
PEG化セルトリズマブ（certolizmabpegol）  

Ci打抜ia⑧  

（CertOlizⅦnabpegol）  

ⅢGHLIGHTSOFPRESCRI丑mGINFORMAT10N  
TLle＄ebighLight暮doTtOtincluded］tbeiDbrm■tionneeded（OuSeClh・  
さ1俺炒仙de仔ktiYely▲S舵hll押掛亡ribingin伽rmlti011hrCIMZIA・   

CIMZIA（αrt01誌Ⅶ山1bpe騨l）  
Lyophi暮如dpo甘心ー血rsoIutiom血＝uh‥山1皿00uSinj“＝tiom  
lmitillU．S．Approval：ヱ○（博  

－－－HM－VqN－－ WARNINGSANDPRECAUTIONSMM＿＿－＿＿M＿  
● S血ou＄i臆c血Ⅳ－donot8hrlCm此狂A血如gana血vein氏血omIfm   
infecti血develop8，mOnitorc∬血11y，andstopCIMZIAifin免ctionbecomc8   
8訂io那（5．1）  

● H甲山ti8B血8readⅦ血n－mOllitorHBVca鵬訂8d血喝弧d8餅肌I   
mom鮎aぬ血訂apy・Ⅳ托aCt血血noccu柑，StOpCnぷnA祖dkgm袖山・   
Ⅴむd血訂apy（5．3）  

● C幽艶Ofl叩pboma祖do血訂mak騨anCi悌hav¢k孤Obふmd通10ng   
pa血b持C6如hgmblocb8（5．4）  
● Anapbyl拡由or8血0Ⅶ8aⅡ可嘗icrらaC仕on8ⅣyOCCW（5．5）  
● D肌y血a血g曲らおちテ㍊C血血狙町m脚Om叫mayo∝W（5・‘）  
● Cyl叩mia8，pm叫叩∈nla－a血血epiti軋也to8∝k血d血暮らm¢dical   
attn塩onifBytnPtmdcvelop，mdconJliderふtOPPhgCm瓜A（5．7）  
● H朋鵬ぬ血相，WOIち孤血gorn鞘「血8dmayoc00r（5．9）  
● L叩W－1血＝叩血omc－8tOpCmIaA首且叩血℃m¢d即el叩8（5．10）   

－－【－－－－－－－－－－－rADVERぶERmCTIONS 【 ＿＿＿＿＿＿＿＿－＿  
n¢mO8t00mOna血耶6一問C血加（血ci血00≧5％独dhigbす血祖pl甚∈bo）：  
Ⅶ押訂一叩血toけ血ctin飴血0叫Wh“γ血d血di叫，md血1gね（61）   

ToreportSU甜ECTEDADVERSERMT10NS．00JIt＆CtUCB，In亡．）tl－  
8蹟H氾ユー00鯛orFDA鵬1一別肌FDA－1鵬80r冊・仙岬鵬血血相dL   

－－川一間－－－－－－一一皿tJGmERACTIONS＿＿＿】＿＿＿＿＿＿＿＿  

・Aれ血a一山打Cagd血kd■すわ心血鈷血on8（5．8，7．1）  
● LivcvaccinEn－donotgivcwidlCm4ZIA（5．11，7．2）  
・bぬ血町t穏由一myht血甘地dりTb血（7．3）   

See17fbrPATIENTCOUNSELIⅣGINFOR加IATION■mdMEDICATION  
GlrlDE、  

ReYisd：4ほ008  

WARⅣING：ⅢSⅨOFSERIOUSmTIONS  
ぶggカ〟タ′舶磯姐呼物血♪r画血w一舶略  

Tllberc山0■i鼻rrB），inY”iⅧ伽ng■L暮山一o血αOppOr仙ni～ticinIbdioms，  
抑meht山，bl▼…∝urrd．Per伽rmt岱t血rl▲tentTB；irpo痍ti▼ち事t■rt  
treJLtmd）tfbrTBpriorbstlrtingCIMZn Monjtor山Ip＆暮ieDtShr  
■di▼eTBduringCIMZIAtr¢■tm川t，¢Y¢miriIliti▲lt山山肌川1iII止inte靂t  

＿＿＿＿－＿＿＿－－－ ⅠNDICAT10NSANDUSAGE－－－－一鵬－－－M  
CMZIA速a七山nOrnmさ由良dor（叩もlocbrh血血d触：  

・R血hg8如拙d8叩pb打岨OfCmlm’8血ea8¢mdm血b血gcl血cal   
柑町Ⅷ胴元川血血騨timbw姐modす如1y暮88計耶1ya血Ⅴぢ血ea8e血o   
b郡Ohd■n血d¢q肋l¢l倒p¢伽eb00血ond也訂apy（1）   

＿＿＿＿＿＿＿～ DOSAGEANDADMINISTRATION－－M－－－－－  
・400mさ8血c血ot鳩bhitiiIly孤datW00b2弧d4（2・1）  

