
OSI 2019
APOTEX V. OSI
IPR2016-01284

 T reprint orders, please Conk 
OrisTuLrermedicirie CaN?

 

Jargeting HERIT/EGFR in cancer therapy:
experience

teteezeppe ©seas, fees,

 

Keywords: ch
crlotinils

LACCORE

 

 
FCLEPD: wephdvanal growth

 
uture
Me

FO2P TEL ASROOC4 14.649.208

fhepor becaptor

dicine

with erlotinio
 
 
| Regecsrch
| epidermal growth to
Lot anticancer drags, ©
) paversiolg

  

 survived in orge Phe:

nthe year. 2000, of the &2 miubos cancer
3 feachs worldwide, che minjorine (1.2

adlion} were dame hese oat
VA

  

 
Segnags meat

pe owith advanced

he graenosiy for

ok cane’

LICHEN
iV}

pew Cases, paticne:
dbsease {Stage Hiboar
such patients Is poe

with Seyear xurviyal racex ad dees than 16% 2

Comparedasith meatorbera sy Seesbinarie
chemorbetapy is mere fecaive in terms of enmor
sesponse, Unt Jeads todnnreased toxicity iat. For
Svst-lipe resanmenx of patients with anrescerble
advanced (Srage HObdV) NSCLC. platinum:
based doubters are. che standard weannent iss

The introduction of thisd genertion cytotoxac
agents {sactas paclitaxel, docetaxel,gemeirabing,
sinccRune and irinotecan) ackissed improve

crabibis 23h, but
i: may

be that chemotherapy has reached tex poeneial.
Adedian suivival comains aropral 8-fdounsshs,

spree the chemotherapydoubler usrd
itees

sedrug!hasss beens

 
  

 
 

 

 

 ANCHE a tuEOr reponse and sles
aly modest Brproverents in survival, and

 

  
   CESAREvathiesPape SS

 

 
 

tive anal toxk:, with coenmioss5 side eath
ing aiemia, seunapenia and chrombocyropenia.
"The qualicy oflife Weld of pauenis with lung
cancer ig offen severely awpaized by sympeoms
inchading shortness of breathe, cough and pan.
ides of appetite, severe weakness, and fuigue and

i, RAL
 

 hemaprysis cd che toxic side ef  

ch CREOPY CAR RSG have a negacive ienpace GR
QoL. especially
Thos, new sontoxic therapies that prolong pro-

all survival, and

an POY performance BALLCHES.} x

gresiun-fres disease aad over
 

improve Gol, are urgendy seeded.
Another with os high  mortaliey is

sarcinoraa, of the panceeas, which
ancounts for approximately 446 of cancer deashs
orarlewide, arid §s the tuuerth mast common

RENN

catcatly
 

Mecicine ict (SSN 147¢-d894 Radure

inde fhe oie.otne Aurnari apicernal Te
chor aaepior (HER 1 /EGERS in turaotigenees hoa genealed a naw
tne such ogent, erfofint Comove™;, so poten, selantive anc

intibiiar of HER T /ESFR tyeasing Kinase cotvity, Eoinhas Gemmoristuted ine
|INO Geivay Ino variety cr scdid Ransors, aid HOG lecenty Gerionstated imonvements iy

Senalsis man-smat-ooll lund carce: and partreniic-cance:

 
 
 

as of

 spicy wit factor sreotor tf
CG

cause of dearth due ra omeer ig women in

westers Eotape. and cbeHih miasr camnian itancres
  

 
 men ia. Cancer of the axoteatie pa is navedy

curable, and there has bees no ithprovement in
pragnosiy in the Hat 3i years, Most patients
present with advanced, nareseceable or meta-
wacie disease, and the S«vear survival race is xi
only 49t-averall gi, In che mid-1998s, RENT
abine replaced: S-flugrouracth (6-£L5 as the
standacd Tastclin: therapy for pation adich wee
agtaric. pancteatic cancer ig. “Phe
vival of pationys with adwanced pancreatic can
whoate weated with qmicivhine. le ape

puitely & ore Only approximatelya fife ofWheuhve ales

tos ‘proved illerapeurin atraregdes isdleas.

