
Cimzia＠  
（CertOlizumabpegol）  

10 0VERDOSAGE  

ThemaximumtOlerateddoseofcertolizumal）PegOlhasnotbeenestablished．Dosesofup  

to800mgsubcutaneOuSand20mgn’gintrav竺OuShavebeenadministeredwithoutserious  
adversereactions．Incasesofoverdosage，itlSreCOmmendedthatpatientsbemonitoredclosely  
fbranyadversereactionsorefftcts，andappropnatesymptomatictreatmentinstituted  
imed血ely．  

11 DESCRIPTION  

CIMZIA（certolizumabpegol）isaTNFblocker．CIMZIAisarecombinant，htmanized  
antibodyFab■fragment，Withspeci負cityforhumantumOrneCrOSisfactoralpha（TNFa），  
？0Ⅰ如gatedtoanapproximately40kDapolyethyleneglycol（pEG2MAL40K）・TheFablfragment  
lSmanufacturedinE．coliandissubsequentbTSu句ectedtopuri負cationandcoqugationto  

PEG2MAMOK，tOgenerateCertOlizumabpegol．TheFab’倉agmentiscomposedofalightchain  
with214aminoacidsandaheavychainwith229aminoacids．Themolecularweightof  
CertOliztmabpegolisapproximately91kilodaltons．  

CIMZIAissuppliedasasterile，White，1yophilizedpowderforsolutionforsubcutaneous  
lrgeCtion．ReconstitutedCIMZIAisacleartOOpalescentsolutionthatiscolorlesstopaleyellow  
withoutparticulatesorgels．A負erreconstitutionwith1mLsteri1eWaterforI両ection，USP，the  
resultingpHis叩PrOXimately5．2．Eachsingle－uSeVialprovidesapproximately200mg  
CertOlizumabpegol，100mgsucrose，0．9mglacticacid，andO．1Ⅱ噂POlysorbate．No  
PreServativesarePreSent．  

12 CLINICALPHARA4ACOLOGY  

12．1MechanismorAction  

CertolizumabpegolbindstohumanTNFawithaKDof90pM．TNFαisakeypro－  
inilandorycytokinewithacentralroleininnammatOryPrOCeSSeS．CertolizumabpegoI  
SelectivelyneutralizesTNFα（IC900f4ng／mLforinhibitionofhumanTNFαintheinvitroL929  

mine茄brosarcomacytotoxicityassay）butdoesnotneutralizelymphotoxinα（TNFβ）．  
CertolizumabpegOIcross－reaCtSpOOrlywithrrNFfromrodentsandrabbits，thereforeinvivo  
efncacywasevaluatedusinganimalmodelsinwhichhumanrrNFαWaSthephysiological1y  
activemolecule．  

CertolizumabpegoIwasshowntoneutralizemembrane－aSSOCiatedandsohblehuman  
TNFainadose－dependentmamer．Incubationofmonocyteswithcertolizumabpegolresultedin  
adose－dependentinhibitionofLPS－inducedTNFcLZndIL－1βproductioninhumanmOnOCyteS．  

Certolizumabpegoldoesnotcontaina舟agmentcrystal1izable（Fc）region，Whichis  
normallypresentinacompleteantibody，andthereforedoesnot丘xcomplementoTCuSe  

antibody－dependentcell－mediatedcytotoxicib，invitro，ItdoesnotinduceapoptosISlnVitroin  
humanperipheralblood－derivedmonocytesorlymphocytes，nOrdoescertolizumabpegolinduce  
neutrophildegranulation．  
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Cim力a⑧  

（CertOl血abp¢gOl）  

Atissuereactivitystudywascaniedoutexvivotoevalua土epotemialcross－reaCtivi吋Of  

CertOlizumabpegolwithcryosectionsofnormalhumandssues．CertolizumabpegoIshowedno  

reactivitywithadesignatedstandardpanelofnormalhumandssues．   

12．ユーhm批Odym如Ilics  

BiologicalactivitiesascribedtoTNFαincludetheupregulationofcellularadhesion  
moleculesandchemokines，uPregulationofm毎orhistocompatibilitycomplex（MHC）classIand  

