Raprinted from
Volume 17, Number 4 April 1, 1999

JOURNAL OF
CLINICAL
ONCOLOGY

Mulritargeted Antifolate LY231514 as First-Line Chemotherapy for
Patients With Advanced Non Small-Cell Lung Cancer: A Phase IT
Study

James J Rusthoven, Elizabeth Eisenhausy, Charles Burts, Richard Gregg, Janet Dancey, Brim
Fisher, Jose Iglesias, for the National Cancer Instinute of Canada Clinical Trials Group

[uscluimer
Thi b on g ore espressed in the darmal of Clinkeod’ Chwokagy (K30 da not moessanity reflea thoss of the Amaricm Secery
SCH. Tt i Lion of iy prociscl service, of Bharigy i ey JO0 wmtache shwihd 804 b constnaed i i
endersemey of U pooda oo e oned

10is e responsalily of U eating gl veicsin o ulbet bl ciee prevides rohing o imdcpondod copaicace md kiralodgt af e
biag e e (e Dl ireatmend B e palicel. Bosiers i whiscd te chedk Bie approprisicmebiod

Iy prawidd by e af each drugg ba b sekmin vl verify the o,
drsindication. Beakrs e akbe covsarnped 1 costsd e anslh cie wilh guedices
udids ASCO ameres fo respons duliy fer sy npry or dusass te pasas o prapedy
wrihg oul af or reaied oany s of Be s ol contanedin IT0 e o mTy amons of an ks ens

ot mforea:
o &1 ki i

ASCE

American Sockery of Climcal Oncalogy

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Prining o ph SMGs Spying P nll td for up o Bed copied  Copyright I SASCO - AN Rights Re

Multitargeied Antifolate LYZ31514 as First-Line
Chemotherapy for Fatients With Advanced Non-5Small-Cell
Lung Cancer: A Phase 11 Study

By James |, Rusthowon, Elizaboh Emonhaucr. Charies Buits. Richar Giogg, Janat Dancey, Bryn Fenar,
and Jow iglosioe o the: NaSonal Canooss indiuie of Cansdy Chinicall Tiak Group

Purpose: To evaluste the
rmuRRargeted amifola e l'l'Z!'IB'H MR in pationis
reqehing infiial ad-
ﬂ-dm-lnlg-_rm
Pato s and Mahods: Pakns wihmeasorabic, ad-
m nnl.rll-nd m_ui-'nn-

and safsty of S

tharapy for

shudy [patinis who
mrE;‘mm
mnmrrtumm.z!-lnnm
retehoed treatment ail This dose, the dose was I:l
EDD mag.e I i the saeme infusion Bme and frequoney
beorawse of ioxkity seen in this sudy and another
Canadian MTA irial in eloreatal samer. Patients me-
weived 1 o four eyeles after pomplete or partal remis-
hoan or sl afior sahle disesse was donemented.
Desulis: -threa patienis were sonsed onbs e
siudy. All were awsevsabie for o and B0 i
wore assessable for response. All e had
an Easiem Coopsratve periommane:
stahm seore of 0 or 1, 18 patienis (555 ) had adenoaare-
moma, and nine paticnis 27 hod squamous wll
saninoma. Twenty-fre patients (T8%) had sage IV
disease, and the remainder had sage BB dsease at

HYMIDYLATE SYNTHASE (T5) i the primary tar-
‘:ldhc ﬂl.m:prruuﬂnﬂ Nuwewsd (5-FU) and
i sctive agests in the

reimenl of gnlnunn:tn-] corcers, bt camcer, and
wther malignencics ** Bamedulation of 3-F7 by leucove-
fint miefen.” or m:lh.ﬂ.r:ul:' he resalied in gresier
hibigien of TS asd, pacnils impren el g s
0l garvid S penicslily smong paticnts with eolereeid
canier. However, the lussisgsd mrimaline, mch o 5-FJ

frial emtry. Seven patients cxperkneed 3 sonfirmed
partial resporess and no sompleis T SO
thus, the overall rate 'was 23_3% [05% confl-
denes interval, 9. o 42 3%). The median duration of

reaiment.

neutropenis and 13 (399%) oXpernd lord
mmq“pﬂiﬂwﬂm
grace 4 yof gk tukity
s o moderats,