 
 

 
 xereadian sur

 

 

 athe need 
pat,HME Wy

Moleculartargnied iherpias
idesulying the C8NA and. provéin. abnormalities
that lead to dysregulation of k

s fog, cantcobef cheeell cycle, dnwaceflater
bg, aNgiOwcnesis cel

death), and thar underlie the wowth and orci
suitic spread of samoe ots, has allowed. che

develapment of a new

odd agtionncera

, celular proc-
 

 and programed

 

enerades: ofamnolecular- 
 
 
 
 

. in cere: By 1 UFR
 which have nunsefec-

:the new agenss offer rhe
cater seleerivicn. mony off

reduced ile efecesi,Several

ranges varieBSBeyPhese jachade

ive 
PRGAPWLYS OFS
numer contol sod

agents havebeen developed, which
aspeces af mmor cell biclopy.
angsogenens iphibiters, modulators of apoptoss,

  
 

cvcinoxygenase and lipoxygenase inhibitor and
 

 

 
 

adenoviral cberapies, ated agents that oct on
istiacdlular signaling pathways Bh1 ERO 

 doa of such agenis ince clinical pre
att inipornnc paradigen. chif
che

advanced srage
ingesting the hurian

 trearment of cancer, One.

af clinical develapmentis
egideraal proweh Seror

Puig@ Oneci, (2008) 1A) 449-460 449

OSI 2019

APOTEX V. OSI

IPR2016-01284 
EXHIBIT

2 6f9
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

berth
 

  
 

eptar Lepidern
TERVEGPR}

plays an upportart rele ig tamorgene

 
 

+ col rmerthrune receptor
18 1383,  

HER T/EGFR: a bargefor
Come AeoyHes

‘The human epidermal receptor (HERS famil 

 

YESEENC3
SEruictuirs, condistingofchreeisinc darsairis
iexiyaeesparsmembrane anid inpacehuiay},} g

The wirms ; i, -Zard

  

 

 
A grew ih 

 
the forwiacher

Loh awe teeptors, Revabiny a5. 

arphetios (and
Ru Phe activated

dar preted, thas

 Oph  Ce : :
aetivanton? of che intrecelhaler }sayy

 phaorviates vay mented 
 

 

iy Ghe

Evtracodier

~
PSK s: 

  

 
Risyabions, teuuasJa, meleeasis. angiogenesis andinkibtion of pimotosis

adiiviy oF as
i Savers :

HERI/EGFR. ave iavalved ar coepad ot cell
yollferanan, <hflecentiadon, ri athe:

sion addinvasion. cegularion ofccell dearh €
tous} and

AABIGSENELS
tion, certore
foacrians dea 3
normal

 
 

 

 
  
 

 
 
 

 
 

 

 

 

narmal adel: cells,
ERisrighiy canrradect,

rudates cel
aupresxion oe i

 
and aetivarl

proliieesdan i
COVOreNDHESON :

TEPOABOER cclis primary: itm
characteristic cf mary sold hi
including dung. cobosectad, ovarian,

itary ef
 (Sigure Bi, is

 TIO,

 

 
 

 RL3rR ASC AT EREs 

devsanstrated 3 selating  dysteguladion asd pox

 
 

  

 

~ FarSCEaH)

ashy

 ye Oncol, CIES, Puss

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

: oh has recensle deme:
strated lthprovernencs in furvival in Phae 03
rials in bork and p ne Cancer

 
 
 
 

pROPeg
    
     

    
 
 

 
 
 
 
 
 
 

 
 

3 -} esBot The develaprnent of rbot in WSCEC
Ligand recive i aadether cancer: ¢ aylewed herein.

ouaroroduniien CyarexsiRssorl Hides OF i
fauiocring Isag) fon Fp ee aie \

: i Preclinical devulopmeant of oriaiinio
i Esledoth iy a owivadl omlccude of the"

 
 

guinazcliauane lass Miyagi fod a power,
ead seveisihle inhubner of MERE/EG

Sie inhibitory cabcentrsti
for inhibitany of

nam eee2 GRE ope

  select:

=|TK accivirw The
    

Ge: Sf coca
PER TEGER OUR aedy

pyredavth S02, O00 ard greater shay 100 aMz Far vaxiodhetial ork faces
3 YEONT other PECTGE

isahe ATPundingvelislar dowaig of rhe

    

  
 
 

 

 

 

 
bie

 
  

 

  

 

. themby Hen Batgdhe bindiag of
2 sdye ALTIVaHES, of TK. This

ia the uoriviey of che be Bue
modalend be HER TSECER,

~oyele arrest, inhibhian of-cell
adonand anincrease im agepessis.

Ts js odoo soetie, erloragh has

Hemonsiracd yo he effective again
Forne Sree af aunar celle ea.
feund.to inhibi cell-epele. progre
elationaed te Snider apo :
ir cumcenteatibas, had in TREL uaa ctloa
tumor cells and LING head and oeck ndmar celh

‘Shese. effeess spear re be due ce the well.
S arrest im the i

last cells, edognib

botr TH gets 11,
proiteration, UC.g: 3
abo bees loud #6. re

dow. componesis of iteancihaay sigan
ine pathways, OROgED anttented

  conticeingrepores 3
“Che specificity of acdon of HERIIEGP  

 

  

Retar-

 
 
geted agents has ce. pareaiiah fortimproved cf
CBO sedesabll: egy poole: conipared
 

$3

ai subral
  

 

 
 
 

Chere EES OOM UAT. 

  prcclonal ancbodics te tas
 landlioids

  
 

 
TK th

aze at aiflerens sages of clovelan

Several agenss 
 

inhibitors of gerveceliindue

  yerTPigguee 35,
bur erlodnb (Tarceva®) is cine of the aiost. exten  

   {= aCOAR,y of rhe
 Ta sy 

 
 

ans of ¢elot 

 
 
 
 
 

 
 
 

pranet, Kix
ther reduce! HEREC

inhdbiced the actviny of the doweastresre:

sens by approximarely 3350:
that dinose oouspdere inhi:

 
 

 

 
 

 

CA acnvity. By
Bains ones

Cefuximad.  

