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ERBlTUX~ (Cotuximab) k a reoomtMant, human/mouse chime& manoclonat ant&&y tkat binds speciticatty to&o extra- 
wltutar domain of the htonan eptdonnol gmw?h kxtor recoptor(EGFA). Et?Ew is conipos$d of tka fr regions cf a murine 
~t i .EGM~~y~~f~~ hea~and~l~fd~hakconsiaolm#~Sandhas~n~~ox~4~bC~~.~~igM 
of 152 kDa. ERKfLWs produced inmammalian (modoo mYelOm+! cell cu8Wo., 

Em3lTuX k a sterile, c&r, dorMs UquM of pit 7.0 to 7.4, wkich may contain a small amount of easliy vislbk, White, 
~rphous.~mab~li l t8$.~chsinyl~use,5~mLvialamtams100ng’of~abataco”cenBYaionM2~mL 
and is form&ted in a presanrative-free ~du8oo oo”taimng 8.48 mg/mL sodinin ch!Mdo, 1.88 mg!inL sodium pho?.phate 
d&ask heoWydr&, 0.42 mg/mLsadk!m phosphate monobask monohydrate, and Water& Grjectii~ W. 

CLINICAL PIMMACDLOCY 
General 
ERBtTUX binds W&any to the apidenai growth factor receptor (&VI, HERl. c&b&l) p” both norm& and tomm cells, 
and wmpotttively tnklbils the binding ot epklermal gmwlk factor (EGFl and otti? ligaods suck oo kanstormirm growth lac- 
tor-olpka. Btndmg of EBBITW tothe EGfTt btockspkospbmylatan and tivutlo” of recopk@ao&ciated kinas&& resoiltng ki 
inhibit of cell gmwth. kxduction of apopewk, and decreased matrix metailoprotoi”aWand vasu~lilr ff”Wk&o&Mk 
fadorpmductwn.~e~REGfRisatransmembranegfy 
including EGFR (HERI). HEW, HEB3, and HEM The EGfR k oonsthutively e$Xmd inmany M)(mal epitheW,ti~~. 
inchalino the sklo and hak follicle. Dwr-exorossio” of EGFR is also detected in many human cancers klcloding MO& of the 
cobn aid mctam. , 

h?&owsays and in vivoaoima! otudmshavo shown ~ERB~~~~~~ogro~ aods~~~~~r~ns~~o”~- 
mressthe EGFRNoantMmwrolfeCofF.RBflUX wereobsefvedin human~r)wtxoooQmf& tac~ngEGFRas&xos=sto”. Tke 
addition of ERBlTW$ kt”obM” or ldootecau plus S-floorooracll in anhal y&s resultedloan increase ih a&tumor 
eflects cmparod to chemotherapy akme. 

Human Pharmacoklnatics 
ERBINX administered as moootkeraw or in combhlato” wilh concomd.o”t chelnotheranv or radMhoraov exhibiti nonV”oar 
pimnnacoki”e&s. Thsama”ndor&w”co”k’ationi!mecurve @UC)  lffireased ha ~~er~~u~~.~~~rn~~r 
as tke &se incraased from 20 b 400 mgin~? ERBfRtX ctearanca (a dec&tsed from 0.08 to 0.02 UlW a% tk8 dose 
increased from 20 to 2DD mg4m2, and at doses QOO mgW, lt appeared to pl#teau. Tho ~lum&l tb+~ disMb&im tVdI for 
ERBlTUX appeared to be indopendont ot dose and approximated the ~Mular space of 2-$Un1? 

~inga2-hwrlnlusbnof4Wmg/m~ofWBmECLhemaximummeanseminconcantrabon(~~ 184&n$.tmnse: 
92-327 @g/m4 and tke moan egmination babt8o was 97 bows (range 41.213 kot~rs)~ A Mour ink&to” Or?S9 n W @  
pmduced a mean &of 1.49 &nL (range 120.170 j@mL). FolkWing th 

La 
recommeododdase regime” @@It im’ 

At&l dose/250 m@rnz weekly do+, ERWllJX concentrations reached steady- te lewefs by the third wee@ hWion with 
mean peak and trough cmxentratlons across studies ranging from 168 to 235 and 41 to.85 &mL roW&iVt?~Y. The mean 
katf-life was 114 hours (range 7.5.188hours). 

spemat poprlatlcols 
A  wwlah oharmacoklne8c a”aMk was “Wormed to explore the ootentiat btfocb of solectad.co~artates ln~ludii race. 
g&&r, age, and hepotio and ren&hm& on EfiBfTUX ph&nacokk&lcs. 