ClassIImolecules，anddirectleukocyteacdvation．TNFastimiatestheproductionof  

downStreaminflanmatorymediators，includinginterleukin－1，prOStaglandins，Plateletactivahng  

factor，andnitricoxide・ElevatedlevelsofTNFαhavebeenilnplicatedinthepadlOIogyof  

Crolm’sdisease・TNFαisstronglyexpressedinthebowelwal1inareasinvoIvedbyCrolm’s  
diseaseand飴calconcentrationsofTNFαinpatientswithCrolm’sdiseasehavebeenshowntO  
reflectclimicalseverityofthedisease．A銃ertreahentwithcertolizumabpegol，Patientswith  

Crolm’sdiseasedemonstratedadecreaseinthelevelsofC－reaCdveprotein忙RP）．   

12．3 Pbmacoume鰯cs  

Atotalof78healthysu旬ectsreceiveddosesofupto800mgcertolizumabpegoI  
SubcdaneOuSlyanduptolOmgn（gintravenouslyin血reePharmacokine血cstudies．Datafrom  

thesestudiesdemonstratethatslngleintravenousandsubcutaneousdosesofcertolizumabpegol  
havepredictabledose－relaIedplasmaconcentrationswithalinearreladonshipbetweenthedose  

administeredandthem血mumSerTmCOnCentradon（Cmax），andtheAreaUnderthecertolizmb  

pegoIplasmaconcentrationversustlmeCuⅣe（AUC）．PatientswithCrohn，sdiseaseweredosed  
SubcutaneOqSlyeveryfourweekswithcertoIizumabpegolatlOO，200，Or400mgandat400mg  

eveTytWOWeeksforthreedoses，fo1lowedbyam血tenancedoseof400喝eVeryfburweeks．  

CertolizⅦ血bpegolplasmaconcentradonswerebroadlydose－PrOPOrtionalandphamacokinetics  
ObservedinpadentswithCrolm’sdiseasewereconsistentwiththoseseeninheal血ysubiects．  

ThephamcokineticsofcertolizumabpegoIwereevaluatedinacross－Studypopulation  

Pharmacokinedcanalysisofdata舟om1580suQiects，Ofwi10m1268werepadentswithCrolm，s  

disease・Thepopulationphamokineticanalysisconcludedthat喝e，gender，Creatinine  

ClearanCe，andwhitebldodce11countdidnotinfluencethepharmacokineticsofcertolizumab  
PegOl・ThepopulationphaJmaCOkineticanalysisdidnotallowanyconclusiontobedrawnonthe  
effbctofhepaticimpalrmentbecauseOfthesmallnumberofpatientswithsignificantliver  
dyshctionincludedintheanalysis．  

Anti－CertOlizmbpegolamtibodies，rePeatedadministr＊on，Weight，and  

immunOS叩PreSSantuSeWereCOVariatesthathadastatistical1yslgnificanteffbctonthe  
phmacokineticsofcertolizⅦ血bpegol・Onlythepresenceofantibodieshadmorethana30％  
e飴ctonCnaxand／orAUC．  

Noneofthesubject－dependantcovariatesidemifiedinthepopulationpharmacokine血c  

analysishadanefbctthatwouldrequlredosea句ustm5nt．  

PharmacokineticparameterSinJapanesesubiectsweresimilartothoseinCaucasian  
Su句ectsfbllowings血cutaneousdosingatthreedoselevelsinabiocomparabilitystudy．   

● Absorp偵on   

FollowlngSubcutaneousadministration，PeakplasmaconcentradonsofcertolizumabpegoI  
Wereattainedbetween54and171hourspost－iniection．Certolizumabpegolhasbioavailability  

（F）ofapproximately80％（ranging丘om76％to88％）fb1lowingsubcutaneousadministration  
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Cim云a⑧  

（CertOlizumabpegOl）  

COmparedtointravenousadministration・Steady－StateCOnCentrationsrange丘omO・5to90  

mcg／mLfbra丘Ⅹeddoseof400mgofcertoliztmabpegol・Forpatientsdevelopinganti－  

CertOlizumabpegOlantibodies，thesteadystateconcentradonsrange丘omO．5to75mcg／mL．   

● Distribu鰯om   

ThesteadystatevolumeOfdistribution（Vss）wasestimatedas6．4Linthepopulation  

Phamcokineticanalysis，   

● MetabolismandElimination   

Pegylation，thecovalentattachmentofPEGpolymerstopeptides，delaystheeliminationof  

theseentities舟omthecirculationbyayTietyofmechanisms，includingdecreasedrenal  

ClearanCe，PrOteOlysis，andirrmunOgeruClty．Accordingly，CertOlizumabpegolisanantibody  

