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American BioScience, Inc. N21660 

Dep,ortment ofHealll'land Iluman SeMces Form~: OMS Ho.0II11)..O!i13 
Food _ Drug Administnltion ~Ion Dale: 07ll1M 

S- 01.18 ~O'IP.3. 
PATENT INFORMATION SUBMlnEO WITH THE .... -FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-U0 

For E.ch Patent Th. t Cla/m$ • Drug S~htnce _OF APf'UCAHT 1_ HOUlER 

(Active '''~ditnt), Drug Product (FomtUl.Uon . " d American B ioScicncc. Inc. 

Compo$it/on) . " CVor Method of Use 

Th. tonowlnQ Is provided In ICCom.nc. wtrh S.ctlon 505(IIJ I nd (eJ 01 1M F.a..1 Food, DluQ, Ind COmI.U.: Ac t 
TAAllE tw.IE (OR PROPOSED T~ IoWoEI 
AbfVIl1cTM (lJQb Pat li taxcl) for rnjKUb!c Swpmsion 

ACTIVE INGFU:Ole N , I ~~~~~S) 
Pu;litaxci 100 mgfYial 

005.A.GE FORloil 
Ste,ile powder for injectable suspension 

This ~ent dedalillian form is required to be submitled to tile Food artd Drug Adminisn\iGn eFDA) with an NOA ~CI~on. 
"mendn-.l.. orMJf>lllemenlu l1Iquired by 21 CFR 314.53 II !he _ .... ~ in 21 eFR 31 • . 53(11)(4) 
Within IhirTy (30) cIay$ afler wp"~. (I a n NOA or 'lIPplemen~ or wittoirI INrty (30) days (I In u.nc:e or • '- paten\. • now patent 
~tIO'I musl be submitted "'"atnl 10 21 eFR 314.531c}(2)(iI) willi .11 01 IIIc fequifed inIonnf,tIon boiled on the .ppro>red NOA 
0/ ..uppIemenl The information IUbmittod in tho decla"t;on Ion-n IUbmitted upon or .ftef approval .... be the only irtformat)on relied _n by FOA. ~ bling • fI"Ient In 1he o.a~ BooII. 

For hl.nd-.itten or typewrite ... .. Ion. lo nlyl of th! • ... port: If additional space Is raqund for . ny namlille In$wer (I.e .. one 
that dUll not require a "Yu' 0' "No" response), please 811l1d'1 an addition!1 page referenci!lg the question number. 

FDA wfII no! list p.renl Intotm.tion It YO" nla .n Incomplele p"lan! dacl.ralion or tha ,..tenl I1lc'.,,1ion fltdlcalal thl 
P"laIII Is nOI.'IQ'~ for Usfing. 

For uch p.ten, 1"""'/,,,,"11 fty Ih. pl"rling NDA, • ...-",ltIt or l"f'Pl"m"nt ~ad I """', """ ",,, .. • "bMlt ai/ thl 
Inform.tion ductftnd below. 'f you .ra "'" slIbmi!Ung .,.,.. ,..tantl for Ihl$ ~ HDA. a",end",lnt Of" IlIppI_nt 
~ .Ia .boYl .""f/on and ..... _. 5 . n<l 1. 

1. GENERAL '. ' .' 
I. u.1tacI SIll .. Pal ..... !-lumbar b. IsIUl D .. a .. PlOIenl Co e"P"'jjo~~. oIP."" 
6.~)7.S79 )12SI200J 21221201l 

d 14 ...... of P ..... o-.e. .todd .... (01 P_ o..n..:t 
Americl11 BioScience. Inc 2730 Wi lsh;,e Boulevnd, Suite 110 

C4yISI.lIO 
Santa Monica, CA 

,."" FA,I(N_(l~1 

9(40) )1099"5.9 

TelI!pIIo .. .... '""bef E ..... &I_ ... I(I_I 
lIOII) 1)00 

•. 14m' '" ....... 9' 'EI!!!!S!'!!!!"" """" __ Of ............ """'''''' (oI"f1M1"' __ '~_'" I ••. , 
• plaGOI 01_ ..... 1_ u.. Unllecl St.tH -....w.d I<> 
,KeJye notIoe .. pa1«JI cart:llcalion undef .-
$O$(b)(3)lnd ~)(2)(8) oltha Fede .. food. ONg,.nd 

CcylSt.e Cosmetic ...,. and 21 CfR31 • . »""" 31'.H{dpalo ne 
_ , Of t;Q.to. app,"",nVllolder -. fOOl leIich Of 1>1 ... I 
pIIoo olbutin ... "';1II"1~' Uniltod SiMas) 

0- N,. 2JPCoda fA,K NumDa'(If<fVII_J 

T,leploone N\I"I\ber I tAoIlil A<l<lfIIS (~_J 

, I>IIIe p .... <l1..t ... _.-. ~al\lIllOl "'._ ._tod ~ \o,lIot 

.p)lfOwtd NDAOI $tp~Of1I ~le<tnaod ~7 O'M 181", 
• II Ill< pol"", f.ra,""".., abOve h .. been ....... _ ~ 10.- 1ioIr,g. is 110. ~.~ .... 

dOle a ...... expl.-a!ion daI.? 0,. 0", 
fORM fDA 3s.62. (7/03) 

22 

Apotex v. Abraxis - [PR20 18-00 153, Ex. 1016, p.03 of 102 



American BioScience, Inc. N21660 

FQT fII' plttnt "'trWlCtd R_, pnwldt "" toIlowIfIfIlnfomrl1tfJn 0/1 :III. drug '"DS",~., rInIfI pnxIuct.,rI/or m.lllod Qf 
us. tb., f. "" .ubjtet of til. pllldfttg NDA. amendm"'~ IN 'upp/Mlwrt 

l.D1"1I ~~.Ml~ tng~"I} ' 
. " r 

n··~ ;· .'" .-., Do8I h ~I d&i'n u.. <IN; ._ 11111 ~ !he _ ir\9IWie<rt in IIHI ~ PfOCIud 
__ Inlll.pending t«),O" aone_ ...... Of~? 0, _ lSi .. 

u DoH 1M ~MO.ot_ ' ''I\.IIIIIIISIa/a _It.""""", ~<1IIIII_ 
IngredIt",do.Cf1bed In tile pe<>djnIjI-' ~ <If .~"'7 0'_ lSi .. 

U Wlhe _""IO~ 2.21t -Yt.:dc>I""'<:e<It\' 1Ml .. ~-
II .. 1IedIftIiooI, you _ tnI ct.t. 

domor-.tr.tng _ • <Jrvg prod.ot contHII"" IIHI ~ ..a perlO<m h 1l1li1 II ij,e drug "",",uC! 
~ In Ihe MDA1 n.. Jypeortesl_ fIII"ired ill ~ IIZ1 CfR 314.S'lb~ 0,_ 0 " 

U Spedfy !hoi poIwmotp/lic Ioom(.) claimed tr, "'. p8WlllOI_ you _ thaI .... ",WI" U. 

" Doe. \lllpa16M cia ... on/)' .mltabol,,-ot IIHI_ ~~ Intbe _ or . upp1omanl7 
(Co",Plelt l!>e inIo"",U"tI In .. ctIon 4 below ~ I~e ""len! ciano" • ~ ....tt>od« \ISing IhI pend<->o 
dN9 PfC""'" to acImlNsle< IN .. _cit • . ) 0,. lSi .. 

u Doe. u..~.lent ""nonly_" _Ie? 
0,. lSi .. 

u H l/1e ~M6tII ,d.' • ....., in 2.1 iI a ptWuct...,._. ~ It IhI prod<>d. cIa_ in 1M 
p.!e'" _11 (All an._ IS requi~ only IiIIhI ,.terri ill • p-OduCI-I>1_ pOI .... ) 0," 0 .. 

J.:DNo Pioduct ~eoo,~nfF.O"~fulatrOn) 
, . :;"::.t·: ' ', ' .! .. . ., -. . ~ - " .. ,., • tile "",ent clam lhedrug pn>oIuCI. as _In 21 CfR 314 1.0. IN pording~. 

..,. . ....... otnI. Of • __ ..... ,..,,, 0,. lSi .. 
u • IhI polen! tbf:n only an Hermec!lale1 

0,. lSi" 
U 11110. paten! reletetICtd .. 3.1 is • ~fO"\oeI-by~CItU pm .. t. 10 1110 produot de-""- .. 

pO(" r>I n ...... 1 (An ..,._ ~ required onIylllhe PIle'" 10 • ~-1>1~ ........ ) 0,_ 0 .. 
4. _!hod of UM 

- " . , .~- ~,: \~ . ' . 
< ': " 

, '. :. 
SponSOla mllsr slII>m1l ",. 1nIo",,0ii0n In HCIIon 4 ...,..,. lor MC~ palenr _ <;IaJtrzrn, • "'_" of using __ .".", dnIO 
pnMIue1 rorOlftlc" ~b booIlIg_gflt fo,_ moCl'>od oIu ... dI/In ",_,,,,.._.,..--,_, ... lhe I>"'~nl cia ... .,..,. or ....... mol""", d .... kif ..... 1dI_1 io W"" I<IU\JIIIII> 

1/1. poo ... ing NDI\.. om .... m""'- .... ~.",1 0'~ 0" 
U Pale'" CI ..... """"be, (es bled .. ". PI/IIlll 1 [Iou !he ,,"lem dain ",Ietwad iI U clain • pending IIIIIhad 
1-6, Io-H, U·27, )0-42, 49·~ 1 0I11H kIf'/lt.k:!l JWfQVJI b ~og .cugN h 1tIep«'41'1!i1 ~. 

_~... 1tment7 Y .. n •• 

f ORM fDA 3S42a (7/03) Peg. 2-,"' __ ... " .. ,_ u 

23 

Apotex v. Abraxis - [PR20 18-00 153, Ex. 101 6, p.04 of 102 



American BioScience, Inc . 

• .2. 1I!he ._10 • .2. 
"I'n: identify...,i(/l .peg. 
kty!he IIH """'" rei ... • 
_ 10 "'" p:OPOHd 

~Iing Iof "'" "'" .... " 

FORM FOA 354h (11()3) 

N21660 

Cio"'. n~7. J2.J.4. 39-U. _.~I -~~p&dit.I..>:ooI) lor 1Rfed_ '~IPI"'1on 10 .. ~1c:Ie ........... 
bound (rIe&) room oIpactIIlXIIl s..~ AbraltaMIo ~ n. ""'ke 10ydow. ,*",Iyophtlzlod ~ 
_lorr ___ o.e%$oo:I ..... ~ ~. U5PI>IIo<Io_ .. IIIfU. Ion. s..~ 

E.ch.~ "",,~.i~, loomg dpo.o;il ...... nd ~OOO"'g"'h'.' .. n oJINm ... 8M o.~ 
1Ibruan. (nab pacIiI~""'~ .... porIIiorIlo~ Iort. "._ ... oI~~uI ... ,*. s.... __ fOf....-_ ........ _("""~ .... ~,..~)IIII._oI260fI'IOi\'II· 
~,.., -...,,_.:)Qmln_....,3_hat_..--lobe 011_. s..~_ 
-.w.ntJon. /obf...-lIluppliod .1 . llooriloJrclrhll:uod perwdtrlor _~MIor. ..... s..~ftifd 
-.w._ P/a.Dat1IIicwr Ibr """' .......... ~. ReconaIIIIIe eodl YEI. by ;:,jor<:ting 20 ml 01 0.9% Socii"", 
C~~ 11'4jedion. USP s.. oaaa. _~. ""p&'IIIia'Ilor ~0Wl0Ca~. ElICh mL 01 1M 
_1'I~"'1GP ... lcIolomluIolicnMl""'M&1n5mgrml~, s....~~Adrnn~Prap ... 1icwr1or "'-...,.,,-_. 
Cio"" 30 ·~ne (II8b pedItue~ lor ~ 'UIPIfISIon II 1 .. ~ .......... -Wund ('*'J form 0I~""" 
s.. Due""",,,", Eactr ' ing_ 'IIaI CO_ 100 mg 01 p_ .nII -..m~ IlOO mg 01 h ...... n .lb<.mln. 
s.. o.~lbI. This ro"" ... 1ioft II ".. /ram ooIvenls. s.. De~ All...,. ... (M!> ~od~ .. e/) /oIIrfet:Ul>Ie 
ouspemionlllnclicated ,"' .,.. _, 01 ..... , c....,... s.rr _. "u~nll. " .. mostlmporto'" 
tWTIlllolDiic toxdy. _ . d_ ~.nd no lII'....afy ~ r..-.ibIe. Seelldwtw ~ HeIrNJtD/a1ic. 
G_.(<500ClIIIIrnm'l~_1n12'llr0lpot;cm\lwlo<lwl/l.o.t>r ...... s..~RNmIN.' 
~1oIogir:. Amonrg pal_ "..,O<! In !lie PIIue 3 mltoslillic bteHl "....,.. &lucIy . ... UI:cp/'I~eGI>I'ItI __ 
~ U!ll.lmm' (~4) i'I $'II. 0111>0 pMltnll __ .. ~ of260~' eomPA* 10 22"'11'1 p;IItiefrb; ~ 
C<0II'IQPI>0r~ p __ '~1on It ._d 11' ~'. s.. _ ~,.,..,... • ...... """ ~ 
AtI<..-.- don..,. <:<>ntoin~.€l. _.ro ... ~)'PO_ItMIy_io"" 10_ .. _ ......... s..A~ 
~ocIions: ~f>,i!y -. (HSRi). F", _.tic btu., COI'ICOt. -..... ... {Mb .,.cIiI1D11or ir'Ijectabk 
.uSl*'lS .... ) ... cIot.d2GO~·_io1....din~_lOmln.Cooev.yl_qlw-.,_t<>be 
ol16c:tift. SHlloP?f end~, Abtuant ;. .... ppIed ... &loNe /twlllliled """"* lot ......... Iit ... ion 
Del .... "a. S .. ~gor _ A_InoIO!; ~ fry _...:>US Admi'Io'lfraIi<:vr. fleconsllh/le.ICI'I ..... by 
injecli<>g 20 ml '" O.~ SocIUn C/'rIOrII5e Injec:tiGft. U$P, s.. ~ _ Admifn'$hflioll: PrwpMItIOr! fryl_,..,..,... 
AdnWriJntio<r 

Cloirl 31 • .o.twUlno (~~~ 1Ot~, , .... """'iotrjit. ~fIO\l.'*" liC>\,rr'lo'l·bwno;I Ir>IIIIJ tom'! Or 
~a.o1. S .. Dltsctlp/b'f. Each oIng1o·lIIe"" con"", lOll mg a# .... d.'Inei • ..., ."",o>lrnItoly IlOO mg 01,....,." .(b""" ... See o.scriptIor>, rObraxono ('*' poc:ilolool) b iniKt_ .... ~ 10 Jnc:IIw.d lot tI>Il ... wntnt 01 
-.tnm ca".,... SH ~Iion. \rI o-'l tt>e ltaquenqr 1l'1li H¥Orrify of ... uMiogic INIlhitotlont. ...... 
~~ In potlo .... receM-Ig l ir'I!lt-ag<InI ""'-. SM~' RNc/;.,..u: N~ Ponplle.al 
"""o'OP.1hy _ . oto.ervtd ,. 6<1% 01 oIj palionto (10% _e). S .. ...-~tcfIMI:~. P..."...' 
noUfCPIlhy .... Ito. ClrIM 01 A/Ir, .. n. dit(;onIlnualion In IY.l6G (4'4) of .. PII.it01'_ $ .. ~ ,.~: 
~. Sensooy '.,..,plc", .. _ "".Iy 1r'I1.,.- '" _,.;u,1n n d.,. of~Abr' __ "11'1'. 
SM Ad>Iww ~_.:~. P_""nv __ ...... ~ Inmpt\o<\horapln .... ""'._ .... 
r"'AIln ...... u-"". s.. ___ .:~ i'Io_of~.poripI'Iorol_po.IJrolo._ 

rtpoMd In the r:ioicoltrlal. s....AmrIIIx~' N~_ OllIe, Ilion ~ ..... mpo.tIr; ........ neu~ 
e""nlt lot_nil Abf ..... dnio1iotrolioft hrte t.en ",no « \%) 1M I'll'" W::bIed iIctIomlc WOke. me'.IIlOk. 
on<e!>h'~" conIlllioor. d-'""",,. 1 1 ..... or'ldll'l<>Dd ........ onIdroprn.ion. SMAdIwu~..:tioIu: 
~~ For met •• 1ie _ """'*. Abra><orno (nob l'OeiI_ lot ir>jrocIobio ._nolon/ 01 • doN 01280 mg/m' 
"""' .... lertd ntnrvo.....,.." _. 3C mlrrulw _.,. 3 --. .... """ II'- tQ be~, $ .. aos.g. end 
_ . Abr'~ jo IIrPjUcl .... ole" ~!ired ~ lor noconotlMlcn bel""' ..... s.. Du .... etId 
AcmfIiS!nlf.Orl.· ~ /01 ~~. ~.ut, NcI'I via' bV Injetting 20 ml of 0_9% Soc!iwn 
C~IoHc:I. l .... ctior'I. USP. SM eos.g. _ -..snr.<on' PnopMaIion lOt /nino"""""" MrmIII1aIiotI. 

24 

Apotex v. Abraxis - [PR20 18-00 [53, Ex. 1016, p.05 of [02 



American BioScience, Inc. N21660 

• I IM..-,to4.1io UM; (SIbnoII"_"'_d~'~~.'_~JoI"'~~.' 
"Y .... -..._~ CINM 36 _ 3&. _ 1<*1 ~~ for ~ct_ """*""'" Ia ...... nopaI!lcIo ...... _ (nm) form 0/ 
k:Iy the .. e Mill ,.1«. PIdiWIIl s..~. AbruIIIeIl ruppied •• ""'~eto)"llllo\o. II ..... ttoPIoJi1"lld powderi1tendedJor 
~ 10 the PfOPCI'HCI 'WCoMlilullonllMl'l 0.0110 SodIuna.b1dt Ir+!d\OII.USP pIIorlO~ Infurrloro. s..o."""*,,,. Ead\1~ 
IabNng for the df\Ig ......... eont.lift. 100 "'II o/~'nd IIII'fI'O*nqly 900"'11 0/ ....... " ....... in. s..~ . ... ~ lWDltUdln-. ....... <Odod 1'0 1015 poliontrr ~n_ ...... 1 mulmum ot_ """'_OI"""~ nogm .... s .. arwc./S/udJo., 1huI~""'" 2 ______ ~ Inlha .. 

_II1II11 ••• 3C...r.rc. """"'" .. doul 01 ' 75 "9I'n' or 300 mgom' -... ~ p ..... edic8IIon or ~ G-
CSf~. s.. CIinIc.r Sl<i<Ha: 8teNlCotonoma;P1Iuo Z_w..tIMliar. _ (MbpoclI_1or 
~ . .. ~)iI~odlort/ll~o/"-'--~"'=-. s../tIdUIIon. f«_:atIcIllftSi 
cafICeI". -.... (~ocIb>:eI for injectobIo ,-"",I ... _ 0/ 2M~' admIroioteNod _It"..., 30 
ml'''''" ..... , _.~. _ .-Ioboell..w.. s..~ _ ... ~ Abfu ... 10 WAIl""'" 
~, ..... ~ poooodoo-for-.livtlonbMtn .... S .. ~ _AMWn!IWIM' ~1t:Jr~ 
A<trIiIdI_. ROoCOftUiIlM -. ofol l>t Inje<2ing 20 m~ 01 n.W'II. Sod .... CI\IOIIIH "'Jt<tk>n. IISP. SH ~ _ 
~. ~"" ___ ~. NOprenwodColiM is '*l"- priof tolll. odtIIrkt,.;.,nd 
~. S .. no-_~;~~A~~ 

5. No R ...... nt ,""",1$ 

f or this I*Iding NIlA. __ . 0< '~M. ~ ... .., _'Ill PI_ !hat .... 1M drug substMlCOo (lOCI'" ingl1>d~). 
cIRrQ prod"'" (foror>ut.tIon or ~ 0< m_(I) 01 ..... lor _1I'e ~t II -'<Ing .pprowl .nd __ pta '0 

OYu -., el ..... oI .... nj ~ _lei _ .. "' .... _r. jill ...... notbn,od ~ 1M -.oro/1M p.~"'_og.d In 
.... m."ufodu,.. I;H. or .... ofU. druV p,od,"",-

I . De'c~rirtion c..\ln~ .. licil't . , 

••• TIl. un"~IQn.d d..,r.r.. W I thh Is I n ' «lInl •• nd compie' ... ubml.ulon or ,..t.nt Inromtl/iOn fO¥ tho NDA, 
.-m,ndment, Of auppJomllIt ,"ndlng under .. clion ~ of till Ff{N~' Food, Dtvg-, .nrI Co.m.1k Act ThI. rnn.. 
....... I!fVo ~,...,! Inform.-Iion I • .-ubmlfhdpunu.nI11121 CFR 3U.53. I .ct.., ~t'.m f.mIU.r."lth 2f CFR 314.53 '-rld 
/hI. subm/ulon compllH wid! tho roqu/"menb oIlhe f8gul.Von. I v.rlfy und" JHmIIlY of ",!jUIY IMt fh. Wt.fIOfflg 
I. true 'nd tOfNott 
W"mlng: A wilifu/ly.nd knowingly 1.lso .bt.m .... t I." ~ri",m.1 oH."so und" fI U.S.c. 1001. .. , AIIIIIort:.d SI\JIIII .... 0/ NDA AppI or P_ Ownor (A.!n:mty. Aqont ~""_ Of Ol~ S;gn.d 
_A.uthorindOl/iciM) . ~_J 

PatI"kk Soon-Shiong. Mr;;t'r~ DiQsc;.""". ln~. 
/3 MMlif' 

NOTE: 0"",, .. NOA ~I"'n~tt~y ... ""'11 _ d ....... aUon dl .. etty to 1M FDA. A po .. m ......... , MIG .. not 1M NDA ""ptlunU 
_ .... auth_ to ' IIIn tMoIKW1It n blltllll' not ,"I;ImH HdT-'Iy tofDA. Z' CFR 'lUl(~K') .nd {dl!'). 

Check app_" I>OK __ 1M Information ... ,_ . 

121 NDA~o"'r 0 tfDA AppIicanr_. I<It"..-q. AgD<oI (~.p", . .......... ) or oIhe-r 
""""'"'0<1 OIf"oew 

0 P."",Ownet 0 P.tent 0..-'. AIIotM)/. Ag~nt (1'1..,... . ..... _1 or o."e< "'_ ,."" ,-
AlI'M:fican BioScience. Ill(: . 

""*. CtylSt'!e 
2730 Willhi~ Iloulcv.\rd. Su;lo /1 0 San .... Monica, CA 

ZIP Cod. .~N!>"IO "" ,,,.,, 310 III 1300 

fAX N!>"IObe, /if_) E-Ma~AdcIfes.(if_) 

l10998USl 
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Tho """"" ~ 1nI_ br III" col .... ;.", .f m_ ... loom ..,.;.., ...... . --.' , IIoun ,.. __ .... ""' ............ rot ... ~ 
ialneIi<zI .. scottt..,. ~ _ .......... ..-. &lid ...... !U!ia ......... _ .... ~ ..... _io'oriq .... ooUocbooo of Q:onnoI.,.. SUI<I 
...-ql1dio.. 1IIis ....... ~",...,."""" -' oLlbis ooa.ru:. olio1'o<nloliN. 101<"","" ~ far .... oc:Uoc Ibliloorolao 10: 

FOAM FDA 3S4b. (7103) 

1~ HId 0nIc MIIIioiscmioo 
COER (Kfll.OO'1) 
_fiill."t.nt 
1I00tvilic. MD lOin 

04" • ....,. _ __ ,.., _ . .-1 .... ..- 11_ ""","" ,.spoNIoo. "cdl«.~ cf 
~"'uj<~.",.......y...JitlOIl1J __ ""'. 
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INFORMA noN AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF AN NDA, AMENDMENT OR SUPPLEMENT 

G ..... ll.fo ... tio. 

• T .. $\Ib;ni! polCl1! infMnllion 10 IlIo ~cy tho tIlProp<'iate 
pUenI dcc:1 ........ IOrm _ ~ .....t. T_ fOl'fM .... I vailable 
fDr pal<1lt ."bmiuloou_ 'The "",,",",al .lIN. of )Our Ne .... DnIs 
Appllalio~ will determine which form )<>u shoukl =. 

• form lS41a sbcniId be .... d whm submillUtJ; par:nl 
i:lfCrmAioD with ofiliinaJ NOA ...txniHi .... J, NOA omendmellts 
."d NOA IUpplc:ments prior 10 appoVll. 

• Form lS 41 shaul<! be u.sed el\er NDA Or IUPI'k",_,,,.1 
OI'P"","I. t1ili. rom. i. LO be .ubmined within ]0 "YO oJIcr 
"I'~"",a1 of an OI'Plicatiol\. tni, form should alJO be uocd LO 
submil parenl infOftlllUoR relaIin, 10 an approved suppleme~1 
under 21 erR JI 4.H{d) to m.r.,. the r"""",lotia", odd 0 no'" 
il>dic3rioro or oilier condition of -. ~ !~ JlmOph. or to 
make ."y othou ",,"Bted dlq_ "'Iordin, tho drul. dnt& 
prod\ICI. or IIlYmeIbodofllU. 

• form lS42 is abo 10 be used for palCnts w...d .fter ~ 
"f'I"O"al. Puento IsNed after dNa IfIproval .... ,""UirocllO be 
submiucd within 30 dllP of pllCnl i$Uwlcc !Or the pllCol 10 be 
cormdcood "' imoly filed ' 

• Only Infom\l1 i<II' fronro form 1S41 wi Il be uocd for 0ranBe 
BooI< Publiu1ion pu:po .... 

• Form • ....,.,1d b. submlned .. ""-ibedl in 21 CFR 114.-'11 . An 
oddlllDnal al!'l' of form 1142 10 II>e Orange Book Starr will 
upedik: pUeD! pulIliulioo in the 0,..",. Boo • . TIle Orange 
Bock swr addres. (lO of July ZOO) Is; Oratl£e Boo. Suff. 
Offi"" o f Generic DruB' OGDIIlrn~ 10, 1500 Standi"'- PI_ 
Rt>ckYUIo, M D 201SS. 

• The roc:eipc date i. che du. choc ck pal"'c informuion i. oLoce 
S\amI>Cd in ct-.e «nlrll dO<;uOlCht room. PueBIS are consille~ 
li_<m ll>edakm;eived. 

• Add ilional ""1';" of Ihese ro.ms moy be downlooded f,om the 
Inlemel 0" htlV-lIilmn. Pff 'YWIimoyItiIMJI""@aItt ... /or",' 

f1nt Stetlon 

Complete al l ilerm in lhi. sectiort. 

I. G~"e ... 1 s...cc;on 

Complele , II item< in 'his oec1ion with rererene< '" the ~ .. 
itself. 

1<:) Includr I"'teIIt upl""",,,,, duo. indudlnl any i l.au:ll·Wntnall 
pucnJ cncruion already In~I«l_ Do IlOl in<lud<: any 
IpPliCIb~ pediatrit: exctusivity. The 1gency will iflth.:le 
pediOlrie exc:lu.l.ilies ",11= oppIic8b1e UlIOn publk,nion. 

Id) I~chld/: full addn:ss or puenl 0 ......... Ir pIIaIt OW1lU rtlid<' 
oulSidI' the u.s. inditll. Ihe <O<II!Iry in the zip code blod<. 

FORM FDA 3542. (7101) 

1<) A:uwer Ibis question if ""plicable. If pi",," 0 ........ on<! NDA 
IfIplleanvboldle< re<ldo in the: Un.ilcd SIoUJ. ~~ s;-e 

''''< 
1. Dne Sulutlllce (Adive l~eredl.lIl) 

Com;>1ete . U items ;0 !his S«tion if the ptItlI! cll illlS the druI 
~ ilia " tho ....t>j«:t of clw; pendinl NOA. ~ 0< 
suppkll>cm . 

U J i'I""", che polym<><p/lio !'orm of III< dNI id/:ntified by the .. -
H) A pII«It for . metabolik: o f Ihe Ipproved a<:ti"" i"gn:d.icnt 

",ay not be roIIminod. If tile paIcII' o1aims M "",pro>'Cd 
mdbod of usirll Il>/: ~"ed dru& product 10 odmiDisIe, 
the meulIolilt; the ~,...y be ,ubmiiled .. I method of 
u$O j)ll""l dc ... ndint on die raptlMtl 10 secIlod 4 .. f!his 
.~ 

1.7) AIIJwcr III;. quest .... only if the polmt i •• prodc.ct-t>y_ 
proeus pMeftl 

J. Drill!: Prodll.c (COtIIpo.iliotl!Formlll. cio,,) 

Comple!c all items in this seaiOIi if the J)ltlCl1t claimIr the d"" 
prod ..... that is the SIIbJect of tin: pendlhl NDA. &ID~n~ or 
SV{I9lemcnl. 

loll An.." ..... 10 this q.oestion f. requit"ed only if !h< referenced 
pa\e1>1 il a rJOdiuOl-by"""",,'" patcnt 

4. Mdllod of Un 

CompkU oil ;I~"" in this oe.ctinn ifll>e p ... m elll ..... _d of 
.... of the ""'I pro<lIIc( IhI! is the subjtd of tho: padill, tWA. 
&mend"",nl or suppl<tn< nt. 

