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ERBITUX™ (Cetuximab)

For intravencus use only.

receved a 20-mg test dose of ERBITUX on day 1, followed by & 400-meg/m? instia] dose, and 250 my/m? weakly untd disease
progression or unapceptabia toxiiy. Pmiems:ecsiwdmesamedose and schedude for irinotecan as the patient had previe
ously faifed, Acceptable innolecan schedules wang 350 muy/m? every 3 waaks o 125 mg/ma weeklv hmes four goses every

WARNING .
Infuslon Reactions: Severe infusion reactions accurred with the administration of ERBITUX In appraximately 3% of patients,
rarely with fatal outcome (<1 in 1000). Approximately 0% of severe infusion reactions were associaﬁedw?m the first

infusion of ERBITUX, Severe infusion reactions are characterized by rapid onget of airway
stridor, hoarseness), urlicaria; and fiypotension (see WARNINGS and ADVERSE REACTIONS). Severd infusion reactions require
immediate interruption of the ERBITUX infusion and permanent discontinuation’from further treatment; (See! WABMIIGS

infusion Reactions and DOSAGE AND ADMINISTRATION: Dose Modifications)

6 weeks, Ot 138 patients enrolied, 74 patients had documentiad o by aniRC. The over-
alt ratd Was 15% Yor the overalt popu!aﬁnn antd 12% for the mmhecan—talure popalation. The medxan durations of
esponse wera 6.5 end 8.7 wionths, Tespec
ERBITUX was studied as @ single agentin a mu:ﬂoemar open-label, smgb—axm chinical trial in patents with EGFR-expressing
tal vancer who profre following an egimen, Of 57 patients enrolied, 28 patients had
g ted lon fo.irinotecan, The averall  response rate was 9% for the alldreated group and 14% for the
hnm%mmmmmmwmmmwmumi 3 months, respectively, The median duration of response
was 4.2 months for.both groups,

‘EGFR i

DESCRIPTION !
ERBITUX™ (Cefuximab) is 3 binant, f himeri lonal antibody that binds specitically tothe extra-
cellutar domain of the human epidermal growth factor receptor (EGFR). ERBITUY, Is comiposed of the Fu regions of 2 murine
anti-EGFR antibody with human ng heavy and kappa light chala constant regions and has an approximate molecular weight
of 152 kDa. ERBITUX is prodi {murine myeloma) cell culture.
ERBITUX is a sterle, clear. on{oﬂess Hnuid of pR 7.0 10 7.4, which may contain a smail amount of easlly visible, white,
imab par Each single-use, 50-mL vial contams 100 mg of Celuximab at a concentration of 2 mg/ml.
and is farmalated in a preservative-free solution contaiming 8.48 mg/mi. sodium chioride, 1.88 mg/mL, sodium phosphate
dibasic hepiahydrate, 0.42 mg/mL sodium phosphat ydrate, and Water for Injection, USP.

CLINICAL PHARMAGOLOGY
Gonerat
ERBITUX binds specifically to the epidermal growth facter recerﬂor {EGER, mam €-ErhB-1) pn both normat and tumer cells,
and comptitively infubits the binding of epidermal growth factor (EGF) and other figands, such a franstorming growth fac-
tor-alpha. Binding of ERBTTUX to the EGFR blocks phosphorylation and activation of receptar-associated kinases, restlfing i
inhibition of call growth, jon of and matrix matatioproteinase and vascular endothelial growdh
factor production. The EGFRis 2 transmembrane glycoprateln that is a member of & Sublamily’of type | receptor fyrosing kinases
including EGFR (HERY), HER2, HER3, and HER. The EGFR is constitutively: e):pressedm’mam normal egitheliaf fissues,
including the skin and hair follcle. Dver- -expression of EGFR s alsp detected in many fuman cancers including those of the
olon and rectunt.