 
 
 

  
 

Paliununah. . : 2
Arkh: : AU is egavted to achieve coy :

Leet. ove~ iabac SHE salina: i:hough eure 3, AN v#lonsils is 

BAY ARGHOG ooLe Sighiy seleceive i i this night be
achievable at. concedtrauons thar do sar have“pay
eects on mher TEs.

 se of adarinib have heen
amined iuwin in several human

xenograk models,S. nclading &Dereast Caney

The athrnimor 2  
  
 

Sand neck concer 
i

ae sagiyal
faraan endermal  

 
 

 
  

  
and colrecsal CANCED 18%,2
aeawgial 

45}ton. Rabdesnecdiet 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Tae effece ofcombining erlonnibiwich chemo:

heeyBECIS COMO!aly asediq NECLG ancbeer

 
 
 

JaCavaTY badly

 

 
 

 
 
 
 

 
 

 
 
 
 
 
 
 

 
 

Cte OT

icrasse Hi tosichy,
plariy ard
enti-cumey 

o Chaliyavaiiaile
Cintogl eoxmanence wilh ecaiinib
ie MSL

Tariana’S sirsetire oeLhe maw&
jerarod dose (MIT) of edotinnibinca Phase. ¥, dose.£25033

mg 4) paderis wish
e

Oy conecndona!

 

 
 

 

 
Bnibowas peacsally well clented, with vhadabes
atid &ragh bePRISE the fost CoIMeat. Teoatiricat 
  

 
steed sides Peet Des Hacdag rornn

B

 Guchading grade 3 and 4 ditechea, and geowl en AER) rss

PRUTRERANDALADIRSRODABALADARALAAAMAAAAAAALAAARAAAMANhene
 

a RTDxWas ‘eonilvmed ae DM ran/day.
{ Pe prsdizat

 
 

 
 
 

 

 

cs, and a second patiens with
had 4 30%@ reduction in fever

sHorastasis, lasting: seatee this:

 

colveetat CARY

  Subsequently, ube
ink menodioagy

ane eybvoleteg   BES ETRY EPEAThy SEAL:AYERS L:

  
 

 
 

percent and corelae withi model, 10086
atdow   
 
 
 

 
 
 

rumer greet was schiev

t higher  kefday orally  

goorises of {8 and
ponses CUR sad

? 39%) had
UCase, She. median * eanvival penod was

debe stievived pale ab 22 inarehs

   

 
8.4 mioarha, 4Seth,
weas SOK ishcresd extansiae~ . These resukes wet con 

 
 

 

 
 
 

 

ras 2396. al paticnts hail p. 

seas me eo of ras chemotherapyTaetar col wih500,000 HER VEGETA, 7 ee: *  Es fey cipal b ORS 4, pice Rey vastly wed] wher : 
 
wi diacdhea 

endBML AAPL TR
Z aed, “wiph an]4}

 sh cide effeens, 
muy SYNC.  vuches: wick  orlorisihs

i Paeris y (have since heer corn: iptered.naling: Pen of thes= examined the eflscrs of erladinid asa
EPAOPRe mmial : sraent bs combinarive:wish cheSorh were py

 
  

a    
  

  

era py
esaKa : Aeived, 

 
 

 

A place YONG.
we uNes  
 
 

revantn

i
i

3084 inkibiion 7”

. |
3 Ragtern

AS? furure Oncal (208) 4}.

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Cooperuve Oncology efron|(EQOOG) perlornatic stars (PS) of G of 1.4 jeserdal (Tanase

Luag Canckr IvesTy Dh, ive
panetus ftomcenten in Patape andsAgia received
arlotinds 150 sup/dayor placebo, plus concurrent
eveles ofgemeciabine and cisplitig a, There were
no signiticrns diferences benween the ofotinik

PROTSE,

 
 

  

  

aad placebo groupe ii cere oF cargos res
asing: apd Ged.