4,2) IdcrI~fy by number each claim fn the potenl thai ~Ia.itll$ the 
u.se:('l of the dIU, for ""'ldI !I;lpro .. ai is be ing sought 
IndiClle whcIhct o. not each i .. ,liYid,,", claim i, • cio ion fur 
• m<thotI(.) of ..... of II>< dntl (or ""'I<:h .pproval i. be"" 
sought 

(1) Spe<:ify II>e pin of the proposed dru.g tabeHnl tIw i. 
cI~med by II>< potmL 

S. No Rdtnllt Pal.lla 

Compkle this ""ction only if IfIplieabk.. 

Comple ... 11 he .... in thi' section. 

6.2) Autbwize<i lignat ..... 0Iedt one of lh_ IOu.- boMl tba' beSi 
describe< tile IUtltorized si~re. 

F'gllt ",,--, ... , .. ,- .. 

Apotex v. Abraxis - [PR20 IS-00 153 , Ex. 101 6, p.OS of 102 

27 



American BioScience, Inc. N21660 

Oe~rnent 01 Keal!h owl Humin Setvices F"""~: OMB No. C1110..0en 

Food and 0!u0;J ~nldralion ElI;>ItaIiotI Dale: C7l31.Q! 
SH OMS S-""hQIf 1 

PATENT INFORMATION SUBMITIED WITH THE NOA HUIIGER 

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-660 
For Each Paten' That Claims a Drug Substanc. «A.UE OF APPUCAHT I HOA HOI.llER 

(Actfv.'ngredlent). Drug Product (FormulaUon and A.merican aioS<:ieftu, Inc. 

Composition) and/or Method of Use 

Tk following Is ~"1dN In KeGlWnC. with SKUOn 50$(1:» .1Id (c) of 111. F .... ' Food, Drug, .nd COsnHllk Ac:t 

TRADE tw.E (OR PRO~.~:> lRAOE twoIE) 
Abnoxane'" (Nth Pldiwo:(1) fo. Injectable SUSIKnsiorl 

~c~ INGR.EDlEI<lT(S) STll£NGTll(S) 

Paclitaxel 100 mt/vial 

OOSAGEfORM 
Sle.iic powder for inj«tJble .uspen.ion 

This pille'" ~rriDn Ionn Q . equi.ed to be IVbrrlitrod 10 !he Food and Drug NlminifhllDn (FOA) wiIh In NDA. . ppliQlion. 
amencsmen~ or ,upplemo~t " requ;red by 21 CFR 314.S3.1he _II provided in 21 CFR 114.S3ld)(4). 
WIttWI thilt\' (3O) d..,. I~ .. r .pproval 01 .., NOA or IUPPIemen!, 01 within IIIlrty (30) d.y. 01 "'_ at I .- polen!. I r>OW potent 
ded.ation ........ be submil;le<l pu,suonl 10 21 CFR 114.,53(c)(2)(i) wi'tI atl of Ihe ,.quire<! Inbmrion tIMed on Ihe .pproved NOA 
01 IUppiement T1loe i11ormrion submitted in tha dedll1llion form 5~ UJ)DIl or '~ef lljlI)foYlI wiD be the only InIoIlNItlon retied 
upon by FDA for ~ting I pate.rtl n!he Ora"!18 BoOIc 

For lund.-ltt.n or typlwrlta. nfllo ... (only) of th l. "port: If add~ional sp .. o;o Is r" quirad 10. Iny ~e __ • (1 .•. , on6 

that doe' not requi re I "Yes" ~ "No"lupon$ej. ple~. attaCh In 8IIdltiQMI page rcltlvncirog d'IO quesllon numDer. 

FOA will not N.t p.unt Information" you fiJ. on lneompl.Nr pat.nl d .ct. .. tlon or 111. p.,.,,1 <Hc1.fltIan Indlcar.u ttla 
plt..,1 Is not .lIgl~ (or I~ting. 

For •• e" plfeflt submllf.d for III. /H,,/Hng HDA, ImMdI?Mnl, Of' .upplwn.nt ,.reBIIe~ .0.01''' I'0Il mu.I IUbmN .11 tIM 
'nform./Ion d •• eribed bllow. " you Ira not .ubmllting .ny plllnts f<>T III'. pending NDA. a/lflndment, or lU~nl, 
com f.r. .b<t~ • • 'etlon and u cfl<>n., and f. . . 
1. GE NERA L 

~'. ') 
• . Un~ed ~ Polen! Numbe, tI . ...... o.t. cI Porn • ilion ~ oj PI"" • 
6.506,405 1/14nOO) 212212013 

d . H..." 01 P.1en! Owoo. Mel .... (al PelIIIl 0wr0eIJ 
American BioSei.rI«, Inc. 2730 Wilshire aoul~Vl\Jd, Suite 110 

CitylSllle 
S..,ta Moo;'; .. CA 

v,~ fA)( Num~("~ 

90403 3109911553 

T,~pllO .. N ..... k' E ...... t MdteSl (¥~) 
J IO 81) 1300 

I. N!!I!!a('9'1l1 9' .,.....,..O:iyewllo _Ido. 0' moinl ..... 
Iw>d_. (of-"'OI' ______ .. I.'., 

I place cI Mi'~ •• ..."h ...... U ... "" Siotc> .1<11,011 .. 410 
",..,"'" ""'ice oj p;o1ent ~rlirocal"", U_ Hodlon 
!>05(b)(3) and 0ll2)(B) ol!he FIIodmI Food. Drug. _ 

CilVIStll. Coo ..... ;. Ad •• d 21 CHI. 31 • . 52 Inc! 314.9(> r~ polan! 
_, '" No.o. appk.ofll/t>olde, doo_ "'" retide '" h_ I 
pt.toO cl ~ ....... ilnln thl Un~er! Stat.s] 

~ WA 
liP Code J\1.. N "",I)ot, /il ..-.II,.,.) 

T@IepMno N_ ...... ~Iw>d_. ('_1 

, II lIIe potent <ere",,,,,,,, ,_ • p:otlnt Inol "al _ IUbmlt\ec! p ..... UII\' fOIlhe 

~ NO ... 0' .~""Iom~nI .. 10_ ...... "" ..... 1 O'ft Ciil~ 

• 11Il10 "aIo'" ~ .t>o>e hao _n .""",111"" """.0,»1\' for IIob<l!l. io lilt ",p'olion 
<1010 I now o>pir;tlion<bl.1 O'fl O~ 

FORM FDA 1s.42. (7/03) P'lIe 1 
"" ........ ,.,,"'_ u 
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FM Ch. p.t-nl ,.r.r.llnd .110 ..... provkH ~ followftll Infonul1on on III. drill wbsttnc .. drill ~C1 ... 1i'0I' ,"«hod 01 
II •• lIl.tI, CM ,ubJ.ct 0' ttJt IHlId/ng HOlt. .mMdmMI. CH" '~pIem."t 

2 .. ~' $~lIi,~, (~:~·~~tt ; C .. " " C'.; >:' . " - , . , .. .. . ' .. .- .c • ' . l 
., -

" 0.- tIM petei'll ~ the dNi ~"'III it I"" .aw. """'~nI ill llIe ~ produd 
1InI:dMId ... !M ~~ HDA. __ . or ...".,_011 0," I!l~ 

U o-_polenlcl""",.~a~oubot""lI"IaIit. ~ paI)omOfl'tlOlll\e..::liw 
~Ion! <leOCtlbod In ~P"Cf"9 HIlA. ..-m ..... or . LIjIpIomer\t1 0," I!l~ 

u the _!('q_tIaI U ll "'(",; <IoY"" certfy"' ... "01II1II dr:e .... 11* decIII'lIIon. you h .... l1l1~ 
<lemo,,"Ir.llnIIlhfl • dnrv prWo.rd <JOIIlalning 1M ~ ... "JIPI wi! I*\OmI tIM . ....... ~ dr\Io product 

<IeI.cIbod .. \he HOA1 "" type of"'! dati required .. <Ieo/;rib6d ~ 21 Cffi l l~ .S3(I:I) . 0,_ O~ 
1.4 Specify tIM ~ !orm(a) _ b)' tIM polen, to< ""k/I yo.. ....... tho ~.tl """~. dtocrt.cl .. U . 

'-' Pot, ..... paten, dolm ~nry ...... !.boI~ .. of (he a.:tIve "'11_ '" _"g ;"tIIe HOI\.. '" 1~1 
(Complel. !hi W_lon In Hdioft • l>t __ 'Ille Pile .. clloi"nt • PGndng mdbod of"'lnrI ~hI """"i"Jsj 

drug prtICI"ud 10 1Idrn1"" le,"" ~H.) 0'- I!l~ 
u Doe,,,.. Pt!enl doi"n "'OIy all nermediale? 

0,_ I!l~ 
Z.1 "I"" paltfI! _~ In .Z.l Is • l\iodud-by·p,o"en ~"'l i . tile fIIOCiuo;l dolrnea i/o In. 

~ Il0\1l11 (AIl.nt_ 1t requ"""..,1\1 f tt.. ~.nl il a pr«Iuct-OY~1S p.ae .... , 0 ," O~ 

3, D~ . ..r.:icrllel (Co~~MIo~olJJ'iI(.tlMI 
~.1 ~1Ie~Mdo 'lIe d~~CI," de • 1 Cf~ Jl • . ~, irllN! per>Cllng-. 

_en!, 0< IWP9 ..... er>l1 ""- O~ 
3.2 ...,...lIIIplI_ o:I .... ..,'Y.n_IaI.1 

0," I!l ... 
u I ~"" p .... 111 rer __ irI U ;" produCl.--by--pr«M' PO""". I, the pn>d1lCl eI._1n the 

~enI -'" I ...... "n,_, if. ' ..... ire<I on", Iftl>e ~"II. "ptajllCl"'H>""",1I paI_ ) 0," 0" 
... ·M.lhodoIU .. 

Spotl~ mu~1 ~ubnoll III. ,"~OII III "_"" , .'P.,..~ frv ... " ,.._, c_ dasmIJIlI • "'._ rYf II.tng 1111 ,..,.dInfI dtvp 
prorhtctlor __ ... ..aI/. ~ SClIIQ/IL Fot_ .. , _olin_claim ~,P_III.k>Ma,""" ... _ .IIoft, ... 00401''''' _, d .... on, Of "'",. ..... n_ of uoe ,... """'::to 1111'_11 it booing OOUQN '" 

VItI pending NDA, .... ~ ...... Of .u~? I8l Y~I 0" 
U Plten! CIfIim N\lnber r., li&ted ill !he pelenlJ Does ,,,- palen, elfim NIe,.n=I il 4.2 ~ • ~ method 
1)·22,24_14,36-40, 44,46, 48 , n, H, ~6, I OfUM ,... ..... ic;II ~",.., is be~ OW\jII,ItI'bepending NOA, 
$8,60 ame._nt. ... ,,,,,,,,_ern? Ci!:I y .. 0,_ 

FORM FDA 3542.1. 11/03) P'IIe2 
""_ .... o ~, ... , ... .. 
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• • 201. lilli' __ 10 4.2 ;. 

-t .... icIoordywllh t~ 
kIIy h use oo4I;tI .. t.. 
...,.101M_od 
1I!>dng lor 1M d"-'i ... '" 

FORM FOA 35421 {7/O3) 

N21660 

u..: cs.-~orm.lltod _~.. ~it~~~., 

aM1>t 1,),22. 2~. ':H<I. 30. 31-40. ~ • ..s. ~8. 504. """ 66 • Abraxane (...0 """0.1) lor ~bIot _Ion b • 
n....-_~_C...c)"'"" d~. s..o.~. Etcl\N>i_HvIof_ IOO"'ild 
padtadj • ..., _ ... tIoIy lIOO"'I1 01_ .1bI.n11n. s..~_ ThIolormulolJon .he __ Is. s.. 
o.~. ~{_PKI/tUIijfof~ I_Ion;'_""IMIl_d .... aII 
<;111\06(. SHIIIdicIIicn. ~(IM$fICI~C~.a.IfI.,.IIt.ull~J\UO;IIorIaIOAb _ 
_ ...... SN.4dWtH RHcIic:wtI"I)". ...... /1) _ (H$R:r). Fo<m_ll\ic:_"'_.~ ........ (_ 
~ilaxdf ... ~ Iutjlt/llion) ~._ !JI2!IOmg/m' adrn~ ~""_3O "'''\MI_''Il_ 
h .. _n '-10 M olJoclNt. SH ""-MId~. No jQfMdicaIkIn 10 NqOkecI ~""'IO \hoo 
1dm00000000n dAt><uo .... s..ao.s.g._~ ~_'--fic:wI PtI<:auIiotI • . 

ell .... 21-29 • Nl_ (notb paella.!) lor Irjed_ t~ II • llloopaltido llbumln--llouftCI (n"') ...... !JI 
ptdiIaDI. S .. ~ ElC/llmg ....... oIIl,..,....,. l00~oIp..:1ta>:e1..-.;f 'I'Pn;ndmllllly 900"'11 ofhum", 
.!t>umlft. s...~. This /ofmul-",".1rH '"""~. s..~. ~ (nab ptd_1or 
~1t~)IIIndC.od 'ortnl_of _ _ t"'""'"' s..--. Abt-..d .... not 
"""'lin C~ophor..eL. _.IorIIlypeI'H~1Ivty .. tdionI toNlI'aQ", ...,. lite. s.. ~~. 
~ ~ (HS~. HII\.WII8IIIa.!fIt most mfI(IIWlt ".",,,,,Iogir:: tDllicity. __ dol. dependent .1Id 
..... 1_"'II1,.gid1y '--1I1b1o. s.. .. _~, ~ Go.- a ( .. SOO--.....'J_-"'" 
OOC»/IecI in 12'% !JI p.tianIo lnoI:1ed ,.;tIo NIt ........ s.. A<NwM ~: '*""' Among patitnll C ... ted .. 
!fit ""_ l mew.tatlo boonl canc:e,~, ... ~ COUIIII ~ _ 500.,...,.".,,' CO .... a) .. K of tile 
~1enlJ t_ ...... _ 01260 mg/m' 0IlmI*0d to U% In pallentt NCeMng Cr.mop/>or-tlilod 1>Idit_ ~iOtI 
oj. _ oII75mg/m'. SH~ ~_ft>bQ/C. F ....... &llItlebnWlt CI"'*.AInxan. (neb 
1'.0:1 ...... 1 to< ~ ... ~J II. _ 0/ 26O~' odmlnlsllrod _"""I/y _lO minute, .... ..., 3 _.b 
""_ I~lObe~_. S..~_A __ . 

CIaftIt 30-32 • Nlru.ane ~ ptctto...., b" iniKtabito IUSpentjon 10 ..... 0~1\idt ~""" (Mb) ' ''"'' of 
Pi~. SM o.~. ~ ling ....... vial ",,"'IN 100 rng 01 pacru..t and lPPfO_oIy 800 mg 01 h ..... '" 
.......... s..~ no .. lormIllIU"" is free ffI;ro .-n!J. SHDe~. ,.".... _(Mb ~ ...... ) for 
1nj"'_ IOSpe~lion II o.:ti<;I1od lot II'Ie ..... """IIt... a OMl_. SH l_fICn. In general, ' l'1li 
Ir.qutney _ ...-,. 01 """ofosIIc mOl'ilolol.t.iono ...... doM--<Iepoord".u in I'll*"" ...,..;.tng t",g~ AD, ........ 
SH~ RoM;tJonI, N.IIIOIog/I;, p~"", ....... ~wa, CIIIHoYecI .. i54% of III 1'."'" (10'% III ... ,,). SH 
AdYetW R,.aiona: ~~_ ".,...,.,....,ropolhy _. \I0Il cawo of Abft.wI,,.. d~ in Il136e (."') d 
III plllo"' . .so. ~ ~: N-..ro;c. SiAllit)' I)'I!'Iplcms _ .... . ,Iy mproved Of '""'* with .... Z2 
dayo 01 ... """,ing NIt ...... _opy. $H A<IWtY -.: ~ p,..riIIJng IIIUfOI>II/Ilot ,nulling """' 
proOf tMlJPicl ... nI7t I _~1nd\I;ItIon I9r ~ .... thonPJ. $H ~ ~: Noo~ No In_norl 01 
g'_ ~ P<I~raI "'U'OIIatlllol __ ..".ned In till clinl<:oI 1ri.l See ,01_ RNcIiMI: Ne~ Other !hln 
pe~'" _t/ly . .. _ """raIogic """""'" 1-.0 AI>t_rw odtII"'Irt,11icft haw bHn .... « 1 .... ) _ h_ 
in_ .a>oomir:: lInII<I . m,,,,bOle ~aIopat!Iy. COIIfuoIooo. dltziMts/lighltwl __ •• 11"<1 m-OOd 
I~"'tioo 'drop •• , .... _ s.. A~ f«looclioots:Neutrllo(pc. NI.--ne does not con\Iin c.-I>ot-l':L. t ...... lo" 
I>ypoo ...... ~IMIy .. :lOIiOtIs 10Al>t.,.. ..... ro .. ro. s.....-~~~_s(HSR$J. For 
"' ... tltic t.<e.ot canCl<. Ab.-.... n. (nab p,cIiIau~ for injeWIble I ............. oil • dolO of 2eO mgfm' _t_d i." .... nou"" ""'" 30 m_. every ] _ . hll _n._ to be ."._ . S .. 00 __ vtd AdtI>ir!Wnolion 

CIt", sa • Ab" ", ... tIIIb Pld~ .. eI)Ior~ablo IUSPMIIolt iI. OIInapartde Iblm~1Id {ll8bjlorm ot padit:w!l 
SH o.~. EldllingIe-usa .... 0!ItIIain1 tOO "'" d pacIiII:q1 and lllpmUnalt/y 900 mg 0/........, .ltIunin. 
s.. o.~. This lormull1lo<t " !ret trgm _ . s.. o.~. Ab.-I ..... ( ..... paoliWal] rorln;ocUblt 
lu. peno;or.lolnckl1odlOftll<t_ ! IMI-.. SH_. At>ro.<o ... _I'101"""' .... 
c.-.... ophor-E l, tllerolo""VPO ..... ~ .. _ _ ' ''' __ 1'0''. s..-.. RHctiot>o:~ 
~ (HSR4. FOf ",_t.tic ..... 01 Clro::et. AllrUli'lt (~01 !Of ~bIo . ... poonolon) -' • dIH, 0/ 2&0 
mp' Hminllt __ .-I/y __ 3O ... inu\et ...y 3 _. """ boon ._ 10 boo .tIa<:tNo_ See Dca __ 

ArtnftrtWioo' .. No prlltl>8dicltion II ,aqu"'~ ~rior 10 Iho _lobI/itkin ot At><uo.... s..!:Ioug. IlId ~ 
~tion_~ Ptocau!DIs. ~tt'Ia _N:te """"m d"""","ltotedAb.-l"", imc." ""'1'tI' . 
• _. poIyWIyt (;hIOfkte (PVC) typt IV ' Ig, SH 00, __ ~: I'I'wJ*'lIion 1or1 .... -.aw """"""nIion. Tho .... 01 opeda_ OEHP ___ oontoInoI'I ... O<Im .... _ HI. iI not _Oil)' 10 
_ . ... <If tdmini.'e, A-.. inllulonl. S .. Douge trId .. ~_: Pro.o-m;on A:Ir ~U$ A __ 
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4.l.I .11-. _, 10 4.2 lIM: tslAlmlflrldicalbl .... 1IIOIIMd of,," ~ u I<If<III'itd ~., ",. ~ ~J 
OYIH." kIentII\f ...,.. opod- CIaOII GO • ~ (nail pacltuoQ lor ~ • ..".,....... 11 • __ ....... In_ (/lAb) Idotm 01 ,-."". 
/icily ItMI ..... wI~ .-. s..0e~ EKII ...... .taICOOUInIl00111Q oIp~...., 'I'I"Oo:mtWy900meofh....an.Ibl.mIn . 
... De 10 1M prOPOMd SH 0. .......... n.1I1oIm1U1bo 11 11M /r()m.-. SH~. ~ ("." padituIo1) lor Ir1«ftblo 
\alle-llnglortMdNg ._.ion ;. IndiooIIod 10< !he _ 01 w. ,,_. s..~. Abn.xar-. ....... not contaln 

-~ 
C .... """"'"-EL._"--'.-ynoadon.Io ___ "' .... SH ___ '~ 

Ructi;w (HSRsJ. For IMIUIIIic _1 _. ~ (rIIO p..:IitueI foI ~ .~) ... dow of 260 
m~· _____ .1y ....... 30min_ .... ,.,'_,... __ lOtIIO_. SHDougeoWld 

~. Hojlt8tltld~lI~ prlotlOtn.IOdrrWni~r:>fAtl..,.._ s..OGsIgooWld~;;'J: 
~ 1It!dMnh'#aIior>~. 

5. No '!.tmn(htlt~ ", 
.. " j . .\ ~ '\'!o~ ~~.~. ~-' .' :'~ t: (~ !t i: i, ~ 1 l"<~ ~ .:~ . 

., " , " .' . . '. ' 

For lhit pendng N~ _dmen\. or ,~Mt. \lIeN Ire no NIIvanI p_ II1II claim 1M dNg I!bIl_ (8CIIw Ingredlenl). 
CInJg I'fI)CI<Ir:t (formulation or~) Of 0Mth0cI(.) 01 11M, Iorwllleh IhI 'Ilplbnt 10 Mtlirq 1IlI'PfOY'I ..... __ pea to 

O'u _ . ...... "'pOle'" t~ CO"'" ~""' _1M N. ~ _btIM<IbyltMo_oIt1o. ~ otIQaged In 
!lie m..,ufaclLtfe. Ide. or.1Ie oflM dRIll product. 

6. Dec:1." tloft C.r1Jt"",Ii ... 
.. 

•.. Th. undwslgn.rl dKtll'I5 _I W. b .11 .ccu,." and compt.r. . uDmI .. la" o( JMr."llrrfvrm.Uon (or ",. NOA.. 
• mendm"'~ 0' .upplto",."tp.mlirrg umhr .. cliOJl 505 offtl. F.rh..J Food. Droll'. ,nrl Co, ..... !k A ct ThI. fI'tn.. 
senstrN.p,t.", 1~1Io11 b .ubmm.dpu~u.,.t to 11 CFR J1".53. 1.« .. , "'.f/.m f.,.,U!.rwllh 2f CFR 31 ... " ."d 
(fils .ubmlu/rHI eompu... with ",. rwqulrwrMnb ,,( Ih"WII"tlUo ... I ~ Ullr/w IMM/ty o( p.r/ury fh.1 ",. tar.golllfl 
Is IN. ,ltd eOrrKt 

W.rnlng: A wll/funy .lId lr.nowlngly filM ,,,"r.m./1t " • erlmln.' offense Un<Hf 11 U.S.C. TOOT. . ,' A1AhOrI<_ S1gtlll ... 01 NDA AppUca_'" P_ o..n..l~. Agoent RdpM»_ or Det.S ...... 
_ AtIlI>oriuc1 0r'D:iI0IJ (PrIM» ~ bKIIoI 

Pal1kk soon-Shi7~ 8iosc ience, rn~. 
IJivldJb 

NOTE, Only an .~I!'~ ..,pllc'".:~IIn1 1Oy . ubmlt U\II dK/IIWtIOII dll'Ktty 10 1M FDA. A pm.rrl 0 ..... who Is IIC>I IIHI HOA ..,..acanll 
I>OId •• t. a~_ .... IO.I;n.... lion buI .... y nO! .ubmllltdt __ to 1'0"- 21 (:fR l14-'ll~K.)"'" fdK41 . 

C....,k .ppUeabil boo and ,...,.111.""0"".11<1 .. bolcw. 

OS! N[loO. "'ppbCllnllHoIde, 0 NCio'I I\Wto:.nI·.rwok)or, AltOlllql, "'l'Ini (R. P.-...... l Cr _ r 

~N""'" 

0 P.len!Ownor 0 P.tonI O\Onefa AII_, ~nI (RIp'"_) Of Other AIrlh .... 1M _. 
,~. 

American BioScicnce. (nc . -.. ~1SI'\e 
2730 WH.hirc Bou)e ......... Sujt~ 11 0 Sanll Monica. CA 

ZIPCoI;!e r...,...".. N .... ber 
9(140] JlOSS) 1100 

fAX N_IAI..aIabIrt} E-M~_.(t_) 

) I099.ISD 
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The publ;" ~ _ ... I« III; ... u....;", or iorOftMl"'" N.I -. -.... ... __ "'*&< 9 ..... ,... _ "Iod~ .... . ..... b RO~ 
~ _ ... uiio .... dolo...-. ~..:I maiolo""", Ik ..... -..!, and ~.,.j ~ ClIo _ ... of._ Send _ qud'" .,." bwde:> ........... ""Yod><r &op<C'I or .. " coIlO<Iioo of io ror-tioo. ~ ...... "U<Sliou r.. mI"""" lIois """"" ,," 

FORM FDA 3s.&2a t 7(03) 

Food ~ """ lodrnioiPacio<o 
CDEIt (IIFD«11) 
~F_lAl, 

Roo:hiII<. MD 20.117 
A~ ____ I"' __ , """_1'<'_ "'_uqtJltod .... .-.1"',,~aU.c ...... 

~..Ja.Il~" nrn~...t;JOJnJ.-.J_",,". 
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INFORMATION AND INSTRUCTIONS FOR FORM 3542. 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF AN NDA, AMENDMENT OR SUPPLEMENT 

<; ..... 11",., ..... . 119" 

• To $!Ibmh 1I1.l<:nl inlOl'IIWion to !he ~ency IlIe "PP"<'1"iau: 
palenl decl .... iIln fonn mtJJI be .... d. T_ fo ...... ore availmlc 
lOr pIIICtIl ",bmiWons. The "I'PfOVBI stalin of)'OlJ' Ne .. Oru, 
APIIII~lioD"';1! delenf1i .... which IQnn)'Qu .tIowd usc. 

• F(Hm 1H4 !IIIould be used wb"" $!Ibmiu'.. ~cnt 
iIlf<>nNlOon willi ori.irW NOA submi .. iGns,. '-'»A ...... r.d_ 
on<! NO ... 0lIPPI......,1S 1""" Ie opprovaJ 

• Fo"" )$42 ~Id be -.I aftu NOA or s~ppkmenUoI 
opponl. This ro"" is '" be . ubmitlCd willlin 10 days ancr 
"f'I"OV.tl of an W1i<.olio • . This ron.. should , 'so be U>ed '" 
S\lbmil ~. iofonnation ",1"ioa; to III! approved SUpplcmrn1 
un<kr 2 1 Cfl!. 1IU1(") to.:hAniIC the fwmul31iof1. odd ...... 
iruii",,,iI),, o. 0111<. condi.;o., of ..... til ..... !he ~"."'. or II> 
INJ::. any oU>c. patcfllcd chOlll<' n:prdin ..... drut. d"4 
produ.«. or any meU\od of usc. 

• F"",, 1S42 is oho 10 be us« for pal.nlS iss ... d .1Ie. """ 
"f'P"'W.tl. POI<nlS i .. ~ .tIc. <l>ul appo-o .... , .... «"';~ 10 boo 
lubmlncd .. ithln 10 da,1 of paI<n. i..- for the p.1<1Il to be 
<Xl<Isidcml "limo:ly filed: 

_Only inro.nw.>on from ro"" lS41 .. ill be used f'" Orwig< 
Book Publicl.ljon putpO!U 

_ Fo ...... shoold be ",bmi"od .. de=ibcd in 21 CPR 11~ .H. An 
oddiaonll toP)' of form lS42 II.> !he O""'g. Boo~ Stall" will 
.xpedi ... paten l publication in !he OfUlgt Book. 111. Oron,. 
BGOt Slaff oddrt .. (_ of July 21lO}) i" Orange 9001< SWI; 
Office of Gene.ic Drugs OGOIHFD·610. 7SIlO Standi,h Place. 
Roclville, MO 201H. 

• Tbe <ttt:ip1 dale: i, Ill< dllt _ III~ patent in(orm., ion i, <ill< 
swnpe4 in IIlc ccnlnll docum<nt """"- Patrnu lit< <OftSid.",d 
li<led on III< dO'le n:ceived. 

_ Addilional copi .. of thcJc: fonru lI'I>.y be downl...Jcd from fII_ 
lnlernel Of: A,,,,-llWml! rK pgylfi",. !lfdMtMIf.tph'm Ittml. 

Fl rsl Sr~llon 

Comple ... on item. ,~ this I«lion. 

I. Cene ... 1 s.:~lio" 

Co"'f',.te all iletru in ,hi, sed"", with ,dcrena: to the po"'.' 
itself. 

10) Include pale.' <:<pin'io. d .... "",Iudin • ..,y U.,th·W .... """ 
poutIt .1<1e •• ion already I ... 'rd . Do not '."'url< ... y 
_linble pediauic ex"",.i~iry. 11><: ttlU'C)' win inchtdo 
""dillric •• dtu,.i.ieJ "I><: .. oppliuble "pon Jlltblic:Ol;o., 

ld) i ttClude IiJIl .add"",. Df pOlenl owne •. If poter.t 0"""'- .. ,ides 
""ts"', lb. u.s ...... iW.1he eounuy in the tip code b(<><:k. 

FORM f OA 35"20 (1/03) 

1<) Am ... , lIIi. qucstioII if _lical>le. If paIem 0 ...... ond NOA 
appIitamnwlckr .. ricIc in the United SlateS. leave splICe 

blank. 

2. DrtlS Sub$tlDet (A~ll¥t IlIl[rtdwlIl) 

Complnc In items ill d!is KCritm j f the paIt!Il daimt thoo drug 
",!>stance lhI.l is Ill. subject or !hoe peodiltt; NOA. ..... DdmeN, or 
supplurwll. 

H) N ...... lb. J"llymorphie (Olm of the dNe i<lentiflOl! by the -!oS) A P"""" (or. ""'\abot .... of "'" 09P..,.ed Ktive \ntn:di<tU 
may not be oubmillCd_ If tho paIUIl claims "" .pproY«! 
method of .. <in, .... .oppn>ved d .... pn>duet tu .dmio;.,c,-
1M _1~., Ill< pal<nl may boo submitted ... IfI<Ihod of 
.... palOnl de9<ndina; "" til_ """""so. 10 ...aion 4 o f thi, 
,~. 