In vitro assays and in vivo anioval studies have shown that ERBITUX intiibits the: growth and survival of tumor cefls that over-

Patienis enroied k. the clinicalistudias were mquwaa o hwie immunohistochemical evidence of positive EGER expression.
Primary tumor or tumor front 4 tetastatic site wias fested with the DakoCylomation EGFR pharmDx™ test kit, Specimens were
scared based on the percantage of cells expreissing EGFR and Intensity (barely/faint, weak to moderats, and strong), Response
1ate did not correfate with erther the perceritage of pasitive calls-or the imenstty of EGFR expression,

INDICATIONS AND USAGE

ERBITUX, used in with an, is d for e of EGFR-expressing, colorgotat
carcinoma in.pafients whe are v fo frinotecan-base
ERBITUX (Cetuximab) administered asashgteagemmn&caw for the treatment of EGFR-expressing, iccolores

tai carcinoma in patients who are intolerant to irinotecan-based chemotiterapy.
The effectivensss of ERBITUX is hasm oﬂ ob;aaﬁve feswnse 1ates (SWCUMMSNNES). Currenﬂy no data are avall-

able that an fmgrove survival with
cmn RAINGICATIONS
UIAHNIHGS
eacﬁoms« BUXW VARNING: kmﬁonksmaADVERSE REAGTIONS: tnfusion Reactions, and DOSAGE
AND ADMINISTRA ammdlﬂeaﬂnm
Severe infusidn rez d with ﬂ\e tion: nf ERBITUX mapprvxxMely 3% (171633) of patients, rafelv with

fatal <1 In 10D0). Approxi %07 gavere infusion were thefirst RBITUX
despite ttmuse of prophylactic antihistamings, Th Thess haracterized by the rapid onset of airway nbstmchon

express the EGFR. No anti-tumor sﬁecls of ERBITUX were abserved in human tamor xenografis facking EGFR The'

addition of ERBITUX to or Id plus 5 in animat sgudles resuited ty an ?ncrease ‘it anti-umor

effects compared to chemotherapy aidne. " mere tnfusion
Ruman Phamacokin«ﬁw ,

ERBITUX orin ion with h py or radiotherapy exhibits nonlinear

pharmacokinetics. The ama under the concentration ime curve (AUC) Increased in a greater thaw dosa proportional manner
as the dose increased from 20 to 400 mg/m?. ERBAUX clearance (CL) decredsed from 0.08 to 0.02 L/vm? as the dose
increased from 20 to 200 mg/m?, and at doses >200 mg/m2, it appeared to plateau. The volume of tha distrlbuﬁm Vo) for
ERBITUX appeared to be independent of dose and approximated the vascufar space of 2-3 Lim?,

Following a 2-hour Infusion of 400 mg/m2 of ERBITUX, the maximum mean serui concentrabion (Cyad Was 184 s/l range;
92-327 pg/mb) and the mean elimination hatf-fife was 97 hours (range 41-213 hours), & 1-hour nfusion of 250 mg/m?
produced a mean Cyg, 0f 140 pg/mL (range 120-170 so/mi). Following, the recommended dose tagimen (400 mg/m?
initiat dose/250 mg/m? weeldy tose}, ERBITUX concentrations reached steady-State Tevels by the third waekly infusion with
mean peak and traugh concentrations across studies ranging from 168 to 235 and A1 10.85 pg/ml, respectively. The mean
haif-tife was 114 !murs (range 75-188 hours).

Special Populations !

stridor, hoarsaness), urticaria, and/of hypatension, Caution tusst be exercised with every ERBIFUX infusion,
as there weie patients who experienced their ﬁrstsevm infusjon regction during later infusions.
! : riquire. the i iptian of ERBITUX therapy and permanent discontinuation from
medicaf therapy includi antihigtamines, bron-

chodilatars, and uxyge@\ smu(é be ayailable for use m ﬂm?reatmentot such reactions. Patients should he carefully cbserved
until the complete reselution of alt slgnsand yoplomms.

in chinical trigls, mifd to by stowing the mfusion rate of ERBITUX and by
continued use of mﬂmsmuns medleatioss {eg, n‘pfm!miramlﬂe) in subsequent doses (soe DOSAGE AND ADMINISTRAYION:
Dose Modifications).

Pulmonary Toxicity
Itterstitial ung disease (L) was reported m 3 of 633 {<0.5%) patients with agvanced colerectat cancer receiving ERBITUX.
Interstitial preumonitis with non-cargiogenic ‘pulmonary edema resutting in death was repurted in on case, Twd patierts had
pre-xisting fibrotic lung disease and'exgerienced an acule exacerbation of Mieir disease while recetuing ERBITUX i comin-
nation with irinotacan. in the clinical investigationial progeam, ar additional case of interstitial preumonitis was reported in a
patlent with head and neck cancar treated with ERBTTYX and clsplatin, The ongetof symptoms occulred between the fourth
and eleventh-doses of treatmentin ali reported cases.

