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Vbctibixm（Panitumumab）  

ForIntravenousUseOnty  

VVARNfNG   

I）ermatoIogicToxicity：Dermatologictoxicities，relatedtoVectibixTMblockadeofEGF  
bindingandsubsequentinhibitionofEGFR－mediatedsignalingpathways，WererepOrtedin89％  
Ofpatientsandweresevere（NCI－CTCgrade3andhigher）in12％ofpatientsreceiving  
VectibixTMmonotherapy．Theclinicalmaniftstationsincluded，butwerenotlimitedto，  
dermatitisacneiform，pruritus，erythema，raSh，Skinexfoliation，ParOnyChia，dryskin，andskin  
nssures・SeveredermatologlCtOXicitieswerecomplicatedbyinftctionincludingsepsIS，SeptlC  
death，andabscessesrequlrlnglnCisionsanddrainage．WithholdordiscontinueVectibixTMand  
monitorforinnammatoryorinftctioussequelaeinpatientswithseveredermatologlCtOXicities  
（seeWARNINGS：DermaIologie，Mueosa］，andOcularToxicity；AI）VERSEREACTlONS：  
Dermatologic，Mucosal，andOcularToxicity；andl）OSAGEANl）ADMtNISTRATtON：  

DoseModi鰯ca暮ions，βgr椚〟わわgわ加ゎ卸）．  

IJ）fusioJ）Reactions：SevereinfusionreactionsoccurredwiththeadministrationofVectibixTMin  

approximaIelyl％ofpatients・Severeinfusionreactionswereidenti貞edbyreportsof  
anaphylacticreaction，bronchospasm，fever，Chills，andhypotension（SeeWARNtNGS：  
rnfusionReactionsandAl）VERSEREACTIONS：tnfusionReactions）．Althoughfatal  

infusionreactionshavenotbeenreportedwithVectibixTM，fatalitieshaveoccurredwithother  
monoclonalantibodyproducts，Stopinfusionifasevereinfusionreactionoccurs．Dependingon  
theseverityand／orpersistenceofthereaction，PermanentlydiscontinueVectibixTM（See  
DOSAGEANDAl）MINISTRAT10N：DoseM肌l摘cations，JJ函∫わ′書館紺C〟〟〝∫）．  

DESCR［PTJON  

VectibixTM（panitumumab）isarecombinant，humanIgG2kappamonoclonalantibodythatbinds  
SPeCificallytothehumanEpidermalGrowthFactorReceptor（EGFR）・PanituTumabhasan  
approximatemolecularweightof147kDa．PanitumumabisproducedingenetlCallyenglneered  
mammalian（ChineseHamsterOvary）cells．  

VectibixTM（panitumumab）isasterile，COlorless，pH5．6to6．01iquidfbrintravenous（1V）  
infusion，Whichmaycontainasmallamountofvisibletranslucent－tO－White，amOrPhous，  

PrOteinaceous，panitumumabparticulates・Eachsingle－uSe5mLvialcontainslOOmgof  

Panitumumab，29mgsodiumchloride，34mgsodiumacetate，andWaterforIrtiection，USP．  

Eachsingle－uSelOmLvialcontains200mgofpanitumumab，58mgsodiumchloride，68mg  

SOdiumacetate，andWaterfbrInjection，USP．Eachsingle－use20mLvialcontains400mgof  

Panitumumab，117mgsodiumchloride，136mgsodiumacetate，andWaterfbrIrtiection，USP・   
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CLlNlCAL PHARMACOLOGY 

MechanismofAction  

TheEGFRisamemberofasubfamilyoftypelreceptortyrosinekinases，includingEGFR  
（HERl，C－ErbB－1），HER2／neu，HER3，andHER4．EGFRisatransmembraneglycoproteinthatis  

COnStitutivelyexpressedinmanynormalepithelialtissues，includingtheskinandhairfo11icle．  
OverexpressionofEGFRisalsodetectedinmanyhumancancers，includingthoseofthecolon  
andrecIum・InteractionofEGFRwithitsn？rmal1igands（eg，EGF，tranSforminggrowthfhctor－  

alpha）1eadstophosphorylationandactivatlOnOfaseriesofintracellulartyrosinekinases，Which  
inturnregulatetranscriptionofmoleculesinvoIvedwithcellulargrowthandsurvival，mOtility，  
PrOlifbration，andtransformation・   

PanitumumabbindsspecihcallytoEGFRonbothnormalandtumorcells，andcompetitively  

inhibitsthebindingofligandsfbrEGFR．Nonclinicalstudiesshowthatbindingofpanitumumab  
totheEGFRpreventsligand－inducedreceptorautophosphorylationandactivationofreceptor－  
associatedkinases，reSultingininhibitionofce11growth，inductionofapoptosis，decreasedpro－  

innammatorycytokineandvasculargrOW也factorproduction，andinternalizationoftheEGFR・  
Invitroassaysandinvivoanimalstudiesdemonstratethatpanitumumabinhjbitsthegrowthand  
SurvivalofselectedhumantumOrCe111inesexpressingEGFR．   