Female Mteok had a 25% Wintnnstc EWNX clearance *an mak pabents. Similar ~lfiiy and safety viem Dhservsd 
tw~~aeand~patieotshmedi”ira~~;8le,d~~~~~oogenderisnot”~.~NMIeoftheother 
c~arfoteso~bredap+earodtolra~a” knpxtonER8ITUXpham1atoronetics. 

ERBITUX has “et bee” studied ln pediatric populatiis. 

The efficacy and Woty of EftBmtX alone or in combinatii wdh tinotecan v&e studied in a randomized‘ conkoiled trial 
(329patknts)and tl comblnstton wftb kinotacan in an open-hbol,smgie-arm liial (I38 pattents). f f lBRU% washueter ovat- 
uaterl as asingte agent In athkdclk!ical kla~(57 patients). Safety data from 1 Id patientstreatsd wal, &$!a-agentEi7BRUX 
wasdsoevaluated.ARtrialsstuc8adoafientFwithff iFR-e~~metabt~cobredalcancer,who68disease~pcograssed 
after rocoivtoga” itinotecan-contolni~ regimen. 

f lanUmnhml, Oontrolted irid 
A  multk%oler, raoCwized, cootmltod cknical idal wao conducted in 329 patients tandomtzedto rocoivo either ERBlTUX plus 
lrinotecan (218 patients) of EftBlNX nmnothera(ry (111 patients). In b&k arms,of the study. ERBRLfX was admfMmod as a 
4OOm9/mz inlt?al dose,f&~odby250 mgYm2weeWyuoUidiseagaprogressionorun~~letoxidty. AHtiio”tsmCei@d 
a 20-mgt&daseo”Day 1. In theERBiTUXp!uskinotacooa”“~ irkatecaowae sddedia.§RBKUXusing tkosanlodoseaod 
sckoduleforkkm@on osthepaW had previously Wed, AWptabte l~~cansckoduleg~erelbmglm*Bi$ry3voeebs, 
180 tm$r@ every 2 weeks, n 125 fog/@ weefdy #moo four doeeo owfy 6 Wko. Anthdop&%nt ~~~~ fWew 
Committee (!RC), blinded to the Wabnont arms, assessad bath the pmgre$lon on prior idootWo” and Me response to 
pmtocol tmaknent for all patbnk. 

OtZhe329ramlomlredpaUen$,206(63%)~m~~.m0me~anage~~S9~(m~o2~~),a~~e~m~w~ 
camskn @23,%%).  Elghtyeipht percoot of potterdo had boooOio Kamofok~ Pedoatmabce St&s ;18a. Fii&ghtpomeot 
of catkats bed ccbn camerand 4O% rectal caxor. Aobmxtmatelvtwo-thirdS (63%) oWOboto hod Drwdou@ tilled 0x09- 
&lo treab”e”L 

. . 

The ofllcacyof QWTIJX phrs kincttecao or W8lTlJX mmmthampy was evahiated in al lmndonWd patter& 
Analyses were also conducted to twu pm-spoctflod sukpopu&ilons: lfinotrjcan mfraotory and I~otecaa and WaliP@i” 

fatlures. The ldobtwan refixtory populat@n w deWed as modcmfzod pat@“tswho had received at loasttwu cycles 01 
irinotecan-based Ehonmtkoxanv odor to Voabnoot with EKdTUX.and had indew”de~coofi~atln” of disease orooms@On 
within 30 days of completianbi ihe lost cycle ot lrhmtecan-bas&i ckemother& 

Thaid~nand~~nfm~~~wasdeRnsdasiiQlotscao m~~~~who~d~~,~“~~d 
uitk and fallod a” oxalip!Mi”-co”talning regkn~~. 