In the event of acute onae: of wefssmng pulmonary sympu;ms, ERBITUX therapy should be tnterrupted. and a prompt

A population pharmacokinetic analysis was performed to expiore the iat eHects of selected i ing race,
gender, age, and hepatic and renal function on ERBITUX pharmacokinetics. :
Female patients had a 25% lower intnnsic ERBITUX clearance than mate patients. Similar pfficacy and safely were abserved

{or femate and male patients in the clinical trials; therefore, dos&mo&ﬁcaﬂon Basef on gendensmtz\ewssary Narefof the ather '

covariates explored appeared to have an impact on ERBTUNX pharmadokmnetics.
ERBITUX has not been studied in pediatric poputations.

CLINICAL STUDIES

The gfficacy and safety of ERBITUX alone or in combination with mno‘lecan were smdled in a randomized; cantrotied trial
(329 patients) and in combination with 1 in an open-labet, single-arm lial (138 patients). ERBITUX was fusther eval-
uated as a single agent in a third clinical trial (57 patients). Safely data from 111 patients treated with single-agent ERBITUX
wf::es also evaluated. AR trials stuledt patients with EGFR-expressing metastatic colorectal cancer, whose disease had progréssed
after g an tegimeq,

Handomized, Controlled Trial
A multicenter, randomized, controlied chinicat irial was conducted in 329 patients randomized fo receive either ERBITUX plug
irinatecan (218 patiants) or ERBITUX monotherapy (111 patients). in both arms of the shidy, EEBKUX was atministered as 2
400 me/m? fnitial dose, Toliowed by 250 mg/m? weekly unb! disease progression or unagceptable taxicily. All patients recelved
@ 20-mg test dose on Day 1. In the ERBITUX plus irinotecan anm, |ﬁmtecan was added ta ERBITUX using the same dose and
schedule for iriotecan as the patient had previously failed. leg were 850 mg/m? evary 3 weeks,
180 mg/m? every 2 weeks, ar 125 mg/m? weeKly ties faue dms every 6 weeks. An Independent Radiographic Review
Compmittee (IRC), blinded fo the arms, me progression on prior and the. 'tg
protocot treatment for alf patieats. i '
0#the 329 randomized patients, 206 {63%) were male, The median age was, 59 years {range 26-84), and the majocity was
Caircasian (323, 98%). Eighty-eight percent of patients had baselite Katm?skg Performante Status 280, Fifty-sight parcent

f

of these uid ocoir M ILD d, ERBITUX should be discontinued and the patient shoofd be
treated appropriataly,”

mmw l’oxfcity (See ﬂDVERSE REACTIONS: Bmmlogiu Toxicity and DOSAGE AND ADMINISTRATION: Dose
1 cynomotgus mmavs Emwhmadmmmnatdmﬁawmmmmo4w4mmwmmmewmed
on total body surface area), resulted in-dermatologic ﬁndmgs, including inflammation at the injection site and: desquamation
of the external intaguiment. At the highest dose fevel, #ie epithelial mucosa of the nasal passage, esophagus, and fongus were
similary’ affacted anddagmmvemnges iy the conal tubylar apithelium dccurred, Deaths due o Sepsis were cbiserved n 50%
(5/10) of the animals 2t e Wighest dose leved egioning afisr approcimafely 13 weeks of treatment,

n clinical studies of ERBITUX, dermatblogic toxicities, including acneform rash, skin drylng and fissuring, and inflamma-
tory and nfectious sequelac.{eg, Diepharitis, cheifis, celiulitis, cyst) were reported. In patients with advariced colorectal
cancer, acneform rash was reported mﬂﬁ%{%ﬂlﬁ&'ﬁo{aﬂ freated patients, and was severe (Grade 3 or 4) in 12% (79/633)
of these patients. Subseduent 1o the develcpment of Severe termatologic toxicities, complications nciuding S. aureus
sepsis and abscesses requining meision and drainage were raponied.

