
資料3－4  ゴリムマブ（go＝mumab）   



HIGHLIGHTS OF PRESCRTBING INFORMATION 

Thesehighlightsdonotinc）udealltheinformationneededtouse  
SIMPONI（golimumab）safely and effectively． See rull  
PreSCribinginformationfbrSIMPONI．   

SIMI｝ONI（golimumab）  
Injection，SOlutionforsubcutaneoususe  
InitialU．S・ApproYaI：2009  

－－－－一－q，．－h－－－－一－－－－－CONTRAINDICATIONS－，T－V＿＿＿＿”＿＿＿＿＿＿＿＿＿  

None（4）  

－－一一－－－－－－－－－－－－－－ WARNINGSANI）PRECAUTIONS＿＿”＿＿…＿＿．  

SeriousInfectionsqDonotstartsIMPONIduringanactiv‘  
infeetion・Ifaninfectiondevelops，mOnitorcarefully，andsto  

SIMPONIifinfectionbecomesseriotlS（5．1）．  
InvasivefungaJinfectionsqForpatientswhodeYelopasysterI  
i17nessonSIMPONI，COnSideremplrICantifungaItherapyfo  
thosewhoresideortraveltoreglOnSWheremycosesareenden  

（5．1）．   

HepatitisBreactivationqMonjtorHBVcarriersduringan（   
SeVera）monthsaftertherapy・Ifreactivationoccurs，StOp  
SIMPONIandbeginanti－viraJtherapy（5．1）．  

Malignancies－－Theincidenceoflymphomawasseenmoreoft  
thaninthegeneralU・S・pOpUJation・CasesofothermaIignanc  
havebeenobservedamongpatientsreceivingTNF－blockers（5   
neartfai】ureqWorsenlngIOrneWOnSetImayOCCurt Stop  
SIMPONIifneworworseningsymptomsoccur（5．3），   
Demyelinatingdisease）eXaCerbationornewonset，mayOCCl】  

（5．4）．  

－－－－－－－－－－－－－－L”－一叫ADVERSEREACTIONS－－＿＿－＿叫＿＿＿＿＿＿＿＿＿＿＿＿＿．   

MostcommorLadversereactions（incidence＞5％）：uPper  
respiratorytractinfection，naSOpharyngitis（6．1）．  

ToreportStJSPECTEI）ADVERSEREACTIONS，COntaCt  
CentoeorOrthoBiotechInc．atl－800v457－63990rFDAatl＿8t  

FDA－10880r血痕進也  

－－－－－－－－－←－－－一一－－L－－－－－ I）RtJGINTERACTIONS＿＿＿＿”＿＿＿h＿q…＿＿＿．  

AbataceptLincreasedriskofseriousinftction（5．1，5．5，7．2）   
Anakjnr？qincreasedrjskofseriousinfection（5・1，5・6，7・2）・   

LivevacclneS－ShouldnotbegivenwithSIMPONI（5．8，7．3）   

See17fbrPATIENTCOUNSELINGINFORMATIONand  
MedicationGuide  

Revised：4／2009   

WARNING：RISKOFSERIOUSINFECTIONS  

・ヽl、‘、／i〟JJ肌・、＝ゾJ舟げ血石，〃拙J仙〃／；け川…〆イ‘lJ…－‘、′J  
lγ冴′1J岬g  

Seriousinftctionsleadingto hospitalization ordeath  

including ttlbercu］osis（TB），bacterialsepsis，irlVaSive   
fungal，and other opportunisticinfbctions have   

OCCurredinpatientsreceivingSIMPONl（5．1）．   
SIMPONIshouldbediscontirltledifapatientdevelops   
aseriousinfectionorsepsis（5．1）．  

Performtestfor】atentTB；ifpositive，Starttreatmerlt   

hrTBpriortostartingSIMPONI（5．1）．  
Monitorallpatients n）raCtiveTBduringtreatment，   
evenifinitialJatentTBtestisnegative（5．1）   

叫－－－－－－一仙…－－－－ INDICATIONSANDUSAGE＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿＿  

SIMPONIisatumornecrosisfactor（TNF）blockerindicatedfor  
thetreatmentof：  

ModeratelytoseverelyactiveRheumatoidArthritis（RA）inadults，in  
COmbinatiorrwithmethotrexate（1．1）   