・げ将門Ⅳ¢OC皿，払Ⅱowwi血400mg且nkl地m亡¢鮎1y即日γ払ww8d追   

（2．1）   

＿…＿∵－－一一DOSAGEFOMSANDS「n脚GTHS－－－－－－－－－－  
・200mgけ甲山肋dpowdす1加r∝0Ⅳdb止iomwi也1mLof8t訂ilcWal訂fh   

I増血叫USP（3）   

＿＿＿＿M－－N－－COⅣrRAlNDICATIONS～－NP－－－－－一－M－  

● Nonc（4）  

FULLPRESCRIBINGINFORMAT10N：CONTENTS＊   

WARⅣ【NG：RISKOFS】彊uOUSINFECTIONS  
l INDICATIONSANDUSAGE  
2  mSAGEANDADMINISTRATION  
2．1R餌Om爪印血dDo血g  
2．2】h卿細山om血岨mlC也om  
2．3 A如ふ血血血瓜h血眠血朋  

3  DOSAGEFORMSANDSTRENGTHS  
4  CONTRAINDICATIONS  
5  WARmⅣGSANDPRECAtrr10NS  
5．1 Scriol遁In鈷ctiom貞  
5．2Tukcnlosi8  
5．3H甲a也血BVimRcactivatiom  

5．4Maムgn組q郎  
5．5Hyp訂8¢n8itivityRe拡boms  
5．6N飢虻0logicReadioI拶  
5．7H皿且tdogicalReacbo即  
5．礼加川棚1A血  
5．9H血F扇1w¢  
5．10   Aubimmity  
5．11  Ⅰ皿Im止adom8  

5．12  Immtmo8叩pr鰯ioれ  

6  ADVER＄EREACTIONS  
6．1ClhicalTrialsExp血蝕Ce  
6．2Adver8eRcactionInfomtation駐omOtherSource8  

T DRUGImERACTIONS  
7．1A血  
7．2LiveVICCin¢S  

7・31月山水0げTc8t8  
8  USEmSPECIFICPOP一札ATIONS  
8・lP柁伊mCy  
さ・3Nw血gMo血耶  
餐．4pdi血cUse  
8．5G由血cU8e  

l0 0VERDOSAGE  
11 DESCRIPTION 
12 CLINICALPHARMACOI．OGY  
12．1   Mcc山肌ねmorAdion   
12・2   恥rmacdyl乱mics  
12．3    P血cokmdc8  

13NONCLIMCALTOXICOLOGY   
13・1 C肌ho声部由良，M血g軌eSi8，弧dhpaimqltOfFe舶i吋  

14 Cl．ImCA⊥SmIES  
14．1Crobl，sms¢aSe  

15 REFERENCES  
16 HOWStJPPLIED／STORAGEANDHANDLING  
11 PATIENT COUNSELING INFORMATION 
17．1  pa血馳tCouⅣeling  
17．2    Mc血cadonGuide   

■Se血皿Sαふ血s∝tionsom地cd丘om血e血11p一朗Cdbingim払m血onaremotli5k＆   



Cim力㌔  

（Ce止01izumabp8gOl）  

FtJLLPRESCRIBINGmFORMATION  

WmG：ⅢSXOFSERIOtJSIWECTIONS   

Tuberctllosis（fbquentIydisseminaIedorextmptdmonaryatclinicaIpresentation），inYaSive  

fbngaIitdbctions，和Idotheropporhmisticidbctions，havebeenobservedinpatients  
retei血gCIMZIA．Someortbe5eh触蝕租S鵬Ⅳeb恍山地．Am銭一山berⅢl05isIⅣa血Ie皿t  
O†p8鵬em触Wi仙1血mttⅥberc山鵬ish触鵬omreduces仙edskorl℃蹴伽a鰯omimpa触mts  

receivingtrt＆tmentwithTNFblockerssuchasCIMZTA．tlowever．＆CtiYettIberculosishs  
deYelopedinptientsreceivingCIM2：tAwhosetuberculintestwasnegative．   

EvaIuatep蝕mtsbrtuberculosi＄risk蝕ctors細Id暮estfbrlatenthbercdosisinfbctionpnor  

bim摘a鵬mgCIMヱIAamd血血g仙er叩y．hi偵a鵬暮代血entorla暮ent血ber¢ulosisim触伽m  

Priortother＆PywithCIMm．MonitorptiehtSreCeivingCIMZIAfbr＄igns如1d  

町mptOmSOraC点間血bere山os誌，hcllldingpa鮎山鹿Whotモ鼻血d皿ega鵬Ⅶ伽rla鵬mt  
h止帽rCⅥ10Sisim触鵬onβα抒加Ⅶ如き弾d〝d肋伽ぶ（£J，£  刻側lん畑座職爛加感知呵軋切  

1 INDICATIONSANDtJSAGE  

CIMZIAisindicatedforreducingslgnSandsymptomsofCrolm’sdiseaseand  
mintaimingclimicalrcsponseinadultpadentswithmoderatelytoseverelyactivediseasewho  
havehadaninadequateresponsetoconvemionaltherapy．  