Patients develnpmdemmhqmmmussvm reconing ERBAUX should be manitored for-the devglapment of inflammatory
or infactious Sequelae, and | appropriate treafmont of thesa sy intiated. Dose of any future ERBITUX infu-
sions should be Instifuted icase of Sovere acheform Tash (sse DDSAEE 'ANG ADMINISTRAYION, Table 4), Treatment with
topical and/or oral antibiotics should be considered; topitat foids are nat

PREG&U?IGNS
ERBITUX Mapy should ne uged with caution In pa’liems Awith known hypersensitivity to Cetuximab, munine protems, or any

component Of this prodict.
Htis recommanded that patients wear sunscwen and hats and Imit sun exposure while receiving ERBITUX as sunlight can

of patients had colon cancer and 40% rectal cancer. Approximately two-! tﬁrds (63%j of-patibnts had previously taited oxali- any skin ons that may oceu
P e aficao of ERBITUK pis £RBI ; i patients, EGF Receptor Tasti
e efficacy o plus irinctecan of ERBITUX t was in alt cand e
Analyses were also conducted in two pre-specified Subpaputafions: rinotdcan refractory and mnutecan and oxalipiatin  Patients ervolled in o ""’7"’%’ Wﬁ wers W‘ﬁ“’m hays immunohistochemical evidence of positive EGER expressian using
faures. The rinotecan refractory population was defined as radomized oa!ibnﬁrwha thad recelved at Ioast bwo cycles of the DakoCytomation ESFR Hc EGFRWM ba performedt byiabommwm demon-
irinotecan-based chemtherany prior to treatment with ERBITUX, and had i of disease p strated proficiency i the spesi WMW being "”"Zﬂd- g use of ly fixed
The irinotecan and oxaliplatin failure population was defined as irinotecan mfrac\ury patients who had previously | baen Yreated g Jakoly g
with and faited an oxaliplatin-containing regimen. on 2552y cERtGAL snmes EGFR Expression andnmanse )
The objective response rates {ORR) in these papulations are presented in Table 1. Drug interactions
Tatie 1: Objective nse Rates per ln “tﬁwjgw ) A drug interaction stidy was perﬁomad i which ERBITUX was ist bit with There was no
T ERBNUX + rinotecan_ ERBITUX MonoHigrapy | Difference (95%Cl) of any betwaen EABITUX and nctecan.
Populations N ORA (% n__ ORR (%) % prvalia CMHe mﬂ'ﬁfr ore fo o — )
j - lmaawﬁcg roteins, 53 W‘ﬁ uwgeuleity Poterdial 1o ERBITUX were
AB Patients 28 29 b 1.8 12344 i 2 o007 using elther a double antigén radiomatrle devay or an snzyme-linked immunnsamant assay. Dus fo nmmuons in assay
« Irinotecan-Oxaliplatin Failure 80 238 4 1 4 12.4-0.8~258) 06,08 WW a?rged saggﬁ gg\mw o?m m(“ngmlgfe oé antiody b In patients ; g ERBITUX has no;?:g;‘ ade-
ML Refractory 182 258 89 1, 5 113 (0.1 - 22.4) 0.07 qual e 8 odles to ERBITEY was meawred y coflecting an aﬂalymg serum pre , prior
o e e T e e e R e fusions and during tre: ollow-1p, Patients were considered evahuable i they had t
: 95% confidense interval for me ddference in abjective response vates W am a m, mﬁm ntmuv;;%w anti-ERBITUX antibodies were delectefiym S%f &Wm’:ﬁe
Cochran-Mantel-Haenszet test. gatent, I palont postvefo ant-ERBITLX aniody. e meedan it o onset was 4 dayo (rnge 8-261 days. Attaugh

Thameu“tandmamnoimspormm&ewevalmmﬂaﬁonwasS?nmlshﬁnmwmaﬂanmmmmm
apy arm. Compared with patients randomized o ERBITUX alone, patients rand mﬁRBﬂuX and
a signdficantly fonger median time 1o disease progression {see Table 2},

Table 2: Time {0 Progression per Indspandent fleview

ERBITUX + Irinotecan  ERBITUX Monotherapy zard Ratle ~ kog-rank

Populations  (medioy imeden) | (“5 X A . SO
A8 Patients 4.1 mo 15mo + 0.54 (6 az- 0.71) <0001
» Irinotecan-Oxaliplatin 28 me 15 mo ' 048 (0.31 8.7 <0001

Faiture §
slinotecanRefractory 40mo  1Sme 052037-07y <0001
& Hazard ratio of ERBITUK + il ERBITUX py with 85% confl interval.
Single-Arm Trials