Fab’fragmentcoqugatedwithPEGinordertoe幻endtheteminalplasmaeliminationhalf－1ife  
OftheFab’toavaluecoヮparablewithawholeantibodyproduct・Theteminaleliminationphase  

halfllife（tl／2）wasapproxlmately14daysforal1dosestested．TheclearanCefo1lowing  

SubcutaneOuSdosingwasestimatedas17mLAlinthepopulationphaTmaCOkinehcanalysis，with  

aninter－Subjectvariabilib，Of38％（CV）andaninter－OCCaSionvariabilityof16％．Therouteof  

eliminationofcertoliz¶∬nabpegolhasnotbeenstudiedinhumanSubjects．   

● DrugInterac伽mS仙dies  

Formidrug－druginteractionstudieshavenotbeenconductedwithCIMZIA．  

13 NONCLINICALTOXICOLOGY   

13．1Cardmogemesi＄，M山a野山e5is，andImp由memtorFe止iliけ  

Long－termanimalstudiesofCIMZIAhavenotbeenconductedtoassessitscarCinogenic  
POtential．CertoliztmbpegoIwasnotgenotoxicintheAmestest，thehumanPeripheralblood  
lymphocyteschromosomalaberrationassay，Orthemousebonemarrowmicronucleusassay．  

Sincecertolizumabpegoldoesnotcross－reaCtWithmouseorratTNFα，rePrOduction  
Studieswereperformedinratsusingarodentami－murineTNFαPegylatedFabfr4gment（cm  
PF），SimilartOCertOlizumabpegol．cTNFPFhadnoeffbctsontheftrti1ityandgeneral  

reproductiveperfbrmanceofmaleandfbmaleratsatintravenousdosesuplOOmg／kg，  
administeredtwiceweekly．  

14 CLINICALSTUDIES  

14．1CrohmIsDisease  

Theefncacyandsa良tyofCIMZIAwereassessedintwodouble－blind，randomized，  
placebo－COntrOlledstudiesinpatientsaged18yearsandolderwithmoderatelytoseverelyactive  
Crohn，sdisease，aSdefinedbyaCrohh，sDiseaseActivityIndex（CDAl1）of220to450points，  
inclusive．CIMZIAwasadminlsteredsubcutaneOuSlyatadoseof400mginbothstudies．Stable  
COnCOmitantmedicati0nsfbrCrohn’sdiseasewerepemitted．  
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Cimzia＠  
（Ce止01izⅦnabpegol）  

5ねJ功／C以  

StudyCDIwasarandomizedplacebo－COntrOlledstudyin662patientswithactive  
Crolm’sdisease・CIMZIAorplacebowasadministeredatWeeksO，2，and4andtheneveryfour  

WeekstoWeek24・AssessmentsweredoneatWeeks6and26．Climicalresponsewasdefinedas  

atleastalOO－POlntreductioninCDAlscorecomparedtobaseline，andclimicalremissionwas  

de負nedasanabsoluteCDAlscoreof150pointsorlower．  

TheresultsforStudyCDlareprovidedinTal）1el，AtWedk6，thepropordonofclinical  

responderswasstatistical吋sigli丘cantlygreaterforCIMZIA－treatedp鱒ientscomparedto  

COntrOIs・Thedif托renceinclinicalremissionrateswasnotstadstica11yslgmificantatWeek6．  

Thedi蝕renceintheproportionofpatientswhowereinclinicalresponseatbothWeeks6and26  
WaSalsostatisdcallyslgni負cant，demonstratlngmaintenanceofclimicalresponse・  

