Amendment # 1 to Clinical Study Agreement

This Amendment (the "Amendment") to the Clinical Study
Agreement dated 08 December 2010 (the “Clinical Study
Agraamanf“)‘ for the clinical study conducted in
accordance with 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” (the “Study”), is made by and

between:

PSI CRO Czech Republic s.r. 0., V Parku 2343/24, 148
00 Praha 4-Chodov, Czech Republic, represented by Petr
Vaculik, MD., Identification Number: 281 96 775, registered
in Business Register maintained by the Municipal Court in
Prague, Section C, Folio 132148 (the “Client"), acting for
and on behalf of Onyx Pharmaceuticals, Inc., for itself and
on behalf of Onyx Therapeutics, Inc., a wholly owned
subsidiary of Onyx Pharmaceuticals, Inc., having its
registered place of business at 249 East Grand Avenue,
South San Francisco, CA 94080 (formerly: 2100 Powell
Street, Emeryville, CA 94608), USA (the "Sponsor").
Sponsor

shall be a third party beneficiary of this

Amendment.

and

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

Identification Number:

The parties hereby agree as follows:

1 In addition to the obligations undertaken by the
Institution in accordance with sections 2 and 6 of the
Clinical Study Agreement, the Institution agrees to
perform additional administrative services for the
conduct of the Study, including but not limited to the
completion of the case report forms (the “CRFs")
and the resolution of the data clarification forms (the
“DCFs"), in accordance with the instructions and
timelines specified in the applicable monitoring plan

and under the supervision of the Investigator
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Dodatek ¢. 1 ke Smlouvé o provedeni Klinické
Studie

Tento dodatek (dale jen ,Dodatek") ke smlouvé o

provedeni klinické studie (dale jen ,Smilouva o
provedeni Klinické Studie") ze dne 8. prosince 2010,
tykajici se klinické studie provedené v souladu s
protokolem PX-171-009 s nazvem ,Randomizovana
multicentricka studie faze 3, porovnavajici kombinaci
carfilzomibu, lenalidomidu a dexametazonu (CRd) s
kombinaci lenalidomidu a dexametazonu (Rd) u
pacientl s relabujicim mnohocetnym myelomem (dale

jen ,Studie"), uzaviena mezi:

PSI CRO Czech Republic s.r. 0., V Parku 2343/24,
148 00 Praha 4-Chodov, Ceska republika, zastoupenou
MUDr. Petrem Vaculikem, IC: 281 96 775, zapsanou
v obchodnim rejstiiku vedeném Méstskym soudem
v Praze, oddil C, vlozka 132148 (dale jen ,Klient”),
jednajici v zajmu a jménem spolecnosti Onyx
Pharmaceuticals, Inc. a jménem spolecnosti Onyx
Therapeutics Inc, dcefiné  spoleénosti  Onyx
Pharmaceuticals, Inc, se sidlem 249 East Grand
Avenue, South San Francisco CA 94080 (drive: 2100
Powell Street, Emeryville, CA 94608), USA (dale jen
.Zadavatel"). Zadavatel je tieti stranou opravnénou

prevzit plnéni z tohoto Dodatku.

Fakultni nemocnice Hradec Kralove, Sokolska 581,
500 05 Hradec Kralové, Ceska republika, zastoupenou
prof. MUDr. Romanem Prymulou, Ph.D., feditelem
nemocnice, IC: 00179906 (dale jen ,Zdravotnické

zafizeni”)

Smluvni strany se dohodly na nésledujicim:

1. Kromé zavazk(, které pro Zdravotnické zafizeni
vyplyvaji z €asti 2 a 6 Smlouvy o provedeni klinické
studie, se Zdravotnické zafizeni zavazuje provadét
dal§i administrativni sluzby nutné pro realizaci
studie, véetné, ale nejenom, vypliiovani formulafi
zaznamu subjektd hodnoceni (dale jen ,CRF*) a
rozkladu formulafli pro upfesnéni dat (dale jen
,DCF") v souladu s pokyny a Ih(itami stanovenymi v



(hereinafter collectively referred to as the

“Additional Administrative Services”).
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The Institution shall provide the Additional
Administrative Services through Study Coordinator

_the “Study Coordinator”). The
Study Coordinator shall act in his/her capacity as an
employee of the Institution and as a member of the
Study personnel. The Institution shall ensure that the
Additional Administrative Services fully comply with
any and all terms of the Clinical Study Agreement
and this Amendment and shall remain liable towards
PSI and the Sponsor for any negligence, willful
misconduct and/or breach of the terms of the Clinical
Study Agreement and/or this Amendment by the
Study Coordinator.