2  DOSAGEANDADMINISTRATION   

2．1RecommendedDosing  
TherecommendedinitialadultdoseofCIMZIAis400mg（givenastwosubcutaneOuS  

iltiecdonsof200mg）initially，andatWeeks2and4．hpatientswhoobtainaclimicalresponse，  

therecommendedmaintenanCereglmenis400mgeveryfburweeks．   

2．2 P代p乱川伽mImstrudioms  

CIMZIAshouldbepreparedbyahealqcar？PrOfbssional・  
CIMZIAisprovidedinapackagethatcontalnSeVerythingrequiredtoreconstituteand  

iI函ctthedrugasdescribedbelow・CIMZIAshouldbebroughttoroomtemperaturebefore  
reconstitutingtofacilitatedissolution．  
Rec皿Sdtutetwo200mgvialsofCIMZIAfbreachdose．UsingappropnateaseptlC  

technlque，reCOnStituteeachlyophilizedvialofCIMZIAwith1mi．ofsterileWaterfbrIrdection，  

USP，uSlngaSynngeWitha20gaugeneedle・GendyswirleadhvialofCIMZIAwithoutshaking  

SOthatallofthelyophilizedpowdercomesintocontactwiththesteri1eWaterforIltiection．  

Leavethevialsundisturbedtofu11yreconstitute（thismaytakeaslongas30minutes）．  

ReconstitutedCIMZIAhasaconcentrationofapproximately200m釘mL．  

DonotleavereconstitutedCIMZIAatroomtemperatureformorethan2hourspnorto  

administration．Oncereconstituted，CIMZIAcanbestoredinthevialsfbrupto24hourSat  

2to80C（36to460F）priortoiqjection．Donot丘eeze．  

市’′戚：二   
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2．3 AdministrationInstT・uCtions  

CIMZIAshouldbeadmimisteredbyahealthcareprofbssional．  
Oncereconstituted，CIMZIAisacleartoopalescent，COlorlesstopaleyellowliquidwith  

novisibleparticulatesorgelsinsolution．ParenteraldrugPrOductsshouldbeinspectedvisually  

fbrparticulatematteranddiscoloradonpnortoadministration，Wh飢eVerSOlutionandcontainer  

Pemit．ReconstitutedCIMZIAwithobviousparticulatematterordiscolorationshouldbe  
discarded．  

PriortolltleCtlng，reCOnStitutedCIMZIAshouldbeatroomtemperature．Usinganew  

20gaugeneedleforeachvial，withdrawthereconstitutedsolutionintoaseparatesynngeforeach  

Vial，reSultingintwosyringeseachcontaininglmLofCIMZIA（200mg）．Switdheach20gauge  

needletoa23gaugeneedleandiItjectthefu11contentsofeachsynngesubcutaneOuSlyinto  

SeParateSitesontheabdomenorthigh．  

3  DOSAGEFORMSANDSTRENGTHS  

CIMZIAissuppliedasasteri1e，White，吋ophilizedpowderforreconstitutionandthen  
Subcutaneousadministradon．Eachsingle－uSeVialprovidesapproximately200mgcertolizumab  

pegol．  

4  CONTRAINDICATIONS  

None．  

5  WARNINGSANDPRECAUTIONS  

5．1 SeriousInfbc鵬ons  

Seriol遁infections，SePSIS，andcasesofopportunisticinfections，lnCludingfhtalities，have  
beenreportedinpatientsreceivingTNFblockers，includingCIMZIA．Manyoftheserious  

infbcti0nsrePOrtedhaveoccurredinpatientsonconcomitantimmunOSuPPreSSivetherapythat，in  
additiontotheirCrohn’sdisease，COuldpredisposethemtoinfbctions．Inpostmarketing  
experiencewithTNFblockers，infbctionshavebeenobservedwithvari0usPathogensincluding  
Viral，bacterial，fungal，andprotozoalorganisms，andinfbc血onshavebeennotedinallorgan  
SyStem；．InfbctionshavebeenreportedinpahentsreceivlngCIMZIAaloneorincoruunCtion  
withirrmtmosuppressiveagents．  
DonotinltiaIetreatmentwithCIMZIAinpatientswithactiveinfecti0ns，including  

Chronicorlocalizedinfbctions．MonitorpatientsforslgnSandsymptomsofinfectionwhileon  
anda氏ertreatmentwithCIMZIA．Patientswhodevelopanewinfbctionwhileundergolng  

treatmentwithCIMZIAshouldbemonitoredcloseb′．DiscontinueadmimistrationofCIMZIAifa  
Patientdevelopsaseriousinfbction．ExercisecautionwhenconsideringtheuseofCIMZIAin  
patientswithahistoryofrecurrentinfection，COnCOmitantimmunOSuPPreSSivetherapy，Or  
underlylngCOnditionsthatmaypredisposethemtoinfbctions，OrPatientswhohaveresidedin  
reg10nSWheretuberculosisandhistoplasmosisareendemic，ThebenentsandrisksofCIMZIA   
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treatmentshouldbecarefu11yconsideredbeforeinitiationofCIMZIAther叫ⅣheeAdberse  