Human Pharmacokinetics 

VectibixTMadministeredasaslngleagentexhibitsnonlinearpharmacokinetics．   

FollowlngaSlngle－doseadministrationofpanitumumabasal－hourinfusion，theareaunderthe  
COnCentration－timecurve（AUC）increasedinagreaterthandose－prOpOrtionalmanperand  

ClearanCe（CL）ofpanitumumabdecreasedfrom30．6to4．6mL／day／kgasthedoselnCreaSed  
舟omO・75to9mgn’g・HoweveT，atdosesabove2mgn’g，theAUCofpanitumumabincreasesin  

anaPprOXimatelydose－PrOPOrtlOnalmanner．   

Followingtherecommendeddoseregimen（6mgn’ggivenonceevery2weeksasal－hour  
infusion），panitumumabconcentrationsrヲaChedsteady－Statelevelsbythethirdinfusionwith  

mean（土SD）peakandtroughconcentratlOnSOf213土59and39土14mcg／mL，reSPeCtively．  
Them肌（土SD）AUCo－tauandCLwere1306土374mcg●day／mLand4・9土1・4mL／kg／day，  

respectlVely．Theeliminationhalfllifewasapproximately7・5days（range：3．6tolO．9days）．   

SpecialPopulatioris  

ApopulationpharmacokineticanalysISWaSperformedtoexplorethepotentialefftctsofselected  
COVariatesonVectibixTMpharmacokinetics．Resultssuggestthatage（21－88years），gender，raCe  
（15％nonwhite），mild－tO－mOderaterenaldysfunction，mild－tO－mOderatehepaticdysfunction，and  

EGFRmembrane－Stainingintensity（1＋，2＋，3＋）intumorcellshadnoapparentimpactonthe  
Pharmacokineticsofpanitumumab・   

Noformalpharmacokineticstudiesofpanitumumabhavebeenconductedinpatientswithrenal  
Orhepaticimpalrment．   

VectibixTMhasnotbeenstudiedinpediatricpatients．   
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CLlNlCAL STUDlES 

ThesafttyandefncacyofVectibixTMwerestudiedinanopen－1abel，multinational，randomized，  
COntrOlledtrialof463patientswithEGFR－eXpreSSlng，metaStaticcarcinomaofthecoIonor  

rectum（mCRC）．Patientswererequiredtohaveprogressedonorfo1lowingtreatmentwitha  

regimen（s）containinganuoropyrimidine，OXaliplatin，andirinotecan；thiswasconnrmedbyan  
independentreviewcommittee（IRC）for75％ofthepatients．Allpatientswererequiredtohave  
EGFRexpressiondefinedasatleastl＋membranestalnlngln≧1％oftumorcellsbytheDako  
EGFRphamDx⑧testkit・Patientswererandomizedl‥1toreceivepanitumumabatadoseof6  
mg此ggivenonceevery2weeksplusbestsupportivecare（BSC）（n＝231）orBSCalone（n＝  
232）untilinvestigator－determineddiseaseprogression．Randomizationwasstrati坑edbasedon  
ECOGperformancestatus（0－1vs2）andgeographicregion（westernEurope，eaStern／central  

Europe，OrOther）・UponやVeStigator－determineddiseaseprogression，patientsintheBSC－alone  

armwereeligibletorecelVepanitumumabandwerefo1loweduntildiseaseprogressionwas  
COnfirmedbytheIRC・Theanalysesofprogression－freesurvival（PFS），0句ectiveresponse，and  

responsedurationwerebasedoneventscon貞rmedbytheIRCthatwasmaskedtotreatment  
asslgnment・   

Amongthe463patients，63％weremale，themedianagewas62years，40％were65yearsor  

older，99％wereCaucasian，86％hadabaselineECOGperfbrmancestatusofOorl，and67％  

hadcoloncancer．Themediannumberofpriortherapiesformetastaticdiseasewas2・4・The  

membrane－StainingintensityforEGFRwas3＋in19％，2＋in51％，andl＋in30％ofpatients’  

tumors・ThepercentageoftumorcellswithEGFRmembranestalnlnginthefo1lowlngCategOries  

of＞35％，＞20％－35％，10％－20％，andl％－＜10％was38％，8％，31％，and22％，reSpeCtively．   

BaseduponIRCdeterminationofdiseaseprogression，aStatisticalIysign摘cantprolongationin  
PFSwasobservedinpatientsreceivingVectibixTMcomparedtothosereceivingBSCalone・The  

meanPFSwas96daysintheVectibixTMarmand60daysintheBSC－alonearm・Resultsare  
PreSentedinFigurelbelow・   
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Figurel・J（aplan－MeierPlotofProgression－FreeSurvivalTimeasDeterminedbytheIRC  
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Inaseriesofsensitivityanalyses，includingoneaqiustingforpotentialascertainmentbias，ie，  
assessmentforprogressivediseaseatanonstudyspecifiedtimepoint，PFSwasstillsignificantly  
PrOlongedamongpatientsreceivingVectibixTMascomparedtopatientsreceivingBSCalone・   