ERBITUX, in combination with irinotecan, was studied in a single~am, mutticerjter, opar-abel clinlcal triat in 138 patiedts with
EGFR: cancer who had progressed foﬂowmg an iriciotecan-contaiing regimen, Patients

the nusnber of sera-positive patients ixlimited, there dovs ppear to b8 any
bodiesto ERBITUX and the safety or antitumor activity of the molecule,
The observed incidence ot anti-ERBITUX antibody responses may be influenced by the Jow senstivity of available assays,
inadequats.to retiably defect lower.antiody thers. Other faclors which might influence the incidence of anti-ERBITUX
antibody response include. samph handling, ﬁmlng of sample and disease.
For these reasons, Comp: 1o ERBITUX with fhe inci of anti to ottier
may be mMeading

Camlnogemais, Mutagenesis, Impairment of Fertility

d theapp

. Long-term animal studies have: not been performed to test ERBITUX for cancinogenic potential. No mutagenic or clastogenic

potantial of ERBITUX was oliserved In the- Saimonslia-Eschierichia coll (Ames) assay orin the & vive rat microntcleus test.
A 39-week foxigity study i cynomolgus monkeys recefvuw 0410 4 tités the human dase of ERBITUX (based on totai body
surtacs area) revedled a o fordmpeirmant of menstrual cycling in treated female monkeys, including increased inci-
dences of wvegulartty or absence of cycles, when eompaged to control animals; and beginning from week 25.of treatment and
continung mrongh the B-vieek recovery petind, Serum festosterone levels and analysis of sperm counts, viabiliy, and matd-
ity were not remarkably difterent batween EFBITUX-reated and control male monkeys. it is not known it ERBITUX can impair
fertility in huoans.



Pregnancy Category C

Anmat reproduction studies have not been canducted with ERBITUX. However, the EGFR has been &mp!mamd inie ormkul of
prenatal development and may be esseniral for normal ergancgenesis, proliteration, and differenfiation in the ovelopiay
embryo. in addition, human IgGT is known fo crass the placental barrier; therefofe ERBITLIX has the potential fo be transmi-
ted from the mother to the developing fetus. ttis not known whether ERBITUX can cause fotal harm when administered to-a preg-
nant woman or whether ERBITUX can affect reproductive. capacity: Thare 2 are ho afequate and. weli-controtied studies of
ERBITUX i pregnant women, ERBITUX should only b given 1o a pregaant woman, or any worrian not employing adequats con-
traception f the potential benefit justities the pofential fisk t the fetus. Alt paiients should be counseled regarding the poten-
fial risk of ERBITUX treatment to the developing fetus pridrto inliation of therapy. If the patientbecomes pregnant whie receiv-
ing this drug, she should be apprised of the potential hazard to the fetus and/or the potantial risk for loss of the pregnancy.

Nursing Mothers
Itis nat known whether ERBITUX (Cetuximah) is secreted in human milk, Becausk human igBi is secreted in sman mik, the

potentiat for absorption and harm 0 the infant after ingestion is unknown. Based on the mean half-fite of ERBITUX after mub

tiple dosing of 114 hours [range 75-188 hours} (see CLINICAL PHARMACOLOGY: Human Pharmacokinetius), women
shoufd be advised to discontinue nursing during treatmant with ERBITUX and (oi 60 days foliowing the last doge of ERBITUX.

Pediatric Use

The safety and effectiveness ot ERBITUX in pedialric patients have not been established.

Goriatric Use ’

Of the 633 patients wito received ERBITUX with irinotecan or ERBITUX h 1n fot d f cancer stud-

les, 206 patients (33%) were BS years of age or alder. No overall differences in 3afetv of eﬁmcy were observed hatweeu these
patients and younger patients.