1 Gin 17:1194-1109. « 1999 by Amarican
‘Socletyof

il il GRpEls

From the Homibion Frgions Concer Cansre, Hamilion, (s
Unirarsity, Eingaion, s 56 Lilke and Company, Scorborough, Ou-
soria; el Nosss Sontia Cancer Iraamman and Vaarch S candaion aed
Eveiaria Uniarsin, Maliar, Nowa Soosia, Camade
Submaad bies 15 U acoapead Novessbar 35 1958
Sagpparied by the Nerinal Cancer fusisse of Canads Cfindcal Tricls
-.’uy Kongrce, st (0 Ly o Crampay, Scarboromgh, Qe

Mng:-hnnpumu)\-ni Pecatonam, 4T KB Ltk
Compoy Lty Mewarch faborosias, iy Corporats Cantar, 18
2203, nalonapalls, [N 4N

T by Amarican Socury of Cinica’ Onoologe

s e e T B

1184

DOCKET

_ ARM

L¥TI1504 (MTA) wis desigisl 48 a falusbesel TS
inldbing with & ghasmae bde clain in fda new clis of
Melate snlimatabolines “51 Aldough MTA el only mesler-
stely inkibits TS, puly glutanmtion of (e paent dnug asd its
metabalites felily ecown, and thhe polyglatasated fom of
BITA & 100-Tild s poteat tan MTA el & alditos,
b Tislale-requising eneyses mey ol s Lagess for this
g, rclialing Ly Lol s, gl cisids il

e Sormeyl P —

o o Coied Oty Ve 17, B g, 1909 g 11941195

= et wwucwmuﬂ:ummﬁ?ﬂﬁt &5 108 TE E
kéanm o Cirmenl o

Oremdogyy AR rights jmesra

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Prining or ph oo opying pemiiied for up o Srscopis  Copyright HHSASCO - AN Righs Rudd

1186

complss or partal resnmon or for wishie dicas Pregromerre dncass
incheaeed an wocsl ncrense of o lesdt 3% n e o of the
praducts of the damerm of i messmbic keom comparsd with
buadling or e of new lemone. discas wan
rurt commideend in fhe resporms amsrsesd, swopt that new ooz
weadd conebtein progromve ducss all scemcamrabls icsoes bad b
chmsppens for & Semgeason of coics rEpOn i be mude.
Kaposm dengion was defised Som e Gme i critoris for
respossr wore it wmdl disess pograsos was objoctively docn-
rrenisd, wrih dncms progrom on mamred from e e thal
wan exinblished. b d 1aans was mesrsred S e s of Baapy
el diswwr progremson. All reponisd resporscs. were verifed by
indepoadent mcbology revirs:

RESLATS

pasicals wene adesssble [ lmicity, snd 30 paticnly were
amcuable i miponss The s msssable palisat
came off smudy befiore the seomd wesment becase of
meizity. One bundned desty dwo cypeles were admminened,
13 gyelen wese given b the thiee patients & the mitisl
E00mgim® dene (modisn, s cycex mage me B i
eyclar), and T3 gycles were given 0 patients who sarned s
the S00-mp/m”’ dose (molin, Rur cyclex pmnge, one
eight cydes). OF the 30 paticnts whe imnisd @ the 500
mgf® divae, 15 pezeivad one cycle o i dose, Rour reosived
ln-ae,clu and 11 feceival dires of more cycled Foutees

paticnts sequined & dene redection be 375 mghn? o ons o
men-_rﬂu Fuonst ptsc s reduined s Morlber Soee reductiog
& 2B s’ Chasscterinticn of the 33 paticnls are listad in
Table 1. The mugety weie male, prossnted with excellest

RLUSTHOVEN ET AL

No. o Faters.

4
1

Ul
l

i

perfimuance sistus, asl reacived only esli Ty o [y
weatmenl A mijonity (13 aff 33) hal sdmocarcinsme @i &
histologic dmgnossy, and 26 of 33 paticnts had moss s
iz e ol imolvement al itudy etry. ALt lime this snticle
wis weillen, the mealian fellos-gp wis 79 meath (smage.
33 w 168 momthi} (For patients who died, the b
Tullsw-egp dute was the due of death )