Ofthe232patientsrandomizedtoBSCalone，75％ofpatientscrossedovertoreceive  

VectibixTMfo1lowlnglnVeStlgatOrdeterminationofdiseaseprogression；themediantimetocross  
OVerWaS8．4weeks（0．3「26，4weeks）．   

Therewere19partialresponsesidentinedbytheIRCinpatientsrandomizedtoVectibixTMfor  
anovera11responseof8％（95％CI：5．0％，12．6％）．Nopatientinthecontrolarmhadanobjective  
responseidentinedbytheIRC・ThemediandurationofreモpOnSeWaS17weeks（95％CI：16  
weeks，25weeks）．Therewasnodiffbrenceinoverallsurv1Valobservedbetweenthestudyarms・   

EGFRExpressionandResponse  

Patientsenrolledinthecolorectalcancerclinicalstudieswererequiredtohave  
immunohistochemicalevidenceofEGFRexpression；thesearetheonlypatientsstudiedandfor  
Whombenenthasbeenshown（seetNDICATIONSANDUSAGEandPRECAUT10NS：EGF  
ReceptorTesting）・EGFRtumorexpressionwasdeterminedusingtheDakoEGFRpharmDx⑧  
testkit．SpecimenswerescoredbasedonthepercentageofcellsexpressingEGFRandstaining  
intensity（3＋，2＋，andl＋）．Exploratoryunivariateanalysesassessingtherelationshipbetween  

EGFRexpressionandPFSdidnotsuggestthatthePFSbene丘tdifftredasafunctionofEGFR  
StainingintensityorpercentageofEGFR－eXPreSSingtumorcells・   



Pa9¢50f14  

JNDICAT］ONSANDUSAGE  

VectibixTMisindicatedfbrthetreatmentofEGFR－eXPreSSlng，metaStaticcoIorectalcarcinoma  
Withdiseaseprogressiononorfo1lowingnuoropyrimidine－，OXaliplatin－，andirinotecan－  
COntainlngChemotherapyreglmenS．   

TheefftctivenessofVectibixTMfbrthetreatmentofEGFR－eXPreSSlng，metaStaticcolorectal  
CarCinomaisbasedonprogression一正eesurvival（SeeCLINICALSTUDIES）．Currentlynodata  
areavailablethatdemonstrateanimprovementindisease－relatedsymptomsorincreasedsurvival  
withVectibixTM．  

CONTRAINDICAT）ONS   

Noneknown．  

WARNINGS   

Dermat0logic，Mucosal，andOcu［arToxicity  

Weeklyadministrationofpanitumumabtocynomolgusmonkeysfor4to26weeksresultedin  
dermatologicnndings，includingdermatltlS，puStuleformationandexfo1iativerash，anddeaths  

SeCOndarytobacterialinftctionandsepsisatdosesofl．25to5－foIdhigher（Onamg耽gbasis）  
thantherecommendedhumandose．   

Intherandomized，COntrO11edclinicaltrialofVectibixTM，dermatologictoxicities，relatedto  
VectibixTMbJockadeofEGFbindingandsubsequentinhibitionofEGFR－mediatedsignalirlg  
pathways，TererepOrtedin90％ofpatientsandwereseverePCI－CTCgrade3andhigher）in  

16％ofpatlentSWithmCRCreceivingVectibixTM・Theclinicalmanifestationsincluded，butwere  
notlimitedto，dermatitisacneiform，pruritus，erythema，raSh，Skinexfo1iatio，parOnyChia，dry  
Skin，andskinfissures・SubsequenttothedevelopmentofseveredermatoIoglCtOXicities，  
inftctiouscomplications，includingsepsIS，Septicdeath，andabscessesrequlrlnglnCisionsand  
drainagewerereported・ToxicityinvoIvinggastrointestinalmucosa，eye，andnailwasalso  
reported（SeeJiOXEDWARNING：DermatoJogjcToxjcity；Al）VERSEREACT10NS：  
Dermatologic，Mt］eOSal，andOeularToxicity；andI）OSAGEANDADMINISTRATION：  
DoseM「od摘仁atioltS，伽川！〝わん管fぐればね吋）．  

1nfusionReactions   

Intherandomized，COntrOlledclinicaltrialofVectibixTM，4％ofpatientsexperiencedinfusion  
reactions，andinl％reactionsweregradedassevere（NCI－CTCgrade3－A）．  

Acrossallclinicalstudies，SeVereinfusionreactionsoccurredwiththeadministrationof  
VectibixTMinapproximatelyl％ofpatients．Severeinfusionreactionswereidentinedbyreports  
Ofanaphylacticreaction，bronchospasm，ftver，Chills，andhypotension（seeBOXED  
WARNING：ltlfL］SionReactionsandAl）VERSEREACTlONS：lnfusionReaetions）．  

