia s.r.o., Medena 11, 81102
Bratislava, Slovak Republic.

In addition to the details prescribed by
law, the invoice must contain: business
name of the Sponsor, Protocol number
and Investigator's name.

Clinical Trial Agreement/ Zmluva o klinickom skuSani

d)

e)

9)

- vlasné oznamovanie
bezpecnostnych informacii
a Zavaznych neziaducich udalosti;

- spolupraca s monitormi Studiea &as
s nimi straveny poCas navstev
centra;

- vCasné rieSenie problémov pri
zhromazdovani a overovani Udajov
a ich odovzdavani na analyzu;

- vedenie skriningového dennika
o vSetkych potencialnych
Ugastnikoch  $tadie,  ktori  boli
identifikovani na ugast v Studii;

- UCast na stretnutiach Skusajucich;

- vyhotovenie v3etkych dokumentov
suvisiacich so Stddiou v sulade
stym, ako to je potrebné alebo
pozadovaneé.

VSetky sumy uvedené vtomto rozpise
platieb su vratane DPH .

VSetky platby budu pomerné t.,. v pripade
Prijatych ucastnikov, ktori sa nezu€astnia
vSetkych navstev, bude rozpis platieb
prispdsobeny podla po¢tu navstev.

Platby sa budu uhradzat Stvrtrone po
prijati platnej faktiry podla skutocne
vykonanych ukonov av sulade s kritériami
uvedenymi vysSie (po overeni zdrojovych
udajov a kontrole CRF zo strany monitora
spolo¢nosti PSI). Posledna platba bude
uhradena po vyrieSeni vSetkych otazok
a zavere€nej navsteve Institucie, najneskér
do 30 kalendarnych dni.

Faktary vystavené InStiticiou  musia
obsahovat nalezitosti uréené zakonom
a budu odosielané s postovnym zaplatenym
vopred na adresu:

PSI CRO Slovakia s.r.o., Medena 11,
81102 Bratislava, Slovenska republika

Okrem zakonnych naleZitosti faktdura musi

obsahovat :obchodné meno Zadavatela,
Cislo Protokolu a meno Skusajuceho.
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Study Details Detaily Studie
Study Code: Onyx PX-171-011 Kéd Stadie Onyx PX-171-011
Study Treatment: Carfilzomib vs. Best Supportive Care Studijna liecba: Carfilzomib verzus najlepsia podporna lieCba
Phase: 1] Faza: I}
Patient Type: Outpatient Typ lie€by pacienta: Ambulantny
Single Patient Duration: 8 cycles Trvanie liecby jedného pacienta: 8 cyklov
Payments will be made quarterly, and based upon . _ Platby sa budi poukazovat Stvrtro¢ne na zékla
Payment Terms: CRFs monitored Platobné podmienky: kontroly CRF.
isi i Visit Total Nazov navstevy platba Pocet clfll:tz‘;é
Visit Name Payment in euros Quantity pa)érSr%nst in V euro navstev Y
Screening Visit of Enrolled Subject 102,00 1 102,00 Siggézﬁkc;"a navsteva Uspesne Zaradeneho | 55 4, 1 102,00
Baseline Visit 97,00 1 97,00 | ['Vstupna navteva 97,00 1 97,00
Cycle 1 217,25 1 217,25 | 1. cyklus 217,25 1 217,25
Cycles2-8 203,00 7 1421,00 | "2 _8. cyklus 203,00 7 1421,00
Cycle 9 208,00 0 0.00 | "9, cyklus * 203,00 0 0,00
Cycles 10+ * 143,00 0 0,00 10. cyklus a dalsie cykly * 143,00 0 0,00
End of Treatment 68,00 1 68,00 Koniec Ile(':by 68,00 1 68,00
LTFU before PD 30,50 0 0,00 Dlhodobé kontrolné navstevy pred 30.50 0 0.00
LTFU beyond Year 2 ** 12,50 12 150,00 progresiou ' '
TOTAL (8 cycles + 12 LTFU) 2055,25 Dlhodobé kontrolné navstevy po 2. Roku ** 12,50 12 150,00
SPOLU
(8 cyklov + 12 dlhodobych kontrolnych 2055,25
navstev)
Notes: Poznamky:
Payments for visits listed above are inclusive of procedure costs, overhead, and staff time. Platby na navstevy uvedené vyssie zahffiaji naklady na véetky postupy, reZijné naklady
*Payments for cycles beyond cycle 8 will be paid at the unit rate listed above (see “cost” a pracovny &as personalu.
column). * Za vietky cykly po 8. cykle budi platby vo vyske podfa vyssie uvedenej jednotkovej
**Long Term F/U visits beyond Year 2 will be paid at the unit rate listed above (see “payment” a vselky cykly po ©. cykie budu platby vo vyske podia vyssie uvedenej jednotkove)
column). sadzby (pozri stlpec ,platha®).
The total payment amounting to EUR 2,055.25 listed above will be paid to the Institution ** DIhodobé kontrolné navtevy po 2. roku sa budu platit na zaklade jednotkovej sadzby uvedenej
for a patient that completes 8 cycles and 12 LTFU with all visits completed Y " “
vysSie (pozri stlpec ,platba®).
Celkova platba vo vyske 2 055, 25 euro uvedena vysSie bude Inétitucii uhradena v pripade
pacienta, ktory absolvuje vSetky navstevy v ramci 8 cyklov a 12 dlhodobych kontrolnych navstev.
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Screen Failures:

PSI, on behalf of the Sponsor, will pay a screen
failure fee of 96,25 EUR based on procedures
performed for each Study subject who signed
an IRB/EC-approved informed consent form but
who was not enrolled or randomized into the
Study, provided that PSI is provided with
sufficient  supporting documentation that
screening central laboratory assessments and
other screening procedures were performed.
Investigator shall not exceed a maximum of 5
screen failures throughout the duration of the
Study. In no event shall PSI be obligated to pay
for more than a maximum of 5 screen failures
without PSI’s prior written approval.

Any other cost outside of the Protocol or this
Study budget must be pre-approved by PSI, on
behalf of the Sponsor in writing prior to
submission of invoice.

The Institution shall enable PSI to use facilities
and premises of the Institution to the extent
necessary for the performance and purposes of
the Study including without limitation:

a) Department of Heamatology and
Oncoheamatology with the adjoining rooms
and infusomats

b) ECG Unit for
electrocardiogram

obtaining Study-related

¢) Resuscitation Unit for the case of Study
related emergency

d) Pharmacy and Reconstitution Unit to the
extent necessary for storage and
preparation of the Study Drug

e) Local Hematology and Biochemistry
Laboratory for Study related assessments

f) X-Ray facility to obtain Study related scans
g) Room for monitoring of Study by PSI

h) Approval to install Study-related software
necessary for electronic data tracking to
Institution’s PC, to use copier, fax-machine
and phone lines for the purpose of Study
performance and that all throughout the
period of Study during the hours of
operation of the Institution. Institution shall
cover also:
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Neuspesny skrining:

PSI zaplati v mene Zadavatela Uhradu za
neuspesny skrining vo vySke 96,25 EUR na
zaklade vykonov  uskuto¢nenych v pripade
jednotlivych Ugastnikov $tudie, ktori podpisali
informovany suhlas schvaleny EK, ale ktori neboli
zaradeni alebo randomizovani do Studie, ak PSI
dostane dostatocnu dokumentaciu o vykonani
skriningovych vySetreni v centralnom laboratériu
ainych  skriningovych  postupov.  SkuSajuci
neprekroCi maximalny pocet 5 neuspesnych
skriningov pogas celého trvania Studie. PSI
nebude bez predchadzajuceho pisomného
suhlasu povinna =zaplatit za viac nez 5
neuspesnych skriningov.