ADVERSE REAGTIONS
Except where indicated, the data descrbed belaw reflect exposurs to ERBITUX in 633 patients with advancad meiastatxc
colorectal cancer. ERBITUX was studied in combination with irinotecan {n=354).0r as monatherapy (n=279). Patiants recefv-
ing ERBITUY plus irinotecan received a median of 12 doses (with 88/354 [25%3 ireated for aver 8 manttis), gmd patients
receiving ERBITUX monotherapy received a median of 7 doses (with 26/279 {9%] treated for aver 6 months}. This papulation
had a median age of 59 and was 60% male and 91% Caucasian. The range of dosing for-patjents recelving ERBITUX plus
irinotecan was 1-84 infusions, and the range of dosing for patients receiving ERBITUX monotharapy was ¥-63 infusions.
The most serious adverse reastions associated with ERBITUX were:
» Infuslon reaction (3%) (see BOXED WARNING, WARNINGS, and DGSAGE AND ADMINISTRATION: Dose Muﬂﬁm!ons),

- Non-s

In the clinital Sludies described above, a 20-mg test dose was administered wiravenously over 10 munites prior to the
toading dose fo-alt ¢ paifenta ‘The test dose did not reliably identity patients at sisk for severe-allergic reactions.

Dermatologic rm:mw Reladed Disorders ,
upipurative a@ne!oun rastdesoribiett as “ache”, “rash”, “magulopapular rash”, “pustular rash”, “dry skin”, or “exfoliative

dermatitis® was observed in patients receiving ERBITUX {Cetudimab) plos ABITUX One o¢ more
ofthe dermatolugical adverse events were reportad in 88%{14% Grade 3) of patients mceMng ERBITUX plus irinotecan and
in'90% {10% Grade 3) of patients recelving ERBITUX motietherapy. Acneform rash most comeonly scurred on the face, upper
chest, and back, but eould extend to the exiremities-and was. dlawcheﬂzed by millipte follicular- or pushilar-appearing
lesions. Skin drying anH fissurivg were common in some fnstances, and were associated with inflammatory and infectious
sequolae (eg, Mepharitis, celhilitis, yst). Two cases of & aurgus sepsis wers reported. The anset of acneform rash was
generatly within the fiest two wWaeks of therapy. Altticugh o2 majarfty of ihe patients he event resoived following cessation
of treatmient, in nearly half of thi cases, the evant gontinugd-beyond 28 days. (See WARNINGS: Dermatologie Toxicity and
DOSAGE AND ADMINISTRATION: Dose Boditications.) .

A rglated nait isorder, ocoarting n 14% of patients {0.3% Grade 3), was terized
w,?has?:&l’:d ‘swating of thé taterat naif folds of the toes and fingers, with the greatt\m and thumbs s the most commonly
affecte

Use with Radiation Therapy
{n a study of 21 patients with lecally advanced! squamous el cancer of me head ang neck. patcems treated with ERBrmx
cispiatin, 2nd radiption had 2 95% incidence of rash {19% Grade 3). The with
combined modality therapy. appears o b addltfve patticularly within the \'adxamm potL The addition of radiation o ERBITUX
thibeapy in patients mm oes be tone with

bl il "

OVERDOSAGE

Sirigle doses of ERBITUX higher than 500 mg/m? have oot been tested. Thers is no experience with overdosage i human
clinical trials.

TOSAGE AND ADMINISTRATION

The recommended dase of ERBITUX, in combination with Idnatecan ar as monotherapy, is 400 mg/m? as an imbat toading dase
{first infusion) admynistered as 120minute N infusion (maxinvam infusfon vats § mi/mm), The recommentiet weekly main-
tenance dose {altother infusions is250. mglm! Infusgd over 60 minutes (maxxmum infusion rate 5 mi/min) Premedication
with a1 Hy antagonist {eg, 50 Mg of diphi M Appropriafe medical resources for the treatment
of severe lnl‘usm reacﬁons stiould be available during ERBITUX infusions. (See WARNINGS: nfusion Reactivns.)

« Dermatologic oxicity (1%) (see WARNINGS and DOSAGE AND AUMINISTRATION: Oose Modifications); Bose Modi ifcations
« interstitial lung disease (0.5%) (see WARNINGS); Jifision Reactions
. 9 J .
o e ot g il o ot (e a2 s rscion, hoifusion i e pormanety s
. e (2%}; 50%.
K'd;ney tax(urﬁ‘g;{o;. %) ERBITUX shauld be immediately and permanently dasmmmued in patients who experience severg (Grade 3 or 4) infusion
. S (L s rocei ; e (See WARMINGS ard AOVERSE REALTIONS)
* Dehydration {3%}n patients receiving ERBITUX plus iri Phin paﬂems i TUX

« Diarrhea (%) in pationts g ERBITUX plus 0% in patients receiv ngERBmJX monotherapy.

Thisty-seven (10%) patients receiving ERBITUX plus innotecan and 14 (5%) patients receiving ERBITUX monotherapy
discontinued treatment primarily because of adverse evanis.