Table 1 SttldyCDl－ChicaJResponseandRemission▼OYe帽11StudyPopulation  

ecreaseinCDAlofatleastlOOpoints，andclimi     ■calremissionis   

ぷ加・u）ご  

StudyCD2wasarandomizedtreatment－WithdrawalstudyinpatientswithacdveCrolm，s  

disease・Al1padentswhoenteredthestudyweredosedinidal1ywithCIMZIA400mgatWeeks  
O，2，and4andthenassessedforclinicalresponseatWeek6（asde丘nedbyatleastalOOこpoint  

reducdoninCDAlscore）・AtWeek6，agrOuPOf428clinicalresponderswasrandomizedto  

receiveeitherCIMZIA400mgorplacebo，eVeryfourweeksstartlngatWeek8，aSmaintenanCe  

therapythroughWeek24・Non－reSpOndersatWeek6werewithdrawnfromthestudy．Final  

evaluationwasbasedontheCDAlscoreatWeek26．Patientswhowithdreworwhoreceived  
rescuetherapywereconsiderednottobeinclinicalresponse・Threerandomizedresponders  
receivednostudyiQiec也ms，andwereexduded舟omtheITTanalysis．  

TheresultsfbrclimicalresponseandremissionareShowninTable2．AtWeek26，a  

Stadstica11yslgnl丘cantlygreaterproportionofWeek6responderswereinclimicalresponseandin  
ClimicalremissionintheCIMZIA－treatedgroupcomparedtothegrouptreatedwithplacebo・  
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Cim云a⑧  

（CertOlizlmabpegol）  

Table2  StudyCD2－ClimicaIResponseandClinicaJRemission  

BaselineuseofirrmunOSUPPreSSantSOrCOrticosteroidshadnoimpactontheclinical  
responsetoCIMZIA．  

15  REFERENCES   

l・BestWR，BecktelJM，SingletonJW，KernF：DevelopmentofaCrohn’sDiseaseAcdvity   

Index，NationalCooperativeCrolm’sDiseaseStudy．Gastroenterology1976；70（3）：  

439一斗14  

16 HOWStJPPLIED／STORAGEANDHANDLING  

● PackComten一  

生虹 圭土壁塑  

2  TypeTglassvialswithrubberstopperandoversealseachcontaining200mgof  

lyophilizedCIMZIAfbrreconstitution．  
2mLTypeIglassvialscontaimnglmLsteri1eWaterfbrInjection  
3mLplasticsynnges  
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NDC50474－700－62   

● StorageandStabiliけ  
Rehgerateintactcartonat2to80C（36to46OF）・Donotffeeそe・DonotseparateCOntentSOf  
CartOnPnOrtOuSe・Donotusebeyondexplrationdateoncontalner．  
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Cim力㌔  

（Ce止01izumabpegol）  

17  PATIENTCOtJNSELINGINFORMATION  

助e〟と成cα血刀G〟i（ね〃7み．   

17．1Ⅰ■a偵emtCounseling  

AdvisepatientsofthepotendalrisksandbenefitsofCIMZIAtherapy．avepadentsthe  
MedicationGuideandallowthemtimetoreaditpnortostartingCIMZIAtherapyandtoreview  
ltperiodical1y．Anyquesti0nsreSultingfromthepatient’sreadingoftheMedicationGuide  

Shouldbediscussed．BecausecautionshouldbeexercisedinadministenngCIMZIAtopatients  
withclimical1yimportantactiveinfections，advisepatientsoftheimportanCeOfinfbrrmngtheir  
healthcarePrOVidersabouta11aspeCtSOftheirhealthateachtreatmentvisit．   

●Imu皿OSuppreS或om   

InformpatientsthatCIMZIAmaylowertheabilityoftheirrmuneSyStemtOfightinfections．  
InstruCtPadentsoftheimportanceofcontac血gtheirdoctorifth町developazwsymptornsOf  
infection，includingtubcrculosisandreacdvationofhepatidsBviruSinfections．   

Cotmselpatientsaboutthepossibleriskoflymphomaandothermalignancieswhilereceivlng  
CIMZIA．   

● AllergicRe乱Cdoれ5   

Advisepatientstoseekimmediatemedicalattemioniftheyexperienceanysymptomsof  
SeVeredle喝1Crea血ons．   