月eαCわわ那何〃ノ．   

5．2 Tuberculosis  

Asobservedwith0therTNFblockers，血berculosisassociatedwiththeadministrationof  
CIMZIAinclinicalstudieshasbeenreported，including血talities．  
BeforeimitiationoftherapywithCIMZIA，eWaluatepatientsfbrtuberculosisriskfhctors  

andtestfbrlatenttuberculosisi血on．Inidatetreatmentoflatenttuberculosisinfbctionsprior  

todleraPywithCIMZIA．WhentuberculinskintestinglSPerfbrmedforlatenttuberculosis  
infection，aninduradonsizeof5mmorgrea（ershouldbeconsideredpositive，eVenifvaccinated  

previousIywidlBacilleCalmette－Guerin（BCG）．Iflatentinfecdonisdiagnosed，institute  

appropriatepro如Iaxisinaccordancewiththecurrentgtddelines丘omtheCentersforDisease  

ControlandPrevemion．  

Considerthepossibilityofundetectedlatenttuberculosis，eSPeCiallyinpatientswhohave  
imgrated舟omortraveledtocountrieswithahighprevalenceof山berculosisorhadclose  
contactwithaperscnwithacdvetuberculosis．Allpatientstreated扇thCIMZIAshouldhavea  

thoroughhistorytakenpriortoinidatingtheraⅣ．Somepatientswhohavepreviouslyreceived  

treatmentforlatentoractivetuberculosishavedevelopedactivetuberculosiswhilebeingtreated  
wi血mFblockers．  

Consider肌ti－tuberculosisther叫ⅣPnOrtOinitiationofCIMZIAinpadentswithapast  
histoTyOflatentoracdvetuberculosisinwhomanadequatecourseoftreatmentcannotbe  
COn侃m旭d，Anti－tul）erCulosistherapypnortoimitiahgCIMZIAshouldalsobeconsideredin  
Patientswhohaveseveral，Orhighlysignificant，riskfhctorsforttiberculosisinfec鶴onandhaYea  

negativetestforlatenttuberculosis，butthedecisiontoinitiateamiーtuberculosistherawinthe  

Patientsshouldonlybemadea食ertakinglntOaCCOuntboththeriskforlatenttuberculosis  

infectionanddlerisksofanti－tuberculosistherapy．Ifnecessary，COnSultaphysicianwith  
experienceinthetreatmentoftuberculosis．  
MomitorpatientsreceivingCIMZIAforslgnSandsymptomsofactivetuberculosis，  

ParticuladybecaAJSeteStSforlaIenttuberculosisinfectionmaybefhlselyneg如ive．hstruCt  

Patientstoseekmedicaladviceifsigns／symptoms（e．g．，PerSistentcough，WaSting，Weightloss，  
lowgradefever）suggestiveofatuberculosisinfbctionoccur．   

5．3 Ⅱepa鰯ポ5丑Viru5Reac伽atio血  

UseofTNFblockers，includingCm4ZIA，mayincreas占dleriskofreactivationofhepatitis  

Bvirus仕IBV）inpatients′Whoarechromiccarriersof血isviruS，InsomeinstanCeS，HBV  
reac鶴vati皿OCCurringinco再unCtionwithTNFblockertherapyhasbeenfatal．¶lem毎0rityof  

reportshaveoccurredinpatientsconcomitandyrecelVlngOthermedicationsthatsuppressthe  
immuneSyStern，Whi血mayalsocontributetoHBVrcactivation．  
Evaluatepatientsa（riskforHBVinfectionforpnorevidenceofIiBVinfbctionbefore  

initiahngCIMZJAtherapy．ExercisecautioninprescribingCIMZIAfbrpatientside山浦edas  

CarriersofHBV．AdequatedataarenOtaVaihbleonthesafbtyorefBcacyoftre如ingpdients  
Whoarec坤ersofHBVwithanti－ViraltherapylnCOrUunCtionwithTNFblockertherapyto  
PreVentHBVreactivation．P如ientswhoarecarriersofHBVandrequlretreatmentWithCIMZIA  

ShouldbecloselymonitoredfbrclinicalandhboratoryslgnSOfactiveHBVinfbctionthroughout  
therapyandforseveralmonthsfb1lowlng、teminationoftherapy．  

‾．てマ＝   
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InpatientswhodevelopHBVreactivation，discontinueCIMZIAandinitiateeffective  
肌ti－Viraltherapywithappropriatesupportivetreatment．ThesafbtyofresmingTNFblocker  

therapyafterHBVreactivationiscontrolledisnotknovm．Therefore，eXerCisecautionwhen  

COnSideringresumPtlOnOfCIMZIAtherapyinthissituationandmonitorpatientsclosely．   

5．4：M劇i醇Iandes  

InthecontrolledportionsofclinicalstudiesofsomeTNFblockers，mOreCaSeSOf  
malignancieshavebeenobservedamongpatientsreceivingTNFblockerscomparedtocontroI  