2.7) A ...... ' "'i. questiort ""Iy if 111< patent is a p<od .... -t>y. ..... -
1. Drug Prod ... , (Compooid oft/form. '"lioo) 

Comple'" &11 itorr .. in thill ooction if the JWenl claim! the dtu& 
produ .. IlW i , !he Nbject Of !be pendin, NOA. omendmen~ or 
"'pplement 

11) An -. Ie> this que .. i"" i. ",q.H.M only ifth. n;f~ .. nc«I 
~I ill p<odLlCl-by.pmot:lS pOlen!. 

4. M~lhod ar Uu 

Comple •• oil itetI\J in "'is feCI;"" if the polm' claims a .... \hod of 
UK of tho c!ru& pt9d\ICI L\ .. i. W ",bjen o( "'" pendin, NOA. 
IltI<II<kn.ell~ Ot suppl."'" ... . 

~ .2) l(!enti fy by numbe ....... claim in lhe po"'"1 Wt elai .... the 
usc(s) of the dNa to, "",ell _yol is be,,,. IoO\IiIIL 
IIId ........... t... ot not <oeb individ ... 1 claim ill. <Iaim fo • 
• med>od(.) oh .. or die d .... fo. wbicll approval i. bt i", 

~""', 
Uo) Specify !be P-' of .... pl'OJ'l'So'd dru8 lobeling that i. 

d.imed by Ih< poI<n1. 

5. No Rtlnu! PUtots 

Compkl~ lIIi. S«tiG~ only if opplicablc_ 

6. ~d .... tiop C.rtiticuion 

Complete .ll il""" in thi, ,...ion. 

Ul Aoihorlttd si~. DIeck 0 .. orthe r"". "".e. t/I-.t beS1 
.... scribes th. ""thoti1;ed .. !>1 ....... 
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0.."."",>&", of Health . nd H ........ Seno\OM. Form~;OM8 No. 0II10-051J 

food .nd Orug Admirislnlliotl ~ o.wo, 01/lMl8 
s.. OMS s-m""p_ J. 

PATENT INFORMATION SUBMITTED WITH THE """ ....... 
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-660 

HJr Ea~h Patent Th"t Claims. Drug Sutntance NAME Of APPI..ICAHT I NOA HCII..DER 

(Active Ingredient), Drug Produf;t (Formul.Uon lind Amcr~ BioSeierH;c, Inc. 

Composition) " nelloT Method of Use 

Th. fofJo",-r.'g I. p rovldMIlII uC'O~ with S.-ctiOll 5Il5(JI) ."d (e) 01 til, 1'«II,.I!=<JOeI, Dntg, .nd Coam.tk Act 

TRADE NAME (OR PROPOSEO TRADE NAME) 
Abraxl.nc"" (nab p,cJituel) for Inje<:table Suspension 

ACTlIIE !NGREOIE () SmENCTH(S, 

PaclitaJ.d 100 mglvial 

00",", O~ 
Seerile powder for injectable suspenJion 

TNs pMenI _ .... Iion "'"" is <eqwed 10 be $ubmittod 10 ..... Food _ IlNg AdlTOin1ltrttion (FOI<) wIIh ." NOA Ippl!clItm. 
amenclmenl Ol suppieme'" " ' req .... ed bJ 21 CfR 314.~3 tot 1I>e addle .. povidedin 21 CFR 3'4.S3(d)(~). 
wottOn lhilly (30) day •• !'Ie, .pp"",,1 01 . " NO,," or I"PI''-''''''''. "" within Ihirty (30) d:r.y, 01 I""""", of , n_ />IleM .• new 1* ... 1 
_~ion musl be sut>mlbo;l purluatle to 21 CFR 3'~.S3(c)(2)(H) "';11\ all or 1M '-lui/ad infonnalion baoe<I on Ihe ' JlP'tI"ed HIlA 
0' supplement. The lroIormation submined in \he deda",~on loon submillcd upon or aIM, 'PP''''''' win be It!e cnIy Informaijon ",lind 
uPOn by FDA for Iis~ng • pate:.t in lIoa Orange 600It 

Fo r h.nd_lten or typewrite. v .... ion. (only) 01 thl. ,.port: If additional space is requirt!d lot any namllive an~ (i .•.• one 
ltIal does nol fe'qUlrc a "Yu· or "No" !1lspon$fl). please 'lUIcI"I 8n .tIIiliONl page relerend ng \lie que,1iOn numbel". 

FDA will nof I/sl p.t.nr Informalion If you nla an "'c-ompl,t. p a tanf d Kt.,..lIon or tha parant dK~,..tlott Indica tes tila 
p stant Is not allgibla for listing. 

For a ach paten t lubmlltOd for l1Ia pen ding NOA, amendrtl./IC. or suppl.,.,.nt ,. r./WICN .bow. you /llU$1 s ubmit .11 f1Is 
Informa';on dncrlb..:l baluw. " you a,.. fNll lubmlrting . tty ~"n ... fG. 11>,. pending NDA, am ... dmlNl~ 01" .uppllmen~ 
com I.f. a l.oov .... .,(1011 '"d .",1""'. 5 .nd'. 

1. GEHERA~ 
• . United SIMCO PM."l N_ • '0" o.le of p_ c. E>opIra! .... O.w. of Palen! 

6.09~.1lI 11112000 2122120 1) 

d. Na",.of PllllnI Owner ..... :11 ... (of P.,OIII 0Wnes) 

Amefiean BioScknc ~.lnc. 2130 WiWlir<: Boulevard. Suite 110 

l~'·!e 
SIInIA Monica. CA 

ZIP Ced" FAX H...,bar (If IWillllJleJ 
90403 310991 ISS) 

T,lepl",.,. Numbe, E-MII Addlln (l'~J 
310 au 1300 

• N,m. qf ,gon! Of ... [l!tINd'ltwi ..... 0 'UOeI 0' "",nu;M .... "cu." (ill "'lflII"" ",pte_.rive """*' n U.J • p''''. of bus,lIeS" ... "it~ln "'" lInillCl SI*" .<IlhOlLtaclIO 
receive ...,..,. of .,.lmt <efIiI"_ u_ hdion 
5OS(b)(l) Ind 0)(2)(8) of !Io. FI<I«aI Food. 0nJv. ond 

C~1rsl.l'" eoo .. etIc.....,.rod 21 CFR 31 • . 52 .. " J14.'iS ~f p'l""l 
_, or NOA .ppt;c.a_ ... d .... not ,ui<loo or hi,. • 
place of _II wllllirlihe Unilad SII1 .. ) 

Q> NIA ,-- FAIl Hurnbet (l..-il_J 

TOOIej>II""e Ncmbe' E-MII_ ..... (I.~J 

, I. lhl !'*lent re~ .tx:we • ",tent tnt! .... bOOn l uMlltled Q ..... Ioo.o • .,. !or the 
__ NOA or u pp_ ",fefen""'_? D, _ 

181" 
• If Ihe palen! ",100 .. ""... aboYs ~ .. -.. lubmotled p.......,.,.t,. fer b long. is the eo;pt~; ... 

Oil" I r>ew '''''~'lion d.too7 D,_ D" 
FORM FO,," 3542. (7103) 

2 
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For til. p.JItent reI-.rced .&0 .... , Pf'Ovide _ foIIowIlIfI infonrutlon on til. dtu • .... ".too_ dntjl product .ndlor m.thod of 
u .. 11m" _ .ubjKtof_~ NDA. amMdmMt tJI' • ."",lemMt 

1,1 0001. thIo p.ol .... ~ thIodNgo_ 11111 ...... -.. in!rtOld ....... tile ....... po::>dud 

d~ .. 1110 "Adlng NOA._ ..... ~ 

1,: Doetl~pat .... ctooito Id"'ll"_lhMiI._po/ymoIpIIoiu..._ 
;"gred;,,"'~"ltlependiIVNDI\,_riOf~ Dyes t8jNo 

U Ifllle ..... _lo q\lHlD1 2.21$ -y .. ;dO-,ouotlltrlhl1., II of ..... dale !IIi> -..tiOfI. ~ ~ 1 .. I<la1. 
~ IhaI I drug ptOClJC:t COfI1IlrIIr1g (lie poI)onIotph ooiI periom 1111 ume u u... d!ug ~ 

<lMa'l>..t .. t .... NDA?The~oI_cr.I.r.quAd"'~1I21 CFR314.SJ(\» . Dyes 0 No 

l.5 ~. I .... pat ..... ClIo", only • mill ....... eUh. '<liYI"'-i'_ ponditlg In IrIe HM 0' ,"p","""nt? 
(C<>mpletllhe RIo<m"'n in ..w.... • I>IkIw ~ l1li p.ol ... 1 clo"," , PO~ m_ 01 "'in'IIlIIe peMinV 
dNII product Ie edmini&l", lhe mellbOlloo.) 

,1 II _ pate'" <eie",ncedltl 1.1 10' P'~-9""""" pat""" it .... pfCdllCl CIIoned irI .... 
~ ~ (M .n._ (> ... ui. ....... "", lhe INteftI is • pmcIuc:t~ •• p .... "l) 

3.1 ~Ihe pat .... dl'" ""<1"'11 pro$.rct." 6ofwlecl" 21 C R 31'-3. in lhe pending !'lOA.. 
,me"""" . Of aupoIIOtnenf7 

U 111M p_Nf.o,.nood "'.1 is. ptOd<><:l-by_, p.aient, li llie ....... <><:IdI -.I '" IIIe 
p.otenI nevel? f/orIln.-' II ... uHd only it I .... pall"" • Prcdu<:I-tIy·procooo patenl.) 

4. Method 0(11 .. 

0'_ 0~ 

O,g 0~ 

0'· O~ 

"',- D·, 

0'_ 0~ 

0,. D~ 

, 
s_~ m".1 ._11 ~ ,,,,,,,,,,,II,,,, 'n ,_" 4 ~ Ib" .ach po/Wl1 _ c1_1tf1 • me/1lod or u$lng /he _l1l'i, dn.Ig 
producl ~ """"" ~-nI blM/rtf/ SCI"I/ht Fordell m«llod' of un __ ced. "",,,,,,, ttl. _wtng ,,,"""'_'" 
4.1 ~. 11-.1'." .. 11 dam __ ",....,... _0<10 0I .... !Of .. ~Ich _ ..... 1 ir !>Orin; l<I<IIt1Iln 

lhe pe..rono Ho.o., _ .......... nt. '" oupjl1_11111 t8I V .. 

u P_ ClMn N"""r.r (u _"'/hIpMnIJ I thep .... I1l_,.feranced in U cIMn. pttIdIng molMd 
\-2. 5·19, 26, 21. 4<l. 43-47. 49, 52·57 of \!SIb wIIiclI 'CIPCMlI is being sough! in !be pending N~ 

... Of , en!? I2SIYes 

FORM FDA 3542a (1/O3) Page 2 
... _ , .... '''') .0,''"' U 
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4.2.1 N 1M _, to 4..2. u..: (S<bnII~~~otU"'_IU~~"'''''~ .} 
-y .. ;.,.rdy..tlt! ~ C ..... , 1-2, U . 111. 26. 21. 40, 4l, '9. s:2, Sol, and !iG - _ (,." podiI&aI) kif ~ ouoperU>n 10 • 
fic:ltythoo_wtr. ..... • _1tIclo _....-.IId ("""I_Of~ S-a.~. E_~vIooIOIItUIno 100"",'" _ 10 \lie prtIpOS8d 

:=~====t::::'C:.':'';''~':::'''..i.dTh:~:'-:;--~s.. -"'9 ""th. dRIll 
.",~ ClI\CIIf. s.. ~ Ab<aDne ...... lIOIoorUIn ~-EL l!Mnfore hyprnanolllrlylNCtionsloNMuane 

_ ..... s.._RH<:t1tIns: ~~RMc:IIMI(HSRJ). F .. mel_btNsI_,Ab_("" 
~ ""lnjocrlbllt l __ Ion)101. d_ '" 2GQmoJm' ___ '" ..... 3D",;""*'.-..y 3_1 
I\aJ ...... 1_10 ~.IfedNe. SNDougio _~. No~ io ~""""to _;0"",1_ 
of.o\bru:a'le. SeOII:loHgIt ftId A~ ~ _ ArIInmIr.IiJn ~. 

Claiml 7_14. 44. !oJ. 55, _ 57 _~(na/) padiral8l) .... iljtcj_ 'u __ io. ~ llbumln-bolmd 
(""",1 ,,,,",01....,._ $Mo...".,.,..,. e.cholr>Q_vbl_l00"'ll"'~WooIllId~tI.'I'OOO 
rntalhwnln._ ... s..~. Thiobm"~Io_from........-.u. S .. ""~ Atnlane(....t. 
pac:IlIoxeI) b injoctabIo .... pension Is lIdicoted b ,.... 1_ of • bfIUI CII",,",. s.. """*""" 
Phorm~ _~ of pdnillollooomg lQ. Inc! 180 mlro,ile Lot","1ons of Aln>ane II dose ~ of eG-375 
....... '"Mf8 _rm""" Lot_ pIIM$ I dnlcaloludleo Inc! I pIIrIH 3,ardomIted stu<t, io 1<kIl_rpoliotlb and 
........... 1If1lod inN f""""g IIMtfT_ I~ s.. an.I::&'~. Ab<P:iM _ f>CI_1n CNmop/lor-
H.II\oO_~_"A_ .......... s..-"--RN<:fioRa:~_ 
(~ f .. mIIMUUO ..... oI~. ~ C",b ~I"'~,~)", rIooe of2S0mg/In' :Idm"'_ ~...,..,."' ..... 3OmIn_ ..... 'Y3......". .... '*'" .hOWl"l 10 boo t~. SH~n 
~. No p.."ediCIII .... io reQIIiMd prior 10 ..... Lotlol'otion d ADr ......... s.. 00UQt _~ ...... 
Prfptnlion _ Admn--'" p~ 

CIAinu 15016.11d 45 . AI;Qd .... ("""~Q ... ",)o<tablo llllpel\l"'" II . "_rticM aa.,"I"1i,,·_.HnollllOrm 
alpadit ..... S .. ~. E_ .......... ~COId.oino lOOmo"'paditu:el....,~'..,IIOO"'IIoI"""'." ._In. S .. Of"",*""",. This """,,,,aGon 10 _from aoMl\IS. s.. Po~ AInD ... (/laO poeiI_) lOr 
Inj.edab'" I~ II IrodiCIIled kw tho ... .tmenr aI ... , concer. s.. IndiCllIicnJ. ~. tho 
motIlmportonl ,*,,",oIogIercmcit)". __ ~ __ I gonenoly,.p,sry _Ie. See~ 
R~: HMI""""""". GIado 4«500~'l ... ...--... """""'fOdltllZ%ofp-... IrNtod ...."Abru:o ... 
S .. ~ R,O'ClicIn$; _!Oot)g/c. MIIn\I ~nU Creoted 10 lite p_ 3 _,..., bruit "''''';>OI.~ . 
.... <I!""'NI counll dociolld below SOIl ~ (G .. ~ -4) in !I'll. of tho pJ\lefllll !rUled \\II1II • doN of 2W nto/nl' 
~ to 2Z"4 In ~_ ~ Cnorr.opl>or-OO .... po,<l\ont ~tcIion -' • _ 01115 "'IP'm'. See ~ 
Re_:~. AbruI ... ,,-.<11 co"'olnCr8nw/lOf.EL ' ...... '01. hype~ rna .... toAb _ 
__ r .... s..~ Re8Ctionl: ~ RHcIb'ts (HSlbJ. for me\l1I1I1e _II caroor, Ahtnano\1I4I:I 
I'I~ lor 1"~1t ,_Ion) ., • dol. of leo I\\!jMl' ....... b1~"8cI inI_", ....... 30 rnbrt .. eYefY 3 weekI 
~ .. been .-.. 10 boo d.d~. s.. Darllge and ~ 

CII i"n1 1'· I ! ,M 46-07 • AtIfa ..... I'*> ,-..111 !Or onjeaat>Ie ... petlOlOft ~ I ftanopo_ alttum.....-.no lneDl 
10"" 01 podiWotl. SH o.~. E.~ ling""'" ¥iaI COtUIt>! 100 mo of ~I and _OlCimalt'l' M "'Il 01 
" .. ""u&lou"nln. S"~!OI>. Thb",,",u_._rrwn . _IO. S .. o.~. AInD"'{nIoII!'IdlI_lj 
10, r;..:tobIo • ...,. .... Ion ~ ~ !or the Ino_ oI~"'oI""'ce,. See _ •. 1V>t . ...... _ 
.... .,.,....... C<t-mopflOr-El. Il10_ ..,.,........Mivity _Ion. 10 .."..,., ... -.. ..... s.. J.dwtu. R.ecIionoo: 
~_ (HSIb). IftllWoe,-,. lIIehquoo>cy .r>eI_ily of ... ",,,,,,,,"' ... -..1.,.,.. __ • • 
<Mpen:IonI .. paIiorIII ..... 1Mg u.g~ AtnD .... SN~ ~~. Por~ ~ 
was __ ;" 64% 0' II p",*", (10% N_J. 5 .. __ RH<_'~. P ......... I ..... .opatny_ 
Iho CII .... of o\braXI.ne dloeon~"""'n Iro 13fJ66 (4%1 01 01 palieID . 5 .. __ ~, HooIO'lllOvic. SenIOr)' 

I l""ptOtl\I have ~o..., ImptO¥ed or JftOhed _ 10 n ~ of in{erruptln; AInu ... u...tIY. SH_ 
ReItCCiclm: IN""""","". pq ..... ting ...... 11>100 _ul"'cl ""'" pr\oJ the ......... no! • C<l_ndJeotion "" 1<tIr1 ..... meropy. SN _ _ Iot>o; N.oro.IlgIo. No _.-. of i ' .... 4 ~ _,_, _ f"f'Ol\"d in I ... 

__ !rial S .. Aawtw _ . IN~. oo.r """ pe1Ip_ -.ropath.,. .... ttooa M\IIOI!:Io;, _",. 
'olowinii N>t!I:Q'" __ .... "" ........ "no 1<1") ,lid _ ~ tt.cMm.Ic: .. , .... _ _ 
.~IQP''''''' ' .... I\ooIQ .. <IIulr>o.~_ ... ..,.., mood ... ratIonI""" .... 1or\. S .. AG'\owtH R_: 
Ne~. F .. metasI.1c bfell$l CIn"". ~ (nab plClbllll lor ~ab'" IUapelllion) II • dOIW of 260 m~' 
lId~i1fste~ i"ltr.lY!!nous", OYer 30 mlrt~ellYery 3 weeQ hu been si"KNm to 1>1 offedil'e. set DI:Uege IIId 
Alinlrlill1llfo.. 

~ . No ~."vI~PiI~.nta ' 
F .. til. pending No.o.. toII~. at IUPflltntonl. tlllre .rellO r~ PI\ffOtI tI\at clJrn 1M <tug substance (Id~ tngredlioQ. 
drug ptodud (lo",,,,doto>n .. com~'~""') 0' ....,~od(l) 0:1 .... 10, ""1dI "'" """""" is .-"'" _al_ -..i:h .... pooct 10 

0'" ""'icI"I. eiaIM o:I~ot.nt inlrlnqemen' """kj ",eoonOltly Do ..... ned II _ f>CI ioenH<! by.". owner 01 the pal"" .~glld'" 
I ..... m ... ullCI""', __ • or.ali or, ... drug pmdud:. 

FORM FDA 3542. (1103) 
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G. D!Q1Ii-,,!~~ . " ~ d·_·;;· ~ : ":~(:., . .. rPM u ..... ,gnH dK,.".. Ihoot flU ;. .n -C:Cw.1IW MKl c~ ."bmJulon of p.llIWnf If'IfomgfkNI for ... NDA. 
.nHndm.m, 01'" .lIJlPIMNnt pendhtg u""'" • .cllo" $OfJ 0# 1M FedIIraI Food, Dtvg. VH1 CO.......ck: Art This rtm. .. ".,Itv.,..1ent ,,,tomr.U- Is .u,,,,tlrad p",.wm Ia If cm 3U.5J. I . 1twf flut' am t.mm.r with 2' CFR 314.$3 .1Id 
til l. I"JnrrlssJgn r;ompNu whh the rwqu',.lIIMtI r;>I ~ r.guf.tJo ... I verlfy und.,. peIY/ty DI ".rjury"" Ill. ftJr.goIttrJ 
I. tro • • nd conwc:t 

W",mlng: A wllltlllly .nd know#nglyhl.-. •• ..., ... t,"'. Mill""'" ow.- ",..,,, U.S.C. tOOt. .. AIIIIIorind _ Of P~ o.m..- (~."",,"," Re ~ PoIt. $ignood 
orhet ... _OfIidtIII ~ ~-., 

Patrick Soo,..Shiong, MD. ~ I:.1.M' Inc. IJ~u_ 
HOTE.: OnlY all HD" ~1tIdd .. ... ay I":'J. III. Oedatadon IIna:ty to .... FOA. A ,.- ........- _ • noI "'- NDA l..,plk:anU 
1>01_ ... ..-" 10 l !g" 1M ~ lout III "oUubmlt H dindIJ' to fOA. 11 CFII. l l 4.tJ(clC' l and (d l(' ). 

CM£k opp!lc-'>k tooa and ~ ' nilomlallo .. bllow. 

181 NllI'. ApplQn~ o N(),O.,AppIicatl~"'~.Ag.nI(f\Iopf<ooenl""') OI oIIItr 
Autl>or,"" Ofl"daoI 

0 Polen! ewn.r 0 Plitt>! 0wneI'1 AIIomey. AgenI (ReprlM n1lliwl 01 0II\0f Al,tll0I~ --,-
Amc,ic;an B i., Scie~e. lnc . 

-~. C-,IS' 1to! 
2710 Wil shire Boulevard. Suite 110 Santa Moniu, CA 

"'~ 
T. IepIl_ NLlMbIf 

"''' 31 0 1831300 

fAX N .... be:,/~twiI_J _Ad"' ... , /1 __ , 

l lO 991 BSS3 

n..: public: "por1;"~ bo,deo ro. 1h. ooIktI;o" of .. r ......... Iw _ ... _ \0 . .... qo: 9 """'" per ...... oe. i""""'"" III< oj ... far reYi<wiq 
i4soIoo:o ..... 1UKIo., o:xismt. d.!J. --=. plhoriIt, oDd ....... in ....... doll -. on4 ........,..,10& and _iowilll III< coIlt<:tion of ilrOllll."". s...d 
"""""",,, "Cotdio. lMo _ «:i"" ..... ..,. _ -" .r"' .. "'_of .. _ ..... iod.oIina __ flw ...t.a..,dm boutca \0: 

Food "'" Ono, Mainiotntioo 
COI::R. (lfFD.«ITI 
S600 Fillo ... Lo .. 
Ro<hilk, MD lOllS1 

A~.,.,,,,, __ «>oWl""' .... _. _ ~,..._ .. _..".._ '" .. 'f"I"d \0. ~ ~1«r1<M qf 

~_ ...w.. IIlupMy' Q <",.."uy _.OIJB <_~. 

FORM FOA 3 S42~ 17103) P;ge ' ... -.... "',,~, .,- .. 
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INFORMATION ANC INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMIITEC WITH THE FILING 
OF AN NOA, AMENDMENT OR SUPPLEMENT 

• To oubmit ~t infonnation to lbc qc<K)' lbc ~priIttc 
pUent declamioa fOJm must be lid Two brIM arc anilable 
for palent submission>. The "I'P"T'aI IUW. of )'OlII N",. Dms 
Applicalior1 will dclcm>"'" which fotm you .bwld _. 

• Form )5(2. shoWd lit "",d wbeoo oubmitlint pal<m 
iofomwion willo original NO .... rubmissions, NO .... """"",,,,,,,,Is 
and NO .... supplemenls ",ior 10 owro~o/. 

• Form J5(! shoukl be used ofter NO'" Of supplfll'mlW 
lI'JIIt>~al . Th;' form i. to be submined .ndIin 10 days aflcr 
appf"OYo/ of ... appliuliOOl. Th;' IOnn .toDu1d al<o be IIOCd 100 
submit potc~1 ;nr_!ion ",Iating 10 an f4IPIO •• d """"""Ie.1I 
WIder 21 CFR .)l4.$3(d) II> chao&< !he fonm.oWion, add ... ,. 
indiGalion Of otbc , ""ndilion of u ... ~e the ....,""'" Of 10 
male ... y owr pltntal c:I>uIg< "'Iaroina the drill. d<ua 
pmduct. o .... yrntlbod of~ 

• form ]s'l is also 10 be uscd for patcntl issued aftct" dnll 
awrovo/. POlaIU issued a!la drllR appro_oJ "'" R>qIlUulIO be 
submitted within )0 doys of patent il$Uln/:t; F¢t Iht ~en' 10 be 
WAi5 idcred "timely /ilr:d." 

. o..ly ,nrormui"" from !"ann lSol2 will be IlS(d lOr OIl11&C 
Book Publieotio. JIWlIOSOL 

• Forms dululd be JUbmilled lIS dcKribr:d i. 2t Cl'R 114.n ..... n 
lIdcLi!kwo.1 a>py of fonn )542 '" IlIe Ormi< IIook Slatr ... i ll 
el<P<diw. pat.nt pu\>liallioR in Ihr Oran,. EIooI<. The 0._ 
IJoot Sial!" adds1: .. Cas of July 200]) ii: 01 ...... Boot SIalf. 
Office of Generic On.o~ OGDlHFD-610. 7100 S\aIIdi<ll Place, 
Roc""iU •• tol O 2OSn. 

• The rtteipt daI<: i, the dat£ thai the patent inform";"n j. dote 
stomped in tile <cJI1raI document room. Patent ..... «Il!Ji<lcmj 

liSled on 1M da .. ~i .. d. 

• .... dditional copies of II>c5e f'onltl ""Y be do"",\oadcd Ii"oIn Ibo: 
',,"met at, Ir(/l! ·/hi", .... rw egr/fpn!!'iAA."'",1@nkm !!!I!!! 

nnt SUllo" 

Comple .. . n i«m. '" .h;' se<:tio:I. 

Compl,," all i'elllS in this O«:Iion ,.i,h ",I<:",~ 10 die palen1 

ilKlf. 

Id Incloo. palen. expilaliOfl d .... ir.etudina Ill)' lIatcl>-W .. man 
pOlen. c .. ensiotl already Ir .. '«1 . 00 not inet..se ""Y 
applicablo pedillrk oxduol.ilJl . TIt<: agency w;\I inel"" 
pediatric «cI~,ivit;'. ,,"berr: opplicable upon publicat ion. 

Id) Includ. fUll tddrr:S$ of pIIfcn1 ~ ..... ,. If pal .... 0_ ,.sid<, 
ol¢sidc the U.S. indicate the •• ,.,,,"" in \he .ip code h~k. 

FORM FOA lS42a (7103) 

Ie) .... nsW(O'~ ... ,do" If t.pp!icaI>Ie. Jfpatalt owner_ NO .... 
oppIi.,.,tIholdcr ~<k in the Un;\ed Suota, I .. "" "PI"" """. 

2. Drug SlIbstann (Aclive Ing .. IOd~"t) 

Con>pIe!C oJl ito"" ill thi' 1«Ii0lll if the p.atenl claims the <hUll 
oubsIao« ItI01 is \he ... bjcd of \he pcfldin& NDA. ... cndft'l<l\~ or 
ouppbrcnl 

2.4) Nome .... polymorphic fOnl> of the <hUll ideft~1led by the 

~-
2.' ) A ""tent rOf. ,,,.,,.boli." or.be approved active ingrodl<:nt 

""Y not be ."bmilled. If lb. poIc~1 claims III appro>"cd 
"",lhod of 1lSin& ItH: opptO~ dnI.& p<l)dUCI: 10 admini$ll: r 
the m<abolitc, \he pOlaIt ml.y be $Ubmi!lo<! os a II"I<Ibod of 
.... patent dcpct>dinl on ,be ~ It) teaiOll • of thl. 

"= 
2.7) Art...", tIIi. qua:t.ion OIlI,. if \he pooIen' is • produd~y

"",~pa""" 

J. Dng ProdU~1 (Compo.illtioalFo rm ul.tlaD) 

Cample .. all ilems in tt-.i. seaio. if the pale!l1 claims the d:u, 
ptOduoct that Is tile .... bjecl of .he peRdinS NDA. """,ndmon~ Of 

<upplemenl 

1.1) .... n omwu 10 this ..... ion i. "'I"i~ nnly it the ",re",neal 
pllal' i. a p><>dut1~ pa!<nL 

•. Mttllod "fUse 

Compl<!C al i itc"" in 0." 5Odi"" if the p&l<nt claims I "",!hod or 
use of \IIc dnI, product that is ltw: subj«l of !he pc<lding NDA. 
omendmont Of .... PI'lcmo.nl 

' .l) Idc.n.ify by numkr cICb e!aim in ltw: J>I!Clll !hal cloim$ <he 
.... (.) of \he bu, for \\t,icl> IPJ><QvrJ ;, beina """'chI. 
Indica .. ....toelher or ftOI eocl> individual claim if I claim fOf 

• rncIbod(') of u'" of \he dnli for which .,.".,..1 is ""ilia 
~ .. 

'.2a) Spccif)- tho: port of \he prnpMCd drill labe l;", !bat i . 
claimed by .hc PI"'.I. 

Compl.tc this SCCIioo ""Iy if appl i<*b~. 

6. Dedaration Ctrliliution 

Complel< oJI nem. in .his "'ction. 