● 0仙erMeditalCondi鵬oms   

AdvisepatientstoreportanyslgnSOfneworworsenlngmedicalconditionssuchasheart  
disease，neurOlogicaldisease，OrautOimmunedisorders．Advisepatientstoreportpromptlyany  

g［mptOmSSuggeStiveofacytopeniasuchasbmising，bleeding，OrPerSist飢tfever．   

17．ヱ Medica偵omGuide  

MEDICATIONGUIDE  

CIMヱ仏㊤（CIM一班e－ub）  

（CeIlolizumabpegol）   

一ReadtheMedicationGuidethatcomeswithCIMZIAbeforeyoureceivethefirsttreatment，and  

befbreeachtimeyougetatreatmentofCIMZIAThisMedicationG山dedoesnottaketheplace  
Oftalkingwithyourdoctoraboutyourmedicalconditionortreatment．   

Whatisthemostimport孔鵬infbrmationIshouldknowatIOutCIMZIA？   

CIMZIAisamedicinethataffbctsyourimmuneSyStem．CIMZIAcanlowertheabilityofthe  
irrmune SyStem tOfightinfbctions．Seriousinfbctions，including tuberculosis（TB）have  
happenedinpatientstakingCIMZIA．Somepatientshavedied丘（〉mtheseinfections．  

● YourdoctorshouldtestyouforTBbefbrest訂tingCIMZIA．   
● YourdoctorshouldmonitoryoucloselyforslgnSandsymptomsofTBduringtreatment  

wi也CIMIA  
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Cimzia⑧  

（CertOlizlmabpegol）  

Bebre＄tartingCIMZIA†telIyourdoctorifyou：  

● thinkyouhaveaninfbction  

● arebeingtreatedforaninfbction  
● havesignsofaninfection，SuChasafever，COugh，flu－1ikesymptoms  

● haveanyopencutsorsoresonyourbody  

● getalotofinfbctionsorhaveinfbcti0nsthatkeepcomingback  

● have血abetes  

● haveHIV  

● havetuberculosis（TB），OrhavebeeninclosecontactwithsomeonewithTB  

● haveorhavehadhepatitisB  
・uSethemedicineKineret⑧（anakinra）   

AfterstartingCIMZIAIifyougetaninfbction，anySlgnOfaninfectionincludingafbver，  

COugh，flu－1ikesymptoms，Orhaveopencutsors？reSOnyOurbody，Cal1yourdoctorrightaway・  

CIMZIAcanmakeyoumorelikelytogetinfect10nSOrmakeanyinfecdonthatyoumayhave  

WOrSe．  

ⅥJhatisCIM【ZIA？  

CIMZIAisamedicinecal1edaTumorNecrosisFactorCrNF）blocker．CIMZIAisusedtoreduce  

dleSlgnSandsymptorruofmoderatelytoseverelyactiveCrohn，sdiseaseinadultpatientswho  
havenotbeemhelpedenoughbyusualtreatments．   

What血ouldItellmydocbrbefb托Stalゼngtrea血memtwithCIMIA？  
CIMZIAmaynotberightforyou．BeforestartingCIMZIA，tellyourdoctoraboutallofyour  

medicalconditions，includingifyou：  

・haveanin触don．（See，’WhatisthemostimportantinfbrmationIshouldknowabout   

CIMZIA？”）  

・baveorhaYehadamyけpeorcancer．  

・haveseiⅢreS，aLnynumbnessortingling，OradiseBLSethataLfbct＄yOurnerVOuSSyStem   

SuCha5mul偵plesclerosis  

● haYebeart払ilure  

・areSCheduledtoreceiveavaccine・DonotreceivealivevaccinewhiletakingCIMZIA．  

Tel）your doctorifyouare Pregnu）tIPlamnlng tO become pregnBLntIOr breastfbeding・  
CIMZIAhasnotbeenstudiedinpregnantOrnurSlngWOmen．  

Tel）yourdoctoraboutallthemedicinesyoutakeincIudingprescriptionand  

nonJ）reSCriptionmedicines，Vitaminsandherba）suppIements．Yourdoctorwi11tellyouifitis  

OkaytotakeyourothermedicinesdiletakingCIMZIA・Especial1y，tellyourdoctorifyoutake＝  

・Kineret⑧（anakinra）．YouhaveahigherchanceforseriousinfbctionswhentakingCIMZIA   
withKineret⑨．  
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Cimzia⑧  