AlthoughfatalinfusionreactionshavenotbeenreportedwithVectibixTM，fatalitieshave  
OCCurredwithothermonoclonalantibodyproducts．Stopinfusionifasevereinfusionreaction  
OCCurS．Dependingontheseverityand／orpersistenceofthereactjon，permanentlydiscontinue   
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VectibixTM（SeeDOSAGEANDAI）MINISTRATION：DoseMod浦cations，IfdiISion  
RgαCJわ〝∫）．  

Pulmonary Fibrosis 

Pulmonary丘brosisoccurredinlessthanl％（2／1467）ofpatientsenrolledinclinicalstudiesof  
VectibixTM．Ofthesetwocases，One，OCCurrlng）naPatientwithunderlyingidiopathicpulmonary  
坑brosiswhoreceivedVectibixTMincombinationwithchemotherapy，reSultedindeath丘om  
WOrSenlngPulmonary丘brosisafterfourdosesofpanitumumab．Thesecondcasewas  
Characterizedbycoughandwheezing8daysfollowingtheinitialdose，eXertionaldyspneaonthe  
dayofthe7thdose，andpersistentsymptOmSandCTevidenceofpulmonary重brosisfo1lowlng  
thellthdoseofpanitumumabasmonotherapy．Anadditionalpatientdiedwithbilateral  
pulmonaryinfiltratesofuncertainetiologywithhypoxia，atter23dosesofVectibixTMin  
COmbinationwithchemotherapy．Fo1lowingtheinitialfatality，patientswithahistoryof  

interstitialpneumonitis，pulmonaryfibrosis，eVidenceofinterstitialpneumOnltlS，OrPulmonary  
fibrosiswereexcludedfromclinicalstudies・Therefore，theestimatedriskinageneralpopulation  
thatmayincludesuchpatientsisuncertain．PermanentlydiscontinueVectibixTMtherapyln  
patientsdeveloplnginterstitiallungdisease，pneumOnitis，Orlunginfiltrates．  

Diarrhea  

VectibixTMtreatment・CanCauSediarrhea（SeeADVERSEREACTIONS：Tablel），andwhen  

usedincombinationwithirinotecan，aPpearStOincreasetheincidenceandseverityof  
Chemotherapy－induceddiarrhea・Inastudyof19patientsrecelVlngpanitumumabincombination  
Withirinotecan，bolus5－fluorouracil，andleucovorin（IFL），theincidenceofNCI－CTCgrade3－－4  
diarrheawas58％andwasfatalinonepatient．Inastudyof24patientsreceivingVectibixTM  
PlusFOLFIRJ，theincidenceofNCI－CTCgrade3diarrheawas25％．   

ThecombinationofVectibixTMwithIFLisnotrecommended．   

Electrolyte Depletion 

Intherandomized，COntrOlledclinicaltrialofVectibixTM，medianmagnesiumlevelsdecreasedby  
O．1mmol几inthepamitumumabarm；hypomagnesemia（NCI－CTCgrade30r4）requiringoral  
OrIVelectrolyterepletionoccurredin2％ofpatients・Hypomagnesemiaoccurred6weeksor  

longeraftertheinitiationofVectibixTM・Insomepatientshypomagnesemiawasassociatedwith  
hypocalcemia．Patients’electrolytesshouldbeperiodicallymonitoredduringandfor8weeks  
afterthecompletionofVectibixTMtherapy（seePRECAUTIONS：LaboratoryTests：  
ElectrolyteMonitorimg）．  

PRECAUTIONS   

Photosensitivity  

ItisrecommendedthatpatientswearsunscreenandhatsandlimitsunexposurewhilerecelVlng  
VectibixTMsincesunlightcanexacerbateanyskinreactionsthatmayoccur．   
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EGFReceptorTestjng  

DetectionofEGFRproteinexpressionisnecessaryfbr、Selectionofpatientsapproprlatefor  
VectibixTMtherapybecausethesearetheonlypatientsstudiedandforwhombenefithasbeen  
Shown（seelNDICAT10NSANDUSAGEandCuNICALSTtjDIES：EGFRExpression  
チndResponse）・Patientsenrolledinthecolorectalcanc？rClinicalstudieswererequiredtohave  

lmmunOhistochemicalevidenceofEGFRexpressionuslngtheDakoEGFRpharmDx⑧testkit・  
AssessmentforEGFRexpressionshouldbeperfbrmedbylaboratorieswithdemonstrated  
pro貞ciencyinthespecinctechnologybeingutilized．1mproperassayperformance，includinguse  
Ofsuboptlmallynxedtissue，failuretoutilizespecincreagents，deviation丘omspecincassay  
instruCtions，andfailuretoincludeapproprlateCOntrOIsfbrassayvalidation，Canleadto  
unreliableresults．PefbrtothepackageinsertfortheDakoEGFRpharmDx⑧testkit，OrOther  
testkitsapprovedbyFDA，fbrjdenti貞cationofpatientseligiblefbrtreatmentwithVectibixTM  
andforfu11instruCtionsonassayperfbrmance．］   