6.2) .... u'h>ri .. d s.ipMun: . Choed: one of the fo~, bores t/IoJ b<st 
describes the aulhorilcd ,i,llllllll" 

Apotex v. Abraxis - [PR20 18-00 153, Ex. 1016, p.19 of 102 

N21660 

6 



American BioScience, Inc. N21660 

nep.,\mIIO' ofHullh .... d Human SotvIces F"",,~, oa.I8 No. 0II'~S'3 

Food and Druo AdminiIItrotion Expiratlan o.tt: OTfJl108 
s... C»#B _oo>".l. 

PATENT INFORMATION SUBMITTED WITH THE .~~ 

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21.660 
For Each Patent That Claim. a Drug Substance r.w.ce Of o'PPt,'CAMT I 110.0. t«)LDER 

(AcUve Ingr«llent), Drug Produer (Formulation and American BioSciMce, lne. 
Composition) and/or Method of UH 

7JM loUow/ng ~ pron6td In l eeonDnc:. wifll SKIion $O$(b).lId (e) of fII. FtdW"If Food. Drug, .lId COlm,lic Art 
TIV.OE NAME (OR PROPOSED TRAOt: fWoE) 
AbruaneTW (""b p..:' ;taxd) for Iroj_bl. SU!!pens;on 

Z::,,::¥,NGREDIENT(SI STREHGTH(S) 
Paclituel 100 m&!"ial 

DOSAGIOFORM 
Sltlile powder for il\iectablc JU$pen,ion 

This patent dedar&tiorI fom1 is requi'ecI to be submitted 10 1M FOOd ,nd D'\Ig AdmInishlion (FOA) with .n llOA .pplaiJoll, 
_Mnlet>!. or ,~n' .. n!quited by ZI CFR 3' • . 53'1 the..:ldfa, ~ in 21 eFR JI4.53(d}(.) 
WoUoIn thirty (30) My. after _cv~ 01 an No... or ""PP'emtnl, or within \hilly (30) day. 01 ".""nee 0( • _ ~nt. • new lIMen! 
declaration _t be IoIIbrr<Ud put.u,"' 10 21 CFR 31 •. 53(c)(2Xiij willi aJ of the Nq uirld inlotmation based OIl the 'pPlowod MOA 
or .uppiemeot. The inIollTl;>'ioI\ ,o.tm/IIeci in the ded_.tiQn form ,!bnitIed upOn Of ~, approval wil be the ~ inlotm;,~OIl reU"; 
upon by FDA for lislirlg • palen! in III. Ononge B<x*. 

For hand-wrln.n o. IYlNwriter nralOtM (oroly) of Ihl ... port: II Nditi0n81 'Pi'C8 Is fequired lox sny /"Iarrutive anSwef (i .• .• one 
ilia, does not require. "Yes' Of 'No' response). please IItlacll an addillonal ~ referencing the Quntion numbel". 

FDA win not Jis t p.twnt InfO(ffl.Unn JI you file .n Iflcompletl p.,., .. 1 cl«;s.,..rson 01' 111. paletll decJ.l'lrion /ttdk.tp lIIe 
p'ClI1t 1$ nol '''glbM for USfing. 

For .KIt p.twnt submItted for III, p lllding NDA, .,.,lHIdment or supplement ~Id .bo .. " you mu.t '(lbmlt I" _ 
iflfO(ffllfiOll ducribflJ bllow. " you I,. not IUbmImng .n)' ill/inti for IIIls pend/fig NOll, .mendm.nt or supple .... nt 
com lece Ibn .. , .lCtion .fld .ec:tIona .lI .nd 8. 

I. GENERAL 
. , 

e. I.Irohd Stales Palen! ~I>oof b. '"~. !blOt 01 P_ c. b;lItOlilon Olto CI Pal"" 

5,491,42' 3"211996 Jl lznOI) 

d. _DIP_a- _" /<II PaIeroI o..n.t) 
American BioScience. Inc, 27)0 Wi15~iu Boulevvd, Suile 110 

ClrlStall 
Santa Monica, CA 

.~ /OJ( II ... "., -I 

""" ) 10 998 asS3 

Telep/loroa Numbef E-Mail AdlffIU (l ...... 'lablllj 
310883 llOO 

e. NfmO oIl9!1!11 or 'tJ"nl"lt1iY' wt10 reatdu or...-at ... Md'''' loIlgenfor"P"''' __ ~ f.I./ 
• pi..,. 01""" ...... _IM.....- S~ .. _IO 
,,"",0 ,.,10". 01 pal. '" urtIieIoIlan uncle, _on 
S06(b)I~l .ntI ~)(2)(8) DIllie F ..... Food. 0ruQ •• "" 
eot."tc Ad .ocI 21 Cffl " • . 52 and 31' .", (' ""terrt ",N 
_, or No.o. tIIIPliclrMoold.,. _. not ... ...,. or ~ .... 
pII>ee oIl>utO'1est Wlhin fro. un~O<I Sme.) 

0- WA 
ZtPCOCIe FAX Numbet II ..... -.bIo/ 

relephor8 Nt.mber E-MaIAdd ... 1I (t"~1 

.. It 0.. p.t..,t ....... /IGed Ibc ... ~rrt tNt ..... -. tubm'aecl P«MOuoI)r /0, ". 
IlIPfV\'8CI HOA or I~ re!lereooed aboWl7 o'~ 0 .. , W tile pat..,. re ..... ftced .-M. _" ,Llbrnlhcl prevIooItl)r fo, Iismg. is .". .>lj>irrlion 
"'11. MWej(j>iret""' '''1I7 0,. D·. 

FORM fOA 350411 (1103) Plg,l "" __ ""n~'._ It 
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OYa DNa 

...... 
0 ," (8l~ 

0," (8l" 

0'" (8l~ 

, 
(8l,_ o~ 

O 'a (8l", 

0 ' - O ~ 

2Ui 

FORM FDA 3M2. (7/03) 
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.:bolt!le....-rtoUIs u..: (S<bnit~(W""*"<1ddu,,~,,"*,,-~;,IhtI __ ~J 
........ II:IonIify- ..... Clam 27 - ....,...... tt>ab ~ !of WKUblllI/aPIIIIiOn 10 • nanopatticIo .lKI'nn~ ( ... , form or 
I\r;IIy \ha use W'VI ",fer· ...,::1 __ s .. ~. E.ctI~ ... ,~l00mgofPldlP*and __ ely900 .. ~<lfIun .. 
enc.lo Ih. ptOpOMd .., .... in. Sooo.~_. Abr ...... (1Iab~~forlf+KXablo .~kIII II lndaIed .... 1Iwo _ of 
labellnQ IorttledAog • I.,."..,. SH~. 'Of_"lIi<bft.asI~.-'M(MbpduelforlrlJecUll" ""' .. .uJllIlltklnl •• doN 012150 m\)lm' dM\idered ~.~ _ :so mlrw.Ul eYtri 3 ....... "" been """'"" 10 III 

a_. s..~_Ildo, · oiot .. . 

Clam n·AbrIl><&fllO (tIIllI ~oI) Jor~._1I$Ion 10 '!WIOPI1lIdo .I~ ",lib) Iotm 01 ~~. 
$" ~~ . ....".,.. ... it • ...,pied ••• _'" yellow ..... l)oop/'IiIizod """"'* Inttfldod lor ...... l l ution wth 
0.0% SodI .... CII_lnjection. USf' PI»t 10 1nIr ........... W ... kIII. $"~. E_ linglo-uM.r.J 0IIhIaIn1 
l00mvofpadta.-l ....,~IOIeIy900maol ......... atunIn. S"~. ~ (lIabpo.oib.>aID for 
injocla* "\IlIpensionb~farlllll!nt_oI • I U!CIOa!f. S-".,..,/iIm, form~bru.1 
.,...... ~ (fMIo)~~ Ior~ ..... peNlotI)ill 0001 oIlGOmg/In' ~ ___ Ill' _ JO 
mr.utel _'1 3 ....... hal -'""""",10 be _ . SHDosape __ ABRAXAI«' Is.~ .. I 
._ ~0JINI.Il.cd ~e, lor _1_ beI<n .... s..~_~~,..._ 

Mmirti.hIioo>. ~1iI"" _<:to ¥iIII by injtding 2G mL of 0.8% SO<IO.<m Ch~1 l<+o<:tion. USP See Douoo IfId 
Admn.hI.ioorI, ~ 1or_.-.-.f1Q,. 

S. No Itarmnl~, . -, 
For "'. pe",,"ng NOA, ..... _nt. 01 suppiomanl. I .... ,. "" no """ ...... pooIenIIlbaI_ .,... d"'O ..... t._ (1OC'tt .. ~reI!OInII. 
dn.ov p«lCIud (bmulallon ... ..",...,.iIlon) Of "'et/IOd(o, 01 ...... 0' _ Il1o .ppIaN 10 .Hlelng _0'111 .1Id _ Nsj)8d 10 
_ • eIIm 01 patl"" ~WII cookl .... on.a.~ be .. _ ~. potion ""l lO:enH<Iby tha _ r 01 tho ~""" ~ .. 0'" 
u.. m",ulldul1l ....... 01 , 011 0I1III1IN9 produd 

• . Dl'cf.r:-tiOn ~~.n~tlOn 
, 

., 1M .. nd .... lgned decM ... tII., ttI/S'/s. n It~ .. ,.t •• nd .:ompJ.Ie w bmlu/on of".tent/nfomlllUOII fMUM NDA, 
' l1l«I"""111, '" .upplfflMlltpHl~n!l und..- lrKlI'on ~O$ «fiI , F ... ' FQQIJ, Orvg,.1Id C"lrml(f<:; A~t ThI.lI'm .. 
.. n.lU.,. p" •• II./ntwrn. tlon I • • ubm/ttedpu,. ... m to 21 CFR " 4.5.1. l.tIe., 1fur1 /.m flmJIII,wlttl21 CFR I f-t.!l . nd 
tfIII .ubtnlulOli .:ompll .. wlU! til. ,.qui,. .... IIU o ( III. regul.f1otl. I vetfty "11ft' p"".!1y of pitjury 111. , ,,," fongolng 
I. 1nI • • m! ~o~t. 

W.millg: A wlllfully.1td knowlll~y f.lu stlrllmenllll". ~rlm/n.1 ott.rrn Ullder 14 U,S.C. 1001. 

U "'-'I_III $.Ignatunl" r~k:-I<J<'~!.""ftj Owr>or (AAoInoY. ~ Repro_or Dill Slg",d 
_Auft!oMI4~( . _.~_j 

Patrick Sooo·Shioag. • Americ ioseienu. Inc. 

/3;4j~ 11/"'-
IjOT'E: Oftj, .n tlDA l~pI(CI~~m.r • ..,.". u.r. """ ... 1Ion d(IIC~' to Ch o Ftlo\. A ~nt _ .... 0 II ..... 1M NDA . ppllu,,1f 
hoi ........ "tI>orlz.o 10 1111" lila dod 00" but IOIa'f no! • ..-It It d1fWd1J' 10 FDA. 21 CAl It •. n (cK, ,.n<I (dW' ). 

Chock applUbIo ~~.n<I prO'lfda lnlomlUion ~.tow. 

181 ),IDA ~nl'Ho!do< o tiM Applit;ant'~. MoM.,. AoMt (Rt:ptlH"'_, or oIhe< 
_ori:zO<lotrdol 

0 P IlIni 0wI>I< 0 Pot.nl aw-r. All.,.".,. AQonC (ReptlIMIIlatiw' or OtMr ""'horIzed 

""''' "'m, 
American BioScienu. Ir.c. -.. CCyISl~. 

2130 Wil.hire Boulevard. Suite' lO SarlI. Monka. CA. 

,e~ llophonoNumbef 

.... OJ ) to 1113 1)00 

FAX N ..... bo'I"-.lI/$j -lobi! A<I<IrII. (t ... l tooIe; 

J 10 998 IS53 

FORM FOA. 3542. (7/03, 
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Tho """,it f<IIO<Iiq krdm lOt 111 .. <OI1oc6on of._ !los ..... ~ 10 • __ , IiOoIn pa ~. _ ... Ik lim< I .. ~~ 
__ .. .-dIq niJtiooc <10110 II04IE<CI, PJI><rinI .... _ .......... MOdod. DII _Idia& ..., rMt_ Ik ,<01-' .1 Iooro....-. Sold 
_ ~"' Ibis banSat __ """1 "", .. -" otltUs ""_ or .. _ ... in<:Iudiol ...,.mons lOt ~ ..... lIwd<o or. 

rORM FOA 35421. (11031 

rOOd and nr.,. Adcainisthtioo 
CO£R(Hffi,/j(l7) 
1600 fisll .... '-" 
R .. n.J1t. MV 1015"7 

A. ___ -."'_.oM.(H'_I< .... ,~ .. ,.'f""'d ... Q«JJI«r>M'" 
~..",,,,,"~ .• ~...,,.,QM. __ ', 

Apotex v. Abraxis - [PR20 18-00 153 , Ex. 101 6, p.23 of 102 

14 



American BioScience, Inc. N21660 

INFORMATION AND INSTRUCTIONS FOR FORM 3542a 

PATENT INFORMATION SUBMITTED WITH THE FILING 
OF AN NDA, AMENDMENT OR SUPPLEMENT 

.TO submiL patenL inf"""Mion to 1M ~y tho """"",",I< 
palen! decla"u;<>a Co/1l\ must ~ LI$OII. Two CoI1l1Jl .., a.ailable: 
lOr paIetII wbrnls.sOons. l1Ho 1IpptO\'2I SWUI of your Nt .. ON, 
Applicalion "';11 cIottrmine wI!ich rom. )QU dIould lISe. 

• Form 1~2. should ~ I>S<d ..n.:~ >'UbtniIlinJ palenl 
informarion "';\11 orilinal NOA SIlb:nis&iolu. !<IDA amendmc:ntJ 
one! NDA supplernen" prior to "",,<oval . 

• rOl m H42 .-;h1lU1d be used .tIel NDA Of $Ilwlcmental 
opprovai, TIl" form " 10 ~ ..... mill<d wnhin JO doo)'l afte. 
oppro .... of:an opplialiOfl. Th i. form Ihould .. '" ~ axd '" 
submi! palCaL i"foon'Lion motin& 10 ... Ip!KIImI "'PI'icmmL 
""de! 21 CFR ll(.H(d) 10 dI..,,,, ~ Cotlllulllioo. add I new 
indicalioa o. oth., """"~ioD of _. au"C" LIIe SImIith. .... In 
mu.e ..,y oLttcr pol<nwl chong< rtprdinll Ih<: drug. dIU, 
prod""'. "'" ... y rneLhod of uoe. 

• FO/1l\ H41 i. also In ~ used (Of pe!<nu iSSII<d oflcr dnIc 
""pro'ai. f aun" i .. ....! &l\et dlul """""".1 .... ~d 10 be 
submitw:l ""thin 10 dooy. of poLenL i .... once for II>< F"",ol In ~ 
C(N1hdere<l "Li.oxly r.kd, · 

.Ooly ,.fo..,,,oIOon fiom fonn JSH ""J) ~ usoJ for 0....,. 
Ilook rubli<:olicn purpo~ ... 

• F"nm >IIouLd ... _ ;"ed .. do~" hi 2\ CFR 1\4.13. An 
addiLionai <:<>py "r fL>m> H42 In It.:: Onnt< Dook SIJ[ ""([ 
""pedile poLen! pulIlicalion in Lhe 0._ Book. The Orang< 
Boot ShIT .<kl<n. ( .. or July 100) b: 0..,,,, Bool: St&If, 
om.., of Generic Onop OGDII IF~ I O. 7500 SlaMi'" Ptoe.. 
R""k>'IU~ MD 101SJ. 

• The ~pL dlle is the dill: 1haI1hc ~enL infomoaUoo il dale 
otamped in 11-.<: central dooumenl room. Plttnts are CDNidtruI 
lisLCd on I"'" dUe ~i.ed. 

• Adilition.1 <:<>pies of ~ Ibrms may ~ do"",mded Iiom the 
inLe"" 1 &1: IItIp !lfo""I , P'~ .... """"".If1g,htm/Uq!d"l ~!m i . 

Fin! Secllo" 

C<>mple<c all i«:m, in ' h;, J«:Ii(lII. 

I. G.".n l Sedlo .. 

Campl.L. I II ileltl$ in LlIU SttI'on .. iLt> rt~"'nce Lo Lhe ~'enl 

1L$<1f. 

Ie) Incl ude p.<c:n, up;raoion dAtto in<1~d in . .. ~ H&1d1-W .. ".... 
p&1C/lI eXll;: ... ;"n alrtady .... Ied , [)o no! iRCIudt lillY 
""pliable pod,,,,,,", excluri¥ify, The I£<RC)I will ir.dodc 
""d;"ic ""d",i.~ie, ........ 'l'pll..tlle "1"'0 publi"'Licn. 

ld) Include fuU add",,,, of palenl OW7lCl". If piUCnL owner ... ides 
o."ide Lh. U.S, inoJi<::a:.1be COUllU}l in II>< tipcock block. 

FORM FDA 3542& (7/03) 

Ie) AlISI"I:r thU q ... <tion if'l'plica!J1o. If palen! O .. ncr and NOA 
oppIi...vholder =ide in tItc United Stales, Iu,.., space 
blank. 

1. Drae Slbll.lIC. (Acli~f locrfdlCIII) 

Complet< all iItnIs in this _Lien if 1be pII!eoIt claims 1M dIUjI 
~ 1l1li is doe ... bjeco of til<: paula. NOA, omendmcnI, .... 
rupplcmenL 

2.~) Name !he p>lymo<phic fOflll or the diu, idenLifwl by 11-." -2.5) A paWlL fo •• meIIbolitt of \lie opproml ..:live inI",dicdL 
IMY not be submincd. If II'IC p&1C:M claims III approved 
meIhod or using Ihc opproved dru. product 10 idmiai ...... 
olI.e ""'W'Olilt. !he paLenl .... y ... ... bmined as. 1III:thod of 
use palCnL depending on III<: rnponKS 10 seclioa 4 of lIIi. -l.7) Aru ...... lIIis qU<$lion only if lhe patent ;, • produCl-by. 
pn><e .. paltnl 

J. O .... e P roo;! Dcl (ColIlpo.lUooJ}·ou"ulatlo .. ) 

Compiee all ittms in th;, section ir the poLenl d .im. the druB 
prodoo« dill i. II>< .... bjcCl of Ihe ""ndi~ 1'01.. om.ndmcm. Of 

.uppkmcm. 

1.11 An........." 10 this q" ... 'ion i. requirtd OI1ly iflh" ",{efenced 
pateIo.L Is • producc~ palen .. 

4. M~lhod of Usc 

O>mpkLc al11Ic"" ill ... " .. Clion if the polOll ~aims a n'l<IiIod af 
""" of the drua produ<t!hal. i$ tho: sub~ of the ~nR NDA. 
'<I\C1Odmen~ 0' ""PPlomenl. 

U) I<kIIL;". by """,ber ncb claim In the patenl thaI ~al",,"'e 
US«,) of the 4rul r .... wllieb 'PP'O~ai is ~i.n& SOU&ht 
Il>IIi_ wtIdh<:r Or not cao::h ir>djvldaal ~ai", is. CWIII for 
• n>o:lhod() of <Ill:: of 1hc drul fuf wtlid> tpprov .. i~ bcina 

~"'" 
4.2.) Specify Ill< part of the propooed diu, labeling thlll i. 

c!ooimed by the J>IIClII. 

S. No RttevlDt ',leDIs 

ComplO1oOlt.is seWoD only if ..,plicoblc:. 

ComplC1C 1.11 iltlnS in Ibis ~ 

6.2) AOJthc>r\=I .. ~. Cheek om: "fthe four "Do_ \II,,, besl 
descJibeslhe ... iho<izcd hgtW\lte. 

Pag.5 ""_ ..... _,~._ ,r 
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Oepartnwnt 01 Health .nd Human Services F"""~: Ofot8NO.Qll l~IJ 

Food and Drug Adminlstrallon ~ DOle: 0713 , /00 
SM owe s-.,(n".,. 3. 

PATENT INFORMATION SUBMITTED WITH THE N~NUM8ER 

FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT 21-6/)0 

For Each Patent That C/afms a Drug Substltn~ MAME Of ~ 1_ HOl.DEA 

(Active Ingredi.m), Drug Product (FormuilltJon and American BioScience. Inc. 

Composition) andlor "'. thOd of Use 

Th. foll_lng" ptfWhHd In I C"'tWrICi with SKtJon 1145(b) .nd (c) 0I#>, FidflRl Food, tJruJl, IIId C",m,lk Ac t 
TRADE _ (OA PROf'OS TRADE NME) 

Abrua"c"" (nab paditucl) (or Injectab!e Swpcnsion 

I z.::!,o;;~~I~U1ENT(S) 
Pac htaxe! 

SlRE~~~{ ) 
lOOm&fvial 

OOSAGEFORM 
S,crile powder (or injectable SlJSj>Wsion 

This ~nt ded.....tion Iorm is ....... ired to be aubo11itt1d '" the Food and o.ug AdrMIislratioro (fllA) willi In 1011),1., .pplication. 
I,""ndmen!. at l uppIem,m as ""I~ired by 21 eFR 314.!I3attt... aodfeu pnMded In 21 eFR 314,53(<:1)(4). 
WoII'Iin tI1irty (30) ~ allll. IPI'fOYII 01 In NOA Of auPl'lllment. Of widl!n tNrty (30) clap 01 I •• ".""", 01 , new I'IIcnl , no:w p.ot"'" 
dedi''''''' must be . vbmirte<I p<n~n to 2 1 CFR 314.53(c)(2)(0) wit7> _~ 01 !he ."" .... ed infonnalion based on "", _pproved NOA 
Il< suppleoment ThIO ;N'ormatlon lutMMIed in the deda • .cJoo ~ lubnVtl:ed " pori 0< .rtef 1jlI)(Q'V" will be the ontr InformMi.,., refied 
~n by FOA 10< Iis~"" _ palem In the Or_""" 800II. 

F" . hro nd-wrltt-n Df ty~"" lttor v . ... I ..... (only) .. , 11111 ... port: ~ a<le'ition. ' , pac41 i . .. qui .... for ~ny I'la,,,tive a",,_. (i_I_. one 
thlt OOes l'lOC require a "Yes" Of °NO· response). plene lI!taeh.n -.:IdltioRll page refenlndng thfI qu",1ion no.rm!>e. 

FDA will no l ~I p.1 t.n( lnfonn.tIon H )'0" " IfI .n Ineomp/m p.1t1nl dKllr'l lIon or ftI. parllll dec!.rll;"" indica". th" 
p. tlnt is not ~Igibl. tot Niting. 

For Neh p. "'" . "bmirNd 10, 111. /Mlldi"f NIJA, am..,cimef>(, or 1I1Ipp1_enl r.t, ,.m;1(/ .!>o .... J'D" nHllI . ubmf' all Itt. 
' ''' :'';:;,aIlOn d .. c';_ 0_. H )'OU . .. ,.." lIuOmIffit1g any patl" e. for 111111 /M"dlnfl liD", ."' ... d"' ..... 01' . uppl_ t 
c"", /",. . bov, • • e!/on . nd a K a- 6 ."d e. 

1. GENERAL 
. _ UrliIecI SUtes Palen! NInI".. b, Issue O~t. 01 P.ojenl e. Erpntklol 01111 cI Pat~ 
5,439,6B6 SltJI 99S 2n2l2013 

d Name 01 P_nI 0...- AdcI .... (<>,_ 0-.;1 
Americ an BioSI:ir:"co:, Inc. 2130 W ibb,rc Bo"levard, S" ite 110 

ClylSl.t. 
Santa Monic.a, CA 

1;;:- AJI......, .... (I_J 
3 1 0 99U~~J 

Telephone b ile! e ... .aa Addrnl (I evlitWtI 
l iD III IJOO 

e , Nem. !!Iag!n1or.."...r ","", _ ... _ or ........... M.n .. (a'-"I""~""'"""_"''' f ... , 
, pr_ 01 buo ...... _ in It. UNiod St.te. ,uth<><'IH<Il0 
_~ ~Ioe Dlpal ... ~kIoI __ Ion 

~)(J).n:! C)(2)III)dlN F_ F_. DnID. MIl 
eosmello I'.c:t Ind Zt CFR 314_52 _ 3t4.80 (J~ CJIy/S~ .. 
_'ot!'f[)A,~ __ noI_liHo ... b ..... 

prilOl oI 0 lf1i<>tn wilh1rll11e Ur\lIed SIIIel ) 

0- N,. Z'PCode fllJ("'~m_(I_"'J 

T*pl'lOne N"",iloeI E-NI1 Ad<I/'HI (II011i11~J 

, I. II>e ~ent <et .. nc:ecI _ • • p. llflltnat 11>11 been .utnir."" ~It br.,.. 

allClM-' NOA <It I,,~ pltmlfll ... 1er.ttCld ,bow? O'~ 0 ., 
• ""'" palen! lei",..""." __ haO betn . Ullmlllecl preoiouo", lot Iioti"9. iI 11M 0J<Pin0II0n 

"at. ~ ..... ewir.'''''' .s.te7 0," 0" 
FOR M FDA 35421 (7103) 
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For ttl. po_ ""~N Ibovt, pnw/de fIN fofl_IIIg InI'armlffon 011 ntt. dtug .ub.unCl, dtv{J ptodur:t ."dlor '"fthod of 
u •• til., ,. tIM .ubJ~t 01 UN pettd/Ilfl NDA. .......ctmMt, or l uppIMIMt. 

:z:. Dru:jI;Sun .. ncil (~~*'oh.ntl: 
. , :,. . .:t~;~.' '- ': • .. , - .' - . 

.~l' :.:;;/~: . ~. :t · . ;. , . • • 1:>·!' ~- .; . '," : ~ 

" Doh CM po l..-.l oIolm lM .... g ~ Ch.e io tt-. Rf;'" .... ...,;ont In 1M druD ~ 
clactibld ill Ill' 1""""'01 NDII. ..... -.. or .uppIem ... 7 0 ," 0 " 

U ~~t..~ ... _ ... ""._II.-t •• _ .... ~oI"'od,,", 

..-nt -.:ribad ill !he ~no -. ..... /O"nenC. or .uppoemen!1 0 ._ 0'· 
U "!he.....wer to qUHtion 2.2 • "'Y ... " Go)'Oll ctrtit1 tIId. .. 01 Che dna of tIIiI ~. Y'Ou 11M hist <!ala 

"",,,O"' !I'aIing , ...... d"" ptOCI\.d _Inht 1M po/ymorpII-..iII porfo<rn ChI . _ • • • II>e dfUi ~lOdua 
.... =-111 "'. 1'100\1 The Iype 011"" dNr ~...., io __ .c 1 \ CFR 31'.S3(b). 0,_ 0 .. 

1.' Spod/)r'" po!y\'llorptoc '''''''(I) _d by tt-. ... "'"'Ior_)'OII ....... "'les1 ... uh~ in 2.3 

, .. Ooellfll ~."t calm (lOlly ~ mee_ 011hot ' Clive Ingtechnt .,."I:I"1n !lie _ or 1upf)_1 
(Cc",p;". !lie .. Iormation ir'IleCIion , below ~ u.. patene Ci3hl1 • peruIi\<;J ",et~oo:l at IIIirItI n.. pendlr<l 

d Ng PfOducI lo ad",", ... !lie mNboIiI • . ] 0·- 181" 
U Doelll>e ~ator"ll CIa ... ernly an i"oI __ e? 

0," 181 .. 

" II , .... p.alent ... _ In 1. t • a pIO(Iua~i'IOI)"" palen\. II ... lIfGlua CI.1"nOd In ... 
pal..-rt ....,..11 tM In __ is """'"" o nly' ChI P*nI it. P""IueI-t,'"""",," potont.~ D·" 0" 

3. ·Dnlg PrO"d..K:t (C"omP;<>eJil4ri/tom; I.I,atlon) : .. : "i >.. ., ~ . . . , . , . . . 
" Doh u.o Prlenl_ .... dtu9P1'Odud . .. dofinodln 21 CF 3143. In 11>0 pendlng -. 

Im.andmolll." lopp/e<rIenl1 181 ._ 0 " 
U DoH IhIO pato nt cI . .... only an .,. ..... .c!iaIo1 

D·- 181 " 
u 1/ thIO pat.", "'o~ In ' .1 10 • ptOdua~s P_. 10 !he producl domed .. IhIO 

paront....,..11 (AfI .n .... ' 10 ftIIl<I lre.! 0fII\r W \he p""", 10 • """"L.oct~_". paIInl .) D._ 0" 
4 . .,.thad 0' u.. .. . . 

.. -. , ., ' •• J( 
, 

Spon-.s .. gst ._It tI>e _-'Ion ~ UdIo>r"I ~ _-.Ir fbr NdI p«ont cllllm cWmIII, • mo(trod o f u.", lito _dl .. , ....... 
prof/lIeC for _~ .pprov~ I~ t>eJ,., M ug/U. F«_ .. _ of u .. cMJm ... ,...."".." ,.".""" 1M foI/Owfnll .... fonrr-.: ., 00000 IIHI J>lllen1 do ... ""0 Of mOJo __ 01 .... ,or .... id> _Ill bMol~l;" 

thIO ~ NDA. 1m.,.,.,...... or 1~1 0 ·- 181 '" .. , Pile'" Clam Ntrnber (u rst.d., thJ pat""" I Does the PlItt'" CIUn nlrenlnr;..t in • • 2 Claim • pending melhod 
01 »e fofwhidl ~I II !>eng 1oCIO.I\IrIt in the poerrding N'O . 

