AMENDMENT N° 4
(hereinafter Amendment)

to the
Global Clinical Site Agreement (hereinafter Agreement)
dated 11.February 2010,

This Amendment is made by and between

(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)

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

3) Masarykuv onkologicky ustav
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

(4)
Czech Republic
(hereinafter “Investigator”)

regarding

Protocol No: 3144A2-3004-WW (hereinafter Protocol)
entitled “A Randomized, Double-Blind, Placebo-

DODATEK C. 4
(dale jen Dodatek)

ke
Smlouvé o klinickém hodnoceni humanniho 1é¢iva
(dale jen Smlouva)
ze dne 11. unora 2010

Tento Dodatek se uzavira mezi

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

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

zastoupena na zaklad¢ plné moci spole¢nosti:
PAREXEL International Czech Republic s.r.0., Sokolovska
651/136a, 186 00 Praha 8, Ceska republika, IC: 27160360,
sp. zn.: C 100886 vedena u Méstského soudu v Praze

(3) Masarykiiv onkologicky ustav,
se sidlem Zluty kopec 7,
656 53 Brno,
Ceska republika,
1C: 00209805,
DIC: CZ00209805,
zastoupeny prof. MUDr. Janem Zaloudikem, CSc., feditelem
(dale jen ,,Instituce”)

@
Ceska republika
(dale jen ,,ZKkousejici ,,)

atyka se
protokolu ¢.: 3144A2-3004-WW (dale jen Protokol)

S nazvem ,,Randomizovana dvojité zaslepena placebem
kontrolovana studie neratinibu (HKI-272) po 1é¢bé
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Controlled Trial of Neratinib (HKI-272) After trastuzumabem u Zen s ¢asnym stadiem karcinomu prsu
Trastuzumab in Women with Early-Stage HER-2/neu se zesilenou expresi genu HER-2/neu”” (dale jen Klinické
Overexpressed/Amplified Breast Cancer” (hereinafter hodnoceni)

Study) 1éku Neratinib (HKI-272) (dale jen Hodnoceny 1¢k)
Neratinib (HKI-272) (hereinafter Study Drug)

VZHLEDEM K TOMU, ZE ZADAVATEL je
WHEREAS, SPONSOR is the sponsor of the zadavatelem multicentrického Klinického hodnoceni
multi-center/multi-centre Study to clinically Hodnoceného 1éku;

evaluate the Study Drug;
VZHLEDEM K TOMU, ZE ZADAVATEL

WHEREAS, SPONSOR and PAREXEL a spole¢nost PAREXEL International Czech
International Czech Republic s.r.o.,(hereinafter Republic s.r.o. (dale jen CRO) nebo jeji sesterska
CRO or an Affiliate have agreed (under a separate spole¢nost se ( na zakladé samostatné pisemné
written agreement) that CRO will act on behalf of smlouvy) dohodli, Ze CRO bude jednat jménem
SPONSOR as its authorized representative and ZADAVATELE jako jeho opravnény zastupce
agent and in its own name; a zprostiedkovatel, jakoz i svym jménem;

VZHLEDEM K TOMU, ZE smluvni strany
WHEREAS, the parties have entered into the uzaviely vySe zminénou smlouvu;

above-referred Agreement;
VZHLEDEM K TOMU, ZE Zadavatel upravil

WHEREAS, the Sponsor has amended the Protokol (kopie bude poskytnuta Pracovisti) a tato
Protocol (copy to be provided to Site) to extend uprava prodluzuje dobu sledovani subjektl
the Study subject follow-up period. The follow- Klinického hodnoceni. Doba sledovani ma 2 &asti;
up period has 2 parts; Part B is the expansion of Cast B je prodlouzenim sledovani ze 2 na 5 let (+90
the follow-up period from 2 years through 5 years dni) po randomizaci aCast C je dlouhodobé
(+90 days) post randomization and Part C, long- sledovani celkového preziti.

term follow-up of overall survival.
VZHLEDEM K TOMU, ZE ob¢ strany jsou ochotny
WHEREAS, the parties are jointly willing to ptijmout dodatek k vySe zminéné Smlouvé;

amend the above-referred Agreement;

Na zaklad¢ vyse uvedeného se tedy timto doplhuje stavajici
znéni shora uvedené smlouvy znénim nize uvedenym. Nové
Now, therefore the above-referred Agreement shall be | znéni nabyva G¢innosti k datu podpisu tohto dodatku:

amended and the following amended wordings shall be e prodlouzeni doby sledovani subjekti Klinického
effective as of the date of signature of this amendment: hodnoceni o dali tfi (3) roky (,,Prodlouzené obdobi
e Extend the Study subject follow up period for an sledovani, Cast B”) azavedeni Dlouhodobého
additional three (3) years (the “Follow Up sledovani celkového preziti (Cast C) v souladu
Extension Period Part B”) and Long-Term s dodatkem Protokolu:

Follow-Up of Overall Survival Part C in
accordance with the amended Protocol;
o Provide for additional funding to the Site
in the amount of: for administrative costs
related to the Protocol amendment.

o fortime related to Protocol Training. o Az za kazdy subjekt Klinického hodnoceni,
o Up to per Study subject to be followed ktery bude sledovin bshem  tohoto

during this Follow-Up Extension PeriO(EI Prodlouzeného obdobi sledovani (Cast B)
(Part B) and Long-Term Follow-up period

(Part C) pursuant to the amended
Protocol. This amount will be paid
according to the below mentioned

e poskytnuti dodate¢ného financovani instituci
o ha administrativni  naklady  spojené
s realizaci dodatku Protokolu.
o za cas, ktery bude tieba k absolvovani
Skoleni podle Protokolu.

a Dlouhodobého sledovani celkového preziti
(Cast C) podle upraveného Protokolu. Tato
Castka bude hrazena podle nize uvedeného
rozpisu:
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schedule

= PartB
e peryear to ascertain from
subjects medical records
recurrent disease events
and deaths or direct
contact with the subject
through an office visit
(standard of care) or
phone call.
= PartC
o for an annual follow-up
call to subjects to obtain
overall survival data for
an estimated 8 years.

The above mention amounts of are payable based on
the invoice issued by the Institution  upon
Amendment signature within 45 days of receipt of the
invoice

The remaining amount will be paid according the
payment terms contained in Art XII: of the
Agreement.

e Confirm that the Site will perform its obligations
under the amended Protocol;

e Confirm that the Site will obtain any required
ethics committee approval of such Follow-up
Extension Period as well as the informed consent
of each Study subject who participates in the
Follow-Up Extension Period; and

e Confirm that all the other terms of the CS
Agreement, including, without limitation,
Sponsor’s right to audit and monitor the Site and
Sponsor’s ownership of the data resulting from the
Study, remain in full force and effect.

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

IN WITNESS WHEREOF, the parties hereto have set
their hands in triplicate with the intention that this is a
binding agreement to amend as provided herein.

= (CastB
e roéné Za zjisténi
opakovanych onemocnéni
anebo umrti z Iékaiskych
zaznami subjektu  nebo
pfimym  kontaktem  se
subjektem prostfednictvim

navstévy v ordinaci
(standardni  péce) nebo
telefonicky.

= CastC
e za telefonat subjektu za
ucelem ziskavani udaji
0 celkovém preziti,
provedeny jednou ro¢né po
dobu odhadovanou na 8 let.
Vyse uvedené Castky ve vysi jsou splatné na zdkladé
daniového dokladu vystaveného Instituci po uzavieni
tohoto dodatku ve lhtté¢ do 45 dnli ode dne doruceni
daiiového dokladu CRO.
Zbylé castky budou hrazeny v souladu s platebnimi
podminkami obsazenymi v ¢l. XIII. Smlouvy.

e Potvrzujeme, ze Instituce a Zkousejici dostoji svym
zavazklim podle upraveného Protokolu;

e Potvrzujme, Ze Instituce a ZkouSejici  obdrzi
vSechna pozadovana schvaleni tohoto
Prodlouzeného obdobi sledovani etickou komisi,
jakoz iinformovany souhlas kazdého subjektu
Klinického  hodnoceni, ktery se  zucastni
Prodlouzeného obdobi sledovani; a

e Potvrzujeme, Ze vSechny ostatni smluvni podminky
Smlouvy o klinickém hodnoceni, véetné kromé
jiného prava Zadavatele na audit a sledovani
Pracovisté a vlastnictvi dajt, které jsou vysledkem
Klinického hodnoceni, Zadavatelem, zlstavaji
V plném rozsahu platné a G¢inné.

Vsechny ostatni smluvni podminky vyse zminéné Smlouvy
zustavaji beze zmény a jsou plné platné a G¢inné.

NA DUKAZ CEHOZ smluvni strany podepsaly tii
vyhotoveni tohoto dodatku, atim se zavazaly k Gpravam
V ném popsanym.
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@ SPONSOR Puma
Biotechnology, Inc.
Represented by its authorized/authorised
agent, PAREXEL International Czech
Republic s.r.o,
Zadavatel Puma Biotechnology ,Inc.
zastoupen PAREXEL International
Czech Republic s.r.o.

6. 1. 2015

Date / Datum

(2 PAREXEL International
Czech Republic s.r.o.

6. 1. 2015

Date/ Datum

3 Institution:Masarykiv
onkologicky ustav

5 6.1.2015
prof. MUDr. Jan Zaloudik, CSc.

Date/ Datum

(@) Investigator:

6. 1. 2015

Date/Datum
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