The most common adverse events Seen in 354 patients recewing ERBH’UX plus irinctecan were acnetorm sash (88%),

Dermatologic Toxigity and Related Disorders
If & patiant experiences severe acneform rash, ERBIUX treatment adjustments should be made according to Table-4. In
ﬁgmgmwﬁ%s;mmmm toxlelty, Treatrment should confinue without dose (See WARNINGS and ADVERSE

ast?:nialmala;se (73%), diarrhea (72:5/0), nau;eez gsgs%)haggomlnail ?am ggm‘mand vmg‘lﬂh g 41%). .  (60%), Tahle 4: ERBITUX Dose Modification Guidelines

& most common adverse events seen patfents receiving' tmonytherapy were acneform ras oo A ) ;

asthenia/malaise (49%),fover (33%), nausea (29%), constipaon (28%), and diaho (26%), Sovers Acnofort Rash ERBITHX Gutcoms ERBITUX Dose Madification

Because ciinical trials are condusted under widely varying conditions, advere reaction rates bserved in the clivical irials  1steccurrence Detay infusion 1 1o 2 weeks Improverment C"“"““e at 250 mglml

of a drug cannot be directly compared to rates in the clinical trials of another drug and may not refibct the rates observed in e o+ v e SMMREOVEMEMT hnue ERBITUX

practice. The adverse teaction Information from clinical trials does, however, provide 4 hasis for identifjing thé adverse 2nd occurrmce Dexay m;usjm 1 ({y 2 weeks ‘ lmprmment Reduce ﬁuse 1o 200 mg/me

events that appear to be refated to drug use and for approximating rates. Nolmprovement Discontinue ERBITX

Data In patients with advanced colorectal cascinoma in Table 3 are based on the experience of 354 patieats treated with PN ; "
ERBITUX plus irinotacan and 279 patients freated with ERBITUX monotherapy.: 3rd occurrence. Defay infusion ¢ 1o 2 weeks N:}mpmvemem Rec:;xice d“:ﬂ‘:ég&g&"“
Tahle 3: incidence of Adverse Events (>10%) in Patients with Ad\ d Gol i oy ; P———— -

.. ERBIUX plys Irinotecan (n=354) . .. ERBIUX Monotherany (=278 . B

Body System Grades 1 -4 Grades3andd4 Gradesi-4 __ Grades 3andd Preparation for Administration

e % dPaans £0 NOT ADINISTER ERBITL AS AN N PUSH OR BOLUS,

Body as a Whoia ERBITUX st ba administered with the uso o a low protein birding 022-micrometer inelie filter,
Asthenia/Malaisez 73 16 49 16 ERBITUYX is stpptied as 2 50-ml., single-use viah comammg 100 mg of Cetuximab at a concentration of 2 mg/mi. in
Abdominal Pain 45 8 25 7 phosphate butfered saiine, The solution should be clear and mhdess iy contaln a smafi amount of easily visible,
Feverd Pye 4 1 9 White, amwhmxs. Cetuinah particukites, DO NOT SHAKE OR
Pair % 6 19 5 ERBITUX CAN BE ADMINISTERED VIAINFUSION TN OF SYANGE POMP,

{nfusion Reaction® 19 3 25 2 infusion Pmm

Infection 186 1 1 1 » Draw up the volume of a vial using asmdla syringe atiached to an approptiate needle {a vented spike or other appropnate

Back Pain 16 3 11 3 transfer dévice may b ysed).

Headache 14 2 % 3 = Fill ERBITUX intu @ ster¥e avacuated container or bag Such as glass containers, polyolefin bags (eg, Baxer intravia),
ettilenie vinyt acotate bags {eg, Baxtsr Clintec), DEHP plasticized PVC bags (eg, Avbott Lifecars), o PVC bags.

Diarrhea 72 22 28 2 « Repeat procadute untik the calculated volume has buen put intg the contalner. Use a new neadle for each vial,

Nausea 55 & 28 2 « Administar through a fow protein bindlng OQZwmfcmeterMn&mbermed as proximat to the patientas practical).

Vomiting 4 7 25 3 « Affix tive infusion fine and prime it with ERBITUX. before starting the infsg

Anorexia 36 4 25 3 « Maxumurn fnfusion rate shoulit not exceatt 5 mi/min.