3 For this additional time and effort, the Client shall
pay the Institution in addition to the fees defined in
Attachment No. 5 (Budget and Payment Schedule)

to the Clinical Study Agreement the following fees:

* Work performed beyond cycle 6 will be paid at a rate of

o

The total remuneration of the Additional Administrative
Services to be performed by the Institution under this

Amendment is not to exceed_for the 12 month-

period following the effective date of this Amendment.

Effective as of 24 August 2011, this Amendment # 1 shall
be made part of the Clinical Study Agreement and attached

thereto. Except as provided herein, all terms and

platném planu monitorovani a pod dohledem
Zkousdejiciho  (dale  spolecné jen  ,DalSi

administrativni sluzby").

2. Zdravotnické zafizeni bude poskytovat dalsi
administrativni sluzby prostfednictvim Koordinatora
Studie_(déle jen ,Koordinator
Studie"). Koordinator Studie jedna v postaveni
zaméstnance Zdravotnického zafizeni a ¢lena
Studijniho personalu. Zdravotnické zarizeni zajisti,
aby dals$i administrativni sluzby byly plné v souladu
s veskerymi podminkami Smlouvy o provedeni
klinické studie a tohoto Dodatku a bude odpovidat
PS| a zadavateli za nedbalost, Umysiné jednani
a/nebo poruseni podminek Smlouvy o provedeni
klinické studie a/nebo tohoto Dodatku

Koordinatorem Studie.

3. Za zvySenou cCasovou zatéz a usili je Klient povinen
uhradit Zdravotnickému zafizeni kromé poplatkt
stanovenych v Priloze €. 5 (Rozpocet a Rozpis
plateb) Smlouvy o provedeni klinicke studie

nasledujici poplatky:

*

Vykony provedené nad ramec 6 cykli budou

proplaceny ve vyéi- cyklus

Celkova odména za DalSi administrativni sluzby
provadéneé Zdravotnickym zafizenim v ramci tohoto

Dodatku nesmi pFekroéit-za 12 mésicu po

datu ucinnosti tohoto Dodatku.

S ucinnosti od 24.srpna 2011, se tento Dodatek C. 1
stava soucasti Smlouvy o provedeni klinické studie jako

jeji pfiloha. S vyjimkou pfipadi uvedenych v tomto




conditions of the Clinical Study Agreement shall remain in

full force and effect.
Done in three originals, each party and the Sponsor as a

third party beneficiary having received one original.

Institution: Fakultni nemocnice Hradec Kralové (University

Hospital Hradec

Name: Pfof. Roman Prymula I\fl,}) PhD.
J
Title: Hospital Director

DATED this

, 2011

day of

Client: PS| CRO Czech Republic s.r.o.

Nam__e-:--’f_jetr Vaculik, MD.

Title:"Head Clinical Operations

.

DATED this <&

707 o 2011

dayof (A

. Y, " rincipa

Investigator of the portion of the Study to be conducted at
the Institution, confirm that | have read, understood and
agreed with this Amendment # 1 to Clinical Study
Agreement signed between PS|I CRO Czech Republic
s.r.o. and University Hospital Hradec Kralove and | will

respect all responsibilities defined therein or by GCP for the

Investigator.

Name:

Title: Principal Investigator

DATED this day of , 2011

Dodatku zlstavaji vSechny podminky Smiouvy o

provedeni klinické studie v pIné platnosti a G€innosti.

Vyhotoveno ve tfech originalech, z nichz kazda strana a
Zadavatel jako tfeti strana opravnéna prevzit plnéni

obdrzely jeden original.

Fakultni

Zdravotnické zafizeni: nemochice Hradec

Kralove

Jméno: Prof. MUDr. Rdt[plan Prymula, PhD.

Pozice: reditel nemocnice

DNE 2011

Klient: PS| CRO Czech Republic s.r.o.

Jméng:AUDr. Petr Vaculik
Pozice: Head Clinical Operations

Ve
DNE g

Ja, I -1avni

zkouSejici této Studie probihajici ve Zdravotnickem

2011

zafizeni, timto potvrzuji, Ze jsem se seznamil,
porozumél a souhlasim s timto Dodatkem €. 1 ke
Smiouvé o provedeni Klinické Studie uzavienym
PSI

nemocnici Hradec Kralové a budu respektovat véechny

mezi CRO Czech Republic, s.r.o. a Fakultni

povinnosti v nich nebo podle GCP stanovene Hlavnimu

zkousejicimu.

Jmeno I

Pozice: Hlavni zkousejici

DNE 201




