AMENDMENT N° 6
(hereinafter Amendment)
to the
Clinical Site Agreement
dated 11.February 2010
(hereinafter Agreement)

DODATEK C. 6
(dale jen Dodatek)

ke
Ke smlouvé o provedeni klinického hodnoceni
ze dne 11. tnora 2010
(dale jen Smlouva)

This Amendment is made by and between

Tento Dodatek se uzavira mezi:

1)PAREXEL International Czech Republic s.r.o.,
Sokolovska 651/136a, 186 00 Prague 8,
Czech Republic, Iden.number: 27160360 , section C,
inset 100886 registered by kept by the Municipal
Court in Prague

(hereinafter CRO)

And

(2) Puma Biotechnology, Inc., a United States
Delaware corporation with a place of business at 10880
Wilshire Blvd, Suite 2150, Los Angeles, California
90024, U.S.A.

(hereinafter SPONSOR or Puma)

Represented pursuant to a Power of Attorney given to
PAREXEL International Czech Republic s.r.0.,
Sokolovska 651/136a, 186 00 Prague 8, Czech Republic,
Iden.number: 27160360

Entered in Companies Register: registered by kept by the
Municipal Court in Prague (section C, inset 100886),

and

(2)Masarykiiv onkologicky tstav

Sited at Zluty kopec 7

656 53 Brno

Czech Republic

Iden.number: 00209805

Tax Iden.number: CZ00209805

Represented by. Prof MUDr.Jan Zaloudik CSc. Director

(hereinafter Institution)

and

3)
Czech Republic

(hereinafter Investigator)

1) PAREXEL International Czech Republic s.r.o.,
Sokolovska 651/136a, 186 00 Praha &,
Ceska republika, IC: 27160360,
sp. zn.: C 100886 vedena u Méstského soudu v Praze

(dale jen CRO)
a

(2) Puma Biotechnology, Inc., spole¢nosti s rucenim
omezenym zalozena podle prava statu Delaware, USA, se
sidlem na adrese 10880 Wilshire Blvd, Suite 2150, Los
Angeles, California 90024, USA

(déle jen ZADAVATEL nebo PUMA)

zastoupend na zaklade plné moci spolecnosti:

PAREXEL International Czech Republic s.r.0., Sokolovska
651/136a, 186 00 Praha 8, Ceska republika, IC: 27160360,
sp. zn.: C 100886 vedend u Méstského soudu v Praze

a

(3) Masarykiiv onkologicky ustav,
se sidlem Zluty kopec 7,
656 53 Brno,

Ceska republika,

IC: 00209805,

DIC: CZ00209805,
zastoupeny prof. MUDr.
feditelem

Janem Zaloudikem, CSc.,

(dale jen Instituce)

a

(4)
Ceska republika

(dale jen Zkousejici 1ékar)

Regarding

a tyka se
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Protocol No: 3144A2-3004-WW (together with any
amendments thereto Protocol)

“A Randomized, Double-Blind, Placebo-Controlled Trial
of Neratinib (HKI1-272) After Trastuzumab in Women
with Early-Stage HER-2/neu Overexpressed/Amplified

Breast Cancer” (hereinafter Study)
Neratinib (HKI-272) (hereinafter Study Drug)

protokolu ¢.: 3144A2-3004-WW (dale jen s dodatky
Protokol)
»Randomizované, dvojité zaslepené, placebem
kontrolované klinické hodnoceni 1éku Neratinib (HKI-
272) po 1é¢bé Trastazumabem u Zen s rakovinou prsu
V raném stadiu s overexprimovanym/amplifikovanym
genem HER-2/neu” (dale jen Klinické hodnoceni)
Neratinib (HKI1-272) (dale jen Hodnoceny 1€k)

WHEREAS, Puma acquired from Pfizer Inc. (or one of its
Affiliates) certain rights to develop, manufacture, and
commercialize the Study Drug;

VZHLEDEM K TOMU, ZE spole¢nost Puma ziskala od
spolecnosti Pfizer, Inc. (nebo od nékteré z jejich dcefinych
spole¢nosti) urcitd prdva k vyvoji, vyrobé a komerénimu
vyuziti hodnoceného ptipravku;

WHEREAS, sponsorship of the Study has been transferred
to Puma and CRO (or its Affiliate) has been retained by
Puma (under a separate written agreement) to act as Puma’s
representative in managing the Study for Puma;

VZHLEDEM K TOMU, ZE uloha zadavatele studie byla
pfenesena na spolecnost Puma a spole¢nost Puma
angazovala (na zakladé¢ samostatné pisemné smlouvy)
klinickou vyzkumnou organizaci (CRO) (nebo jeji dcefinou
spolecnost) jako svého zastupce pii spravé studie pro
spole¢nost Puma;

WHEREAS, Puma has amended the Protocol to include a
non-interventional follow up extension of the Study;