~D '" amtrVnenI. "!:!!'P(IIIrmenC? Yel 
' .b 1M 1 ... _10 • . • Use: ~ /noctceIim or ~thod of use _ ... JpfICt/iuJiy .. _ -r>Pftl _ _ IIngJ 

"e,.· kIenU'y willi l pod-
fiaIy "'0 ..... ""h ",10<. 
""'" Co \he pn>posed 
--.; for IhIO drug .-

5 . No Relevam P l tlnOt- , , .. , . 
• 

For lhio pendOlg NDI'\. ..,._111. Of 0<./PII1on".e<"rt. lhore " " no r ........ ~_ th,1 oIIrirn \he dr", ,1.t>.1._ t_ !fIg...r_). 
lINg pro6ucl !'omIliation 01 c:ompoolion) or "'_II) 01 ..... lor _1'" ~C it _kiolQ OfIpfOVot and ..... h .... ped to D._ """'" • elUn 0I_1lI i"oIringcrtIMI owIcI ",UOI\obI'/ to. ..... rte<t • • poe""" ..01 .... _ 1>1' tn. _ . r 01 the ""'_ ~~"" in 
thIO m,""'>du ... ~". Of solo of It. drug p _ _ 

FORM FOA 3S42a (7/031 Plge 2 ' ", __ ",,,M"_ ,. 
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HlK~~.~fte!tl.O:n , ; -5? , . L~:~ , , 
.< '.' ... Th, u~IIJ.n1ld Wel.res fhat tills 1& . n .eeutar. ."d eotrtpll,. submJu/on 01 palMt Infomt. /ioll fOf' 11M' NOA, 

.m.ndm.nt, Of Suppl«MM ".,.dlng IImRf • • eClon $OS 0I11M Ftd«l1 Food. DnIfI • • nd COsmttlc Act. This lim .. 
ufI'Sl"". paN ni fflfomudon I. aubmlUtd pIIfSUlfl' to :1 CM 314.53. J .rr .. t Itr.H,m ,-milia, wfttI 21 CM 31 .. 5; . nd 
Uri. SlIbmlnlon complies with til, "'"fuU.mMN 01 fII' ,."tion. I .... tIty ufldlr ".na/ty of petJury fIIIr flit fortgoI" fI 
Is ero. IIId COrrKl. 

W' rnlng: A willfully . nd .knowingly '-15. SIIr.m.nI I •• clfmln,/ow.n.:s. Unftr 11 U.S.C. 1001. 

t . _0 .... '" Sign..v. 01 ~ ~ or p...-,t OWner IAlIomfy, ApMt. RfIIn_ '" DIIt Signiod _f Aulllorit«J OII>:MIJ (PIfmt» _!:lor! ""10001 

Patridl; Soon-Shion&, M~~BioSCi<:r.ee. Inc. 

!J~~ 
NOn: On" .n fl OA ... ~IC"'~_~~ • ___ this cIecI.~ dncttr 10 11\. FDA. '" po.\IfIl _. WIlD .. nol trw NCA -'1ctnV 
h_l • ...",0 ...... to.1gn tI>e _ ...cIon .... I ml, not .ullm'" ~ II!IwIIyto FD .... J1 CFII ~' • . 5-)(c~) I .... (01)(.). 

ChedI: applicable box ..... provlcloillloml_ t..Iow. 

0 flOA "'IIP_' 0 HOAAppI1cIrfll'_ .... 1 AtIomey.AQen t~) g,_ 
AuItorif ... 0IIIciI1 

0 PI1""'Ownt< 0 P_OwMo(. AII""",y. ,o,q.fII(R~ .... ) .. a-_1iad -,_. 
Amc:riCllll BioScience. In;;. 

Add, . .. CoIyiSt.o le 

2730 Wil~ir c HOu leY~[ll. SU ilc 110 Sana MOflica, eA 

ZIP C_ r .lop/"oone N"",1oot 

90401 l i On] I JOO 

I'X Nu,"be, (if _~) "",.I_~(I_J 

l i D 998 8~H 

Th< ~I" r<pon' ., bwda> fol Ill ;' .. 1_ Qf WonnoI ... ~ ........ <>, ........ .. .. """ 9 ."." .... mporIfe. in<!";io, 11K limo Ib< ~ 
<_koao. IUI<~~ "'; .... , 1111. _ ...... ,&th<riol ond ............ , .... <!aU _ . .... ~Iq omd ~ .... ~l_ or lor"""" . .... s...I 
~ "I"'Ii" , till' ""rdc>o ,,' lIN\< or ODyQ<h<t """" of It .;, cell<CI .... of ;"f ....... i ... ia<lod"'c '""",,"" 10< ""CKicot; do;, ....... to, 

.. OCId &neI Dnr, ...",. .......... 
COER (lfFD.OQ7) 
5600 fislocn IAn, 
RocI:",llo, MIHOll l 

"" "1<""1""'_ ""od\o<, .. _ . _0".,_ .. _ "'l"""" lD "~'" "C<>Iltn_", 
~""''''''' ...It .. ll dispi<:yo" <.ntn!ly """irS QNS _01 • ...b<,. 

FORM FOA 3542a (7103) 
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INFORMATION AND INSTRUCTIONS FOR FORM 3542& 

PATENT INFORMATION SUBMITIEO WITH THE FILING 
OF AN NDA, AMENDMENT OR SUPPLEMENT 

(:;u ..... llafor .. llio. 

. To 5Ubmi1 pw:nl in fGlTlla\ion 10 ItIc: qcncy Ibc appmprUu 
~I «cw.ion form rnIISI be used. Two I'orms ore 1"'IIbI. 
for palmi submissioll$- The IppJOYIJ Sll.NS of)'01l1 Ne .. ON, 
Application .. ill do;I<:rmin~ .... ioll Ii.>m> you should usc. 

• rom> )}~ 11 shobld be """" .. I>ao .. bmiuinl paI&nI 
Informor"" .. ith oriVnaJ NDA su~ .. NDA ornmd.....,,1< 
004 NDA ... ppiemcnu prior I(> "wn,.aI. 

• fonn 1H2 shoIIld b< used oller NDA or "'9pl''''''''W 
If'PI''WoI. Th is Corm is ro be wbmitrcd .. ithin 10 dll)"! ... 'tel 
Ipproval of WI "I'plitaLio • . Thi' form should 0110 be used I<> 

submit 1'11<"1 inlOrmol;"n ",win, 10 an &pfI1'O'ftd SllPI'Ieme"t 
undu 21 erR J IUJ(d) \0 obMSC Iho (""","lotio", todd II n<:W 

""'iGalion or olhcr ",!>dition of usc. <:/I ... gc Ibc .tren~. 0' to 
matt any QII>o:", pal<OIed chM,' I'Cprdin& Ibc drus, dru, 
produd, or ony _thOO of_ 

• fonn un i. 01>0 10 bc u .. d for patenu imood Ifter 41\1, 
""provo!. Pl\(nts inurd alltl d"" Ipprov.1 an; l"«Iui'c~ '0 be 
SIIbmilltd .... ithill ]0 d&ys of pal'''' i.w"""" fo, tile Pllalt 10 be 
<onsid<:rcd "tiPElr lilcd." 

• Only inlbmll tiQlI from fonn l:!42 w;1I bc uscd for Orongc 
Book I'ublie.tion P"'POS"S. 

" form. ""'uld be ....,mined .. described in It CrR 114.'1. An 
additional «>I'Y ()r rom> 3542 to Iho 0ruI~ 8001; SuiT ,..;n 
.xp:.dil< pl tent publi ..... ion .. Ute OIVlCC Ek>ok. The ORngc 
l"look swr oddt ... (as of My 200)) is". Onngc Book SWf, 
om .. of Gtnuic Dnlp OODIHFD-6IO. noo Standi"" Plocc, 
Roc""ill •. M D 201~~. 

• "Tho ",""Ipl dllC i . lb. d.w: IIut the paleN infoftnOjjon ;,. dol< 
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EXCLUSIVITY S UMMARY FOR NDA # 2 1 -660 SUPPL # __ _ 

TradeNa me ABRAXANE for Injectabl e Suspenion 

Generic Name paclitaxel protein -bound particl es for injectab le 
suspension 

Applicant NameAmerican BioScience. Inc. 

HFD # __ ~15~O~ ____ _ 

Approval Date If Known 

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 

1. An exc l usivity determination wi l l be made for a l l original 
appl ications, and all efficacy supple ments . Complete PARTS II and 
III of this Exclusivity Summary onl y if you a ns wer "yes " to one or 
more of t he following question about the submission . 

a) Is it a 50S (b) (1) I 50S (b) (2) or efficacy suppl ement.? 
YES I_X_I NO I_I 

If yes, what type? Specify 505 (b) (1), 50S (b) (2), 8 El, SE2, 8E3,8E4, 
SE5, 8E6, 8 E7, SEa 

505 (bl (2) 

c) Did it require the review of clinical data other than to 
support a safety claim or change in labeling related to 
safety? (If it required review only of bioavailability or 
bioequivalence data, answer "no . ") 

YES I_X_I NO I_I 

If your answer is " no" because you believe the study is a 
bioavailability study and , therefore , not eligibl e for 
exclusivity, EXPLAIN why it is a bioavai l abi l ity study, 
inc l uding your reasons for d i sagreeing with any arguments made 
by t.he applicant that the study was not simply a 
bioavailability study . 

If it is a supplement requiring t h e review of clinical data 
but it is not an e ff ectiveness supplement, describe the change 
or claim that is supported by the c linical data: 

.... age 1. 
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d) Did the applicant request exclusivity? 

YES l _x_1 NO I _ I 

If the answer to (d) is nyes," how many years of exclusivity 
did the applicant request? 

3 years 

e) Has pediatric exclusivi t y been gran ted 
Moiety? 

YES l Ib-I 

for this Active 

NO 

I f the answer to the above question in YES. is this approval a 
result of the studies submitted in response to t he Pediatric 
Writen Request? 

IF YOU HAVE ANSNERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO 
DIRECTLY TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT . 

2. Is this drug product or indication a DES I upgrade? 

YES I _ I NO l_x_1 

IP THE ANSNER TO QUESTION 2 IS "YES , " GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade) 

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 

(Answer either #1 or #2 as appropriate) 

1 . Single active ingredient product. 

Has FDA previously approved under section 505 of the Act any drug 
product containing the same active moiety as the drug under 
consideration? Answer "yes" if the act i ve moiety (including other 
esterified forms, salts, complexes, chelates or c lathrates) has 
been previously approved , but this particul ar form of the active 
moie ty , e . g ., this particular ester or salt (including salts with 
hydrogen or coordination bonding) or other non-covalent derivative 
{such as a complex , chelate, or clathrate} has not been approved. 
Answer "no" if the compound requires metabol ic conversion (other 
than deesterification of an esterified form of the drug) to produce 
an already approved active moiety . 

t'age e 
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YES l_x~1 NO I _ I 
If "yes , " identify the approved drug product (8) containing the 
active moiety, and, if known, the NOA #(9) 

NDAU 20262 Taxel 

NDAff 

NDA# 

2. Combination product. 

If the product contains more than one active moiety(as defined in 
Part II, #1), has FDA previously approved an application under 
section 505 containing anyone of the active moie ties in the drug 
product? If , for example, the combination contains one never
before-approved active moiety and one previously approved active 
moiety, answer "yes. " (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is 
considered not previously approved,) 

YES I_I NO I I 

If "yes, " identify the approved drug product (5) containing the 
active. moiely, and, i[ known, the NDA #.(8). 

NDAIt 

NDAIt 

NOAIt 

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO, It GO DIRECTLY 
TO THE SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part 
II of the summary should only be answered "NO" for original 
approvals of new molecular entities.) IF "YES " GO TO PART III. 

PART III THREE- YEAR EXCLUS I VITY FOR NDAt S AND S UPPLEMENTS 

To qualify for three years of exclusivity, an application or 
supplement must contain "reports of new clinical investigat ions 
(other than bioavailability studies) essential to the approval of 
the application and conducted or sponsored by the applicant." This 
section should be completed only if the answer to PART II, Question 
1 or 2 was "yes. " 

r>age J 
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1. Does the application contain reports of clinical 
investigations? (The Agency interprets "c linical investigations" 
to mean investigations conducted on humans other than 
bioavailability studies.) I f the application contains clinica l 
investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to 
question 3 (a). If the answer to 3 (a) is "yes" for any 
investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

YES I _X_! NO I I 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2. A clinical investigation is "essentia l to the approval " if the 
Agency could not have approved the application or supplement 
without relying on that investigation. Thus, the investigation is 
not essential to the approval if 1) no clinical investigation is 
necessary to support t h e supplement or application in light of 
previously appr oved applications (i. e ., information other than 
clinical trials, such as bioavailability data, would be sufficient 
to provide a basis for approval as an ANDA or 505 (b) (2) application 
because of what is already known about a previously approved 
product), or 2) there are published reports of studies (other than 
those conducted or sponsored by the applicant) or other publicly 
available data that independently would have been sufficient to 
support approval of the application, without reference to t he 
clinical investigation submitted in the application. 

(a) In light of previously approved applications, is a 
clinical investigation (either conduc ted by the applicant or 
available from some other source, including the published 
literature) necessary to support approval of the application 
o r supplement? 

YES l_x_1 

If "no," state the basis for your conclusion 
trial is not necessary for approval AND 
SIGNATURE BLOCK ON PAGE 8: 

NO I ! 

that a clinical 
GO DIRECTLY TO 

(b) Did the applicant submit a l i st of published studies 
relevant to the safety and effectiveness of this drug product 
and a statement that the publicly available data would not 
independently support approval of the application? 

YES I __ xl NO I I 
(l) If the answer to 2 (b) is "yes," do you personally 
know of any reason to disagree with the applicant I s 

r'age '1 
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conclusion? If not applicable, answer NO . 

YES I I NO l_x_1 

If yes, explain: 

(2) If the answer to 2 (b) is "no, " are you aware of 
published studies not conducted or spon sored by the 
applicant or other publicly available data that could 
independently demonstrate the safety and effectiveness of 
t h is drug product? 

YES I I NO l_x_1 

If yes, explain: 

(e) If the answers to (b) (1) a nd (b) (2) 
identify the clinical investigations 
application tha t are essential to the 

were both "no," 
submitted in the 
approval: 

Phase 3 study (Protocol CA012-0) comparing paclitaxel protein -

Particles 260 mg/m2 to 175 mgim1 o f Taxo l ®. 

Studies comparing two products with the same ingredient (s) are 
considered to be bioavailability studies for the purpose of this 
section. 

3. In addition to being essential, investigations must be "new" to 
support exclusivity. The agency interprets "new cl i nical 
investigation" to mean an investigation that 1) has not been r elied 
on by the agency to demonstrate the effectiveness of a previously 
approved drug for any indication and 2) does not duplicate the 
results of another investigation that was relied on by the agency 
to demonstrate the effectiveness of a previously approved drug 
product, i.e . , does not redemonstrate something the agency 
considers to have been demonstrated 1n an already approved 
appli cation. 

a) Por each investigation identified as "essential t.o the 
approval," has t he investigation been re l ied on by the agency 

Page 5 
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to d e monstr a t e the e f fect ive ness o f a p r e viou s ly approved drug 
product? (I f t he i nvestigation was r elied o n o nly to supp o r t 
t he safety of a previ ously approved dru g , a n s we r "n o . " ) 

Investigat ion #1 YES I_I NO l_x_1 

Inv est i g at ion #2 YES I _ I NO I I 

I f you h a v e a n s wered "yes " f or one or mor e i nvestig ations , 
ident i fy e a c h such invest i gat i on and the NDA in which each was 
relied upon: 

b) For each i nvestigation identified as "essen t ial to the 
approval " , does the investigation duplicate the results of 
another investigation tha t was relied on by the agen cy to 
support the effectiveness of a previously approved drug 
product ? 

Investig at i o n #1 YES I I NO l_x_1 

I nvestigation #2 YES I I NO I I 

If you have answered "yes " for one or more investigat i o n , 
identify the NDA in which a similar investigation was relied 
on : 

c) I f t h e answers to 3(a) and 3(b) are no, identify each "new" 
investiga tion in the appl i cation or suppl e me nt that is 
essen t i a l to the approval (i.e., the investigations l isted i n 
#2(c), less any that are not " new"): 

Protocol CA012-0 

4.. To be eligible for e xclusivity, a new investigation tha t is 
essential to approval must also have been conducted or sponsored by 
the applicant, An investigation was "conducted or sponsored by " 
t he applicant i f, before or during the conduct of t he 
i nves t igation , 1) the applicant was the sponsor of t he IND n amed in 
the form FDA 1571 filed with the Agency, or 2) the app l icant (or 
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its predecessor in interest) provided substant ial support for the 
study. Ordinari ly, subs tantial support will mean providing 50 
percent or more of the cos t of the study . 

a) For each investigation identified in response to question 
3(c): if t he i nvestigation was carried out under an IND, was 
the applicant identified on the FDA 1571 as the sponsor? 

Investigatio n #1 

IND # 55974 YES I X I NO I I Expl ain: 

Investigat ion #2 

IND # YES I I NO I I Expla in : 

(b) For each investigat i on not carr ied out under an IND or for 
which the applicant was not identified as the sponsor, d id the 
applicant certify that it or the applicant ' s predecessor in 
interest provided substantial support f or the study? 

Investigation #1· 

YES I I Explain NO I / Explain 

Investigation 1t2 

YES I I Explain NO I_I Expla i n 

(cl Notwithstanding an answe r of "yes" to (a) or (b) I are 
there othe r reasons to believe that the app licant shou ld not 
be credited with h aving "conducted or spon sored " the study? 
(Purchased studi es may not be used as the basis for 

e xclusivi ty, However, if all rights to the drug are purchased 
(not just studies on the drug), the appl icant may be 
cons idered to have sponsored or conducted the studies 
sponsored or conducted by its predecessor in interest.) 
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YES I_I NO l _x_1 

If y es, e xplain: 

Signature Date 
Title : She i la Ryan. Pharm.D. 01/ /2005 

Signature of Office/ Date 
Division Director ()/7 ~~ 
Richard Pazdur ' M.?'I (/'-.../ 01/ 41'1 /2005 

Form OGO-01 1 3 47 Revised 05/10/2004 

Page 8 

Apotex v. Abraxis - [PR20 18-00 153 , Ex. 10 16, p.36 of 102 



--- ----------- ---
This is a representation of an electronic record that was signed electronically and 
this page is the manifestation of the electronic signature. 

/s/ 

Gran t Williams 
1/7/05 11: 39:56 AM 
Fo r Dr . Pa zd u r 
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PEDIATRIC PAGE 
(Complete for all moo original applications and efficacy supplements) 

NDAIBLA 1# : 21-660 Supplement Type (e.g. SES): ___ _ Supplement Number: 

Stamp Date: March 8 2004 Acdon Date: January 8 lOOS 

IfFD---.!2L Tude and generic aamwdon.ge form: Abrallne (nab paclilt.xtl> for Inle<:tableSuspension -lml.l 

Appliunt: ___ -'A'm""'ri.' •• ".LB""'M.'.' .... '''-', •• 'C. ___________ _ Therapeutic Class; ,5~S __ 

Indlcation(s) prtvlously approved: 

Each approved indication must have pediatric studies: Completed, Dererre~ and/or Waived. 

Numberoflodicatlons (or Ibis applicatioo(s):_--,_ 

Indication #1: _____ -== __ 
Is thue a (ull waiver (or this Indludon (check one)? 

X Yes: Please prOt"eed to SedloR A. 

o No: Please check til that apply: __ Partial Waiver __ Deferred __ Completed 
NOTE: More thlln one may apply 

Please procud to Section B. Section C, and/or Section D and complete as n~cessary. 

I Section A: Fully Waived Studies 

Reason(s) (or (ull wJ.lver: 

o Products In this cia" for this Indication have been sludiedJlabelcd ror p~dlalric population 
X Discasc/COhditiOh dctCS hot exist in children 
o Too (~W childr~n with disease to study 
o Thtre are sarety (On~ern5 
[J Other; ________________________ _ 

If studies are fully waived. (hen pediatric in/ormation is complete for this indieation. If there is another indication. please see 
Allachmcflt A. Otherwise. Ihis Pediatric Pagc is complcte arrd should be cflured into DFS. 

iSection B: Partially Waived Studies 

Agc/weighl range being partially waived: 

Mio __ 
M,, __ 

k,-
k,--

R~ason{li) (or partial waiver: 

mo. __ _ 

hiD. 
y'._
y'._-

Tanner Stage __ 
Tanner Stage __ 

Cl Products In tbls chlu (or th is Indication blve been studiedll.belcd for pediatric population 
o Disease/condition docs not exis t In children 
Q Too few children with disellse to study 
Q Thcr~ arc safety conc~rnl 
o Adult studin ready (or approval 
o FClnnulation needed o Other: ________________________ _ 
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NDA 21-660 
Page 2 

If studies are deferred. proceed to Section C. If studies ore completed, proceed Ie Section D. Otherwise, this Pediatric Page is 
complete and should be entered into DFS. 

I Sedion C: Dererred Studies 

Age/weight rllnge beiog deferred: 

Min 
M" __ 

k,,----
k,,-----

Rcasoo(s) (or deferral: 

mo. __ 
mo. __ 

"._-"._-
Tanner Stage __ 
Tanner Stage __ 

o P roducts In Ihls dass for Ihls Indic.tioa have been studiedllabeled for ~iatric: popub«on 
o Disease/condition does not nisI io children 
o Too few children with disease to dudy 
o There are safety concerns 
a Adult studiH ready for J.pproval 
a Formulation needed 
O~er:' _________________________ _ 

Date studies a re due (mmidd/yy): ____ _ 

If studies are compleled. proceed /0 Section D. OlhelWise, this Pediatric Page is comple/e and should be entered into DF5. 

3ection D: Completed Studies 

Age/""clght noge of completed studies: 

Min 
M" __ 

Comments: 

k,--
k,,-----

mo. __ _ 
mo. __ 

"._-"._-
Tanner Stage __ 
Tanner Stage __ 

Iflhere are oddilwnol indications, please pnx;eed 10 Attachment A. Otherwise, this Pediatric Page is complete and should be entered 
into DF5. 

Tbis page WIS completed by: 

(Su appcnded dectronic sit;tlulure pilgtl 

Sheila Ryan, Pharm.D. 
Regulatory Projeel Manager 

cc: NDA 21-660 
HFD-9601 Grace Carmouze 

FOR QUESTIONS ON COMPLETING TillS FORM CONTACT TilE DIVISION OF PEDIATRIC DRUG 
DEVELOPMENT, HFD-960, 301-594-7337. 

(nvfsed 12-22-03) 
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NDA 21-660 
Page 3 

Attachment A 
(This attachment is to be completed for those applications with multiple indications only.) 

Indication #2: ___ 'N""AL-_____________________ _ 

Is there a full , ... Ivcr for this Indication (check one)! 

o Y e:i: Please proceed to Section A. 

o No: Please check all that apply: __ Partial Waiver __ Deferred __ Completed 
NOTE: More than one may apply 

Plehe proceed to Section 8, Section C, and/or Section D . nd complete J.S neUSStry. 

I Sedion A: Fully Waived Studies 

Reason(s) (or (ull waiver: 

o Products in this class (or this Indication have been studledllabeled for pediatric popul.tion 
o Diseaselcondition does not ulsl In children 
o Too (ew children with disease 10 Itudy 
o There are Strefy concenu o Other: _______________________ _ 

'/studies are folly waived, Ihen pedialric in/ormalion is complele lor Ihis ;ndicafion. /ffhere is anofher indicalion, please see 
Attachment A. Otherwise, this Pedialric Page is complele and $huuld be entered into DFS. 

ISection B: PartiaUy Waived Studies 

Age/weight range being partially waived: 

Mia m •. __ _ 
MII __ m •. __ _ 

Reason(s) (or partial waiver: 

Y'·_
Y'·_-

Tanner StJ.ge __ _ 
T.oner StJ.ge __ _ 

o Products in this class for tbls ladic.tion b.lve heen studied/labeled for pedl.tr\(: population 
o Dbease/conditlon dou not n ist in children 
o Too few children with diseuc to study 
o There a re safety tonteros 
o Ad ult studies ready (or approval 
o Formulltion needed 
o Other:, __________________________ _ 

1/ studies are de/erred. proceed to Seclion C. I!studies are completed. proceed to Section D. Otherwise. this Pediatric Page is 
complete and should be elllered into DFS. 
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NDA 21-660 
Page 4 

ISection C: Deferred Studies 

Age/w~lght tinge being deferred: 

Min 
M" __ 

R~aSOD(S) for dererral: 

m., __ _ 
m., __ _ 

Y',-
Y',--

TaRl!~r Stag~ __ _ 
Tannn Stage __ 

o Produc.ts in this class for this jndie.fion have bun studiedllabeled for pediatric population 
o Dinase/condition does nOI nist In children 
o Too few children with duellst to study 
CJ Th~re are sarety collcerns 
o Adult studies ready for approval 
CJ Formulation needed o Otber:' ________________________ _ 

Dllte sludies are due (mm/dd/yy): _~ __ _ 

If stud;u are completed, proceed to Section D. Otherwise. thu Pediatric Page is complete and should be entered into DFS 

Section D: Completed Studies 

Agdwelgbt tinge o( completed studies: 

Min m., __ _ 
M" __ m., __ _ 

Comments: 

Y',-
Y',--

Tanner Stage __ 
Tanner Stage __ _ 

l/tJJt!,~ ar~ additional indications, pJeQS~ copy th~ f~/ds abol>(' and co",pld~ p~dia('ic in/ormation as diruud. Ifth~r~ ar~ 110 
other indications, this P~dio.tric Pag~ is compf~/e and shollld be ~nttTed into DFS. 

This page was completed by: 

Sheila Ryan, Pharm.D. 
Regulatory Project Manager 

NDA 21.-660 
IIFD-960J Grace C.rmouze 

FOR QUESTIONS ON COMPLETrNG THIS FORM CONTACT Til E DIVISION OF PEDIATRIC DRUG 
DEVELOPMENT, HFD-960, )01-594-7337. 

(revisl:<! IO-14..{J3) 
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This is a representation of an electronic record that was signed electronically and 
this page is the manifestation of the electronic signature. 

lsi 

Sheila Ryan 
5/7/04 12:41:28 PM 
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American BioScience, Inc. 

\llle'lledI1 Illl'''ekI1Le', 11lL' 

DEBARMENT CERTIFICA nON 

American BioScience, Inc. certifies that in support oftbis NDA for Abntxanen.! (nab 

paclitaxel) for Injectable Suspension (company code ABI...oo1). the company did not 

and will not employ in any capacity the services of any penon debamd under section 

306 of the Food. Drug. and Cosmetic Act in connection with this application. 

Mitcha1l G. Clark Date 

Vice President. Regulatory Affairs 

1730 Wihbtn II*wd., Salte 118 s..ta MOOIica, CoIl"" ... ;' 9H03 Td: (lIO) 883-1_ Fa: (310) N-ISS3 

Apotex v. Abraxis - [PR20 18-00 153, Ex. 1016, p.43 of 102 

N21660 

5 



American BioScience, Inc. 