LaboratoryTests：EIectrolyteMonitoring  

Patientsshouldbeperiodicallymonitoredfbrhypomagnesemia，andaccompanylng  
hypocalcemia，duringandfor8weeksa丘erthecompletiorlOfVectibixTMtherapy．lnstitute  

appropriatetreatment，eg，OralorIVelectrolyterepletion，aSneeded（seeWARNINGS：  

ElectrolyteI）epletio叶   

InformationforPatient＄  

Patientsmustbeinformedofthepossibleadversee脆ctsofVectibixTM，irlCludingdermatoJog）C  
toxicity，infusionreactions，Pulmonary丘brosis，andpotentialembryofetal1ethality・InstruCt  
patientstoreportskinandocularchanges，anddyspneatoahealthcareproftssional・Advise  
patientsthatperiodicmonitoringofelectrolytelevelsisrequired（seeBOXEDWARNING；  

WARNINGS；ADVERSEREACTIONS；PRECAUT10NS：Carcinogenesis，Mutagenesis，  

andImpairmenfofFertjJity；andPRECAUTlONS‥PregnancyCfLtegOryC）・   

Drug lnteractions 

Nofbrmaldrug－druglnteraCtionstudieshavebeenconductedwithVectibixTM・   

Carcinogenesis，Mutagenesis，andJmpairmentofFertiJity  

Carcinogenesis：Nocarcinogenicitydatafbrpanitumumabareavailableinanimalsorhumans．   

MutagcIIeSis：Themutagenicpotentialofpanitumumabhasnotbeenevaluatedinvitroorin  
VIVO．   

ImpairmentofFertility：VectibixTMmayimpairfbrtilityinwomenofchildbearingpotential・  

Prolongedmenstrualcyclesand／oramenorrheawereobservedinnormallycycling，ftmale  
CynOmOlgusmonkeysfo1lowlngWeeklydosesofpanitumumabofl・25to5－foldgreaterthanthe  

rec？mmendedhumandose（basedonbodyweight）・Menstrualcycleirregularitiesin  
Pamtumumab－treated，ftmalecynomolgusrr）Onkeyswereaccompaniedbybothadecreaseand  
delayinpeakprogesteronヲand17β－eStradiollevels・Normalmenstrualcyclingresumedinmost  

animalsafterdiscontinuatlOnOfpanitumumabtreatment▲Ano－efftctlevelfbrmenstrualcycle  

irregularitiesandserumhormoneJevelswasnotidentified．   
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Thee晩ctsofVectibixTMonmaleftrtilityhavenotbeenstudied．However，nOadverseeffbcts  
WereObservedmicroscoplCal1yinreproductiveorgans舟ommalecynomolgusmOnkeystreated  
for26weekswithpanitumumabatdosesofuptoapproximately5－foldtherecommendedhuman  
dose（basedonbodyweight）．   

PregnancyCategoryC  

Therearenoadequateandwell－COntrOlledstudiesinpregnantwomen．However，EGFRhasbeen  
implicatedinthecontrolofprenataldevelopmentandmaybeessentialfornormal  
OrganOgeneSis，prOlifヒration，anddiffbrentiationinthedeveloplngembryo．vectibixTMtreatment  
WaSaSSOCiatedwithsignificantincreasesinembryolethalorabortifaciente飴ctsinpregnant  
CynOmOlgusmonkeyswhenadministeredweeklyduringtheperiodoforganogenesis（gestation  
day［GD］20－50），atdosesapproximatelyl．25to5－fo1dgreaterthantherecommendedh山man  
dose（bybodyweight）．Therewerenofbtalmalformationsorotherevidenceofteratogenesis  
notedintheo脆pring・WhilenopanitumumabwasdetectedinserumOfneonates丘om  
panitumumab－treateddams，anti－panitumumabantibodytiterswerepresentin140f270飽pring  
deliveredatGDlOO・Therefore，Whilenoteratogenice飴ctswereobservedinpanitumumab－  
treatedmonkeys，panitumumabhasthepotentialtocausefetalharmwhenadministeredto  
pregna鵬WOmen・   

HumanIgGisknowntocrosstheplacentalbarrier；therefore，VectibixTMmaybetransmitted  
fromthemothertothedevelopingfetus．Inwomenofchildbearingpotential，apprOpnate  
COntraCeptlVemeaSureSmuStbeusedduringtreatmentwithVectibixTMandfor6months  
fo1lowlngthelastdoseofVectibixTM．IfVectibixTMisusedduringpregnancyorifthepatient  
becomespregnantwhilerecelVlngthisdrug，Sheshouldbeapprisedofthepotentialriskforloss  
Ofthepregnancyorpotentialhazardtothefbtus．   

NursJngNlothers  

StudieshavenotbeenconductedtoassessthesecretionofVectibixTMinhumanmilk．Because  

humanIgGissecretedintohumanmi1k，Panitumumabmightalsobesecreted．Thepotentialfor  
absorptionandharmtotheinfantafteringestionisunknown．Womenmustbeadvisedto  
discontinuenursingduringtreatmentwithVectibixTMandfor2monthsafterthelastdoseof  
VectibixTM．  

