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PB272 in Extended Adjuvant Breast Cancer (ExteNET
Trial) Demonstrates Statistically Significant
Improvement in Disease Free Survival
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LOS ANGELES--(BUSINESS WIRE)--Puma Biot echnology, Inc. (NYSE: PBYI), a development st age biopharmaceut ical company,
announced t he present at ion of posit ive result s from t he Phase III clinical t rial of Puma's invest igat ional drug PB272 (nerat inib)
for t he ext ended adjuvant t reat ment of breast cancer (Ext eNET t rial). The Ext eNET t rial is a double-blind, placebo-cont rolled,
Phase III t rial of nerat inib versus placebo aft er adjuvant t reat ment wit h t rast uzumab (Hercept in) in women wit h early st age
HER2-posit ive breast cancer. The dat a was present ed t oday in an oral present at ion at t he American Societ y of Clinical
Oncology (ASCO) 2015 Annual Meet ing in Chicago, Illinois.
The Ext eNET t rial randomized 2,840 pat ient s in 41 count ries wit h early-st age HER2-posit ive breast cancer who had
undergone surgery and adjuvant t reat ment wit h t rast uzumab. Aft er complet ion of adjuvant t reat ment wit h t rast uzumab,
pat ient s were randomized t o receive ext ended adjuvant t reat ment wit h eit her nerat inib or placebo for a period of one year.
Pat ient s were t hen followed for recurrent disease, duct al carcinoma in sit u (DCIS), or deat h for a period of t wo years aft er
randomizat ion in t he t rial.
The pat ient charact erist ics in t he t rial were well balanced bet ween t he nerat inib and placebo arms of t he t rial. For t he 1,420
pat ient s in t he nerat inib arm of t he t rial, 1,085 (76.4%) were node posit ive while for t he 1,420 pat ient s in t he placebo arm of
t he t rial, 1,084 (76.3%) were node posit ive. Addit ionally, in t he nerat inib arm of t he t rial, 816 (57.5%) pat ient s were hormone
recept or posit ive, and in t he placebo arm of t he t rial, 815 (57.4%) pat ient s were hormone recept or posit ive. The median
t ime from t he last t rast uzumab dose t o ent ry int o t he t rial was 4.4 mont hs for t he nerat inib-t reat ed pat ient s and 4.6
mont hs for t he placebo-t reat ed pat ient s.
The safet y result s of t he st udy showed t hat t he most frequent ly observed adverse event for t he nerat inib-t reat ed
pat ient s was diarrhea, wit h approximat ely 39.9% of t he nerat inib-t reat ed pat ient s experiencing grade 3 or higher diarrhea (1
(0.1%) pat ient had grade 4 diarrhea). Pat ient s who received nerat inib in t his t rial did not receive any prophylaxis wit h
ant idiarrheal agent s t o prevent t he nerat inib-relat ed diarrhea. Puma’s recent ly report ed clinical dat a from several t rials have
demonst rat ed t hat t he use of high dose prophylact ic loperamide great ly reduces t he rat e of grade 3 diarrhea wit h nerat inib,
wit h grade 3 diarrhea rat es ranging from 0-17% in st udies in which high dose loperamide prophylaxis was used. In all of it s
current ongoing st udies Puma is inst it ut ing t he use of high dose loperamide for t he first cycle of t reat ment in order t o
cont inue t o reduce t he nerat inib-relat ed diarrhea.
The primary endpoint of t he t rial was invasive disease free survival (DFS). The result s of t he t rial demonst rat ed t hat
t reat ment wit h nerat inib result ed in a 33% reduct ion of risk of invasive disease recurrence or deat h versus placebo (hazard
rat io = 0.67, p = 0.009). The 2-year DFS rat e for t he nerat inib arm was 93.9% and t he 2-year DFS rat e for t he placebo arm
was 91.6%.
The secondary endpoint of t he t rial was disease free survival including duct al carcinoma in sit u (DFS-DCIS). The result s of t he
t rial demonst rat ed t hat t reat ment wit h nerat inib result ed in a 37% reduct ion of risk of disease recurrence including DCIS or
deat h versus placebo (hazard rat io = 0.63, p = 0.002). The 2-year DFS-DCIS rat e for t he nerat inib arm was 93.9% and t he 2year DFS-DCIS rat e for t he placebo arm was 91.0%.
As an inclusion crit eria for t he Ext eNET t rial, pat ient s needed t o have t umors t hat were HER2 posit ive using local
assessment . In addit ion, as a pre-defined subgroup in t he t rial, pat ient s had cent ralized HER2 t est ing performed on t heir
t umor as well. To dat e, cent ralized HER2 t est ing has been performed on 1,704 (60%) of t he pat ient s in t he Ext eNET t rial, and
furt her cent ral t est ing on available samples is current ly ongoing. For t he 1,463 pat ient s whose t umor was HER2 posit ive by
cent ral confirmat ion, t he result s of t he t rial demonst rat ed t hat t reat ment wit h nerat inib result ed in a 49% reduct ion of risk
of invasive disease recurrence or deat h versus placebo (hazard rat io = 0.51, p = 0.002). The 2-year DFS rat e for t he cent rally
confirmed pat ient s in t he nerat inib arm was 94.7% and t he 2-year DFS rat e for t he cent rally confirmed pat ient s in t he
placebo arm was 90.6%. For t he pat ient s in t he t rial whose t umor was HER2 posit ive by cent ral confirmat ion, t he result s of
t he t rial demonst rat ed t hat t reat ment wit h nerat inib result ed in a 51% reduct ion of risk of disease recurrence including DCIS
or deat h versus placebo (hazard rat io = 0.49, p < 0.001). The 2-year DFS-DCIS rat e for t he cent rally confirmed pat ient s in t he
nerat inib arm was 94.7% and t he 2-year DFS rat e for cent rally confirmed pat ient s in t he placebo arm was 90.2%.