Patients．Duringcontrolledandop飢－1abeledpordonsofCIMZIAstudiesofCrolm’sdiseaseand  

Otherinvestigalionalus？S，miignanCies（excludingnon－melanOmaSkincancer）wereobservedat  

arate（95％confidencelnterval）ofO．6（0．4，0．8）perlOOpatientサearSamOng4，650CIMZIA－  

treatedpatientsversusarateofO．6（0．2，l．7）perlOOpatient－yearSamOngl，319placebo－treated  

Patients・Thesizeofthecontrolgroupandlimiteddurationofthecontrolledportionsofthe  
Studiesprecludestheabilitytodraw丘rmconclusions．  

Inthecontrolledportionsofclimicaltrialsofal1theTNFblockers，mOreCaSeSOf  
lymphomahavebeenobservedamOngpatientsreceivingTNFblockerscomparedtocontroI  
Patients・IncontrolledstudiesofCIMZIAforCrolm’sdiseaseandotherinvestlgationaluses，  

therewasonecaseoflymphomaamong2，657Cimzia－treatedpatientsandonecaseofHodgkin  

lymphomaamongl，319placebo－treatedpatients．  
RatesinclinicalstudiesforCIMAcamotbecoq）aredtotheratesofclimicaltrialsof  

OtherTNFblockersandmaynotpredicttheratesobservedⅥ血enCIMAisusedinabroader  
Patientpopula血on・PadentswithCrohn’sdiseaseorotherdiseasesthatrequlreChromicexposure  

toimmunosuppressantth訂叩IeSmaybeathigherriskthanthegeneralpopulahonfbrthe  
developmentoflymphoma，eVenintheabsenceofTNFblockertherapy∵mepotemialroleof  

TNFblockertherapyinthedevelopmentofmalignanCiesisnotkn0wn．   

5．5 Hype門emSiti扇けReac伽ms  

Thefo1lowingsymptomsthatcouldbecompatiblewithhypersensitivityreactionshave  
beenreportedrarelyfo1lowingCIMZIAadm血strationtopati？ntS：angioedema，dyspnea，  

hypotension，raSh，SenlmSickness，andurticariaIfsuchreact10nSOCCur，discontinuefurther  

admimistrationofCIMZIAandinstituteappropnatetherapy．7herearenodataontherisksof  
usingCIMZIAinpatientswhohaveexperiencedaseverehypersensitivityreac個ontowards  

an0therTNFblocker；inthesepatientscautionisneeded／豆eeAdverseReact10nS仲W．   

5．6 NeurologicReac伽ms  

UseofTNFblockers，includingCIMZIA，hasbe飢aSSOCiatedwithrarecasesofnew  

OnSetOreXaCerbationofclinicalsymptomsand／orradiographicevidenceofdemyelinatlng  

disease．ExercisecautioninconsideringtheuseofCIMZIAinpatientswithpre－eXistlngOr  

recent－OnSetCentralnervOuSSyStemderrwelinahgdisorders．Rarecasesofneurological  

disorders，inc］udingseizuredisorder，OptlCneuritis，andperipheralneurOPathyhavebeenreported  

inpatientstreatedwithCIMZIA；thecausalrelationshiptoCIMZIAremainsunClear／豆eeAdverse  

月eαCJ氾乃∫作．仇7．   

5．7 HematologicalReac鵬ons  
RarerePOrtSOfpancytopenia，includingaplasticanemia，havebeenreportedwithTNF  

blockers．AdversereactionsofthehematologlCSyStem，includingmedical1ysignificantcytopenia   
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（e．g．，1eukopenia，panCytOpemia，血rombocytopeniわhavebeeninffequentlyreportedwith  
CIMZIA／豆eeAdverseReactions作W．¶leCauSalreladonshipoftheseeventstoCIMZIA  

rem由nsunclear．  

Althoughnohighriskgroq）hasbeenidentiRed，eXerCisecautioninpatientsbeingtreated  

withCIMZIAwhohaveongolng，Orahistoryoちsigni負canthematologicabnomiities．Advise  
al1patientstoseekimmediatemedicalattentionifthqydevelopslgnSandsymptomssuggestiveof  
blooddyscrasias 

． 

abnomldi血es．  

5．＄ U5eWithAna最nra  

Seriousinfectionswcreseeninclinicalstudieswithconctmntuseofanakinra（an  
interleukin－1antagonist）andan0therTNFblockcr，withnoaddedbenefit．Becauseofthenature  

Oftheadversereacdonsseenwiththiscombinadontherapy，Simi1artoxicitiesm野alsoresldt  

録omcombin如ionofanakinraandotherTNFblockers．Therefore，thecombin如ionofCIMZIA  

andanakinraisnotrecomrnended／ieel＊喝hteractions作W・   

5．9 HearIFailure  

Casesofworsemingcongestiveheart蝕1ure（CHF）andnewonsetCHFhavebeen  
reportedwithTNFblockers．CIMZIAhasnotbeenformallystudiedinpatientswithCHF；  
however，inclinicalstudiesiQCHFofan0therTNFblocker，ahigherrateofseriousCHF－related  

adversereacdonswasobserved．ExercisecautionwhenusingCIMZIAinpadentswhohave  
hea出血1ureandmomitor也emca∫e餌11y．   