Pediatric Use 

ThesafbtyandefftctivenessofVectibixTMhavenotbeenestablishedinpediatricpatients．   

GeriatricU＄e  

Of229patientswithmCRCwhoreceivedVectibixTMintherandomized，COntrOlledstudy，96  
（42％）were≧age65．Althoughtheclinicalstudydidnotincludeasufncientnumberofgeriatric  
Patientstodeterminewhethertheyresponddi脆rentlyfromyoungerpatients，therewereno  
apparentdifftrencesinsafttyandefftctivenessofVectibixTMbetweenthesepatientsand  
youngerpatients．   
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ADVERSEREACT［ONS  

BecauseclinicalstudiesareconductedunderwidelyvarylngCOnditions，adversereactionratesin  
theclinicalstudiesofadrugcannotbedirectlycomparedtoratesinclinicalstudiesofanother  
drugandmaynotrenecttheratesobservedinpractice．Theadversereactioninformation什om  

Clinicalstudiesdoes，however，prOvideabasisforidentifyingtheadverseeventsthatappearto  
berelatedtodruguSeandfbrapproximatlngrateS．   

Safbtydataareavailablefrom15clinicaltrialsinwhich1467patientsreceivedVectibixTM；Of  
these，1293receivedVectibixTMmonotherapyand174receivedVectibixTMincombinationwith  
Chemotherapy・Themostcommonadverse竺VentSObservedinclinicalstudiesofVectibixTM（n＝  
1467）wereskinrashwithvariablepresentatlOnS，hypomagnesemia，ParOnyChia，fatigue，  
abdominalpaln，nauSea，anddiarrhea．Themostseriousadverseeventsobservedwerepulmonary  
石brosis，SeVeredermatoIogictoxicitycomplicatedbyinfectioussequelaeandsepticdeath，  
infusionreactions，abdominalpain，hypomagnesemia，nauSea，VOmltlng，andconstlPation・  
AdverseeventsrequiringdiscontinuationofVectibixTMwereinfusionreactions，SeVereSkin  
toxiciけ，parOnyChia，andpulmolla！γ重brosis・   

ThedatadescribedinTablelandinothersectionsbelow，eXCePtWherenoted，reneCteXpOSure  
toVectibixTMadministeredasasingleagentattherecommendeddoseandschedule（6・Omgn（g  
every2weeks）in229patientswithmCRCintherandomized，COntrOlledtrial．Themedian  
numberofdoseswas重ve（rangeoneto26doses），and71％ofpatientsreceivedeightorfヒwer  
doses・Thepopulationhadamedianageof62years（range：27to82years）；63％weremale；and  
99％werewhitewith＜1％black，＜1％Hispanic，andO％other．   
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Tablel．Per－PatientIncidenceofAdverseEventsOccurrIngin≧5％ofPatientswithaBetween  
Di飴reIICeOr≧5％  

Patients Treated With 8SC  

Vectibiゴm膚PlⅦSBSC  AloIle  

（れ＝ヱ2，）  （n＝234）  

Grade’   

BodySystem   
AllGrades  Grade3－l  AllGrades  Grade3－4  
％   ％   ％   ％   

BodyasaWbole  

Fatigue   26   4   15   3   

GeneralDeterioration   8   4   3   

Digesdve  

AbdominalPain   25   7   17   5   

Nausea   23   16   ＜1   

Dia汀hea   21   2   0   

Constipation   2l   3   9   

Vomiting   19   2   12   

Stomatitis   7   0   0   

MucosalInflammation   6   ＜1   0   

Metabolic／Nutritio血al  

PeripheralEdema   12   6   ＜1   

Hypomagnesemia（Lab）   39   4   2   0   

Respiratory  

Cough   14   ＜1   7   0   

Skin／Appendages  

AllSkinnntegumentToxicity   90   9   0   

Skin   90   14   6   0   

Eけ血ema   65   5   0   

AcneiformDermatitis   57   7   0   

Pruritus 57   2   2   0   

SkinExfo1iation   25   2   0   0   

Ra5h   22   0   

SkinFissures   20   ＜1   0   

DⅣSkin   10   0   0   0   

Acne   13   0   0   

Nail   29   2   0   0   

Paronychia   25   2   0   0   

Other Nail Disorder 9   0   0   0   

Hair   9   0   0   

GrowthofEyelashes   6   0   0   0   

Eye   15   ＜l   2   0   

’version2．00ftheNCI－CTCwasusedforgradingtoxicities．Skintoxicitywascodedbasedona   
mod摘cationoftheNCI－CTCAE，VerSion3．0．   

DermatoJogic，MLJCOSa［，andOcularToxicity  

Intherandomized，COntrOlledclinicaltrial，Skin－relatedtoxicitieswerereportedin90％of  

PatientsreceivingVectibixTM．Skintoxicitywassevere（NCI－CTCgrade3andhigher）in16％of  

Patients．Eye－relatedtoxicitiesoccurredin15％ofpatientsandincluded，butwerenotlimitedto：   
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conjunctivitis（4％），OCularhyperemia（3％），increasedlacrimation（2％），andeye／eyelidirritation  

