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Daiichi Sankyo and Puma Biotechnology Announce
Research Collaboration with Major Cancer Center in
HER2-Mutated Cancer
Release Date:
Tuesday, December 12, 2017 1:15 pm PST

T erms:
Dateline City:
TOKYO, BASKING RIDGE, N.J. & LOS ANGELES
TOKYO, BASKING RIDGE, N.J. & LOS ANGELES--(BUSINESS WIRE)--Daiichi Sankyo Company, Limit ed (hereaft er, Daiichi Sankyo)
and Puma Biot echnology, Inc. (Nasdaq: PBYI) have announced a preclinical research collaborat ion wit h Memorial Sloan Ket t ering
Cancer Cent er (MSK) t o explore t he combinat ion of Daiichi Sankyo’s invest igat ional ant ibody drug conjugat e DS-8201 and
Puma Biot echnology’s irreversible pan-HER t yrosine kinase inhibit or nerat inib (NERLYNX®) in HER2-mut at ed or HER2-posit ive
solid t umors.
A t eam of scient ist s led by Maurizio Scalt rit i, PhD, and in collaborat ion wit h a t eam of clinical invest igat ors led by Bob Li,
MD, will use isogenic models and est ablished pat ient -derived xenograft models t o assess t he suscept ibilit y of HER2mut at ed or HER2-posit ive cancers t o DS-8201, nerat inib and ot her HER2-t arget ing t herapies, elucidat e mechanisms of act ion
and resist ance of t hese various t umor t ypes, and evaluat e t he pot ent ial for synergist ic combinat ions. Daiichi Sankyo and
Puma Biot echnology will co-sponsor t he research.
“Since early clinical dat a suggest t hat DS-8201 may have act ivit y beyond breast and gast ric cancers, t he archet ype HER2driven t umors, we are int erest ed in st udying t his asset on a molecular level as well as in combinat ion wit h ot her HER2t arget ing agent s,” said Tom Held, Vice President , Global Head, Ant ibody Drug Conjugat e Task Force, Daiichi Sankyo. “In t his
collaborat ion, we are examining whet her combining DS-8201 and nerat inib, wit h it s specific covalent binding t o t he HER2
recept or and associat ed increased int ernalizat ion, is a rat ional combinat ion t herapy st rat egy t o pursue. We are excit ed t o
join forces wit h Memorial Sloan Ket t ering and Puma t o advance t he underst anding of combining HER2-t arget ed t herapies t o
pot ent ially t reat various forms of HER2-mut at ed cancer.”
“We are pleased t o ent er int o t his research collaborat ion wit h Memorial Sloan Ket t ering and Daiichi Sankyo t o explore t he
combinat ion of nerat inib and DS-8201,” said Alan Auerbach, Puma’s Chief Execut ive Officer and President . “Combinat ion
t herapy wit h agent s t hat address different and complement ary pat hways, wit h nerat inib t arget ing t he HER2 kinase and DS8201 providing an innovat ive t arget ed delivery of a pot ent cyt ot oxic, represent s an int riguing approach t o t he t reat ment of
HER2 mut at ed t umors and helps t o maximize t he pot ent ial for bot h agent s in t reat ing cancers wit h a HER2 mut at ion.”
Abo ut DS-8201
DS-8201 is t he lead product in t he ADC Franchise of t he Daiichi Sankyo Cancer Ent erprise. ADCs are t arget ed cancer
medicines t hat deliver cyt ot oxic chemot herapy (“payload”) t o cancer cells via a linker at t ached t o a monoclonal ant ibody
t hat binds t o a specific t arget expressed on cancer cells. Designed using Daiichi Sankyo’s propriet ary ADC t echnology, DS8201 is a smart chemot herapy comprised of a humanized HER2 ant ibody at t ached t o a novel t opoisomerase I inhibit or
payload by a t et rapept ide-based linker. It is designed t o t arget and deliver chemot herapy inside cancer cells and reduce
syst emic exposure t o t he cyt ot oxic payload (or chemot herapy) compared t o t he way chemot herapy is commonly delivered.
DS-8201 is current ly in phase 2 clinical development for HER2-posit ive unresect able and/or met ast at ic breast cancer
resist ant or refract ory t o T-DM1 (DESTINY-Breast 01), phase 2 development for HER2-posit ive advanced gast ric resist ent or
refract ory t o t rast uzumab (DESTINY-Gast ric01) and phase 1 development for ot her HER2-expressing advanced/unresect able
or met ast at ic solid t umors.
DS-8201 has been grant ed Breakt hrough Therapy designat ion for t he t reat ment of pat ient s wit h HER2-posit ive, locally
advanced or met ast at ic breast cancer who have been t reat ed wit h t rast uzumab and pert uzumab and have disease
progression aft er ado-t rast uzumab emt ansine (T-DM1), and Fast Track designat ion for t he t reat ment of HER2-posit ive
unresect able and/or met ast at ic breast cancer in pat ient s who have progressed aft er prior t reat ment wit h HER2-t arget ed
t herapies including T-DM1 by t he U.S. Food and Drug Administ rat ion (FDA). DS-8201 is an invest igat ional agent t hat has not
been approved for any indicat ion in any count ry. Safet y and efficacy have not been est ablished.