At e ATV

OF the 30 paticess mscssabile lor sesponie, none bad &
complete eeapoime and asves palienti bad & confemed
partial eespuonie, thes, the overall respomes mie was 19.3%
(5% confdence interval, 3.9% w 42 3% Wi all sliglle
paticnts are included, the respomse rae @ 213% The
miedisn lime W progesiion for all patiesis wai 3B mesils
{ramge, 0.5 10 158 months) The madan iurvival Gme of &1
patienls wik 9 1 months (Fig 1), ead e |-year survival sle
wad I5. 0% (05N coalidence interval, 9T w0 40.9%). A
higher rogponse wis een among @age [TB patenls (Fou
|67 of &ix) compared with thae who ealerad the audy
wilh stage TV S (lese [12.5%] af 241

Snge.uf wucky ey
" 3
w a5

Hic. of crcpan e ekt
L 1
z n
3 w
=a :
“Haniern Cag Dy Ciroag 7

Tty

Adler dhe fira dhies jalisats were sosfusd, 8 deasasn wis
made io reduce the sarsing dose 1o 500 mp'm” Based on the
cosbined wxicily of 17 palients entered ot this sty ad
& Comadnn atody of i ssne initm] dese snd schedele in
patiznts with .ndw—etul colorectal camer (Cripps & al,

d fise prebli O e Esul thies
ﬂ.ﬁn-hwﬂﬂpﬂwwﬂz
gipﬂ.-mﬂm&ﬂwﬂw-q’

F L F
higher than grade I reml of hepats: wadcity. The homae-
logac: Kmicily expetienced by the 30 ptionss whe slaried ol
hwtﬂbﬂlnutuuudﬂﬂ
thiee patients. Hematelogic licy, g madan nadi o
nd by worsd geade expenicaced for all patienn, is liaed in
Tabile T Cwverall, anly teo patimis supesicnced a grade 4

infaitration dewfiected fos uns.n irvichind by il ik Aol slWerk on Nmtuu 7, 2015 dheen 85 108 T8 D8
e unm:uuum AR rights et

DOCKET

_ ARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Prisiing o r ph oleropying pammilied lor up to Bred coplis  Copyright 201 SASCD - AN Rights R

MINTLIAEGETED ANTFOLATE FOR AIVANCED NSOLC

and C1

1185

wiatam of 1 2, (%) serm crostimne lovel within

[ ——

MTA bt demostrated activity in 3 wide mage of lusor
pype Thee drug ia highly active sguisa CCRF-CEM hussas
leckemia cells m vite, the actnily i pestially reverble
wilh the addisen of Upmidiss 55 The 50% &
compeniration in CURF-CEM cells was 7 agfml. ' 1 i alsa
eysenic i luan lamas coliiy forming oail seeyi sgaing
human b, renal, ensll-cell leag and sons-small-cell ng
concers, hipatomed, sad carcmoid nmon ' MTA ce
-hmwgm-munnw.-nﬂﬂhmumh

il s heagle digs treaned
wﬂtmﬂhm:ﬂm-ﬂmmﬁm
g oo included sorecia, emesis, disrdes, mososi-
Hﬂuwb-mﬂﬂﬂ
Flaazs linzsrly with
dioses, with the ierminal hall | seourring 4l aboul 13
Bz “ Eary stadies lave sugposnl el Sty aggileme-
maticn with folic scid may imprivs the eerageutic inde Iy
eeluing Renicily @ e

A phise T wal of singe-agen MTA wan ssocally com-
pleted in which patiests wers wessd by 1imimse TV
mfasion every 3 wesks. Saning & 50 mg'm®, doses were
cacalaind W 700 mgfat, st which point Geee of 6x jatices
developed grade & neutnepers and geade 3 o 4 by
wpenia Ia paticals who reccived 500w 600 mphn’ MTA,
sum peak comcentrations were 70 o 200 pgiml, vales
weell aluwsve et S0P inkalilony cancentratasn & OCRF-CEM
cells (Sa o pesk concenbetaom jeinided Iy 1 Wellng,
pessonil commsunicalion, Oclobes 1998). Twealy palissss
were treased a the G00-mg i’ dose level, snd 25% of e
developed grade 4 aeutpens, 105 developad geade 1 oe 4
thrombocyiopenis and 5% developed geade T pruritic skin
e Foos pastial sespomes (T [ 1196] ol 37 passens) were
#tn in palicals with pancrcstic and colorscial e ™

Wiith e dats, ihe pecommendad ilafting & N phice
10 stuies using this schadule was SO0 mghm? T s 1
studlich have been conducted thivegh the National Cascer
Trmmte: of Carsadls Tlisdeal Traaly Grosp, o in cok d