（1％）．Stomatitis（7％）andoralmucositis（6％）werereported・OnepatientexperiencedaNCト  
CTCgrade3eventofmucosalinnammation・Theincidenceofparonychiawas25％andwas  
severein2％ofpatients．Othernaildisorderswereobservedin9％ofpatients（see  
WARNTNGS：Dermatologic，Mucosat，aT］dOcularToxieity）・   

Mediantimetothedevelopmentofskin／eye－relatedtoxicitywas14days；thetimetomostsevere  
skin／eye－relatedtoxicitywas15daysafterthenrstdoseofVectibixTM；andthemediantimeto  

resolutionalterthelastdoseofVectibixTMwas84days．Subsequenttothedevelopmentof  
severedermatologlCtOXicities，inftctiouscomplications，includingsepsIS，SePticdeath，and  

abscessesrequiringincisionsanddrainage，WererepOrted・Severetoxicitynecessitateddose  

interruptionin11％ofVectibixTM－treatedpatients（SeeI）OSAGEANDADMINISTRATION：  

Doseれlodi爪catioれS，βgr／〝〟わJ堀fr蝕ん一昨）．   

Infusion Reactions  

Infusionaltoxicitywasde丘nedasanyeventdescribedatanytimeduringtheclinicalstudyas  
allerglCreaCtionoranaphylactoidreaction，OranyeVentOCCurrlngOnthenrstdayofdosing  
describedasallerglCreaCtion，anaphylactoidreaction，fever，Chills，Ordyspnea・Vitalsignsand  

temperatureweremeasuredwithin30minutesprlOrtOinitiationanduponcompletionofthe  
VectibixTMinfusion・Theuseofpremedicationwasnotstandardizedintheclinicaltrials・Thus，  

theutilityofpremedicationinpreventingthenrstorsubsequentepisodesofinfusionaltoxicityis  
unknown．OfallVectibixTM－treatedpatients，eXCludingthosetreatedwithVectibixTMin  
COmbinationwithcarboplatinandpaclitaxel，3％（43／1336）experiencedinfusionてeaCtionsof  

which approximatelyl％（6／1336）weresevere（NCI－CTCgrade3」l）・Inonepatlent，  

VectibixTMwaspermanentlydiscontinuedfbraseriousinfusionreaction（Seel）OSAGEAND  

ADMINISTRATION：DoseModifications，I14usioflReac（iollS）・   

lmmunogenjcity  

Aswithalltherapeuticproteins，thereispotentialforimmunogenicity・Theimmunogenicityof  

VectibixTMhasbeenevaluatedusingtwodi脆rentscreenlnglmmunOaSSaySfbrthedetectionof  
antl－panitumumabantibodies‥anaCiddissociationbridgingenzymelinkedimmunosorbentassay  

作LISA）（detectinghigh－afnnityantibodies）andaBiacore⑧biosensorimmunoassay（detecting  
bothhigh－andlow－afhityantibodies）・Theincidenceofbindingantibodiestopanitumumab  

（excludingpredoseandtransientpositivepatients），aSdetectedbytheaciddissociationELISA，  

was2／612（＜1％）andasdetectedbytheBiacore⑧assaywas25／610（4．1％）．  

ForpatientswhoseseratestedpositiveinscreenlnglmmunOaSSayS，aninvitrobiologlCalassay  
wasperfbrmedtodetectneutralizingantibodies・Excludingpredoseandtransientpositive  

patients，eightofthe604patients（l・3％）withpostdosesamplesandl／350（＜1％）ofthepatients  

withfo1low－upSamPlestestedpositiveforneutralizingantibodies・   

Therewasnoevidenceofalteredpharmacokineticpronleortoxicitypro坑1ebetweenpatients  

whodevelopedantibodiestopanitumumabasdetectedbyscreenlnglmmunOaSSaySandthose  
whodidnot．   
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Thedetectionofantibodyfbrmationisdependentonthesensitivityandspec摘cityoftheassay．  

TheobservedincidenceofantibodypositivityJinanassaymaybeinnuencedbyfactorssuchas  

Samplehandling，COnCOmitantmedications，andunderlyingdisease．Forthesereasons，  
COmparisonofamibodiestopanitumumabwiththeincidenceofantibodiestootherproductsmay  
bemisleading．   

OVERDOSAGE  

Thehighestper－infusiondoseadministeredinclinicalstudieswas9mg几gadministeredevery3  
Weeks・Thereisnoexperiencewithoverdosageinhumanclinicaltrials．   

DOSAGEANDADMINISTRAT10N  

Therecommendeddoseof・VectibixTMis6mgn（gadministeredover60minutesasan  
intravenousinfusionevery14days．DoseshigherthanlOOOmgshouldbeadministeredover90  
minutes（seeDOSAGEANDAI）MmISTRATION：Prepara（ionandAdminis暮ration）．   

Approprlatemedicalresourcesforthetreatmentofsevereinfusionreactionsshouldbeavailable  
duringVectibixTMinfusions．   