Constipation 30 2 28 1 » Liss 0.9% saline soltion b fush Bive at the end of infusion.

Stomatitis 26 2 11 <1

Dyspepsia 14 0 , 7 0 Syriage Pump:

Hematic/Lymphatic + Draw p g volume of 2 vial using a.starila syringe attachod to an appropriats needls (a ventad spike may be used).
Letkapenia 25 17 1 0  Place the syrngs intodhe syringe driver of a syringe purp and set the rate
Anemia 6 5 10 4 © Administar fhrough a fow pmmmnam 0,22-micromster inina fitter ated for syrings pump use (placed a3 proximal

Wetabofic/Nutritionat o the patient s praoticall.

Weight Loss 21 o 3 3 « Connect up ths nfusion five 21 star 10 Infusion after priming the fine with ERBITU.
Peripheral Edema 16 1 10 <1 » Repeal provedurs until the caloulated volume has Sieen Infused.
Dehydration 15 6 g 2 » Uge a nelw needle and filter fureach viad.
= e
e 12 10 <1 * Use e g ing at e end of o
Dt 10 o 5 9 ERBITUX should e pigaybasked to th patisn?'s fnfusien fine,

Resplratory - Following th ERBITUX lniusinn.  1-houe observaiion period is recommended,
Oyspnea’ 23 2 20 7 HOW SUPPLIED

s«wﬁ'ﬁﬁ?‘m@m 2 0 0 1 ERBITUX™ (Cetuximab). s supplied as a siogle-use, 50-mL vial cantairing 100 mg of Cetuximab as a sterils, preservative-
ot RashS 58 14 w0 10 free, mjectabie Fiquid, Each-carton containg one ERBITUX vial (NOC 56733-848-23),

Alopecia 21 0 § ] Stability and Storage

Skan Disorder 15 1 13 0 Store vials under refrigeration at 2° € 1o 8° C{36° F 10 46° ), DO NOT FREEZE. Increased particulate formation may ocour
Nail Disarder 12 <1 1% <1 at temperatures af o balow 0° C, “This product containg. na preservatives. Preparations of ERBITUX in Infusion containers are
Pruntus 10 1 0 <1 chemically and physically stable for up to 12 fiours a1 27 C 10.8° C{36° F 10 46>F) and up 10 8 hours at confrolied room tem-
Conjunctivitis 14 1 7 <i. peralure (20° C 10 25° G; 68° F to 77° ), Discard any remaining sofution in the infusion container after 8 hours at controfled

1 Adverse events that occurred {loxictty Grades 1 through 4 in 210% of patiants wdh nmaclt:ry colorectat carcinoma treated
with ERBITUX plus irinotecan of in 210% of patients with refractory colorectd! carcinoma treated with ERBITUX thonotherapy.
2 Asthenia/malaise is defined as any event described as “asthenia”, “mataise”, o “somnolence”.
3includes cases reported as infusion reaction.
+Infusion reaction is defined as any event described at any time during the Ehinicat study as “allergic reaction” or “anaphy-
lactoid reaction”, or any event cccurring o the first day of dosing descried as “allergicreattion”, “anaphylattold reaction”,
“fever”, “chills”, “chils and fever”, or "dyspnea”.
5 Acneform rash is defined as any event described as “acne”, “rash”, ‘maculopapular rash”, “pustlar rash”, “dry skia”, or
“exfollative dermatitis™.

infusion Reactions (see BOXED WARNING: Infusion Reactions)

n cﬂmcal trials, severe, potentially fatal infusion reactions were reported. These events inclytie the mpidmmofmmynbsﬁm
tign (b stridor, urticaria, and/or “in studias in sancer, severe
infusion reactions were ohserved in 3% of patients receiving ERBITUX plus irinotecan and 2% of patients recelving ERBITUX
monatherapy. Grade 1 and 2 infuslon reactions, including chills, fever, and tiyspnea usgally eccuring on the first day of ini-
tial dosing, were observed in 16% of patients receiving ERBITUX plus irimbtecan and:23% of patients recelving ERBAILX
monatherapy (See WARNINGS: Infusion Reactions and DOSAGE AND ADﬁlNlSTMﬁON‘ Dose Modifications)

ropm temp or after 12 hours at 2° to 8° G, Distard any unused portion of the vial.
US Patent No. 5,217 866
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