Elmmpm hepatic rcton e, e bilron == 1S me

e upper mormal i and AST =5 beo iz e opper sormal it o

== free Sraeu the upper Aol ket of Hiver setastuse wene present ), (3]
bore mamTw Sisction are remorve (absoiur

omsi = 18 o 1AL nnd pludeled cowsd = 150 3 BOVLL (¥ abacace of

chracally st tablc ¥ (il of

rwdere of briz xad [ ro concarme

repmmosial drega, aiomo Sopy, o iolncishc sod nppic-

e

D Adeedn alratios
WATA wam suppliod o byapislined possder i 10img vl ssd wa
recorubiuied by adding 10 mil.of 0195 aod iem chioride:. The appropn-
i chms waaa e withckwen, o ftod i aorral m s, ans atmemaicrod
v 10 3 wozkn. #wimtal
drac wrdl on achedule was deferraned by the lack of herswinlogiz (=
prade | on dey of bosfrment aadl grassiocyiopess = 05 0 3L aad
thrombocysopenia = 30 X 101, st medir) anél nonhorastnlogic (g
= 2) tmicity. Padce with pade = 2 noshemaiciogc iomcity wer
brmmied wympiomusically wiibos! ddaye, casep for cmes of grade 2 oz
rash, i which cass brostraent was dekoyod unil s improved o grade
= 1. Patienta with srve (g ¥ or 4) moshemmiciogic kowicity
reccived & 25% doan mduciion éuring mbasquent cyches cacs kit
bad ki Thoss with mastir e than 0.4 bt fems
thany 7 50w 10 2% doar
redaction far the next cycle. The s of ronscmidal snt- isfasemaioey
érugn asd mlicyluics wan permitted but not o= or around #e dey of
bminad (This procashos wan fakes bocasa of previoo loncc das
mggeesrg nocasd dreg lovel derng cosiTmniswson o Em-
infammuiary agenin) Sopporive-care agenis, sach m colony-
facion,

-1 F st cowdd Fer doae
reductions ogsmd scording i preiocol. Mo does scaluion wer
pormatiad.

Mivamumenents of Siudy Fnd Foists

Al paiiesi were smcmsble for ity fron #e e of tar fimd
rEatTIaE. {aticres whes i e wt o ong 2yl of M nd et
il changr iz furmor o wor
wmcmabic for renponar Wespooss was umond on day | of cach cpse
by clruacal Smor mcanscments aad doc uraaas on of e ko was of

caneet end one in nen-small-cell leag cascer (NSCLC). The
results ol e lins guly se iopofal e

PATIENTS AMND METHOOS
Pl Seleceion
‘wers ancrced betwoen Sepicraber 1994 and Pebrs-

Highic paticsss
ary 1947, Thess paticnis had ssiniogcally ar oyiiogicl by confirmed
irperable, lacally sdvamed, or motsate MECLE with evidmoe of

nd dhmcase, wing posifive mduographic
immin. ¥ rosis woes initally nopative, s wor reponil ooly if
chrazally indicated All smzs iy meamrabic koo were fslomwes ot
remporac. M owrsrsmenis of usdsncssonsl laioss (x, mglc rged
Simermiorm ) and badmessionsd oo (the poduch of e e
fiwreier and 2 largest pempendiculer) wess mrmed s cach suemment
axdl the best resporiss on stady was rocarded.
A corsplo respones reguired fe dmsppes resce of all dirical asd
ndinlogic rwiderce of tamar for o ot 4 wosk. A partisl rorpos
roqmnad 1 7 $P% docoa i he mem of the pradacts of B Siemcion

T L T Loy p————

for ndvmnced dmcaas waa nof pormitied, bt priot sdjavast therapy was
allwed if the lust dras s gren = 12 sontha earlier. Offwr clighilsy

crvieria inchaded {1} age > 18 poars, 2} aiern Coopemviive Csoology

mwhm?

of lemora, swn Sor af lemd 4 wodo Namble S
np—u.—qp-_dn-qm-uqu lem fmrnia
i, both for st

_n-ulrunu:ntndumw Iz mdckiion, thess cradd be 5
new lemoes or ircrmaacs n fw moc of ey scemamrablc kmora far

rrg Eroviched by ol Cadmum Artciedorks on hh_u 17, 2015 from &5 1 T8 08
) n Scciety of Cirmcal Oncology. Al dghts nesers

DOCKET

_ ARM

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Prisiieg o pholerapying pessiind lor up io Bwes coples  Copyright 201 SASCO - AN Rights R
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