Do＄¢Modifications  

lnfusion Reactions  

（SeeADVERSEREACT10NS：InfusionReactions）   

・Reduceinfusionrateby50％inpatientsexperiencingamildormoderate（gradelor2）  
infusionreactionforthedurationofthatinfusion．   

・lmmediatelyandpermanentlydiscontinueVectibixTMinfusioninpatientsexperienclng  
SeVere（grade30r4）infusionreactions．   

Dermato［ogicToxicity  

（SeeADVERSEREACT10NS：J）ermatologic，Mucosal，andOcularToxicity）   

・WithholdVectibixTMfordermatologlCtOXicitiesthataregrade30rhigherorare  
COnSideredintolerable．Iftoxicitydoesnotimproveto≦grade2withinlmonth，  
permanentlydiscontinueVectibixTM．   

・Ifdermatologictoxicityimprovesto≦grade2，andthepatientissymptomatically  
improvedafterwithholdingnomorethantwodosesofVectibixTM，treatmentmaybe  
resumedat50％oftheorlglnaldose．  

0Iftoxicitiesrecur，PermanentlydiscontinueVectibixTM．  

0Iftoxicitiesdonotrecur，SubsequentdosesofVectibixTMmaybeincreasedby  
increments’of25％oftheoriginaldoseuntiltherecommendeddoseof6mg几gis  
reached．   
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PreparationandAdministration  

DonotadministerVectibixTMasanlVpushorbolus・VectibixTMmustbeadministeredbyanIV  
infusionpumpuSingalow－PrOtein－bindingO・2llmOrO・22pnln－1inefilter．   

Preparethesolutionforinfusion，uSlngaSePtlCteChnique，aSfb1lows：   

・ParenteraldrugPrOductsshouldbeinspeCtedvisuallyforparticulatematterand  
discolorationpnortoadministrationwheneversolutionandcontainerpermit．Although  
VectibixTMshouldbecolorless，thesolutionmaycontainasma11amountofvisible  
translucent－tO－White，amOrphous，PrOteinaceous，panitumumabparticulates（Whichwillbe  
removedbyfiltration；Seebelow）．Dog9！shake．VectibixTMshouldnotbeadministeredif  
discolorationisobserved．   

・WithdrawthenecessaryamountofVectibixTMforadoseof6mg／kg．   

・DilutetoatotalvolumeoflOOmLwithO．9％sodiumchlorideiqiection，USP．Doses  

higherthan1000mgshouldbedilutedto150mLwithO．9％sodiumchlorideirtjection，  
USP．FinalconcentrationshouldnotexceedlOmg／mL．   

・Mixdilutedsolutionbygentleinversion．Dog9圭Shake．   

・Administeruslngalow－PrOtein－bindingO．2LlmOrO．22LLmln－1ineⅢter．   

・VectibixTMmustbeadministeredviainfusionpump．  

0 FlushlinebeforeandafterVectibixTMadministrationwithO．9％sodiumChloride  

lqeCtion，USP，tOaVOidmixingwithotherdrugPrOductsorIVsolutions．  
VectibixTMshould塑圭bemixedwith，Oradministeredasaninfusionwith，Other  

medicinalproducts．Noothermedicationsshouldbeaddedtosolutions  
COntalnlngPanitumumab・  

○Infuseover60minutesthroughaperiphera‖ineorindwellingcatheter．Doses  
higherthan1000mgshouldbeinfusedover90minutes．   

StabjlityandStorage  

Storevialsintheoriginalcartonunderrefrigerationat20to8OC（360to460F）untiltimeofuse．  
Protectfromdirectsunlight．DONOTFREEZE．SinceVectibixTMdoesnotcontain  
preservatives，anyunuSedportionremalnlnginthevialmustbediscarded・   

ThedilutedinfusionsolutionofVectibixTMshouldbeusedwithin6hoursofpreparationif  
StOredatroomtemperature，Orwithin24hoursofdilutionifstoredat20to80C（360to46OF）．  
DONOTFREEZE．  

HOW SUPPLlED 

VectibixTMissuppliedasasterile，COlorless，preSerVative一打eesolutioncontaining20mg／mL  
Panitumumabinaslngle－uSevial・   

VectibixTM（panitumumab）isprovidedasonevialpercarton・   

Each5mLsingle－uSeVialcontainslOOmgofpanitumumab（20mg／mL）（NDC55513－954－01）・   
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EachlOmLsingle－uSevialcontains200mgofpanitumumab（20mg／mL）PDC55513－955－01）・   

Each20mLsingle－uSeVialcontains400mgofpanitumumab（20mg／mL）叩DC55513－956－01）・   

RxOnly   

Thisproduct，itsproduction，and／oritsusemqybecoveredbyoneormoreUSPatents，including  
USPatentNo．6，235，883，aSWellasotherpatentsorpatentspending・  

月lV俣H’  

Manu払ctⅦredby：  

AmgenInc．  
OneAmgenCenterDrive  
ThousandOaks，CA91320－1799  
USA   
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