5．10Autoimmtmity  
TreatmentwithCIMZIAmayresultintheformationofautoantibodiesand，rarely，inthe  

developmentofalupus－1ikesyndrome．Ifapadentdevelopssymptomssuggesdveofalupus－1ike  

Syndromefo1lowingtreatmentwithCIMZIA，discontinuetreatmentheeAdverseReactions  

「丘J〟．   

5．11ImmlImi2：ations  

Nodataaqeavai1ableontheresponsetovaccinationsorthesecondarytransmissionof  
infbctionbylivevaccinesinpatientsreceivingCIMZIA．Donotadmimisterlivevaccinesor  
attenuatedvaccinesconcurrentlywithCIMZIA   

5・12Immumosuppres扇on  

SinceTNFmedia土esinflanmationandmodulatesce11ularimmunereSPOnSeS，the  

POSSibilityexistsforTNFblockers，includingCIMZIA，tOaffbcthostdefensesagainstinfbc也ons  

andmalignanCies．TheimpactoftreatmentwithCIMZIAonthedevelopmentandcourseof  
malignanCies，aSWe11asactiveand／orchronicinfections，isnotfu11yunderstood／iee抒brnings  

α乃dfケecα〟如那任ノ，エZエj，エ〃αおddリer∫e月eαC伽旧作〃ノ．¶leS坤狐de用c鉱yOf  

CIMZIAinpatientswithirrmLnOSuPpreSSionhasnotbeenformal1yevaluated．  

T▼■、；で’：   
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6  ADVERSERRACTIONS   

6．1ClinicaITriahExpenence  
Themostseri0usadversereactionswere：  

● Sedol巡b飴ch皿Sわee肋r乃メ円伊戚PrecのJ伽那任ノ，5．み7  

・MalignanCies／豆eeWbrningsandPrecau〟onsP．4u  

Thedatadescribedbelowreflectexposu代tOCIMZIAat400mgsubcuheousdosingln  
StudiesofpatientswithCrolm’sdisease．Inthesafbtypopulationincontro11edstudies，atOtalof  
620subjectswithCrohn’sdiseasereceivedCIMZIAatadoseof400mg，and614subiects  

receivedplacebo（includingsubiectsrandomizedtoplaceboinStudyCD2fo1lowingopenlabel  
dosingofCIMZIAatWeekO，2，4）．hcontro11edandunCOntrOlledstudies，1，564suqects  

receivedCIMZIAatsomedoselevel，Ofwhoml，350subiectsreceived400mgCIMZIA  
Appr？Ximate”5％ofsubjectswereftmale，45％weremale，and94％wereCaucasian・The  

m毎Ontyofpatienbintheactivegroupwerebetweentheagesof18and64．  
Duringcontrolledclinicalstudies，theproportionofpatientswidlSeri0usadverse  

reactionswaslO％fbrCIMZIAand9％fbrplacebo．Tbemostcorrmonadversereactions  

（occurringin≧5％ofCimzia－treatedpatients，andwithahigherincidencecomparedtoplacebo）  
incontrolledclimicalstudieswithCⅢ止ZIAwasupperreSPiratoryinfbction（20％CrMZu13％  

Placebo），urinarytractinfbction（7％CIMZIA，6％placd）0），and訂thralgia（6％CIMZIA，4％  
pla00b）．  

TYlePrOPOrtionofpatientswhodiscominuedtreatmentduetoadversereactionsinthe  
COntrOlledclinicalstudieswas8％forCIMZIAand7％forplacebo．Themostcorrmonadverse  
reactionsleadingtothediscon血uahonofCIMZIA（fbratleast2pad飢tSandwithahigher  
incidencethanplacebo）wereabdominalpain（0．4％CIMZIA，0．2％placebo），diardlea（0．4％  
CIMZIA，0％placebo），andintestinalobstruCtion（0．4％Cm張引A，0％placebo）．  
BecaTSeClinicalstudiesareCOnductedunderwidelyvaryingandcontrolledconditions，  

adversereact10nrateSObservedinclimicalstudiesofadrugcamotbedirectlycomparedtorates  
intheclinicalstudiesofan0therdrug，andmaynotpredicttheratesobservedinabroaderpatient  
POpulationinclimicalpractice．   

わIJぐJJ√椚．ヾ  

Theincidenceofin伝ctionsincontrolledclinicalstudieswas38％forCn4ZIA－treated  
Patientsand30％fbrplacebo－treatedpatients．TTlein鈷cti0nsCOnSistedprimarilyofupper  
respiratoryinlbcdon（20％CIMZIA，13％placebo）．nleincidenceofseriousinfectimsduring  
dleCOntrOlledclinicalstudieswas3％fbrCmIZIA－treatedpatientsandl％forplacebo－treated  
patients．Seriousinfbcti0nsObservedincludedbacterialandviralinftctions，PneumOnia，and  
P）lelonephrilis／．vL・L・〃t7nlmg－unJPrL，L、‘7tltt（，121V（5、／．5・：ノ／．   