At,1ERICAN 
PHARMACEUTICAL 
PART~jERS ItiC 

DEBARMENTCERIIFICATION 

American PIwmaceutical Partners.lnC. catifia that in ... pport of this NDA for ABl~. tbe 
company did not aDd will not employ ill any eapacity the aervica of any penon, listed wxIer 
hlll"'.: .'· \\\\ \\ !UO!.l;O\ :t"H"a.h\II1(lli~n..·l~ . \l{'dd"u';,ldilllh him. who an: debuTed under IlIbsections 
(a) or (b) [sectioll 306(a) or (b» oftbc Generic Drug Enforcement Act of 1992, and listed under 

1 101 PEIIIMHEli ORIV~ SU~300 
SCH"'UM8U~G. UIN"OIS j,Qll:J-ml 

to" ""- ,.! ,:~ ' r 
" .. "". UI , ;"~ •. ':" 
~~~.:: .. " ...... ". 
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American BioScience, Inc. 

( / 

TO AMERICAN BIOSCIENCE, INC. SANTA MONICA, CA 90403 (AMERICAN 
PHARMACEUTICAL PARTNERS): 

certifies that 

_ , did not and will not employ in any capaci1y the servicos of 

any person listed undElf' http://wwo.Yfd<l gov/ora/comollance ref/debar/default htm 

who are debarred under section 306 of the Food, Drug, and Cosmetic Act in 

connection its approved application fOf Albumin Human, USP, 

April 25, 2003 

/ 
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American BioScience, Inc. 

DEBARMENT CERTIFICATION 

- ccrtifies that in support or this NDA tor ABI-007. the company did 

not and wi ll not employ in any capacity the services of any person listed under 

http.:/Iwww.fdaqov{ora!complianceref/debarldefault.htm. who are debarred 

under section 306 of the Food, Drug, and Cosmetic Act in connection with this 

applicalion. 

( 

/' 
\ 

I 
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American BioScience, Inc. 

July 22. 200) 

Mr. Mitchall Clark 
Am~tican BioScicnc~. Inc. 
2730 Wilshire Ooulevard, Suite 110 
Santa Monica. CA 9(40) 

Dear Mr. CIW'k: 

,s a supplier of services to lIle 
Dharmacl'lItical industry in general as well as to American BioScience, Inc. in particulu. 

- ; oul its operations in compliance with the current policies. guidelines and 
regulations promulgated by the Food and Drug Administration (FDA) Wlder requirements 
ofthc Fedcral Food. Drug, and Cosmetic Act and related ACL~. 

Inasmuch ~ _ ,Jrovides phannaceutical services to American BioScience. Inc .. the 
results of those services (=rds and data) may be used by American BioScience. Inc. in 
applications to the FDA seeking marketing approval .IOW wishes 10 fulfill its 
ohligation to American BioScience. Inc. by attest ing 10 compliance with the Generic Drug 
Enforcement Act of 1992. Specifically; 

I. . certifies that in the course of 
supplying pharmaceutical services to Amcrican BioScience, Ill(:. in support of any 
of its drug marketing applications. it did not and will not use in any capacity the 
services of any person or firm debarred under subsections {al or (b) of section)06 
of the Generic Drug Enforcement Act of 1992. 

2. ;., tenifies that, to the best of its 
knowledge, no pernon in the firm or affi liated with the firm and responsible for the 
development or submission of records or data in support of any abbrcviated drug 
application for American BioScience. Inc. has been convicted within the last five 
years of any crime de5(:ribed in subsection.s (a) and (b) of settion 306 of the 
Generic Drug Enforcemcnt Act of 1992 . 

..--' ., stands ready to provide American 
BioScience, Inc . .....;th any additional in.formation that may be required in support of lhe 
above cenificat ions. 

( 
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NDAIEFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST 

SE-

Drug: Abraxane (paclitaxel protein bound particles) (or 
In· edable Sus osion 

RPM: Sheila R an 

Application Type: () 505(bX I) (.J) 505(b)(2) 

(This can be detennincd by consulting page I of the NDA 
Regulatory filing Review for this application or Appendix 
A to this Action Package Checklist.) 

If Ihis is II 505(b)(2) applkalion, please review and 
confirm the informlilion previously provided in 
Appendix B to the NOA Regulatory Filing Review. 
Please update any information (including patent 
certification informatioll) thai is no longer correct. 

(..J) Confirmed andlor corrected 

.: • . t\pplica tion <;: Iassifications: 

• ~e~i:-:v Pl:.i?rily 

• ~.~:''!I. class (ND.~s only) 
Other (e.g., orphan, OTe) 

.;. User Fee Goal Date.~ 

.:. Special programs (indicate all that apply) 

.:. User Fec Information 

• User Fee 

• User Fee waiver 

User Fee exception 

. :~ppli ~a~.~.!1_-'_~t.e_gri!y Policy ~t\I~) 
• Applicant is on the AlP 

Ve~ion- 611612004 

Su lernent Number 

Applicant: American BioScience, Inc. 

HFO-ISO Phone # 301-594-5771 

Listed drug(s) referred 10 in S05(bX2) application (NDA #(5), Drug 
name(s»: 

NDA 20-262 Taxol (paclitaxel) Inj~ction 

(.J)Slandard () Priority 

S 

I-08-{15 

() None 
Subpart H 

021 CFR314.51O 
(accelerated approval) 
021 CFR314520 
(restricted distribution) 

(.J) Fast Track 
(-I) Rolling Review 
() CMA Pilot 1 
() CMA Pilol 2 

______ ... _ (-I) Paid UF ID numbcr1.li1 

() Small business 
() Public health 
() Barrier-Io-Innovation 
( ) Olher (specify) 

--- ._====:() Orphan designation 
( ) No-fee 505(b)(2) (sec NDA 

Regulatory Filing Rcview for 
instructions) 

() Other (specify) 

() Yes (-I) No 
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NDA 21 -660 
Page 2 

• This application is on the AlP 

· Exception for review (Center Director's memo) 

• OC clearance for approval 
<, Debannent certification: verified that qualifying language (e.g., willingly, knowingly) was 

not used in certification & certifications from fore iJ,!;ll applicants are cosigned by US aRcnt. 

--' Patent - ---· Infonnation: Verify that foml FDA-3542a was submitted for patents thaI claim 

. - the drug for .wh~c~ __ ~p[l~,?:~a l is sou&!!.t..:.- __ . __ . _ ________________ 

• Patent certification (505(b)(2) appl icationsj: Verify that a certification was 
submitted for each patent for the listed drug(s) in the Orange Book and identify 
the type of cert ification submirted [(IT each patent. 

--. --- . ---- - -_ .. _- - . - .... _- - -----------
• [SOS(b)(2) applications] If the application includes a paragraph III certification, it 

cannot be approved until the date that the patent to which the certification 
pertains expires (but may be tentatively approved if it is otherwise ready for 
approval). 

· [SOS(b)(2) applications] For each paragraph IV certification, verify that the 
applicant notified the NDA holder and patent owncr(s) of its certification that the 
patent(s) is invalid, unenforceable, or will I10t be infringed (review 
documentation of notification by applicant and documentation of receipt of 
notice by patent owner and NDA ho lder). (If (he applica(ion does not inell/de 
any paragraph III certifications. mark ··NIA·· and ~·kip 10 the next box below 
(Excillsivity)) . 

• [SOS(bX2) applications] For each paragraph IV certification, based on the 
questions helow, determine whether a 30-month stay of approval is in efTect due 
to patent infringement litigation. 

Answer the fo llowing questions for each paragraph IV certification: 

(I) Have 45 days passed since the patent owner's receipt o f the applicant's 
notice of ccrt ification? 

(Note: The dale that the patent owner received the applicant's notice of 
certification (an be determined by checking the application. The applicant 
is required to amend its 505(bX2) application to include documentation of 
this dale (e.g., copy of return receipt or letter from recipient 
acknowledging its rece ipt: of the notice) (see 2 1 CFR 3 14 .52(e))) . 

If "Ycr. " skip 10 ques(ion (4) below 1f '·No. .. conti/lue wilh question (2). 

(2) Has the patent owner (or NDA holder, if it is an excJusi \'c patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant's not icc ofcenification, as 
provided for by 21 CrR ) 14. 107(f)(3)? 

If "Yes. " there is no stay of approval based Oil/his certification. Analyze (he nex( 
paragraph IV certification in the a,'plication, if any. I[ there are 110 other 
paraWaph III certifications. skip to the next twx helow (£Xdusi\, jty) 

If "No, .. contillue with qUC5(ion (3) 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsui t for patent infringement against the applicant? 

Version: 611612004 

() Yes (-I) No 

(-./) Verified 

~Wf~~iitfR·i)~:".~'(~ ,Mt~ 
, ,... 

I~, -, . :" .. ' " 

(-I) Verified 

21 CFR314.50(i)(I)(t1{A) 
() Verified 

2 1 CFR 3 14.SO(iX I) 

Jj~@__.U!iiQ 

C'J) N/A (no IW"l:rnph rv ccnif,cation) 
() Verified 

() Yes ()No 

() Yes ()No 

() Yes ONo 
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NDA 21-660 
Page 3 

(Note: 11lis can be determined by confirming whether the Division has 
received a written notice from the applicant (or the palent owner or its 
representative) stating that a legal action was filed within 45 days of 
r«eip' of its notice of certification. TIle applicant is required to notify the 
Division in writing whenever all. action has been filed within this 45-day 
period (see 2 1 CFR 314.I07(f)(2»). 

if "No . .. the patent owner (or NDA holder. if it is an exclusive palent licensee) 
has untillhe expiration of the 4J-day period described in question (/) /0 waive its 
right to bring a pawnt infringement action or (0 bring such an action After Ihe 
45-day period expires, continue with question (4) below. 

(4) Did the patent owner (or NDA holder, if il is all. exclusive patent licensee) 
submit a written waiver of its right to file a legal act ion for patent 
infringement within the 45-day period described in question (I), as 
provided for by 2 1 CFR 31 4.107(f)(3)? 

1/" Yes," lhere is no Slay oj approval based on lhis ccrzijication. Analyze the next 
paragraph IV certification in the application, if any. If there arc no other 
paragraph IV certifications. skip 10 the next hox helow (Exclusivity) 

/f"No . .. continue Wilh question (5) . 

(5) Did the patent owner, its representative. or the exclusive patent licensee 
bring suit against the applicant for patent infringement within 45 days of 
the patent owner's receipt orthe applicant's notice of certification? 

(Note: This can be determined by confirming whether the Division hlL'l 
received a written notice from the applicant (or the patent owner or its 
representative) staling that a legal action was filed within 45 dllp of 
receipt of its notice of certification. The applicant is required to noti fy the 
Division ill writ ing whenever an act ion has been fil ed within this 45-day 
period (see 2 1 CFR 3 14 .107(1)(2». If no written notice appe.1rs in the 
NOA fil e, confirm with the applicant whether a lawsuit was commenced 
within the 45--day period). 

If "No . . , there is no stay oj approval based on Ihis certification. Analyze Ihe 
next paragraph 'V certification in the application. if ally. If there are no other 
paragraph 'V certifications, skip to fhe nexl box below (ExclusiVity). 

1/" Yes . .. a slay oj approval may be in effecl. To determine if a 30-mollth stay 
is in effect, consult Wilh the Director, Divisioll of Regulator)' Policy II, Office 
oj Regulatory Policy (liFO-Om) and allach a summary of (he respollse . 

. :. Exclusi vity (approvals only) 

· Exclusivity summary 

· [s there remaining 3-yc:ar eXC lusivity that would bar effective approval of a 
505(b){2) application? (Note that, even if exclusivity remains, the applicat ion 
ma y bl: 1l:lltaliyd y approved if it is Qtherwi~e read y for <l IJPlOvat) 

• Is there existing orphan drug exclusiyity protection for the "same drug" for the 
proposed indical ion(s)? Rejer to 21 CFR JI6.3(b)(13) jor Ihe defmitiol! oj "same 
drug "for an orphan drug (i.c., active moiety) This definition is NOT fhe same 
as lhal uselJlor NDA chemical classification 

Administrative Reviews (Project Manager, ADRA) (indicafe date a/each review) 

Vcr.;(on: 61t6l2()(l.l 

() Yes ONo 

() Yes () No 

V 

No 

( ) Yes, Applicat ion 

• ---
("I) No 

Filing Review 5-18-04 
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NDA 21-660 

• Proposed action - -----
• Previous actions and date for each action taken) 

Status of advertising (approvals only) 

.:. Public 

• 

indicate what types (if any) of information dissemination are anticipated 

(. Labeling (package ' 

• Division 's proposed if generated laleSI 
· ___ ~fl~lingL . _ .. _ _ _ 

Most recent applicant-proposed labeling _. -_. - - - - .... --- - -----.-
Original applicant-proposed labeling . --- - --, _ . .. . - ,--- - - _.-
Labeling reviews (including DDMAC, DMETS. OSReS) and minutes of 
labeling meetings (indicate dales of review'\" alld meetings) 

Other relevant I most recent 3 in class 

", Labels (immediate container & carton labels) 
---- - - --

Divisj?.~ propos~d (.on!~~f.~el1erated . after ~~te.st applicant sub~n~~sion~ __ _ 

Applicant proposed 

Reviews 

.:. Post-marketing commitments 
.. .. - _. ._- -- -- --_._---

Agency request for post-marketing commitments . - _. ---_ . _. --- _. _ .. -- - ._. __ ._-- --- _ ._- -
Documentation of discussions and/or agreements relating to post-marketing 

.:. Minutes of Meetings 

• 

Press Release 
() Talk Paper 
() Dear Health Care Professional 

DMETS: 11 -16-04 
D~RC~; __ 1,_' _-0_' ______ -1 
NfA 

- ,-

1-4-05 

E9~~ l~l::'l~n~ (i~~:ate date) 

Pre-NDA meeting (indicate date) 
- ---- - ----- -- -----I.-C..:...:c...-_ __ ______ I 

_ . ----- - -._---
rre~Approval_ Saretr C~n~~:~~:.eJ!?~!:~~ d~te ; appro\·.a!~o_nl ~) __ . 

• Other 

.:. Advisory Committee Meeting _. --

• Date of Meeting 

48-hour alert 

Version: 6116120:14 

N/A 

"iling 

N/A 

N/A 

and 11 -21-03 

5-7-04 
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NDA 21-660 

NtA 

.:. Clinical Inspection Review Summary (DSI) .-r· --- _._ ---- _._---- - --
Clinical studies N/A 

"' ; 

Categorical Exclusion (itulicate review dale) 
-..... ... ,_ .- - ... _--

Review & FONSI (indicaledatc of review) 
... . _-- - - '--- --- -_ .. -

Review & Environmental review) 

'] j 

VC...-iOll . 6116120M 
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AppcndiJ: A to NDAlEfficacy Supplement Action Package C hecklist 

An application is likely (0 be a S05(b){2) appl ication if: 

( 1) it relics on literature to mect any of the approval requirements (unle.<;s the applicant has a written right o f 
reference to the underl ying data) 

(2) it relies on the Agency's previous approval of another sponsor's drug product (which may be evidenced 
by refe rence to publicly available FDA reviews, or labeling of another drug sponsor's drug product) to 
meet any of lne approval requirements (un less the application includes a written right of referencc to 
data in the other sponsor's NDA) 

(3) it relics on what is "genemll y known" or "scientifically accepted" about a class of products to support 
the safcty or e ffectiveness of the particul ar drug for which thc applicant is seeking appro val. (Note. 
however, that thi s does not mean any reference to general infonnat ion or knowledge (e.g., about disease 
etio logy, support for part icular endpoints, methods of analysis) causes the application to be a 50S(b)(2) 
application.) 

(4) it seeks approval for a change from a product described in an OTe monograph and relies on the 
monograph to establish the safety or effectiveness of one or morc aspects ofthc drug product for wh ich 
approval is sought (see 2 1 e FR 330. 11 ). 

Products that may be likely to be descri bed in a 505(bX2) application incl ude co mbination drug products (e.g., 
heart drug and diuretic (hydrochlorothiazide) combill<ltioJls), aTe monograph deviati ons. new dosage fonns, 
new indications, and new salts. 

'r you have questions about whether an applicati on is a S05(b)( I) or 50S(b)(2) application, please consult with 
; Director, Division of Rt::gulaLOry Poli cy II , Office of Regulato ry Policy (HFO~007) . 

V.:rsion: 6116120C4 
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__ § 552(b)( 4) Trade Secret / Confidential 
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MEMORANDUM 

VIA: 

THROUGH, 

SUBJECT: 

Background and Summary 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRU(i EVALUATION AND RESEARCH 

January 5, 2005 

Richard PazdUf, M.D., Director 
Division of Oncologic Drug Products 
HFD-150 

Shei la Ryan, Regulatory Health Project Manager 
Division of Oncologic Drug Products 
HFD- \50 

Jeanine Best. M.S.N. , R.N. , r .N.p. 
Patient Product Infonnation Specialist 
Divis ion of Surve illance, Research, and Communication Support 
HFD-410 

Gerald Oal Pan, M.D., M.H.S., Director 
Di vision of Surveillance, Research, and Communication Support 
HFO-41O 

OSRes Review ofPalient Labeling for Abraxane (paclitaxel 
albumin nanoparticle for injectable suspension), NDA 21 -660 

The sponsor submitted draft patient labeling June 2 1, 2004, and revised draft patient labeling on 
December 22, 2004 for Abraxanc (paclitaxel albumin nanoparticle for injectable suspension), 
NOA 2 1-660. Abraxane is a cancer chemotheraputic agent that is prepared in a healthcare 
facility and administered intravenously only by healthcare care professionals. The main purpose 
of FDA approved patient labeling is to provide information to patients on the sa fe and effective 
use of a drug product that is primarily used on an outpatient basis without direct supervision by a 
healthcare professionals. Medication Guides (for products with serious and significant health 
concerns, primarily for outpatien t prescriptions used without direct medical supervision) and 
Patient I)ackage Insens (PPls) for estrogen-containing products and oral contraceptives are 
required patient labeling that must be dispensed by a pharmacist with outpatient prescriptions. 
A ll other PPls arc vo luntary and genera lly do not reach the patient unless they are packaged in 
unit-or-use packages with outpatient prescriptions dispensed directly to the patient. There is no 
requirement to print vo luntary prls and no mechani sm for the dispensing of any patient 
infOllllation in supervised medical settings. For these reasons it is unlikely that patients 
rece iving Abmxane will receive FDA approved patient labcling. 
Comments and Recommendations 
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We have the fol1owing comments and recommendations: 

I. n{e sponsor should state the purpose of a PPJ for Abraxane and the mechanism for getting it 
to the patient. 

2. The PRECAUTIONS section, Infonnation for Patients subsection of the PI refers prescribers 
to the Patient Jnfonnation Leaflet. Voluntary PPls are not required to be appended to the 
product labeling [21 CFR 201.57(f)(2)). The Infonnation for Patients subsection should 
contain specific counseling infonnation for prescribers to provide to patients regarding the 
safe and effective use of the product (21 CFR 201.57(f)(2)]. 

3. Revise the Patient Package Insert (PPI) 10 a question and answer fonnat with the content 
ordered similarly to Medication Guides. This fonnat is known through research and 
ex.perience to improve risk communication to a broad audience of varying educational 
backgrounds. Alternate formats are discouraged without supportive data for their 
communication effectiveness from studies such as label comprehension testing. Plaee any 
brief infonnation regarding t he Disease state at the end of the leaflet or provide a separate 
sheet for the disease. The purpose of patient information is to provide the infonnation 
regarding the safe and effective use of the drug product. 

4. Simpli fy the vocabulary and sentence structure for lower literacy readers. A 6 to 8th grade 
reading comprehension level is optimal for all paticnt in fonnation with a reading ease score 
of at least 60% (a 60% reading score correlates with an 8th grade reading level). 
A.rproximately 50% of U.S. adults funct ion at a lower literacy level and read at less than an 
8 grade level. The Hesch-Kincaid Reading Level of the draft PPJ for Abraxane is 9.7 with a 
Flesch Reading Ease Scorc of 51.1%. There are many opportunities to simplify complex 
words and statelilcllts in this draft PPJ. 

5. Avoid the use of all UPPER CASE lettering to emphasize important information (the 
tradename is an exception). Upper case lettcring is difficult to read. Bold, underline, or 
increase the fo nt size of the word or statement for emphasis. 

Pleasc call us if you have any questions. 
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----------------------_._-------
This Is a representation of an electronic record that was signed electronlcalty and 
this page is tile manifestation of the electronic sfgnature. 

/s/ 

Jeanine Best 
1 /5/05 01:10:05 PM 
DRUG SAFETY OFFICE REVIEWER 

Toni Piazza Hepp 
1/S/0S 01 :48:16 PM 
DRUG SAFETY OFFICE REVIEWER 
:or Gerald Da l Pan 
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, 
CONSULTATION RESPONSE 

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT 
OFFICE OF DRUG SAFETY 

DATE RECEIVED: 9/10/04 

DATE OF DOCUMENT: 
3/412004 

(DMETS; HF0-420) 

DESIRED COMPLETION DATE: 12/04 

PDUFA DATE: 118/05 

Richard Pazdur, MD 
Director, Division of Oncology Drug Products 
HFD-I SO 

TI-IROUGII: Sheila Ryan, Division of Oncology Drug Products 
Project Manager 
HFD-ISO 

ODS CONSULT #: 03-0303-1 

PRODUCT NAME: NDA SPONSOR: American BioScience, Inc. 
Abraxanc™ 
(Paclitaxcl for Injectable Suspension) 
[00 mg/vial 

NDA#: 21-<;60 
SAFETY EVALUATOR: Felicia Duffy, RN 

RECOM:I1ENDATIONS: 
I. DMETS has no objections to the use o f the proprietary name Abrax::me provided thai only one name, Abraxane 

(NDA 65-053) or _ . _" is approved_ We recognize the Division may overturn this decision 
based on preliminary discussions concerning the differentiating product characteristics. However, despite these 
product differences, the names are extremely similar in sound and thus we anticipate numerous potential error 
reports based on this similarity alone. This is considered a final decision. However, if the approval of this 
application is delayed beyond 90 days from the signat ure date of this document, the name and its associated 
labels and labeling must be re-evaluated. A fe-review of the name will rule out any objections based upon 
appro"al of other proprietary or established names from the signature date of Ihis document. 

2. DM ET S recommends implementation of the label and labeling revisions outlined in section III of this review in 
order 10 minimize potential errors with the use oflhis product. 

3. DDMAC finds the proprietary name Abraxane acceptable from a promotional perspective. 

4. We recommend consulting Guirag Poochikian. Acting Chair. of the CDER Labeling and Nomenclature 
Committee for the proper designation of the established name. 
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Carol Holquist, RPh 
Director, Division of Medication Errors and Technical Support 
Office of Drug Safety 
Phone: (30t) 827· 3242 Fax: (301) 44] ~9664 

APPFARS THIS WAY 
ON ORIGINAL 

APP(ARS THIS WAY 
ON ORIGINAL 

2 
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DiYision of Medication Errors and Technical Support (DMETS) 
Office of Drug Safety 

HFD-420; PKLN Rm. 6-34 
Center for Drug Evaluation and Research 

PROPRIETARY NAME REVrnW 

DATE OF REVIEW: October 4, 2004 

NDA# 21 -660 

NAME OF DRUG: AbraxancH1 

NDA HOLDER: 

(Paclitaxc1 for Injectable Suspension) 
100 mg/vial 

American BioScience, Inc. 

***NOTE: This review contains proprietary and confidential information that should not be 
released to the public. *** 

1. INTRODUCTION: 

This consult was written in response to a request !Tom the Division of Oncology Drug Products (HFD-
150), for are-review of the proprietary name, "Abraxane". regarding potential name confusion with other 
proprietary or established drug names. Container labels, carton and insert labeling were provided for 
review and comment. DMETS previously reviewed this proprietary name in ODS consult 1103-0303 on 
January l2. 2004 and found the name acceptable. 

rRODUCT INFORMATION 

Abraxanc is the proprietary name proposed for Paclitaxcl Albumin for Injection, a nanoparticJe albumin 
bound (nab) formulation of paclitaxel. The nab formulation aUows administration of pac lit axel without 
(he toxicities associated with the solvent , cremophor, prescnt in currently marketed products. Pac1itaxel 
Injection 6 mg/JnL is currently marketed under the proprietary name, Taxol, and by generic 
manufacturers. Abraxane is indicated for treatment of breast cancer after failure of initial chemotherapy 
for metastatic disease or relapse within 6 months of adjuvant chemotherapy. The recommended dosage 
for Abraxane in this ind ication is 260 mg/m2 every three weeks, in contrast to Paclitaxellnjection which is 
dosed al 175 mg/m2 every three weeks. Abraxane may also be infused over a 30 minute time period as 
compared to the three ho ur infusion time required for currently marketed paclitaxel injection products. 
Abraxane is available in single dose vials containing 100 mg of pac lit axel and 900 mg of human albumin. 
When reconstituted with 20 mL of 0.9010 sodium chloride, each mL contains 5 mg ofpaclitaxel. 

3 
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n, RISK ASSESSMENT: 

The medication error staff ofDMETS conducted a search of several standard published drug product 
reference lexts1,2. as well as several FDA databases] for existing drug names which sound-alike or 
look-alike to Abruxane to a degree where potential confusion between drug names could occur under 
the usual clinical practice settings. A search orlhc electronic anJine version oflhe U.S. Patent and 
Trademark Officc's Text and Irn..1.ge Database was also conducted·, The SaegisS Pharma-In-Use 
database was searched for drug names with potential for confusion. An expert panel discussion was 
conducted to review aU fmdings from the searches. 

A. EX PERT PANEL DISCUSSION fEPDl 

An Expert Panel discussion was held by DMETS to gather professional opinions on the safely of 
the proprietary name Abraxane. Potential concerns regarding drug marketing and promotion 
related to the proposed name were also discussed. This group is composed ofDMETS 
Medication Errors Prevention Staff and representation from the Division of Drug Marketing, 
Advertising. and ConmlUrucalions (DDMAC). The group relies on their clinical and other 
professional experiences and a number of standard references when making a decision on the 
acceptability ofa proprietary name. 

I. DDMAC fmds the proprietary name Abraxane acceptable from a promotional perspective. 

2. The Expert Panel identified Iwo proprietary names that were thought to have the pOlential for 
confusion wilh Abraxane. These products arc listed in table I (see page 4), along with the dosage 
fOnTIS available and usual dosage. 

j MICROMEDEX Integrated Indcx, 2004, MICROMEDEX, Inc., 6200 South Syracuse Way, Suitc 300. Englewood, Colorado 
801 I 1.4740. which includes all products/databases within Chcm Knowledge, DrugKnowledge. and RegsKnowledge Systems. 
1 Facts and Coolpansons. onlinc vcrsion. Facts 3nd ('omparison~, SI. Louis. MO. 

l i\l\'IF Uecision Support Systern IDSS). the Di vision of Medication Errors and Technical Support [DMETSj da tabase of 
Prop ~i ctary name consul tation req""st~, New Drug Approvals 98·04. and the electronic online version of the FDA Orange 
Boo' 
• WWW location !I.!.!Jl.1L\V\~~,~.R!0.s.o.\'!t rll{I~/!!!dc)(. hun! . 
5 Data providt:d by TIlomson & Thomson's Si\EGIS ™ Online Service, available at \\lWW.thomson-thomson .com 
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15 un its/vial, or SC once oc 

all-inclusive. 
SA (sound-alike) 

B. PHONETIC and ORTHOGRAPH(C COMPUTER ANAL YSrS <POCA) 

As part ofthc name similarity assessment, proposed names are evaluated via a 
phonetic/orthographic algoritlun. The proposed proprietary name is converted into ils phonemic 
representation before it runs through the phonet ic algoritlun. Likewise, an orthographic algorithm 
exists which operates in a similar fa shion. All names considered to have significant phonetic or 
orthographic similarities to Abraxanc were discussed by the Expert Panel (EPO) . 

C. SAFETY EVALUATOR RISK ASSESSMENT 

Since the init ial review, two addit ional names were identified as havmg phonetic and orthographic 
similarities to Abraxane. The primary concerns related to look-alike and sound-alike confusion 
wit!> and Blcnoxanc . 

... NOTE: T his reView contai ns prqprietary a nd confident ial inrormatio.\ thai should nqt be ... !:leased to the public. ~ .... 
S 
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2. Blenoxane may look similar to Abraxane when scripted. 81enoxane contains bleomycin 
sulfate and is indicated for the treatment of Hodgkin and non-Hodgkin lymphoma, head and 
neck squamous cell carcinoma, testicular cancer and malignant pleural effusions. The usual 
dose fo r Blenoxanc is 10-20 unitslm!. It is administered either intravenously, intramuscularly, 
or subcutaneously. Blenoxanc is available as a powder for inject ion. B[cnoxane powder must 
be refrigerated, however it is stable at room temperature after reconstitution. B lcnoxane and 
Abmxane may look s imilar because they both share the same ending ("xane"). In addition, the 
leiters "a" and "0" preceding "xane" may look similar when scripted. Contrarily, the prefix of 
both names differ when scripted ("Bien" vs. "Abr"). Product similarities between Blcnoxane 
and Abraxane include indication for use (cancer), route of administrat ion (intravenous), 
dosage fonn ( injectable), and prescriber popu lation (oncologist ). Despite the overlapping 
characteristics, both product differ in strength 
(15 units/vial and 30 units/vial vs. 100 mg vial), usual dosage (10-20 unitslm1 vs. 
260 mg/ml

), freq uency of administration (once or twice weekly vs. once every 3 weeks), and 
storage conditions (re fr igeration vs. room temperature). Although Blenoxane and Abraxanc 
share a few overlapping product characteristics, the differentiat ing product characteristics 
including strength, usual dosage, freq uency of administration, storage conditions, and the lack 
o f stro ng orthographic similarities help to minimize the potential for medicatio n errors. 

Blel10xane Abraxane 

III, LABELING. PACKAGING, AND SAFETY RELATED ISSUES: 

In the review oflhe container labels, carton and insert labe ling o f Abraxane, DM ETS has attempted to 
focus on sa fety issues relating to possible medication errors. DMETS has identified Ihc following areas 
of possible improvement, which might minimize potential user error. 

A. GENERAL COMMENTS 

DMETS notes Ihe sponsor has used technology within the established name, .. 
In addition, the word appears above the 

proprietary name. Please delete the word ,1S it is not a part of the proprietary or established 
namc. We recommend consult ing Guirag Poochikian, Acting Chair, COE R Labeling and 
Nomenclature Committee for the proper designation oft hc established name. 

6 
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B. CONTAINER LABEL (100 mg vial) 

/ 

C. CARTON LABELING (100 mg vial) 

( 
CIIll.!lIitSlZt! lIS unportance 

D. PACKAGE INSERT LABELING 

p.I~aration for Int ravenous Administration 

In the ~econd 10 last paragraph, the foUowing statement exists: 'The use o/" an in-line tilter is not 
recommended." DMETS questions irthe filter has a negative effect on the product and if so, what 