The objoctbe fespsose fates (ORfq In these populmiom arepnxented in Tab& 1. 

l Irlnotecan-Llxal&t!n Failure 90 23.8 44 11.4 12.4 f-0.u - 25.6) 0.09 
l l f lnotscen Refmcto iy  132 25.8 69 14.5< ll%(O.al - 22.4) o.O7 __.__ - ____-__ __. __ __--_-._” .___ _ ,_ .__-“I .__..: _ --_ -.- ----._ -.-.. ^- -” .- .- 
a 95% cimfii~o inted lor medtfforonce in objective respanso rates. 
@JCodwan-fAa~Hwoaz&W 

l kinotecan-Oxatiilattn 2.9 mo 1.5 ma 0.48 (0.31 -0.72) &#I 
hmre 

l lrkmtecan Refractory 4.0 mo 1.5 mo 0.52 (0.37 - 0.73) 4001 ___ I _.__ -__-.-_---- ._--” .____ _._ -^.^ _ .,._ ^ -.,-- .I-._. --“-.-“̂ .-.----------“- 
* Hazard mtio of EfWtJX + idnotoc?n: W W U X  monotherapy with 95% conffdeuce ktbwof. 

Sin#le-Ann TM-s 
ER8ITUX. in cDJnbim+tbnwi~ t$ote@n. waeshidted inastngle-anh, muldce~ter, o$o”~&nkai t&tin 138pat!-er&wA . . . . ..I . L .^._ ^_Y. 1. 

lnWstitkd~“o disease IM was resorted m  3of833 I&59~~ oatieotswim advanced colofactat cancer recaivinu EKBJTUX. 



Antma wroduclion stotliesbave not bee” cow&ted w’Ah ERBMIX. t!wevar, ths EGFR has bee” indicated taUia&ml of 

Nurskg Monmrs 
II is not known whether ERBITUX (C.zt”ximab) is secreted I” human milk Becausb heMn igO is mcfetshin hUm#r “l&Me 
potential for absor~$on and harm to Ike infant after ingestla” is ull luwwn. Based on me mea” b&life of ERfN?VX&xntt i  
tipk dosng of 114 hours [rar~pe 75-166 ho”r# (see,CLUilGAL PNARMAcft I&GY: Huma” ~~a~“~~, W O N M  
should be advised todisco”ti”ue nursing during treaimentwifh ENBfTUXand foi 6G da~follovdo$% last dose of ERM 

Pediatric Use 
Tlieaafety and effectiveness al ERtllTtJX inped!!trlc patients have not bee” established 

GetlatvklJw 
Ofthe633patb”tswho receivedEREllUXwiff i  irkmfecanor~monofherapy mfoar advancsdcokmzctalcaocersfw.f~ 
$s.~)6patie~(33%)uvecas5yearsolageorol 
patbets and younger pat&m&. 

AOVERSGREACTlUNS 
Except where indicatsd. the data described bebw reflect exposure to ERBlTt# in 633 patients WI% advapced metastatic 
cokvectal cancer. ERBiTL!Xwas studied incombhvatb” with mrotecan(“=354lorasm~~p~~Z7~. Pa@e”ts receiv- 
bg ERINIJX plus hbokwo received a medfaa of 12 closes(wig, sS&Sj f2%] hasted kwo~+Y 6 w”tbs), aRd ~affa”ts 
rewlvl&~ ERWlUX mmwllmpy received a media” of 7 doses (witbZtYZ7S [&I fxeatedf#r over6 m~~).~~~~” 
had a median age of 59 arid was 6G% m& and 91% Cwcasia”..The raq$e cd dosing fo+a&nfs welvllg sRflmD( Qlas 
lrfnoteca”was l-64 iafusions, andfJm m ”ge of dosIng fwpaGe”Lwecaivin$ ERBl’fWX manothaFawwas 3.63 iiIfasio”s. 

memostselotissdvarw,reaftbnraswdatedwithERBlllMwwe: 
l Infusion react& (3%) (see BOXSO WAMNG,  WW.lNGS, sod DOSAGE 

z 
AbM#BsTRpwDN: llose~l; 

l Oermatofogic toxicxicity (1%) (see WAGNli iGG and DOSAGE AIf@ AOMIHIS ~~~~8): 
l kterstltkl lung d&ass (0.5%) (see WARNlNG6);  
l few (5%); 
l seps is  (3%); 

. Krd”eu fiufurs f2%I: 
l P”l”lo”ary e”lbohJs [w& 
* Uebydrelbn (S%)in patients receiving ERBVUX plus khmtecan, 2% tn patiefds recekfng ERBrrUX monotherapy; 
l Diarthea (6%) in patients waking EftBiltJX plus Mnotwn. 0% in patlwfa ncefvfng m  “wao@wrapY. 
Thirty-seven (10%) patients receiving FRBlTUX pfus irlnotecan and 14 (5%) patIe?& receiving ERfNTl& oW+mempy 

disc&need treatment prfmarify bees&se of adverse ewafs. 
The rwst common adverse events see” in 354 patients recewing #tBlTUX plus irf”otaca” wers awform rash (66%). 