he toniary‘profile of
milas tathar off

  overall servival, time -ra-pa
syinpromnatic progres.
vlorinid plus chemothera

  
 sy WES

 
 

 
greaterincidenceasgrade:314 di vrchea and wade

 ; spicia TCT~ volved {059
padenes fro(IS centers ts4: Patienss_ received
ailétivh 2S0rmefdayor placebo, with aay ro. six

voncurtent orcies of catoe ieand paclitaxel, Ax
ith she * . study, there were vo overall

 

 

 

 
to-proatediion, biden pasienesof1 eilotinipas
chemodempy and chose oa chemotherapy lone.
Howeves in patesnt who had sever smoked,
teanmerc wih enoddib achieved a marked and

dignified imprevement iy gucwiial (2
{G.bimenths for placebo; hazard
PHRY = O49) isa. Adverse events vith eblocind
were sitnilay In. Incidedios arul severity to those

ebo, apart fronr a grater Incidence ofts

 
ratio

 
 

 wath pbs
rash and diarchea :

Pwo vécene Phase (17

ening Combinadanbead 2) affy
another ites(TED, gefninily, in combs-
gadon with chemotherapy, also iuled to demon-
agate. a survival

chemerherapy alone The reason fer the
lack of effticr.con susvival in chese reials if pachesr:

There ave ao sitdificant pharmacokinetic tater
actions berween tHe TK: and any af rhe
monly used cytotoxic. drugs. Other intersections
have been posrulated. Por example, as edodnib
causes cell-cyclsarrest uc che G, phase jas. this
might reduce humor cyetoxic
agents, many of which couse cell-cycle arrest ara
later stage. Morn sopdtiscicand dosing scheduler
could minimize such effects. However, the face
char da TRIBUTE there was a substantial

Improvement in- survival in partests who had
never srooked, Indicates cha auch. inveraccions

 

fils. Eedess® NSCLC

Therspey
wHne o¢agaens with

Trai

  
 

 

   
 
anche. compared werk4

COS

   senshtiviny TG

 

 

 

 
ID SOME CHCRTESEE OSs,

wwwfivemedicine.com

 

amined the nséofThe Phase 10 BH21 srudy es
with  erlotind monotherapy i 741 padenes

NSCLG whohad failed firsr- or second-line chem  

 
 

static. disease
 

atherapyfor advanced or siera
receive erlotinib

13G-saehdey os placebo ual deseriogaion of dis
case progecssiod, Mfost of che were

asd in fawuniddle ave (ean a4,Abmou 7OGchsd «

worived one previous
‘Phere. seas 3 searistically

Patients were canddrnized x

 
 pati men,

 

  S$ yer,
PS of 8 or Ly ated 908bad

“herasibevany PORCH,
vigniGcant jsuproveaient  

in. overall sucvival sinh erlonindh, compared wink
snonths: HR:

F erlotinih
  pdacebo (median survivalig.? 4

O74. p< {L081}. The
Was appannesn all patient sudyrougys

 chained beefs 
 idaease

progression was also dgnifcanshy delaved by erln-
dub compared wich placebo (mediin nave-to-pay-
geession, 2.2 86 2.8 months; HR Osh; p< G.001)
‘Fine twdeseriovarios. of pariens seported simp.
coms (QoL) was significanthby longer with enlatinat

. Edownib
sash and dinerhes wee

events, These vier: generally wild or aroderace and
This is che: firsx anc diy
dace «oe demonscace: an

pprevecientii overall nusval with a singleagentHE Khinadsanced NSCLC
ilar Phaseg trial af
#efiianh te HOt siguiticaiiliinaprove Suvival iisSurvival

  was wel. rlersted and, asexprcted, 
fe che tase comaod aclvunrse:

  
easily tgnaded 4 

conteniled study to
 

  to bea shat

 
 

aocord- or thitddine therapy,

Exploring new inernpedfic options
wih erlotinio

Given dhe pepadve ouicomes of the frseline

combeanion iberipy. srudivs, more reveresded ot the potendal role’ of ugenis such asedlocinis an feeeiae. therapy for
patient populasans. A Phase TP cial
with edotinib-as aches: or second-line mono-

therapyfor NOMA, a
type of adenararcinoma in which the TRIs have
chrmonstrated somewhat acthary, The
iheetint danaivsrs bused on pation, deinan-

 
arch is

   
5 unseleated

iy ongentig

  
 

branchioluabveal

  gre

  

 
strated: favorable colerubdiny. wich—partial
responses in -15 parkemex ‘ tients whe had

never sssoked.y Uy respond |uy  
fhe effect of fstfine crefuncar wich enlannsb in
elderly 38 ofage) wi

ROLES is abo being inveingared &
study, Prehodinary resules jndkcace thar erlorinity js
well alerared as this popailanos, and shaw
enoouraging therapeutic activin, Among che 34
pation cvaluated,
resptatses and T4 with stable disease

advanced
a Phase U

 
fens {oFGvx  

 

  

 
   

 

there were four partial
 

453

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