are the implications? The next sentence reads: -- _ 

_ . . This statement is contradictory to the previous statement that does not 
re(;ommend the use ofa filter? / 
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E. PATIENT PACKAGE INSERT 

No comment. 

rv. RECOMMENDATIONS: 

A. DMETS has no objections to the lise of the proprietary name Abraxane provided that only one 
name, Abraxane (NDA 65 -053) or " is approved. We recognize the 
Division may overturn this decision based on prcliminary discussions concerning the different 
product characteristics. However, despite these product differences, the names arc extremely 
similar in sound and thus we anticipate numerous potential error reports based on this similarity 
alone. This is considered a fmal decision. However, if the approval of this application is delayed 
beyond 90 days from the signature date oftms document, the name and its associated labels and 
labeling must bc re-evaluated. Are-review ofl he name will rule out any objection based upon 
approval of other proprietary or established names from the signature date of this document. 

8. DMETS reconuncnds implementation orthe label and labeling revisions outlined in section III of 
this review that might lead to safer use of the product. We would be willing to revisi t these issues 
if the Division receives another drafi orthe labeling from the manufacturer. 

C DDMAC fmds the proprietary name Abraxane acceptable from a promotional perspective. 

D. We recommend consulting Guirag Poochikian, Acting Chair, of lhe CDER Labeling and 
Nomenclature Committee for the proper designation of the established. 

DMETS would appreciate feedback of the final oulCome of this consult We wou ld be willing to meet 
with the Division for further discllssion, if nceded. lfyou have further questions or need clarifications, 
please contact Sanullie Beam, projcct manager, aIJO I-827-3242. 

Concur: 

Alina Ma hmud, RPh 
Team Leader 

Felicia Duffy, RN 
Safety Evaluator 
Divisio n of Medication Errors and Technical Support 
Office of Drug Safety 

Division of Medication Errors and Technical Support 
Office of Drug Safety 
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This is a representation of an electronic record that was signed electronically and 
th is page Is the manIfestation of the electronic signature. 

/s/ 

Felicia Duffy 
11/16/04 01;26;)2 PM 
DRUG SAFETY OFFICE REVIEWER 

Carol Holquist 
11/16/04 04:06:47 PM 
DRUG SAFETY OFFICE REVIEWER 
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NDA REGULATORY FILING REVIEW 
(Including Memo of Filing Meeting) 

NDA II 21-660 Supplement II nla SEI SE2 SE3 SE4 SE5 SE6 SE7 SE8 

Trade Name: Abraxanc 
Generic Name: 
Strengths: 

lIab paclitaxcl for injectable suspension 

- tl:/mL 
Applicant: American BioScience, Llle 

Date of Application: March 4, 2004 
Date of Receipt: March 8, 2004 
Dale clock s larted aftcr UN: n/ a 
Date of Filing Meeting: May 7, 2004 
Filing Date: May 7,2004 
Action Goal Date (optional): 

lndicalion(s) requested: Metastatic breast cancer 

T ype of Original NDA: (bX I) 
OR 

User Fee Goal Date: January 8, 2005 

(b)(2) _~,~_ 

Type of Supp lement (b)(l) (b)(2) ---:c=== 
NOTE: A suprlemcnt can be ei ther a (b)( I) or a (b)(2) reg3rdless of ..... hethcr the original NDA was a (b)(l) or 
a (b)(2). I f the application is a (b)(2) application, complete the (b)(2) seclion at the end of this review. 

Therapeutic Classi fi cation : S X P :::c:co::::::" 
Resubmission after withdrawal? No Resubmission after refuse to file? ,N~Q,,-_ _ 
Chemical Classification: ( 1,2,) etc.) -=1';;;:l!ii£t::",-,!!lli1l&-",,","'-
Other (orphan, OTC, ctc.) _ Fast track and rolling review 

User Fee Status' Paid Yes Exempt (orphan, gov .. ':m:m:':n~I)~ ___ _ 
Waived (e.g., small business, public healtll) _ 

Fonn 3397 (User Fcc Cover Sheet) submiucd' YES 

User Fce ID /I Vj~','~'~4=:::K==--C linical data? YES X Also, Referenced 10 NDA # 20-262 

Is there any 5-year or 3-ycar exclusivity on this active moiety in either a (b)(I) or a (b)(2) application? 

NO 
If yes, explai n: 

Does another drug have orphan drug exclusivity for the same indication? NO 
Taxol has orphan exclusivity until 8.4·04 for AIDs related Kaposi's sarcoma. 

If yes, is the drug considered to be the same drug according to the orphan drug definition ofsamenes.s 
[2 1 C FR 3 16.3(b)(13)[? NO 

Is the application affected by the Appl ication lmegrity Policy (AlP)? NO 
[ryes, explaiu. 

Ver.<ion: 912 51()3 
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If yes, has OCIDMPQ been notified of the submission? 

• Does the submission contain an accurate comprehensive index? 

• Was fom] J56h included with an authorized signature? 
Ifforeign applicant, both the lll)plicant and the U.S. agent must sign. 

Submission comp lete as required under 21 CFR 3 14.50? 
Ifno. explain: 

If an electronic NDA , does it follow the Guidance? 
Ifan eleclronic NDA, all certifications must be in paper nnd require a signature. 
Which parts of the application were submitted in electronic fonnat? 

Additional comments: 

• If in Common Technical Document fonnat, docs it follow the guidance? N/A 

Is it an electronic CTD? 
If an electronic CTD, all certifications must be in paper and require a signature. 
Which parts orlhe application were submitted in electronic format? 

Additional comments: 

Patent infonnation submitted on form FDA 3542a? 

N/A 

YES 

YES 

YES 

YES 

NO 

YES 

• Exclusivity requested? YES, 3 vears 
Note: An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not 
required. 

• Correct ly worded Debarment Certification included with authorized signature? YES 
I r forei~n applicant, both the applica nt and the U.S. Agent mnst sign the certificat ion. 

NOTE: Dchanllent Certification should use wordi ng in FD&C Act section 306(k)( I ) i.e., 
"[Name of appiicQl1Ij hereby certifies tilat il did not olld wiiJ not use ill allY capacity the services of any 
person debarred IInder seclion 306 ofrhe Federal Food. Drug. and Cosmelic Act in COllneclioll with lhi.t 
applicalion . .. Appl icallt may not use wording such as "To the best of my knowledge. 

• Financial Disclosure forms included with authorized signature? YES 
(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.) 
Applicant liubllli ttcd 3454. Form 3455 is not applicable The company certified none of the investigators 
had financial interests. 

Vemon. 9/2S103 
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• Field Copy Certification (that it is a true copy of the CMC technical section)? YES 

Refer to 21 eFR 3 14.IO I(d) for Filing Requirements 

• POUF A and Action Goal datcs correct in COMIS? YES 
If not, have Ute document room s taff correclthcm immediate ly. These are the dates EES uses for 
calculating inspection dates. 

• Drug nameJApplicanlname correct in COMIS? YES 

• List referenced [NO numbers: 55,974 

End-of-Phase 2 Meeting(s)? OaIC(s) 2-5 2-6 and 5-3-0 1 
If yes, distribute minutes befoTe fil ing meeting. 

Pre-NOA Meetings? Dates: 3-19·03 and 11-21-03 
If yes, distribute mi nutes before fi ling meeting. 

Proj ect Ma nagem ent 

• Aillabcling (PI, PPI , MedGuide, carton and immediate containcr labels) consul ted to OOMAC? 
YES 

• Trade name (plus PI and alliabcls and labeling) consu lted to OOS/DMETS? YES 

McdGuide and/or PPI (plus PI) consulted to OOSIDS RCS? N/A 

Ifa drug with abuse potentia l, was an Abuse Lillbility Assessment, including a proposal for schedu ling, 
submitted? 

N/A 

If Rx-to-OTC Switch application: 

• OTC label comprehension studies, all OTe labeling, and current :lpproved PI consuhed to ODSIDSRCS? 

Has DOTCDP beell notified or tne GTC switch application? 

C linical 

If a controlled substance, has a consult been scm to the Controlled Substance Staff! 

C he mistr y 

Did applicant requesl catcgorical exclusion for environmenta l assessment? 
1 f no, did applicant submit a complete environmental assessment? 
IfEA submitted, consulted to Nancy Sager (HFD-357)? 

• Establishment Evaluation Reques t (EER) submilted to DMPQ? 

Version' 9125101 

N/A 

N/A 

N/A 

YES 
N/A 
In progress 

YES 
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• Ifa parenteral "roduct, consulted to Microbiology Team (HFD-80S)? YES 

If SOS(b)(2) a nplication. complete the following section: 

• Name of listed drug(s) and NDAfANDA #: Taxol® (paclitaxel) Injection, NDA 20-262 

• Describe the change from the listed drug(s) provided for in this (bX2) application (for example, "This 
application provides for a ncw indication, otitis media" or "This application provides for a change in 
dosage fonn, from capsules to solution"). 

This application provides for a change in fonnulation, dosage fonn, and administration rate. 

Is the application for a duplicate of a listed drug and cligible for approval under section SOS(j) as an 
ANDA? (Nonnally, FDA will refuse-la-file such NDAs.) 

NO 

Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action 
less than thai or tile reference listed drug (RLD)? (See 314.54(b)( I». Iryes, the application should be 
refused for filillg under 314.1 01(d)(9). 

NO 

Is the rate at which the product's activc ingredicllt(s) is absorbed or otherwise made available 10 the si te of 
action unintentionally less than that of the RLD? (Sec 314.54(b)(2» . If yes, the application should be 
refused for filillg undcr 314. 1 01(d)(9). 

NO 

Which of the following patent certifications docs the app lication contain? Note that a patcnt certilication 
must contain arl authorized signature. 

__ 21 CFR 314.50(i)(I)(i)(A)(I): The patent infonnation has not been submitted to FDA. 

__ 21 eFR 314.S0(i)(\)(i)(A)(2): llIe patent has expircd. 

__ 21 CFR 314.S0(i)( I)(i)(A)(3): The date on which the patent will expire. 

21 CFR 314.S0(i)(1 Xi)(A)( 4): TIle patent is invalid , unenforceable, or will not be infringed by 
-- the manufacture, use, or sale of the dmg product for which the appl ication is submitted. 

IF FILED. Gild if the applicant made a "Paragraph IV" certification {21 CFR 
314.50(i)(1)(i)(A)(4)}. the applicalll must submit a signed certification that the palent holder 
IV05 notified the NDA was filed {2 I CFR 3 14.52(b)j. Subsequently, the applicant must submit 
documenta tion that the pa/enf ho/der(s) received the notification (/21 CFR 3 J 4.52(e)) 

_ ,_ 21 eFR 314.5O(i)(I)(ii): No relevant patents. 

21 CFR 314.500)( I )(iii): The patent on the listed drug is a metho<l of use palenl and the labeling 
-- for Ihe drug product for which the applicant is seeking approval does not include any indie" l ion.~ 

Ihal are covered by the usc patent. Applicant must provide a st.'1tement that the method of use 
patenl does 1101 claim any of the proposed indications. 

21 CPR 314.500)(3): Statement that applicant has a licen~ing agreement with the patel}1 owncr 
-- (musl also submit certification under 21 CFR 3 !4.SO(i)(I)(iXA)(4) above.) 

Vo:;rs;OII: ~12SIO) 
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__ Written s tatement from patent owner that it consents to an immediate effective date upon 
approval of tJJc application. 

• Did the applicant: 

• Identi fy which pans of the application rely on information the applicant does n OI own or 10 which 
the applicant does nol have a right of reference? 

YES 

• Subm.it a statement as to whether the lisled drug{s) identified has received a period of marketing 
exclusivity? 

YES 

Submit a bioavailabililylbioequivalcnce (BAlDE) s tudy comparing the proposed product to the 
listed drug? 

YES 

Certify that it is seeking approval only for a new indicat ion and not lor the indications approved 
for the lisloo drug if the listed drug has patent protect ion for the approved ind ications and the 
applicant is requesting only the new indication (21 CFR 3 14.54(a)( I )(iv).? 

N/A 

If the (b)(2) applicant is R:qucsting exclusivity, did the applicant submit the follo wing informmioll 
required by 21 CFR :314.500 )(4): 

• CcrtifiC<ltion that each of thc investigations included meets the definit ion of "new clinical 
investigation" as set forth at 3 14.1 08(iI). 

YES 

• A lisl of all published studies or publicly avai lable repariS that are relev::Ull 10 the condit ions for 
which the applicant is seeking approvaL 

YES 

• EITHER 

NO 

The number of the applicant's rNO under which the studies essential to approval were conducted. 

lND , 55,974 

OR 

A certificat ion that il provided substantial support o f the clini cal inves tigation(s) essential to 
approval if it was nol !he sponsor of the !NO under which those clinical studies were conducted? 

N/A 

Bas Ihc Dircct{H, Div. of Regulatory Policy II , HFD-007, been notified of the existence of the (b )(2) application? 
YES, contacted James Cross and Kim Colangelo on 3-25-04 . 

Version; 9125103 
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V"rsion: 9!ls!()] 

APPEA RS THrs WAY 
ON ORI GI NAL 

APPEARS THIS WAY' 
ON ORIGINAL 

APPEARS THIS WAY 
ON ORIGINAL 
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/s/ 

Sheila Ryan 
5/18/04 05:07: 42 PM 
CSO 
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MINUTES OF FILING MEETING 

DATE: May 7, 2004 TIME: 12:00 PM ROOM: B 

NDA: 2 1·660 DRUG: Abraxane (nab paclitaxel for injectable suspension) 

BACKGROUND: 

American Bioscience has submitted an electronic rolling NDA for Abraxane (nab 
paclitaxe l for injectable suspension) for . The 
pharmacology and chemistry sections were submitted on June 30. 2003. The final piece 
(clinical) was submitted on March 4, 2004. 

ATTENDEES: 

Rarnzi Dagher, M.D., Medical Team Leader 
Nancy Scher, M .0" Medical Reviewer 
Peiling Yang, Ph .D .• Statistical Reviewer 
Brian Booth, Ph.D. , Acting Biophannaceutics Team Leader 
Angela Men, Ph .D., Biophannaceutics Rev iewer 
Yung Ao Hsieh, Ph.D., Chemistry Reviewer 

ASSIGNED REVIEWERS: 

Discipline 
Medical: 
Statistical: 
Pharmacology: 
Chemistry: 
lliophannaceutical: 
Microbiology: 
DSI: 
Regulatory Proj ect Management: 

Reviewer 
Nancy Scher, M.D. 
Pciling Yang, M.D. 
Margaret Brower, Ph.D. 
Yung Ao IIsieh, Ph.D. 
Ange la Men, Ph .D. 
Stephen Langi lle, Ph,D. 
David Gan, M.D. 
Sheila Ryan, Pharm.D. 

Per reviewers, are all parts in English or English translat ion? 
Ifno, explain: 

CLINIC AL fILE _~ 

Cliuica l site inspection needed: 

• Advisory Conmlitlee Meeting needed? 

Tea m Leader 
Ramzi Dagher, M.D. 
Rajeshwari Sridhara. Ph.D. 
John Leighton, Ph .D. 
Rebecca Wood, Ph.D. 
Brian Booth, Ph.D. 
Peler Cooney, Ph .D. 

YES 

REFUSE TO FILE __ _ 

YES 

NO 
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NDA 21-660 Page 2 

• If the application is a tTeclcd by the AlP, has the division made a recommendation 
regarding whether or not an exception to the AlP should be granted to penni! review 
based on medical necessity or public health significance? 

N/A 

CLINICAL MICROBIOLOGY FILE X REFUSE TO FILE 

STATISTICS FILE X REFUSE TO FILE 

BIOPHARMACEUTICS FILE X REFUSE TO FILE ---

PHARMACOLOGY FILE X REFUSE TO FILE 

C HEM ISTRY FILE X REFUSE TO FILE 

• Establishmenl(s) rcady for illspection? YES 
Microbiology YES 

E LECT H.ONIC SUBMI SSION: Initially, the final submission could not be loaded into the 
EDR, because the tape thai the sponsor submitted was not readable. All issues have been 
resolved as of March 19, 2004. 

REGULATORY CONCLUSIONS/DEFICIENCIES: 

This application is unsuitable for filing. Explain why: 

~ . The appl ication, on its face, appears to be well organ ized and indexed. The 
application appears 10 be suitable for filing. 

... ~ No filing issues have been identified . 

Filing issues to be commullicated by Day 74. List (optional): 

OT HER DISCUSSION: 

I . Identified patient consultant as -
2. Nancy to identify breast cancer consu ltam(s). 
3. !)SI mcmo: Nancy to pick sites for inspection. 
4. Secure email: Established 
5. Target Date for completion: prior to Christ mas 
6. EA and EER: Yung Ao will complete. 
7. I)DMAC, trddcname, and ODS: Sheila will complete. 
8. (ieneric name cons ult : pend ing. 
9. Radiologist: Dr , clearance pending 
10. Microbiology review will be done shonly. 
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NDA 21-660 Page 3 

11. Imaging Update; The sponsor is willing to establish remote access to allow the review 
team to view imaging database. However, the logistics still need to be worked out. A 
teleconference will be scheduled to work out logis tics ASAP. Additional training will 
still be needed in the future. 

12. Schedule first team meeting in 6 weeks. Timclincs to be established at this meeting. 

ACTION ITEMS: 

I. Shci la to start clearance of patient consultant. Pending: with Joann Minor as of 5-7-
04. 

2. Nancy to identify breast cancer consultant. Completed: Dr. unavailable. 
Dr. Edith Perez pending SGE approval 5- 14-04. 

3. Nancy to idcntify siles for clinical inspection and Sheila to draft/circu late memo. 
Compleled: memo sent to DSI, 5-11-04. 

4. Yung Ao to complete EA and EER consults. 
5. Shei la to complete DDMAC consult: Completed: 5-10-04, 
6. Shei la to complete ODS and uadename consults. 
7 Sheila to complete acknowledgement Jelter. Conlpleted: sent to sponsOl', 5-7-04. 
8. Shei la to draft FG letter. Completed: final sign off and sent to sponsor, 5-7-04, 
9. Sheila to schedule teleconference with sponsor regarding remote access to imaging 

database. Done: scheduled for 5-17-04 at 4 pm in D, 
10. Sheila to schedule first team meeting. Completed: scheduled fOf" 6-23-04 at 3 pm in 8. 

Sheila Ryan, Phann.D. 
Regulatory Project Manager. IIFD-150 
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MEETING MINUTES 

MEETING DATE: Nov. 21, 2003 TIME: 2:30 LOCATION: G 

INOINDA: S5,974INDA 21-660 Meeting Request Submission Date: 10- 1-03 
FDA Response Date: 10-03-OJ 

Briefing Document Submission Date: 10-20-03 

DRUG: Abraxane (ttab-pad itaxel for inj . susp.) INDICATION: 

SPONSOR: American BioScience, Inc. TYPE or I\tEETING: pre-NDA 

FDA PARTICIPANTS: Richard Pazdur. M.D. Dir., Door 

SPONSOR: 

Ramzi Dagher, M.D. , Medical Team Leader, DOD? 
Patricia Cortazar, M.D., Medical Officer, DODP 
Rebecca Wood, Ph.D., Chemistry Team Leader, DODP 
Yung-Ao II sieh, Ph.D., Che mistry Revi ewer. DODP 
Margaret Brower, Ph.D., Pharmacologist, DODP 
Alik Rahman, Ph.D., Clin. Phar./Biopharm. Team Leader. Door 
Sophia Abraham. Ph.D., Clin. Pharm. Reviewer, Door (pre-mig) 
Ning Li , Ph .D. , Acting Stat. Team Leader, DODr 
Raj i Sridhara, Ph.D., Statistic ian , 0001' (pre- mIg) 
Roswithu Kelly, M.S., Statistic iul1 
Dolli Pease for Shei la Ryan, Project Manager, DOOP 

Mitchall Clark, VP Reg. Affairs, American BioScience, Inc. (A B!) 
Patrick Soon Shiong, M.D., CEO, A S! 
Michael Hawkins, M.D. , Med ical Oir. , AB! 
N. Oat, Ph.D., VP Clinical Operations, ASI 
Neil Desai, Ph .D., VP Res. and Dev., AB! 
Paul Bhar, Statistician 

~EETING OBJECTIVES: Discuss sponsor's questions reo upcoming NDA clinical 
submission 

BACKGROUND: The pharm3colugy/toxicology portion of this rolling NDA was submitted 
on June 30, 2003; the chemistry/manufactur ing/controls on August 2 1, 2003. Th is meeting was 
scheduled to discuss the clinica l submission scheduled fo r December/January. 

FDA 's respOIl$CS to the questions were faxed to the sponsor on November 20. Italics indicate 
the disCllssion at the meeti ng. 
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QUESTIONS for DISCUSSION with FDA RESPONSE and DECISIONS 
REACHED: 

Clinical 

I) Analysis of the efficacy data from the Phase 3 randomized cl inica l study (Protocol CA012-0, 
A IT ACHMENT 3) was perfonned in accordance with the Statistical Analys is Plan (SAP) 
provided in ATTACHMENT 4. The results for target lesion response rates and lime to 
tumor progression showed statistical non-infe riority, as we ll as superiority of ABRAXANE 
compared to Taxol (ATTACHMENT 5,Table 6, 7, 8, and ll.) Assuming FDA concurs with 
the data following its review of the NDA, please confirm that we have achieved ollr efficacy 
endpoint fo r response. 

FDA Response: This will be a review issue. The following concerns should be noted: 

The basis for review is a single unblinded trial evaluating re.~ponse rate, a surrogate 
endpoint for efficacy. For a single trial to be tile primary basis of approval, results 
must be robust and compelling cvcn after a rigorous examination of trial design, Irial 
conduct, and data quality. 

We notc that the response rate observed in the Taxol arm (11.1 % with CI 7·15.22) is 
significantly lower than that expected based on prior clinical experience (30"'/0). 
Therefore, the characteristics of the patient population in relation to the proposed 
indication will need to be carefully evaluated , and Ihe study arms need to be carefully 
evaluated to assure that randomization was successful in balancing important 
prognostic factors. 

We also note that approximately 38% of patients had an initial histology reported as 
' other'. Please provide more detail regarding the histologic diagnosis for these patients 
as part of the NDA submission. 

Sponsor - we will address these in the submission. The histologies were primarily 
infiltrarinf!. alld ductal carcinoma and adenocarcinoma. Reconciled target lesion response 
rate is not a relevant statistic when compared to other studies ill the li/ert/lure. 
Spom or - The investigator overt/II respOllses were comparable to that reported in lhe 
literature (.~ee attached table). 

FDA - we would like all allalysis olthe progltostic lactors hy cout/try. 

2) The clinical database was lockcd in Scptember 2003. Only limited survi,'aJ data is there fore 
avai lable. A Bl proposes to update the proposed b bel ing with survival data during the 
labeling review. Pl ease conc ur. 

FDA Response: Evaluation of survi val data will be a component of the review process. 
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We agree that survival data should be updated during the review proeess. 

3) Provided in A ITACHMENT 5, Section 3 is an overall analysis of safety data from the Phase 
III clinical study (Protocol CAO I2-O). Assuming FDA agrees with the data following its 
review of the NDA, please concur that based on the above considerations, the results meet 
the requirement to demonstrate that ABRAXANE is not more toxic than Taxa!. 

FDA Response: This is a review issue, but FDA does not generally make generaliz.ations 
about one drug being more or less toxic than another. The toxicities observed in the 
individual study arms will be described. 

4) Sensory peripheral neuropathy is a well recognized, cumulative toxicity to laxanes, as 
described in the Taxol Package Insert (A ITACHMENT 6) and the results from CALGB 
study 9342 (ATTACHMENT 7). and Mamounis et. al. (ATTACHMENT 8). While the 
incidence of sensory peripheral neuropathy was higher in the Abraxane arm, the toxicity was 
qualitatively similar to tbat seen wi th Taxo!. Sensory peripheral neuropathy was sa fely 
managed without the development of grade 4 toxic ity using standard treatment guidelines 
(i.e. dose interruption and reduction). Based on these results, we propose II --

/ 
I 

Please concur. 

FDA Response: FDA comments on the specifics of labeling will be determined after 
detailed review of the data. 

5) AB! believes that it has achieved its protocol- defined endpoint s, and that the results 
demonstrate a meaningful benefit of ABRAXANE over Taxol. Further, a lthough thc phasc 3 
study did not compare AB RAXANE with Taxotcre® wc believe that the safety profile is 
improved over that described in Taxotere's package insen (A IT ACIIMENT 9). 

Do the result s justify an acce lerated review of the NDA for ABRAXANE when filed? 
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Further, does the Agency have resources and time available to initiate the review of hems 4 
and 5 of the NOA which were pre-submitted along with user fees in June 2003? TIle sponsor 
anticipates that the full NDA will be submitted in Late January/early February 2004. 

FDA Response: The decision regarding standard versus priority review will be made at 
the lime of NDA submission. 

6) We believe that the results orthe phase 3 clinical study described in this package of 
infannation. along with results from two previously reported phase 2 studies of 
ABRAXANE support the conclusion that ABRAXANE will provide a. benefit compared to 
existing second-line treatments for MBC. Based on the pre-planned statistical analysis (a 
copy of the statistical analysis plan is provided in A IT ACHMENT 4) AB! has demonstrated 
superiority of ABRAXANE over Taxol in response rates for first and second-line treatment 
of MBC. Therefore. 

/ 

( 

7) At a March 19,2003 meeting with the FDA. the Division requested that we provide tumor 
images from patients who responded to treatment in the phase 3 study (protocol CAOI2-0). 
Provided in A IT AC HM ENT 11 is a compact disc containing sample images from three 
responding palients. along with print-outs of the images. Each file name identifies the site, 
and patient number. Each image is bookmarked for its week ofassessmcnt. 

a. Please advise us if these images are acceptable with regard to image quality and 
image identification. 

b. In which section of the NDA do YOIl wish us to provide thcse images? 
c. Arc the file names and bookmarks acceptable to facili tate navigation? 
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FDA Response: Image quality and image identification appear to be appropriate. 

FDA needs to verify the response rates on both study arms. Because this is a 
comparative study, this will involve evaluating not only responders (especially in the 
ABRAXANE arm) but also the non-responders (especially in the TAXOL arm). This 
may require submission of all radiologic studies for all patients. We suggest additional 
discussions between ADI and FDA regarding how FDA can verify your response rate 
findings. 

Labeling 

I) A B [ understands that proposed proprietary and non-proprietary names undergo a formal 
evaluation by the Agency at the time of NO A submiss ion. However, the sponsor wishes 
to introduce its preferred names in scientific conummications prior to the launch of the 
dmg product. Within the limits of thi s COllununication with the Di vision, and 
understanding that any opinion offered by the Agency is not binding at this time, can the 
Agency offer info nnal comments on the acceptabi lity of: 

AB RAXANETI>l as the trade name, and 

I 

Wi ll the Agency accept a formal approach for a review of the acceptability of the names 
prior to the filing of the full NDA? 

FDA Response: An initia l review of the name can be done now to provide feedback 
of generic and tradcname prior to filing the full NIJA. We have forwarded this 
consult 10 our tradenamc review group. Please notc that this review is not final and 
wc can not give a final answer on acceptability of names al this time. An additional 
final tradename review will be done 90 days prior to the action date of the NIJA. 
Use of your tradename publicly at this point ma y result in confusion should you 
ha ve to change it before marketing. 

Pharmacoki netics 

I) The phase 3 study required thai 12 patients receiving ABRAXANE be evaluated for 
blood, urine, and fecal levels of paclitaxel and metabolites. The blood and urine assay 
methods for paditaxel and metabolites were full y validated. Feces sample collectio n was 
complicated by a number of patients su ffering from constipation. In addition, despite 
reasonable efforts on the part of AS I, it was not practical to fully va lidate the fecal assay 
method:: fo r padilaxel as we ll as metaboli tes due to limited availabi li ty of standards. 
This resu lted in a large var iation in the percellt of lolal dose recovered from feces. 
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For completeness we prOpose to present blood, urine, and fecal data in the NDA, but will 
provide an explanation for why we believe the fecal assay data are unreliable. We will 
repon only blood and urine data in the package insert. 

Please concur. 

FDA Response: Indusion in the NOA your explanation for why you believe that the 
fecal assay data are unreliable is acceptable. We expect fully validated assay 
methods for all biological samples as well as data from Ihese samples (blood, urine, 
and feces) in the NDA. All data from blood, urille and feces should be included in 
the package insert. 

Thc Agency expects that the disposition of paditaxel from ABRAXANE is 
completely evaluated and reported in the NOA submission. 

Spollsor - we can IIOt do a fecal assay/validation 

FDA - presefll what YOIl did ill the applicatiolt and YOllr proposal/or labeling. We 
would also review alld comment 011 a pre-submission proposal of !IOW to address this. 
This issue willltot hold up approval. 

Chemistry Manufacturing and Controls 

I) ABRAXANE is a lyophilized fonn ofnanoparticles ofpaclitaxcl stabilized with human 
illbumin. American BioSc ience is preparing to quali fy an ailcmate supplier of Human 
Albumin. We also wish to qualify a source ofpacl itaxel which is supplied by the current 
manufacturer ___ ., but which is 

(Taxus media) as is the current procedure. The Human 
Albumin will be sourced from - and is a FDA approved product. The 
paclitaxcl is from the same plant species as the current material , and has been 
demonstrated analytically to be equivalent to materia! from' 

Due to the expense of the raw materials, and their known chemical equivalence with the 
currently used materials, ABI is proposing the matrix described in ATIACHMENT 12 
for the dmg product stabi lity lOIS necessary to support a supplement to change the 
sourcclsupplier of raw materials. Please confirm that the matrix is adequate for the 
manufacture of stability lots to support a supplemental NDA for the approval of the 
alternate supplier of Ilu man Album in, and the alternate source of p.aclitaxcl. If the 
Agency does not agree with the proposed matrix, please provide guidance on the 
requ irements for the stability batches to support the supplemental application. 

FDA Response: The Dh'isioll considers the proposed st:tbility protocol inadequate. 
As changes or sources of Ihe patlitaxel and the human albumin arc being 
introduced, the sponsor should provide lon~-term storage data on drug product 
batches described below, foJ[owin~ the proposed testing scheduJe Sl)ccified in 
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Attachment 12: 

No. of Batches Paclitaxel Source Human Albumin 
Source 

2 
3 I - --

For accelerated testing, data of -- .or each of - should be provided. 

AdditionaUy, Data to demonstrate the equivalency between the currcnt source of 
paclitaxel and the alternate source of paclitaxel should be submitted for review. 

Additional comment 011 Drug Product Validation (stability) Uatchcs: 

Please specify the sources of pacJitaxcl and human albumin that will be used to 
manufacture the drug product validation (stability) batches. 

Sponsor - Holh will be the curren! source -alld albumin supplier. 

2) Due to the limited availability ofpaclilaxel ,and the 
known stability of Abraxane, we propose to fil e the NDA supplement described above 
immediately upon approval of the original NDA , but wilh not less than six months of 
slabi li ty dala. 

Please concur. 

FDA Response: No, 
NDA supplement review. 