（Ceれ01立umabpegol）  

HolⅣSh0111dIreceiveCIM且IA？  

・CIMZIAshouldbeiI毎ectedbyahealthcarePrOVider．EachdoseofCIMZIAwillbegivenas   

twoseparateirtjectionsundertheskininyourstomacharea（abdomen）orupperleg（thigh）．  

・MakesuretokeepallofyourlI耶Cdonandfb1low－upaPPOlntmentSwithyourdoctor．  

What乱川血epos曲Ie＄ideet恥ctsorCIⅣ【ヱIA？  
Serioussideeffbctsb打代hppenedinpatientstakingCIMZIAincluding：  
● SeriousinfbctionsincIuding tubercdosi＄（TB）．See“Whatisthe mostimportant   

infbrmionIshouldknowal）OutCIMZIA？”  

● Cancerimcl甘心mglymphoma．  

● Nervous Sy＄tem PmtIlems such as Multiple Sclerosis，Seizures，Orinflammation ofthe   
nヲTeSOftheqyes・Symptomsincludedizziness，numbnessorhgling，PrOblemswithyour   

VISlOn，andweaknessinyourarmSOrlegs．  

・AlIergicReactions．Signsofanal1erglCreaCtionincludeaskinrash，SWOllenface，OrtrOuble   
breathing，  

● Blood Problems・Your body m町nOt m止e enough ofthe blood cellsthat help負ght   
infectionsorhelpstopbleeding．Symptomsincludeafbverthatdoesn’tgoaway，bmisingor   

bleedingveryeasily，Orlookingverypale．L  

・HeartFaiIureincludingnewheartfhilureorworsemingofheartfailureyoualreadyhave．   

Symptomsincludeshortnessofbreadl，OrSWellingofyouranklesorfeet．  

●Immune reactionsincluding alupus－1ikc syndrome．Symptomsinclude shortness of   
breath，jointpaln，OraraShonthecheeksoramlSthatworsenswithsunexposure．  

CaIlyourdoctorrightitWayifyoudeveIopanyoftheabovesidee馳ct＄OrSymPtOmS．   

ThemostcommonsideeffbctsofCIMZIAare：   

● uPPerreSpiratoryin鎚ctions（flu，COld）  

・narytraCtinfections（bladderinfections）   
・JOlntpaln   

Iniectionsitereactionshappeninsomepeople．   

Tellyourdoctoraboutanysideefftctthatbothersyouordoesnotgoaway．   

ThesearenotallofthesideeffbctswithCm4ZIA．AskyourdoctororpharmaCistformore  
information．  

GeneraIinfbrmadonaboutCIMZIA  

MedicinesaresometimesprescribedfbrpurposesthatarenotmendonedinMedicationGuides  
DonotuseCIMZIAforaconditionfbrwhichitwasnotprescribed．DonotglVeCIMZIAto  
Otherpeople，eVeniftheyhavethesameCOndition．Itmayharmthem．  
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Cimzia⑧  

（Ceれ01izllmabpegol）  

ThsMedicationGuidesumarizesthemostimportantinfbmdonaboutCIMZIA・Ifyouwould  
like moreinfbrmation，talkwithyour doctor・You can askyour doctor or phamcist fbr  

infbrmationaboutCIMZIAthatiswrittenforhealthprofbssionals．   

Formoreinfbrmationgotowww．CIMZIAcomorcal11－866－822－0068．   

Cal1yourdoctorfbrmedicaladviceaboutsidee飴cts・YoumayreportsideefEbctstoFDAatl－  
800－FDA－10S8．   

WhataretheingredientsinCIMZIA？   

Theac也velngredientiscertoliztmabpegol．  

Theinactive）ngredientsinCIMZIAinclude：SuCrOSe，1acticacid，POlysorbate・Nopreservatives  

aqepresent・   

ThisMedicationGuidehasbeenapprovedbytheU．S．FoodandDrugAdmimistration．   

Productdevelopedandmanufacturedfbr：  
UCB，Inc．  
1950LakeParkDrive  

SⅡⅣma，GA30080   

USLicenseNo．1736   

RevisedApri］2008  
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