For t he pre-defined subgroup of pat ient s wit h hormone recept or posit ive disease, t he result s of t he t rial demonst rat ed t hat
t reat ment wit h nerat inib result ed in a 49% reduct ion of risk of invasive disease recurrence or deat h versus placebo (hazard

rat io = 0.51, p = 0.001). The 2-year DFS rat e for t he nerat inib arm was 95.4% and t he 2-year DFS rat e for t he placebo arm
was 91.2%. For t he pat ient s in t he t rial whose t umor was HER2 posit ive by cent ral confirmat ion, t he result s of t he t rial
demonst rat ed t hat t reat ment wit h nerat inib result ed in a 75% reduct ion of risk of invasive disease recurrence or deat h
(hazard rat io = 0.25, p < 0.001). The 2-year DFS rat e for t he cent rally confirmed pat ient s in t he nerat inib arm was 97.0% and
t he 2-year DFS rat e for cent rally confirmed pat ient s in t he placebo arm was 88.4%.
“While t he use of t rast uzumab in t he adjuvant set t ing has led t o a reduct ion in disease recurrence in pat ient s wit h early
st age HER2-posit ive breast cancer, t here remains an unmet clinical need for furt her improvement in out come in order t o
at t empt t o furt her reduce t his risk of recurrence,” said Professor Arlene Chan, medical oncologist at Mount Hospit al and t he
Vice Chair of t he Breast Cancer Research Cent re WA. “The result s of t he Ext eNET st udy demonst rat e t hat we may be able
t o provide t his t ype of improvement wit h nerat inib t o furt her help t he pat ient s wit h t his disease.”
“We are very pleased wit h t he result s of t he Ext eNET t rial wit h nerat inib. This represent s t he first t rial wit h a HER2 t arget ed
agent t hat has shown a st at ist ically significant benefit in t he ext ended adjuvant set t ing, which we believe provides a
meaningful point of different iat ion for nerat inib in t he t reat ment of HER2 posit ive breast cancer,” said Alan H. Auerbach,
Chief Execut ive Officer and President of Puma. “We are also int rigued by t he act ivit y in t he hormone recept or posit ive
subgroup of pat ient s, which we believe may be t he result of nerat inib inhibit ing t he cross t alk bet ween t he est rogen
recept or and t he HER2 recept or and which may help t he t umor increase it s sensit ivit y t o endocrine t herapy. We look forward
t o proceeding wit h t he regulat ory filing for nerat inib for t he ext ended adjuvant t reat ment of breast cancer current ly
ant icipat ed in t he first quart er of 2016.”
Webcast
The Company will host a meet ing and webcast t o discuss t he result s of t he Phase III Ext eNET t rial beginning at approximat ely
7:00 p.m. CDT (8:00 p.m. EDT) on Monday, June 1, 2015. The webcast will be accessible t hrough t he Invest or Relat ions
sect ion of Puma’s websit e at ht t p://www.pumabiot echnology.com/ir_event s.ht ml and will be archived t here for 30 days.
Abo ut Puma Bio techno lo gy
Puma Biot echnology, Inc. is a development st age biopharmaceut ical company t hat acquires and develops innovat ive
product s for t he t reat ment of various forms of cancer. The Company focuses on in-licensing drug candidat es t hat are
undergoing or have already complet ed init ial clinical t est ing for t he t reat ment of cancer and t hen seeks t o furt her develop
t hose drug candidat es for commercial use. The Company is init ially focused on t he development of PB272 (oral nerat inib), a
pot ent irreversible t yrosine kinase inhibit or, for t he t reat ment of pat ient s wit h HER2-posit ive breast cancer and pat ient s
wit h non-small cell lung cancer, breast cancer and ot her solid t umors t hat have a HER2 mut at ion.
Furt her informat ion about Puma Biot echnology can be found at www.pumabiot echnology.com.
Fo rward-Lo o king Statements:
This press release cont ains forward-looking st at ement s, including, but not limit ed t o, st at ement s regarding t he
development of our drug candidat es and t he ant icipat ed t iming of regulat ory filings. All forward-looking st at ement s included
in t his press release involve risks and uncert aint ies t hat could cause t he Company's act ual result s t o differ mat erially from
t he ant icipat ed result s and expect at ions expressed in t hese forward-looking st at ement s. These st at ement s are based on
current expect at ions, forecast s and assumpt ions, and act ual out comes and result s could differ mat erially from t hese
st at ement s due t o a number of fact ors, which include, but are not limit ed t o, t he fact t hat t he Company has no product
revenue and no product s approved for market ing; t he Company’s dependence on PB272, which is st ill under development
and may never receive regulat ory approval; t he challenges associat ed wit h conduct ing and enrolling clinical t rials; t he risk
t hat t he result s of clinical t rials may not support t he Company’s drug candidat e claims; even if approved, t he risk t hat
physicians and pat ient s may not accept or use t he Company’s product s; t he Company’s reliance on t hird part ies t o conduct
it s clinical t rials and t o formulat e and manufact ure it s drug candidat es; t he Company’s dependence on licensed int ellect ual
propert y; and t he ot her risk fact ors disclosed in t he periodic report s filed by t he Company wit h t he Securit ies and Exchange
Commission from t ime t o t ime, including t he Company’s Annual Report on Form 10-K for t he year ended December 31, 2014.
Readers are caut ioned not t o place undue reliance on t hese forward-looking st at ement s, which speak only as of t he dat e
hereof. The Company assumes no obligat ion t o updat e t hese forward-looking st at ement s, except as required by law.
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