data, at a minimum, should be submiUed for Ihe 

For the material available from the current source 
you expect this material to last? 

ADDITIONAL FDA COMMENTS: 

1'/IARMACOLOGYffOXICOLOGY 

" how long do 

You have proposed a change in the biosource material from faxus Media 
and a change in (he human serum albumin source fro lT' You will need 
to demonstrate adequate assurance of equiva lency for these changes, which may be based on a 
pre-clin ical GU' bridging study in a single species. Since peripheral neurotoxicity is 
accumulati ve. a multiple cycle study would be preferred. 

Sponsor - will do hridging study. 

Apotex v. Abraxis - [PR20 IS-00 153, Ex. 1016, p.S4 of 102 



Abraxane pre-NDA Meeting November 21, 2003 
Page 8 

ACTION ITEMS: 

Sponsor will include in the clinical phannacology submission an explanati.on of what was done 
to develop a fecal assay and why it did not work. 
Sponsor will submit a proposal for expanded access before beginning such a program. 
A bridging study wi ll be provided when the biosource is changed. 

Dott i Pease 
Chief, Project Management Staff 

C oncur-r-ence C hair-:signed of hi a emai ll I2_ t_OJ 

Patricia Cortazar, M.D. 
Medical Officer 

Attachment: Sponsor presentation (4 pages) 
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Taxol (175 mg/m2, q3wk) Overall Response Rates (ORR) 
Pharma studies 

Sympto-
Visceral Prior Prior 

Prior Tumor ORR TIP 
STUDY matic 

disease Adjuvant Metastatic 
Anthra- response 

(95% el) (month, PS>O cycline Criteria 

eA012 Ph III 
19% 

\81-007 vs Tax 64 81 % 43% 60% 78% REelST 3.7 

N=225 
(14-24) 

lMS TAXOL PI 
28% 

135vs 175 60% 72% 61 % 70% 67% WHO 
(20-36) 

4.2 

N=236 

,ventis TAX311 
25% 

axotere vs Tax - 75% 68% 53% 98% WHO 3.6 
N=222 

(19-31) 

eA012 Ph III 
27% 

\81-007 vs Tax - 70% - 0 - REelST 3.7 
N=89 

(18-36) 

Lilly 
25.6% 

iem/Tax vs Tax - 73% - 0 - WHO 3.5 
N=262 

(20-31) 
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CA012 Study Results 

In this Phase III trial ABI-007 had significant advantages over Taxol as treatment for 
metastatic breast cancer 

~ 30 min infusion with no prophylactic steroid premedication 

~ No severe hypersensitivity reactions 

~ Higher Overall Response Rate and Longer Time to Tumor Progression 

~ Greater Antitumor Activity whether analyzed using Investigator, Independent 
radiology review or Reconciled data sets 

• All treated patients 

• First line patients 

• Patients with prior anthracycline exposure 

~ Less neutropenia despite higher dose of paclitaxel 

~ More rapid recovery makes peripheral neuropathy easier to manage 
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Investigator Response Rates (ORR) for CA012 

ABI-007 TAXOL P value 

· n=229 N=225 
All Patients I 33% 19% <0.001 

(27 -39) (14-24) 

Anthracycline 

I 
N=115 N=130 

exposed 27% 14% 0.011 
(Metastatic) (19-35) (8-20) 

N=97 N=89 

First Line 42% 27% 0.029 
(32-52) (18-36) 

Anthracycline N=176 N=175 

exposed (Adj or 34% 18% 0.002 
Meta) (27 -41) (13-24) 
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Time to Tumor Progression 

1.00 l ' I , ABI-007 (n=219) 

I: 
'"*, ) .75 

J.50 

J,25 

t:--

- - . Taxol (n=214) 

Median: 21 .9 weeks 

• Censored 
P=0.029 

---..--
100 l i I 

I 
o 2 J 4 5 6 7 8 9 10 11 12 

Time to Pro9,assion (Months) 
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MEETING MINUTES 

MEETING DATE: March 19,2003 TIME: 9:30 am LOCATION, WOC2/RS006 

I.N)): 55 ,974 Meeting Request SubmillSion Dale: 1-1 6-03 ( SA 206) 
Briefing Document Submission Date: 2- 18-03 (sn 217) 

DRUG, ABI-007 

SPONSOR: American BioScience, Inc. 

TYPE OF MEETING: 

Pre-NDA meeting 

FDA PARTICIPANTS: 
Richard Pazdur, M.D. 
Grant Williams, M.D. 
Lilia Talarico, M.D. 
Ramzi Dagher, M.D. 
Patricia Cortazar, M.D. 
Rebecca Wood, Ph.D. 
Yung-Ao Hscih, Ph.D. 
John Leighton, Ph.D. 
Margaret Brower, Ph.D. 
Atik Rahman, Ph.D. 
Sophia Abraham, Ph.D. 
Rajeshwari Sridhara, Ph .D. 
Caro line Currier, Ph.D. 
Doui Pease 
Sheila Ryan, Phaml.D. 

INDUSTRY PARTICIPANTS: 
Patrick Soon Shiong. M.D. 
Michael Hawkins, M.D. 
Mitchell Clark 
Neil Desai, Ph .D. 
Nguyen Dat. Ph.D. 
Aaron Van Etten 
Rajesh Kapoor, Ph.D. 
Lynn Samuel 

/ 
MEETING 08JEC nVE: 

Director, Divi sion of Oncology Drug Products (DODP) 
Deputy Director, DOOr 
Associate Director, DOOr 
Clinical Team Leader, DO DP 
Clinical Reviewer. DODP 
Chemistry Team Leader, DODP 
Chemistry Reviewer, DODP 
Phanllacology Team Leade r, DODP 
Pharmacology Reviewer, DODP 
C.l in Phann and Biophann Team Leader, DODP 
Clin Pharm and Biopham l Reviewer, 0 0 01' 
Statistics Reviewer, 0001' 
Div of Scientific Investigation, DODP 
Chief, Proj ect Management Staff, DODP 
Project Manager, DOOP 

Chief Executive Officer, AB I 
Chie f Medical Officer, AD! 
VI', Regulatory Affairs, AS I 
VP, Research, AB I 
VP, Clini cal Research, AB I 
Medical Writer 
VI', QA/QC, American Phannaceutical Partners 
Project Manager, API' 
Consul tant Staristician 
COllsultant Phannacokinetic ist 

To di scuss and receive guidance prior to submitting N DA. 
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ABI-007 is nanoparticle cremophor-free formulation ofpaclitaxel. As such, it is considered a 
505(b)(2) application since FDA will rdy, in some part, on the approved Taxol paclitaxel 
application; however, the clinical s tudies are only being done in metastatic breast cancer and this 
wlll be the only ABI-007 indication. Meetings were previously held with the sponsor on Febmary 5, 
February 6, and May 3, 2001 . Sponsor proposes to submit their NDA electronically as a Rolling 
Submission with the CMCJpre-elinical sections coming in the 2nd quarter of 2003 and the 
dinicallbiopharmaceutics portions in the 3rd quarter. This meeting was sc heduled to address 
specific cross-discipline question s from the sponsor. FDA responses were fa xed to the sponsor on 3-
12-03 and sponsor elected to have the face-to-face meeting for clarification of several of the 
responses. Meeting discussion is indicated by italics. 

COMMENTS FOR DISCUSSION AND FDA RESPONSES: 

I. The sponsor will provide the following infonnation as hard copy documents in addition to electronic 
PDF fil es in the electronic submission. 

Certifications bearing Original signarure 
cGM l' certificates (Origina ls) 
Debannent Certi fi cates (Original) 
field Copy Certification (Originals) 
OYI Certifications (Originals) 
EnvirOlilllenlal Assessmeill Waiver (Original) 
Patent Certification (Originals) 
Patenllnfonnation (Originals) 
User Fee Cover Sheet (Originals) 
Financial Disclosures (Copies, originals to be maintained by ABI) 
form FDA 356h 

Docs the FDA agree that paper copies of other sections of the application (e.g. analytical methods) 
will not be required? 

FDA Response: Yes_ Also, we request 4 paper copies ofthe clinical study report (without 
appendices) and pivotal and supporting pre-clinical study text (not including detailed tables or 
individual data). 

2. Financial disclosures wi!! be provided for principle and sub~invesligators for the fo llowing covered 
completed cl inical study: 

CAO J 2 (Controlled Phase 1Il comparative study or ABI-007 and Taxo!) 

Financial Disclosures will not be provided in the submiss ion for all olher phase I and II studies 
because, under the Agency's definilion of covered clinical studies, they generally do not include 
phase J tolerance studies or pharmacokinetics smd ies, most cl inical pharmacology studies, large 
open label safety studies conducted at multiple sites. treatment protocols and parallellrack protocols. 

ABI proposes thererore that the fo llowing studies are not 'covered clin ical studies' under the 
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Agency's definition: 
DM97- 123 (Phase I tolerance and pharmacokinetics study). 

Page) 
March 28, 2003 

CA005-0 (ongoing Phase I tolerance and pharmacokinetics study in patients with solid tumors
weekly dosing schedul e) 
CA002-0 (open label, Phase II safety and initial efficacy study in metastatic breast cancer) 
CA002-0LD (open label, Phase [I sa fcty and initial efficacy study in metastatic breast cancer) 
CAO 13-0 (Weekly dosing, Phase II safety and initial efficacy study in patients who have fa iled 
taxane treatment for metastatic breast cancer) 

! 
( 

/ 
Does the FDA agrce that Financial Disclosures for investigators participating in the snldies listed 
above will not be required? 

FDA Response: No; you will need financial disclosure information ror studies CA002-0 and 
CA002-QLD. You may wish to contact Lee Ripper (301, 827-5920), Associate Dircctor ror 
Regulatory Arrairs, Office or Drug Evaluation II. ror confirmation. 

3. Provided in Attachment 3 is an overview oflhe status of all open and closed clinica l studies of ABI-
007. 

Data Analysis Plans 

On December 9,2002, ASI submitted the Statistical Analys is Plan (SAP) (Serial #198) for the 
analysis of the safety and efficacy data from Phase III protocol CAO I2-0. A copy of Protocol 
CAO I2-0 is provided in Attachment 4. A copyofthe SAP is provided in Attachment S. 

Provided in Attachments 6 and 7 arc the SAPs for Phase II cl inical studies CA002-0LD and CA002-
o respectively. 

Provided in Attachments 8 and 9 arc outlines for the ISS and ISE. These plans have been written 
follow ing the principlcs agreed with the FDA during meetings and exchange of correspondence in 
2001. 

Docs the FDA agree with the plans for analysis and data presentation described in these documents? 

FDA Response: We have previo usly conveyed statistical comments to Protocol CAOtl-O 
Statistical Analysis Plan. Outlines for ISS and ISE appear to be adequate. As previously 
d iscussed with the Sponsor, an essential element of the 505(b)(2) submission is that ABI007 
study population should be similar to the onc for Taxol's approved metastatic breast cancer 
~ndieatioll. Therefore, it b important to documcp.t that the patient population from the Phase 
3 trial CAO I2-0 han' failed combination chemotherapy ror metastatic breast cancer or relapse 
within 6 months or adjuvant chemothcrapy. Previous chemotherapy should have included an 
anthracycline unless contraindicated. The NOA submission should include the following 
inrormalion: 

• Detailed previous chemotherapy ror metastatic breast cancer 
• Dctailed previous chemotherapy for adjuvant breast cancer 
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• If no previous therapy for metastatic breast cancer include data on time to r elapse after 
adjuvant therapy or jf patient relapse while receiving adju~'ant chemotherapy. 

• If patients did not have previous anthracycline, indicate reason why not. 

Sponsor wanted clarificalion that ' 00 pafielll.slarm on anthracyclit1e.s would be adequate_ 

FDA's response wa.s that it prohably would be adequate. assuming the two patient 
populations were similar enough. We agreed that the asymptotic confindence interval (el) 
lVas likely to he valid for pA/p T gil'en the sample size of 460 patients. 

4. Provided in the Stat istical Analysis Plans are examples of tables and listings to support the 
appl ication. Does the FDA concur with our choice and presentation of the data? 

FDA Response: Listings appear to be adequate. However, tables should include Taxo! arm. It 
will be helpful if we can take a look at a sa mple of the data sets before the NDA submission. 
Submission of a ll primary data sets in a usable format is a critical element of the electronic 
submission . 

5. Provided is a listing of the clinical studies conducted to date, and our proposal for the order of 
pre~entatioll in Item 8, Cl inStat. All study reports will be presented in the format described in le H 
(E2H (M)) lIannonizcd Tripartite Guideline (E3)· Structure and Content of Clinical Study Reports. 
Synopses wi ll be written as described in Guidance for Industry, Submission of Abbreviated Reports 
and Synopses in SuppOrt of Marketing Applications (August 1999). Does the FDA concur with the 
proposed order o f presentation? 

FDA Response: Order of presentation is acceptable. 

6. Assuming that the order and means (full study reports and synopses) of reporting the clinical study 
data as described above are acceptable, ABI proposes to provide the infonnation described in 
Attachment iO (regarding safety and efficacy stud ies) and Attachment II (regarding human 
pharmacokinetics studies) of this infonnatiOIl package to support each study. Does the FDA agree 
with this proposal? 

FDA Response: Yes. 

7. AS! proposes nO! to include a fo lder for 'patient profiles' in the ClinStat folder. The individual 
patient data that arc usually contained in this fo lder will be available in the data sets in Item II (Case 
Report Tabulations) for the completed studies and will be available as SAS transport fil es for 
retrieval by the reviewer as well as in various data listings of the study reports. Creation of ' patient 
profiles' wil l require a considerable usc of resources to present infonnation, which as described, is 
-eas ily accessible wi lhin the electronic subm ission. Does the FDA agree with this proposal? 

FDA Response : Yes. 

8. One phase VII clinica l study (DM97· 123). two supportive phase II studies (CA002, CA002·0 LD), 
and one controlled phase III clinical study (CI\0 1 2~O) wi ll be included in the NDA as direct support 

. .. . 
IND S~,974 
Mo:cling Minutes: Prc·N[)A 
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of submiss ion. Are Case Rcport Fanus required for any patients who died or droppcd out of study 
because of serious adverse events other than in studies DM97- 123, CA002, CAOO2-0LD, and 
CAOI2-0? 

FDA Response: At the time of the NDA submission you do not need to send CRFs from 
additional studies. However, you should be ready to submit additional information including 
CRFs from the other studies if during the NDA review we find it necessary. 

9. Will additional CRFs be requircd for patients in the Phase III Study CAOI2-0) to support thc rcview 
process other than those who have died or dropped-out of the study because of serious adverse 
events? 

FDA Response: Please submil narratives. CRi'~s and C RTs from: 
• All patients who died during the study or within 30 days after the last dose of study 

drug or whose death was related to study drug. deaths and adverse events for our 
review. 

• All patients with serious adverse events during the study or within 30 days after the last 
dose, regardless of relationship to study drug. 

• Patients withdrawn from the study due to adverse events 

Please submit C RFs from all responders. 

We would like to discuss with you Ihe possibility of obtaining selected x-rays to aid us in 
evaluating r esponse. 

FDA clarified that we ",auld probably like 10 .fee lite x-rays/or re.fponders in order to confirm 
rc!>pollse rate.. Spollsor lias ''' em avuiltlble digitally i" the same/ormat as lIte X eloda x-ruys 
were s ubmitted. 

10. All case report domains will be provided as SAS data sets. Is il sufficient to provide SAS data sets 
that cover all data presented in thc data listings proposed in the SAPs (Attachments 5, 6, and 7)? 

FDA Response: Yes. Please include SAS raw and anal)'sis data sets, 

II. The efficacy assessment perfonned by the investigators will be confirmed by an independent group, 
with the readers being blinded to srudy drug treatment. A detai led summary of the methodology for 
lesion response analysis is provided in Attachment 12 of this information package. Does the Agency 
have any comments onlhe planned methodology for the evaluation of lesion rcsponsc? 

FDA Response: Response rate should include only complete and partial response in both the 
ABI-007 and Taxol treated arms. 

12. Safety data will be evaluated in a sim ilar malUlcr to that used by Bristol Myers Squibb (BMS) to 
support their approval of Taxa 1 fo r the treatment of metastatic breast cancer. Speci fically, data from 
each treatment ann from Ihe first cycle and the worst cycle of chemotherapy for each type of toxicity 
wil! be compared. Cochran-Mantel- liaenszel (CM H) Test will be used to compare AE severity 
grade of rclevanl AEs. Toxicities that arc statistically significantly different will be reviewed for 
clinical relevance and significance. 

IND 55,974 
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be a clinical judgment based on these comparative analyses and cllnical significance of the adverse 
events. A summary of the methodology for safety evaluation is provided in Attachment 8 of this 
meeting package. The method of safety data collection is described in Attachment 13. Does the 
Agency have any comments on the proposed analysis of safety data? 

FDA Response: The proposed analysis provided in Attachment 8 and 13 appears to be 
acceptable. 

13. ABI intends to fLle the NDA with -) ofacccicratcd stability data (40°C±r075%,±5%RH) on 
- :015 of finished product. In addition, supportive data on batches of drug product used in cl inical 
lois will also be provided. These data, which will also be included in thc application, show that the 
product is stable for up to when stored at room temperature. We anticipate, based on 
available data that the product will be stab le for in ex.cess of Does the FDA concur that 
the initial NDA may be filed with --- of accelerated and room temperature stability data? 

FDA Response: Yes, the initial NDA may be filed will Ilf accelerated and room 
temperature stability data. However, we wish to remind you lhal the shelf lire is established 
based on the quality and quantity of the stability data of the drug product under the 
recommended long-term storage conditions. The batches should be of the same formulation 
and dosage form in the co ntainer/closure system proposed for marketing. 
hatches should be a t least pilot scale (Please refer to Cuideline for Industry: Stability Testing 
of New Drug Substances and Products, ICH - QIA, September, 1994). 

14. T he labeling will reconunend thai reconstituted ABI-007 be used inunediately. However, we have 
generated data which demonstrates that the product remains stable for up to 8 hours after 
reconstitution with 0.9% Sodium Ch loride Injection, USP. In order to provide suffieienl time for use 
should there be an unavoidable delay in administering the drug to the patient, we propose to also 
recommend that if it is not possible to use immediately, the reconstituted drug product may be stored 
in the refrigerato r at 2 -- goC for up to 8 hours . Is this an acceptable instruction when supported by 
data show ing physical and chem ical stability under these conditions? 

"'DA Response: Yes. 

15. May AS I file the CMC Item (Item 4) in advance of the final complete Application? It is anticipated 
that Item 4, containing of accelerated stability data will be complete in April/May 2003. 

I?DA Response: Yes, we accept pre-submissions. Whether the pre-submission will be reviewed 
depends on our workloads and time available. 

16. As recommended by the Agency in a meeting held in February 2001, AS I is seeking approval for 
only olle commercial supplier of active phannaceutical ingrediellt ( - Chemistry, 
Manufacturing, and Contro ls infomlation will be provided by reference to Type II DMF for 
paclitaxel. During early clinical development (up to phase rr clinical trials), two other manufacturers 

. supplied ASI with paclitaxel. A tabl e identifying the A PI source used in 
each clinical trial to be presented in the NDA is provided in Attachment 14. ABI proposes to 
identify these suppliers (Names and Addresses wil l be provided) in the NDA, and will provide 
comparative test data for the API and the finished product lots used in all pre-cl inica l and clinical 
trials . These data show that the materials are of comparab le quality. Will funher in'fomlatioll on the 
suppliers and drug substance from be required in the NDA? 
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,i'DA Response: (Pharmrrox) In order to justify your statement of biosource comparability, 
please provide comparative individual impurity and degradation specification for the 

and natural biosource paclitaxel used in pivotal and 
supportive clinical and pre-(Iinical studies with ABI-007 from 

suppliers. In addition, please provide specification comparison 
of ABI-007 and Taxol for pivotal and supportive studies. as well as a list of the biosource used 
for all pre-clinical and clinical studies. Please refer to our concerns regarding comparability in 
meetings and documentation from 2001 and 2002 (facsimile of 7129(02). 
APPIABI data may be acceptable if these dolo specifically address the items lisled in respom;e to 
ihis question, namely: 

a. comparative individual impurity specification for 
Qnd natural biosourse paclitaxelfrom differing suppliers 

b. Biosourse used for all preclinical and clinical studies 

(Chemistry) Paclitaxel batches obtained from different sources exhibit somewhat different 
impurity profiles 

We will not be able to comment on this question before 
infor-mation and data supporting the equivalency of paclitaxel batches from 
(natural source), . are 
submitted and reviewed. 

Sponsor requested confirmation rhat this could be satisfied by providing specifications and test dara 
Jar ABI·007 and certificates of analysis for Taxo!. FDA concurred with this clarification: 

The impurity profte of paelitaxel isolated from aile source is considered equivalent to the 
pac/ilaxel oblailled from allOlher source when Ihe lest dula demonstrale thut: 

a. No new impurities are observed at or above the threshold. This is defined as O. 1% 
for qualificatioll ofintpurities as described illlhe feR guidOflce Q3A. 

b. Existing impurities, including residual solvents, are within tire stated limits or (ifnot 
specified) are 01 or below tile upper statis/icallimit of Iristorical dala. 

c. Total impurities are witMn the stated limits or (if,wt specified) are at or helow the upper 
statistical limit of Iristorical data. 

17. Provided in Attachment 14 is a brief overview of pertinent information relevant 10 the understanding 
of important aspects of the chemistry, manufacturing, and control of ABI-007. Also provided in 
Attachment 15 is a detailed list of the specific documents to be included in the NDA. Does the 
Agency have any concerns or advice relative 10 the specific contcnt of the CMC section of the 
NDA? 

FDA Response: We will not be able (0 comment on content ulltil detail~d information and data 
are submitted and reviewed. 

IS . Albumin Human , USP used in the manufacture of the ABI-007 drug product is commercially 
availab le finished produci manufactured by Although the albumin is used as atI 
excipient, it was discussed in our February 2001 end of phase II with the Agency that more technical 
i:1formalion will be required in the NDA than is typically used to support the use of a 'standard' 
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ABI will therefore provide full chemistry, manufacturing, and controls information in the NDA by 
providing infonnation on the source plasma obtained from Master file, and by 
permission from to cross-refer to their approved BLA for Albumin Human, USP. Test data 
from the drug manufacturer, Allp will also be provided. 

Will this infonnation will suffice to support the NDA for ABI-007? If not, please advise what 
additional information will be required. 

FDA Response: (Pharmffox) Please indicate ratios of Uuma n Albumin to paclitaxel in noo
dinical and clinical studies by study number. 

(Chemistry) Yes. This information supports the use of the Albumin Human, USP in the 
proposed Formulation of the drug product. 

19. An outline oflhe overall content and organization oflhe S05(b)(2) NDA is summarized in 
Attachment 15. Does the Agency have any conuncnts on the proposed content of the submission? 

FDA Response: (Clinical) The proposed NDA format and content provided in Attachment 15 
appear to be acceptable. 

(Bioph.) The contents of the Human Pharmacology/Bioavailability/Bioequivalency section 
(Studies DM91-123 and CAOI2-0) appears adequale, however, you also should address the 
following issues in your anticipated NDA submission. 

INn 55 ,'174 

a. PharmacokineCic information on the use of ABI-001 in th e target patient population 
(patients with metastatic breast cancer) at the proposed labelin g dosing regimen (260 
mg/ml every 3 weeks). Please confirm thai you will submit the pharmacokinetic study 
report from your Phase 3 Study CA012-O in the NDA. Sponsor confirmed thif. 

b. Co mparative pharmacokinetic infol'mation on paclita xel admini.stCl'cd liS A 111-007 and 
Taxol® from your proposed Study CA008-0. We recommend that yo u submit Study 
CA008-O in your NDA. 

This study was not pc/formed as FDA had toid AUI that it would not be required in rhe 5-3-
01 meeting. 

FDA had slated that the study might not be requiredfor filing, but the study was still 
recommended FDA explained that tllis study would support mucll of tile clinical 
pllarmacology section of the labeling; if the pk 0/ ABI-007 is very simi/ar 10 'hat of Taxol, 
tllen the labelinK could be borrowed from the Taxol package insert. If tile pk is ltot 
similor, additional sludies might be indicatedfor ABI-007. This study should be in at least 
15 patients and may be a parallel or crossover desigll of 260 mc or 175 mC A BJ-007 (30 
minute itt/usiall) vs. 175 mg Taxol (3 hours i"fll.'~ion). Diagllosis for the patients is IIot an 
i:.'sue. The source for the data COli be takell from pla.sma smIJples alone. 

e. Information on the use (I( ABl-001 in special popUlations such as elderly, renally 
im,Jaired patients, and hepati cally impaired patients. Sponsor is not planllillg to do these 
special p opulation studies but to use the wordillg/rom Taxol 's labeling. FDA. conCllrred 
with the qualification that the pk stlldy described above demOrlStrllted tltat ABJ~OO 7 alld 
7'axol have similar harmacokinetics. For elderl atients FDA cOllcurred tltat data 
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obtained from Phase 3 trials with 60 patients oller 65 years of age would be sufficient. 
FDA wants efficacy and toxicity analysis in these patients. 

d. Information on possible drug·drug interactions between ABI..o07 and commonly 
administered co--mediations in patientll with metastatic breast cancer. Same sponsor 
clarification a.\· " Co .. 

20. How does the Agency wish ABi to provide the word processing version of the labeling text? Please 
advise us of the word processing format and version currently being used by the Center. 

FDA Response: We are currently using Word 97. Proposed draft labeling should be 
submitted in Word as well as PDF for the electronic submission. You should provide a 
statement that these two versions are exactly the same. 

21. American BioScience, inc has conducted phase I, 11, and 1Il clinical studies to support the safety and 
efficacy of ABI-007, and to define thc phannacokinetics of the product. There will therefore be 
extensive differences in text between the labeling for ABI-007 and that of the Reference Listed 
Drug. Docs the FDA agree that a side-by-side comparison with the reference listed drug (Taxol) 
labeling will not be required? 

FDA Response: (CHnicaI/Bioph) We strongly recommend you have a side by side comparison 
of ARI 007 and Taxo! for efficacy and safety. 

22, Because pacl itaxel is not a ncw drug substance, and because it is a potent agent for the treatment of 
non-hematological cancers, it is not appropriate or necessary to conduct human phannacology and 
phannacokinetics s tudies in volunteers. AS! has however perromled phannacokinetics studies in 
?ati ents enrolled into Phase VII (DM97·1 23 ) and a Phase III (CAO 12-0) sa fety and/or safety and 
efficacy studies. In accordance with the guide line for providing regulatory submissions in 
electronic format , the Summary o f Iluman Phannacology and Sioavailability/bioequivalence, 
Assays, and Publications will be included in the hpbio foldcr. However, rathcr than providing the 
separate s tudy reports in this folder we will provide hypcrl inks to the full cl inical study reports in 
Item 8 which contain the individual reports of the phannacokinetics portions of these studies. Does 
the FDA agree with this proposa l? 

FDA Response: This proposal is acceptable_ 

23. It is anticipated that Item 5 will be complete in April 2003. Provided in A!lachmen! 15 is an 
overview of the proposed organization of the NOA , including Item 5. Also provided, in Attacrunent 
16 is a table sURUIlarizing in more detail the studies that wi ll be presented in the non-clinical section 
(Item 5) of the submission. May A81 file the Non·Cl in icalltem (Item 5) in advance of the final 
complete application? Does the Agency have any specific requirements or questions concerning this 
Item which may ass ist ill the review of the application? 

FDA Response: (Clin.) Yes, }'OU can pre-su bmit Hem 5. We currently do not have any 
questions concernilll! (II is Item. Spo/lSor confirmed lhal 5rudy NPOO 1/1 06 will be included in fhe 
NDA. 
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(fharmffox) In 2001 and 2002, we Indicated that pharmacokinetic equivalence should be 
demonstrated in animals between paclitaxel sources, and if pharmacokinetic equivalence 
cannot be demonstrated, a pre-clinical bridging study would be needed in rodents comparing 
the natural source pacHtaxel proposed for the NDA with tht 

. sources. Your listing of ongoing pre-clinical studies, submitted in April, 2002 
(serial #130) included Protocol #N POOI106: Blood kinetics study on three formulations of ABI-
007 following a single intravenous dose in the rat at SO mg/kg. This study does not appear to be 
included in your overview of non~linical studies included in Attachment 16 of the current 
submission. In addition, a pre-dinical bridging stUdy does not appear to have been conducted. 
Please indicate if these studies have been completed. Sponsor will be conducting the 
bioequivalence study in rats to demonstrate the BE 0/ drug product/rom each pac/itaxei source. 

The non-clinical section of the NDA may he filed in advance of the complete application; 
however, the seclion should be complete when sub",iued, i.e., 011 study reports included. 

24. Although the content and fonnat of the proposed NDA wi ll comply with relevant guidelines for an e
NDA. we would like 10 formal the Item 5 summary in the fonnat described in the Common 
Technical Document Guidelines. General feedback from the FDA suggests that this [onnat is well 
received by reviewers and is preferred to the fonnat described in the 1987 Guidelines for the Fonnal 
and Content of the Non-clinical Phamtacologyrroxicology Section of an Application. Does the 
Agency concur thallhe CTD formal may bc used for the sUllunary document? 

FDA Response: Yes, th e CTD format may be used. 

ACTION ITEMS, 

1. Sponsor will submil a lime table for rolli ng submissions for FDA concurrence. 
2. Sponsor will consider FDA's comments when preparing the NDA. 

The meeting concluded at 10:45 am. 

(see appended electronic signature page) 

Shei la Ryan 
Proj ect Managcr 

(see appended electronic signature page) 

Concurrence cha ir: -- - . -- - . -;;-c:c:=c-;:;-;o;--
Patricia Cortazar, M.D. 
Medical Officer 
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