Abo ut NERLYNX ® (neratinib)
Nerat inib was approved by t he FDA in July 2017 for t he ext ended adjuvant t reat ment of adult pat ient s wit h early st age HER2posit ive breast cancer following adjuvant t rast uzumab-based t herapy, and is market ed in t he Unit ed St at es as NERLYNX ®
(nerat inib) t ablet s.
Impo rtant Safety Info rmatio n (ISI)
NERLYNX ® (neratinib) tablets, fo r o ral use

INDICAT IONS AND USAGE: NERLYNX is a kinase inhibit or indicat ed for t he ext ended adjuvant t reat ment of adult pat ient s
wit h early-st age HER2 overexpressed/amplified breast cancer, t o follow adjuvant t rast uzumab-based t herapy.
CONT RAINDICAT IONS: None
WARNINGS AND PRECAUT IONS:
Diarrhea: Aggressively manage diarrhea occurring despit e recommended prophylaxis wit h addit ional ant idiarrheals,
fluids, and elect rolyt es as clinically indicat ed. Wit hhold NERLYNX in pat ient s experiencing severe and/or persist ent
diarrhea. Permanent ly discont inue NERLYNX in pat ient s experiencing Grade 4 diarrhea or Grade ≥ 2 diarrhea t hat occurs
aft er maximal dose reduct ion.
Hepato to xicity: Monit or liver funct ion t est s mont hly for t he first 3 mont hs of t reat ment , t hen every 3 mont hs while
on t reat ment and as clinically indicat ed. Wit hhold NERLYNX in pat ient s experiencing Grade 3 liver abnormalit ies and
permanent ly discont inue NERLYNX in pat ient s experiencing Grade 4 liver abnormalit ies.
Embryo -Fetal T o xicity: NERLYNX can cause fet al harm. Advise pat ient s of pot ent ial risk t o a fet us and t o use
effect ive cont racept ion.
ADVERSE REACT IONS: The most common adverse react ions (≥ 5%) were diarrhea, nausea, abdominal pain, fat igue,
vomit ing, rash, st omat it is, decreased appet it e, muscle spasms, dyspepsia, AST or ALT increase, nail disorder, dry skin,
abdominal dist ent ion, epist axis, weight decreased and urinary t ract infect ion.
T o repo rt SUSPECT ED ADVERSE REACT IONS, co ntact Puma Bio techno lo gy, Inc. at 1-844-NERLYNX (1-844637-5969) and www.NERLYNX.co m o r FDA at 1-800-FDA-1088 o r www.fda.go v/medwatch .
DRUG INT ERACT IONS:
Gast ric acid reducing agent s: Avoid concomit ant use wit h prot on pump inhibit ors (PPI) and H2-recept or ant agonist s.
Separat e NERLYNX by 3 hours aft er ant acid dosing.
St rong or moderat e CYP3A4 inhibit ors: Avoid concomit ant use.
St rong or moderat e CYP3A4 inducers: Avoid concomit ant use.
P-glycoprot ein (P-gp) subst rat es: Monit or for adverse react ions of narrow t herapeut ic agent s t hat are P-gp subst rat es
when used concomit ant ly wit h NERLYNX.
USE IN SPECIFIC POPULAT IONS:
Lactatio n: Advise women not t o breast feed.
Please see Full Prescribing Info rmatio n fo r additio nal safety info rmatio n.
The recommended dose of NERLYNX is 240 mg (six 40 mg t ablet s) given orally once daily wit h food, cont inuously for one
year. Ant idiarrheal prophylaxis should be init iat ed wit h t he first dose of NERLYNX and cont inued during t he first 2 mont hs (56
days) of t reat ment and as needed t hereaft er.
To help ensure pat ient s have access t o NERLYNX, Puma has implement ed t he Puma Pat ient Lynx support program t o assist
pat ient s and healt hcare providers wit h reimbursement support and referrals t o resources t hat can help wit h financial
assist ance. More informat ion on t he Puma Pat ient Lynx program can be found at www.NERLYNX.com or 1-855-816-5421.
Abo ut Puma Bio techno lo gy
Puma Biot echnology, Inc. is a biopharmaceut ical company wit h a focus on t he development and commercializat ion of
innovat ive product s t o enhance cancer care. Puma in-licenses t he global development and commercializat ion right s t o t hree
drug candidat es — PB272 (nerat inib (oral)), PB272 (nerat inib (int ravenous)) and PB357. NERLYNX ® (nerat inib) is approved for
commercial use by prescript ion in t he Unit ed St at es as ext ended adjuvant t herapy for early st age HER2-posit ive breast
cancer following adjuvant t rast uzumab-based t herapy and is market ed as NERLYNX. Nerat inib is a pot ent irreversible t yrosine
kinase inhibit or t hat blocks signal t ransduct ion t hrough t he epidermal growt h fact or recept ors, HER1, HER2 and HER4.