Vsetky ostatné naklady mimo Protokolu alebo
rozpocCtu tejto Studie musi pred predloZzenim
faktury v mene Zadavatela pisomne schvalit PSI.

InStitdcia umozni PSI vyuzivat priestory a
vybavenie Institicie v rozsahu potrebnom pre
realizaciu Studie, zahriujuce zvlast, ale nielen:

a) Kliniku hematoldégie a onkohematoldgie s
prilahlymi  miestnostami a  infaznymi
zariadeniami

b) EKG jednotku pre meranie
elektrokardiogramu potrebného pre Studiu

c) Resuscitanu jednotku v pripade
nevyhnutnej potreby Studie

d) Lekaren a jednotku na pripravu liekov v

rozsahu nevyhnutnom pre skladovanie a
pripravu Studijnych liekov

e) Lokalne hematologické a biochemické

laboratérium pre analyzy Studie

f) RTG pracovisko pre pripravu snimkov
potrebnych pre ucely Studie

o)) Miestnost pre  monitorovanie  Studie
spolo¢nostou PSI
h) Povolenie pre inStalaciu softwaru

nevyhnutného pre elektronicky zber Gdajov
na pocita InStitucie, pre pouzivanie
kopirky, faxovych a telefonickych liniek pre
ugely Studie; a to po celu dobu trvania
Studie vramci celej dennej prevadzkovej
doby Institucie. Institucia taktiez zabezpedi:
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Archiving facility to retain Study documents
during 15 years after Study completion
under conditions set in this Agreement.

Institution acknowledges and agrees not to
charge expenses related to multiple
myeloma treatment of Study Subject during
the Study (from Inform Consent signature to
completion of his participation in the Study)
to Healthcare Insurance Company of Study
Subject.

Payment Instructions

PSI shall pay the fees to the account
indicated by the Institution in section 1
of this Agreement.

PSI shall make the payments in
accordance with this Agreement from
the following account:

9000339005/1111 (UniCredit Bank
Slovakia a.s., Sancova 1/A, 813 33
Bratislava).

PSI is obliged to send a written advice
of payment to the following address:

Univerzitna nemocnica L. Pasteura
Kosice, Ekonomicky usek (University
Hospital L. Pasteur, Economic
Department), Rastislavova 43, 041 90
Kosice, or eu@unlp.sk specifying the
exact business name of the Sponsor,
specific symbol of the payment which is
identical with the Protocol number,
variable symbol of the payment =
invoice number and statement for the
recipient/partial payment, total payment,
settlement, name of the Investigator.

Clinical Trial Agreement/ Zmluva o klinickom skuSani
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Archiv  pre skladovanie dokumentov
Studie po dobu 15 rokov po ukond&eni
Studie za podmienok stanovenych touto
Zmluvou.

Institucia potvrdzuje a suhlasi, Zze vykony
suvisiace s lieCbou mnohopocetného
myelému Ugastnika Studie pocas Studie
(od jeho podpisu informovaného suhlasu
do ukon&enia jeho ucasti v Studii) si
nebude uplatfiovat v zdravotnej poistovni
Ugastnika Studie.

Platobné pokyny

PSI uhradi platby na ucet uréeny
Institaciou. v €l. I. tejto zmluvy.

PSI uhradi platby podfa tejto zmluvy
z uctu :

9000339005/1}11 (UniCredit Bank
Slovakia a.s., Sancova 1/A, 813 33
Bratislava).

PSI je povinny zaslat o platbe odmeny
pisomné avizo na adresu :

Univerzitna nemocnica L. Pasteura
Kosice, Ekonomicky usek, Rastislavova
43, 041 90 KosSice, alebo eu@unlp.sk
s uvedenim presného obchodného mena
zadavatela, Specificky symbol platby, ktory
je totozny s Cislom protokolu, variabilny
symbol platby = €&islo faktury a spravu pre
prijimatela/Ciastoénd uhrada, celkova
uhrada, vyuctovanie, meno sku$ajuceho.
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