乃J如rαわ∫f∫α乃d伽r血糊∫〟c血庇伽那  

IncompletedandongolngClinicalstudies也atincludeover4，650patients，theoveral1rate  
OftuberculosisisapproximatelyO．5perlOOpatient－yearS．ⅥlerateinCrolm’sdiseasestudies  

WaSO．3casesperlOOpatientサe訂S．Thereportsincludecasesofpulmonaryznddisseminated  
tuberculosis．Casesofopportunisticinfbctionhavealsobeenreportedinclinicaltrials．Some  
CaSeSOfopportunisticinfbctionsandtuberculosishavebeenfatalheeWhrnlngSandPrecauttons  
「さ．ごノ／   
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肋Jig乃α乃Cね∫  

InclinicalstudiesofCIMZIA，theoverallincidencerateofmalignancieswassimilarfor  

CIMZIA－treatedandcontroIpatients．ForsomeTNFblockers，mOreCaSeSOfmalignanCieshave  

beenobservedamongpatienbreceivingthoseTNFblockerscomparedtocontrolpatientshee  

恥7Ⅵ加gざα′房ノウecα〟〟0旧任明．   

ノ如血αね肋  

InclinicalstudiesinCrohn’sdisease，4％ofpati飢tStreatedwidlCIMZIA抑d2％of  

PatientstreatedwithplacebodlathadnegahvebaselmeANAtitersdevelopedpositivetiters  

dmingthestudies・Oneofthel，564Crohn，sdiscasepati飢tStreatedwithCIM刀Adeveloped  

SyrnPtOmSOfalupus－1ikesyndrome．Theimpactoflong－termtreatmentwithCIMZIAonthe  

developmentofautoirrmunediseasesistnknownheeWbrningsandPrecautions任1軋7．   

血椚∽－0野面dル  

PatientsweretestedatmitipletimepolntSforantibodiestocertolizumal）PegOldtqing  

StudiesCDlandCD2・Theoverallpercent？geOfamibodypositivepadenbwas8％inpadents  
COntinuousl）PeXPOSedtoCIMZIA・OrWhichapproximale））・80％Yt・ereneutralizingmvLtrO・No  

apparentcorrdationofandbodydevelopmenttoadverseeve血SOreffica町WaSObserved．  

PatientstreatedwithconcomitantirrmunOSupPreSSantShadalowerrateofantibodydevelopment  
thanpatientsnottakingirrmunOSuPPreSSantSatbaseline（3％andll％，reSPeCdvely）．  

Thefo1lowingadverseeventswerereportedin皿tibody－POSitivepadents（N＝100）atan  
incidenceatleast3％highercomparedtoandbody－negativepaticnts即＝l，242）：abdominal  

pain，arhralgia，edemaperipheral，enrthemanodosum，irtjecdonsiteenTthema，irtiectionsitepain，  

Paininextremib，，andupperreSPiratorytractinfbction．  

TYLedatareflectthepercentageofpatientswhosetestresultswereconsideredpositivefbr  
antibodiestocertolizurnabpegOlinanELISAassay，andarehighlydependentondleSenSitivity  

andspecificityoftheass町・Theobservedincidenceofantibody（includingneutralizing  

andbody）positivib，inanassayishigh1ydependenton 

． 

medications，andundedyingdisease．Forthesereasons，COmParisonoftheincidenceof  

antibodiestocertoliztmabpegolwiththeincidenceofamibodiestootherpfoductsmaybe  
misleadhg．   

伽er∫e那f〟湧ル月eαC〟0乃∫  

Thefollowingsymptomsthatcouldbecornpadblewithhypersensitivib，reaCtionshave  
beenreportedrarelyfo1lowingCIMZIAadmistrahontopad禦S：Tlgioedema，dermatitis  

al1ergic，dizziness（postural），dyspnea，hotflush，hypotension，irtiectlOnSitereactions，miaise，  

PyreXia，raSh，SerumSickness，and（vasovagal）syncope／豆eeWbrningsandPrecautionsP．j〃．  

▼ Trマ   
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0血rddlJer5・eJおαCJわ〃∫  

ThemostcommonlyocctmgadversereactionsincontrolledtrialsofCrohn’sdisease  
Weredescribedabove・0therseriousorsi如ficantadversereactipnsreportedincontrolledand  
unCOntrOlledstudiesinCrolm’sdiseaseandotherdiseasesunderlnVeStlgation，OCCtmgln  

patientsreceivlngCIMZIAatdosesof400mgorotherdosesinclude：   

Bloodand少〝甲hatEC5yStemdisor虎rs：Anemia，1eukopenia，1ymphadenopathy，PanCytOpen  

弧d血相mbophlk   

Cαrdiacdisor‘おrs：Anginapectoris，画thmias，Cardiacfai1ure，hypertensiveheartdisease，  
nwocardialinfhrction，nWOCardialischemia，Pericardialeffusion，andpericarditis．   

句ゼdisor（おrs：Opdcneuritis，retinalhemodlage，anduveitis．   

G∽eraldisor（おrsandadhinlStratTOnSiteconditions：BleedingandiQiectionsitereactions．   