VZHLEDEM K TOMU, ZE spole¢nost Puma doplnila
protokol tak, aby obsahoval neintervenéni nasledné
prodlouzeni studie;

WHEREAS. Institution and Investigator wish to conduct
the non-interventional part of the Study;

VZHLEDEM K TOMU, ZE Instituce a zkousejici hodlaji
provést neintervencni ¢ast studie;

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

VZHLEDEM K TOMU, ZE Instituce a zkousejici souhlas,
ze budou plné spolupracovat s CRO a ZADAVATELEM a
umozni CRO plnit veSkeré povinnosti ZADAVATELE
plynouci ze studie avykondvat veskera prava
ZADAVATELE plynouci ze studie, tak jak byla
ZADAVATELEM postoupena CRO; a

WHEREAS, Institution, Investigator and CRO, acting on
behalf of itself and of the SPONSOR, wish to amend the
Agreement;

VZHLEDEM K TOMU, ZE Instituce, zkousejici a CRO,
jednajici jménem svym a jménem ZADAVATELE, hodlaji
doplnit smlouvu

Now, therefore the Agreement shall be amended and the
following amended

Bude na zakladé tohoto tato smlouva doplnéna nasledovné:

To amend the financial terms of the Agreement the
following wording and fees are added:

o per subject for OS Data Collection Activities on re-
consented Study subjects

Finanéni podminky smlouvy jsou doplnény ptidanim
nasledujiciho znéni a poplatkd:

o na subjekt za sbér udajii OS u subjektt studie, které
obnovily informovany souhlas

Sites Participating in A13 Part BC Follow up

Pracovisté acastnici se nasledného sledovani A13 ¢ast
B/C:
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Subjects Who Did NOT Withdraw Consent

Subijects re-consented to Part B/C
o  Review subject chart for any OS contact and
complete Contact and Follow-up CRF in RAVE
(database)
o If no recent contact with subject(s),
= Contact patient (phone/letter) and complete
Contact and Follow-up CRF
If patient has deceased, an SAE report with the
subject’s death should be submitted

Subjekty, které NEZRUSILY souhlas

Subjekty, které obnovily souhlas s ¢asti B/C
o  Zkontrolujte, zda se v karté subjektu vyskytuje
kontakt OS a vyplite zdznam subjektu hodnoceni
(CRF) pro kontakt a nasledné sledovani v databézi
RAVE
o  Pokud v posledni dob¢ nedoslo ke kontaktu se
subjektem (subjekty),
» Kontaktujte pacienta (dopisem/telefonicky)
a vypliite zaznam subjektu hodnoceni
(CRF) pro kontakt a nasledné sledovani
o Pokud pacient zemiel, je tieba podat zpravu o
zavazné nezadouci ptihodé (SAE) ohledné tmrti
subjektu

Parties agree that CRO shall reimburse the Institution for
above mentioned amount for each Study subject for which
was the CRF record completed in period from 30" April
2017. The total amount for the data collection from 30"
April 2017 to the execution of this amendment will be paid
in the next payment period after the execution of this
Amendment.

Smluvni strany se dohodly, Ze CRO uhradi Instituci vyse
uvedenou ¢astku za kazdy subjekt studie, ohledné kterého
byl vyplnén zaznam subjektu hodnoceni (CRF) v obdobi od
30. 4. 2017. Souhrnné castka za sbér tdaji v obdobi od 30.
4. 2017 do uzavieni tohoto dodatku bude uhrazena

Vv nejblizsim platebnim obdobi nasledujicim po uzavieni
tohoto dodatku.

All other terms and conditions of the Agreement remain
unchanged and in full force and effect.

Vsechny ostatni smluvni podminky vySe zminéné Smlouvy
zlstavaji beze zmény a jsou plné€ platné a ucinné.

IN WITNESS WHEREOF, the parties hereto have set
their hands in quadruplicate with the intention that this is a
binding agreement to amend the Agreement as provided
herein as of the Amendment Effective Date.

NA DUKAZ CEHOZ smluvni strany této smlouvy
podepsaly tento dodatek ve ¢tyfech vyhotovenich se
zamérem, Ze jde o zavazné ujednani doplitujici smlouvu
zde uvedenym zptisobem s G¢innosti k datu u¢innosti
dodatku.
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(1) SPONSOR Puma Biotechnology, Inc.
Represented by its authorized/authorised
agent, PAREXEL International Czech
Republic s.r.o.

Zadavatel Puma Biotechnology ,Inc.
zastoupen autorizovanym zastupcem
Parexel International Czech
Republic s.r.o.

18. 10. 2017
Date/ Datum
2 PAREXEL International Czech
Republic s.r.o.
18. 10. 2017
Date/ Datum
(3) Masarykuv onkologicky
ustav
prof. MUDr. Jan Zaloudik, CSc., feditel 25.10. 2017
Date/ Datum
(@) Investigator:
25.10. 2017
Date/ Datum
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