aslkwb/malalse (73%), diarrhea (72%), ~asaa (55%), abdmninat pm” (46%): and vomltfhg f4t%). 
The most common adverse eSents seen in 279 Qatfe”fs red&&g EKBmM mwlotheraQy wera acnefOrm rash (SO%), 

asthenlaimataise (49%), fever (33%), nausea (29%)). conskp~~G?6%), aod qii”tw (26%). 
Sewuse clblral trials are conducted under wide& varyfng mndlions, adv&e reacttort rates observed in the dlrdca trials 

of a drug cannot be directly compared torates in the Glinic8ltdataof anmar drag and may eraffactthrr +ao~in 
practice. The adverse reactron Information fmm clinical MS does, howeve!, pmvide a basis for lda”~~m@~a adverse 
events that appear to be rewed to drug use and for apQroximaUng rates. 

Data In paiienk wfth advanced cobrectal carcJmma in Table 3 are based on the experience of 354 uatbntr treated with 
EfIBlNX plus irhwtwn and 279 patfents lreated with EABMX mrmotfmmpy.~ 
Table 3: incidence of Adverse Evened (zlO%) in Patfmtta wflh Advanced ~otocedal Gwofntmm 

_” ._~tlntx~P~f.w~~~Easpl _ ., ~R~-~~Q~(~~~~ _ -_-. 

2nd cwrr~ce Delay infusion 1 to 2 weeks 
~- 
3rdoccwrWCe. D.&l9 l”fmkm I k 2 weeks 
-~--- 

I kfeclbn 16 
Sack Pain 16 

I Headache 14 2 
Dmuve 

Dlanhea 72 22 

.._. ~ ..-__ 
Peciphx.4 Edema _. 

Resplratwy L f”wm”ia oyspneir Depression CaUgblncraased Acneform *Pecfa skltl Nail PNnhls cOn@lCtiVdiS ull Diswder Rash5 

Skin@pandapss 

23 12 10 20 E 10 15 12 14 <1 14 z i 0 1 1 1 ‘9 20 10 10 90 16 10 : 7 <l cl Cl <I. t0 0 1 0 7 0 

GkWwnalmati l  is defured as any ewf &?scdbed as ~asthwtia’, “m&a&y, or ?#&IOkw’. 
J includes cases reported as lnfuslon reaction. 
6 lntifon raactii is defined as any event described at any @ m e  during tha binical stmiy as *aUergic reactian’ o( ‘why- 

k?cta!d reactlo”“. oran~everd occord”g o” the fksf day of do& dasc&ed,as ‘aller~reaaioa~, *aa&- Feactlanl 
“bvef’, “chl’, Vbdli and fever”. or”dvspnea”. 

s Acnefarm rash Is defined as amr eveRt described as ‘acae’. ‘rash”. ~macbooapstar rash”, *“ustnrsttdar rash*, “dry skim”. Or 
4exkliatii dermatdis”. . 

lnfnolcn Reacfkim (see BOXED WARNING: Infwk” ReacGWtS) 
I”dlnicaltriasswere,~~~~readions~ra~..Thesgeventsia~serapidn\sstcf~~abstruc- 
tian (bm”chwaam. strfdor, lwssnesr), wliwia, and/or bw&“s;ipn Id studies in adwced coforeokil Eac\Eer. severe 
bfusion reactbns ware vbsewad fa 3% of patients receiving ERBfiVX plus (rinotecaa a”d‘Z% of DaUmlts ?eCem WBtNX 
nronatherapy. Grade 1 and 2 ialaslon reacbow in&&q chills, fever, and &sfmea asaally ocmircing o”~~~d~~~- 
tial dosing, wars observed in 16% ol patients receivt”g W6lNX plus Mnptecao and;23% of psrients recehrhlfl EP&lUX 
monotherapy (See WAGNINGS:  Infusha, Geaetkns and DGSAGG AND AD+3tNtGTGA$GH! GOSS MOdiiatkilSJ 

EN-BGC&O2-04 
l3ew on s1-022fww, t169s4s 