Hepatobiha′γdisordbrs：Elevatedliveren考meSandhepatitis．   

血〃乃une叩S（emdisordbrs：Al0peClatOtalis．   

P耶hiatricdisor（おrs：Anxiety，bipolardisorder，andsuicideattempt．   

RenalandurlnaTydisordbrs：Nephroticsyndromeandrenalfhilure．   

J～q？r〃血川l，どりTICmdndhrea．YILhs（）r止rs：MenslruaJdisorder．   

Sk7nandsubcutaneoustissuedisorders：Dermadtis，eFthemanodosum，andurticaria．   

拍scu）ardisorders：Vasculitis．  

6．2 AdverseReactionInfbrmationn・OmOtherSources  

Casesofsevereskinreactions，includingStevens－Jolmsonsyndrome，tOXicepidermal  
necrolysIS，anderythemamultiforme，havebeenidemi丘edduringpost－aPprOValuseofotherTNF  
blockers．Becausethesereactionsarereportedvoluntarily打omapopulationofunCertainsize，it  
isnotalwayspossibletoestimatereliablytheirfrequencyorestablishacausalrelationshipto  
drugeXPOSure．  

7  DRUGINTERACTIONS  

7．1 Anakinra  

Concurrentadministrationofanakinra（zminterleukin－1antagOnist）andanotherTNF  
blockerhasshownanincreasedriskofseriousinfec也ons，anincreasedriskofneutropenia，andno  
addedbene丘tcomparedtothesemedicinalproductsalone．Therefbre，thecombinationof   
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anakinrawith0therTNFblockers，includingCIMZIA，m町alsoresultinsimi1artOXicities／豆ee  

肋r乃加gざd乃dPrecα〟わわ乃∫作．針7．   

7．2 LiveVaccimes  

Donotgivelive¢ncludingattenuated）vaccinesconcurrentlywithCIMZIA／豆ee  

坪br血刀伊α乃dアrecα〟Jfo乃∫任ノイル   

7・3 LaboratoけTesIs  

hterftrencewithcertaincoagulationassayshasbeendetectedinpatientstreatedwith  

C血ZIA CertolizumabpegolmaycauseerroneouslyelevatedaPTTassayresultsinpatients  
withoutcoagulational）nOrmalities．Thise蝕cthasbeenobservedwiththePTT－LAtest舟om  
DiagnosticaStago，andtheHemosILApTT－SPliquidandHemosILlyophilizedsilicatests録om  

InstrumentationLaboratories．0theraPTrassaysmaybea蝕ctedaswell．hterferencewith  

thrombindme（Tr）andprothrombintime（pT）assShasnotbeenobservCd・Thereisno  

evidencethatCIMZIAtherapyhasane蝕ctoninvIVOCOagdation．  

8 USE IN SPECIFIC POPULATIONS 

＄．1Pregn餌1Cy  

PregnanCyCategoryB－Becausecertolizumabpegoldoesnotcross－reaCtwithmouseor  
ratTNFα，rePrOductionstudieswereperformedinratsuslngarOdentand－murineTNFα  

pegylatedFabⅦagment（cTN3PF）similartOCertOlizumabpegol，Reproductionstudieshave  

beenperformedinratsatdosesuptolOOmgn’gandhaverevealednoevidenceofimpaired  
fertilityorhamtothe鎚tusduetocTN3PF．Thereare，however，nOadeqtdeandwellf  

COntrOlledstudiesofCIMZIAinpregnantwomen・Becat＄eanimalreproducdonstudiesarenot  
alwayspredictiveofhumanresponse，thisdrugShouldbeuseddmingpregnanCyOnlyifcleaqly  
needed．   

8・3 

Itisnotkn0wnWhetherthisdrugisexcretedinhumanmilk・Becauseinanydrugsare  
excretedinhmanmilkandbecauseofthepotentialfbrseriousadversereactionsinnurslng  
infantsfromCIMZIA，adecisionshouldbenndewhethertoLdiscontinuenursingordiscominue  
thedrug，takingintoaccounttheiI叩OrtanCeOfthedrugtOthemother・   

8．4 IlediaIdtUse  

Safbtyande蝕ctivenessinpediatricpatientshavenotbeenestablished．   

乱5 Geda什icUse  

ClinicalstudiesofCIMZIAdidnotincludesufncientnumber亭Ofpdientsaged65and  
OVertOdeteminewh血erthqyresponddiff岳rently丘omyoungerSubjects．0therreported  

Clinicalexperiencehasnotiden撼eddi蝕rencesinresponsesbetweentheelderlyandyounger  

patients・ApopulationpharmaCOkineticanalysisofal1padentsenrolledinCIMZIAclinical  
Studiesconcludedthattherewasnoapparentdi飴renceindrugCOnCentraticnregardlessofage・  

Becausethereisahigherincidenceofinftctionsintheelderlypopulationingeneral，useCaution  

Whentreatingtheelderly／豆ee勒rningsandPrecautionsP．W．  

10   