Current ly, Puma is primarily focused on t he commercializat ion of NERLYNX and t he cont inued development of it s ot her
advanced drug candidat es direct ed at t he t reat ment of HER2-posit ive breast cancer. Puma believes t hat NERLYNX has
clinical applicat ion in t he pot ent ial t reat ment of several ot her cancers t hat over-express or have a mut at ion in HER2. Further
information about Puma Biotechnology can be found at www.pumabiotechnology.com

Abo ut Daiichi Sankyo Cancer Enterprise
The vision of Daiichi Sankyo Cancer Ent erprise is t o leverage our world-class, innovat ive science and push beyond t radit ional
t hinking in order t o creat e meaningful t reat ment s for pat ient s wit h cancer. We are dedicat ed t o t ransforming science int o
value for pat ient s, and t his sense of obligat ion informs everyt hing we do. Anchored by our Ant ibody Drug Conjugat e (ADC)
and Acut e Myeloid Leukemia (AML) Franchises, our cancer pipeline includes more t han 20 small molecules, monoclonal
ant ibodies and ADCs st emming from our powerful research engines: our t wo laborat ories for biologic/immuno-oncology and
small molecules in Japan, and Plexxikon Inc., our small molecule st ruct ure-guided R&D cent er in Berkeley, CA. Compounds in
development include: quizart inib, an oral FLT3 inhibit or, for newly-diagnosed and relapsed or refract ory AML wit h FLT3-ITD
mut at ions; DS-8201, an ADC for HER2-expressing breast and gast ric cancer, and ot her HER2-expressing solid t umors; and
pexidart inib, an oral CSF-1R inhibit or, for t enosynovial giant cell t umor (TGCT), which is also being explored in a range of solid
t umors in combinat ion wit h t he ant i-PD1 immunot herapy pembrolizumab. For more informat ion, please visit :
www.DSCancerEnt erprise.com.
Abo ut Daiichi Sankyo

Daiichi Sankyo Group is dedicat ed t o t he creat ion and supply of innovat ive pharmaceut ical product s t o address diversified,
unmet medical needs of pat ient s in bot h mat ure and emerging market s. Wit h over 100 years of scient ific expert ise and a
presence in more t han 20 count ries, Daiichi Sankyo and it s 15,000 employees around t he world draw upon a rich legacy of
innovat ion and a robust pipeline of promising new medicines t o help people. In addit ion t o a st rong port folio of medicines for
hypert ension and t hrombot ic disorders, under t he Group’s 2025 Vision t o become a “Global Pharma Innovat or wit h
Compet it ive Advant age in Oncology,” Daiichi Sankyo research and development is primarily focused on bringing fort h novel
t herapies in oncology, including immuno-oncology, wit h addit ional focus on new horizon areas, such as pain management ,
neurodegenerat ive diseases, heart and kidney diseases, and ot her rare diseases. For more informat ion, please visit :
www.daiichisankyo.com. Daiichi Sankyo, Inc., headquart ered in Basking Ridge, New Jersey, is a member of t he Daiichi Sankyo
Group. For more informat ion on Daiichi Sankyo, Inc., please visit : www.dsi.com.
Fo rward-Lo o king Statements
This press release cont ains forward-looking st at ement s, including st at ement s regarding t he benefit s of a research
collaborat ion wit h Memorial Sloan Ket t ering and Daiichi Sankyo, including whet her a combinat ion of nerat inib and DS-8201 will
be successful or beneficial, t he benefit s of NERLYNX® and nerat inib, Puma’s clinical t rials and t he announcement of dat a
relat ive t o t hose t rials. All forward-looking st at ement s included in t his press release involve risks and uncert aint ies t hat
could cause Puma’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 Puma has only recent ly commenced commercializat ion and shipment of it s only FDA approved
product ; Puma’s dependence upon t he commercial success of NERLYNX (nerat inib); Puma’s hist ory of operat ing losses and
it s expect at ion t hat it will cont inue t o incur losses for t he foreseeable fut ure; risks and uncert aint ies relat ed t o Puma’s
abilit y t o achieve or sust ain profit abilit y; Puma’s abilit y t o predict it s fut ure prospect s and forecast it s financial performance
and growt h; failure t o obt ain sufficient capit al t o fund Puma’s operat ions; t he effect iveness of sales and market ing effort s;
Puma’s abilit y t o obt ain FDA approval or ot her regulat ory approvals in t he Unit ed St at es or elsewhere for ot her indicat ions for
nerat inib or ot her product candidat es; 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 Puma’s drug candidat e claims; even if approved, t he risk t hat physicians and pat ient s
may not accept or use Puma’s product s; Puma’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; risks pert aining t o securit ies class act ion, derivat ive and defamat ion lawsuit s; Puma’s
dependence on licensed int ellect ual propert y; and t he ot her risk fact ors disclosed in t he periodic and current report s filed by
Puma wit h t he Securit ies and Exchange Commission from t ime t o t ime, including Puma’s Quart erly Report on Form 10-Q for
t he quart er ended Sept ember 30, 2017. 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. Puma 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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