ActivePsoriaticArthritis（PsA）inadults，aloneorincombination  

Withmethotrexate（1．2）  
ActiveAnkyloshgSpondylitisir）adults（AS）（1．3）   

ーーー一－－”－－－－－－－ DOSAGEANDADMINISTRATION一一－－M－－－－－  

RheumatoidArthritis，PsoriaticArthritis，andAnkyloslngSpondylitis  

（2．1）  
SOmgadministeredbysubcuIaneous叫亡Ctiol10nte只mOnth．  

”－－－－－－－”－－－－－－ DOSAGEFORMSANDSTRENGTIIS－＿＿－－－M－＿  
50mg／0・5mLinalsingledoseprefilledSmartJectautoinjector（3）  

50mg／0・5mLinasingledoseprenJledsyringe（3）  
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FtJl，LPRESCRIBINGINFOR眼TION  

WARNING  

MSKOFSEMOUSINFECTIONS   

PatientstreatedwithSIMPONrmareatincreased riskfbrdeveloplngSeriousinfections that  

mayleadtohospitalizationordeath／kee酌rningsandPrecautionsP．1D．Mostpatientswi10  

developedtheseinfbctionsweretakingconcomitantimmunos11pPreSSantSSuChasmethotrexatc  
orcorticosteroids．   

SIMPONIshollldbediscontinuedifapatientdevelopsaseriousinfection．   

Reportedinfectionsinclude‥  

・Active tllberculosis，including reactivation oflatent tuberculosis． Patients with  

tuberclllosis have frequently presentedwith disseminated or extrapulmonary disease・  
Patients should be tested fbr，1atent tuberculosis before SIMPONIuse and during  

therapy・TreatmentfbrlatentinfbctionshouldbeinitiatedpriortoSIMPONIuse．  

●Invasive fungalinftctions？including histoplasmosis）COCCidioidomycosis，and  

pneumocystosis. Patients vvith histoplasmosis or other invasive fungal infections may 

presentwithdisseminated，ratherthanloca）i2：ed，disease・Antigenandantibodytesting  

fbrhistoplasmosismaybenegativeinsomepatientswithactiveinfbction・EmplrlCanti－  
fungaltherapyshouldbeconsideredinpatientsatriskR）rinvasivefungalinfectionswho  
developseveresystemicillness・  

・Bacterial，Viral，andotherinfectionsduetoopportunisticpathogens．   

The risks and benefits oftreatmentwith SIMPONIsho111d be carefully considered prlOr tO  

initiatimgtherapylnpatientswithchronicorrecurrentinftction・   

Patientsshould becloselymonitored n）rthedevelopmentofsignsandsymptomsofinftction  

duringandaftertT’eatmentwithSIMPONI，includingthepossibledevelopmentoftuberculosis  

inpatientswhotestednegativehrlatenttuberculosisinfbctionpriortoinitiatingtherapy仁一e  
勒用∫〃gα〃dPrec（了以∫わ〃∫P．〃7・  

1．0 INI）ICATIONSANDIJSAGE   

l．1  RheumatoidArthritis  

SIMPONI，incombinationwithmethotrexate，isindicatedfbrthetreatmentofadultpatientswith  
moderatelytoseverelyactiverheumatoidarthritis・   



1．2  PsoriaticArthritis  

SIMPONI，aloneorincombinationwithmethotrexate，isindicatedforthetreatmentofadultpatients  
withactivepsoriaticarthritis，  

1．3 AnkylosingSpondylitis  

SIMPONIisindicatedfbrthetreatmentofadultpatientswithactiveankylosingspondylitis・   

2．O DOSAGEANDADMINISTRATION  

2．1 RheumatoidArthritis，PsoriaticArthritis，AnkylosingSpondylitis  

TheSIMPONIdoseregimenis50mgadministeredbysubcutaneous（SC）irtjectiononceamonth・   

For patients with rheumatoid arthritis（RA），SIMPONIshould be givenincombinationwith  

methotrexateandfbrpatientswithpsoriaticarthritis（PsA）orankylosingspondylitis（AS），SIMPONI  

maybegivenwithorwithoutmethotrexateorothernon－biologicDMARDs・ForpatientswithRA，  

PsA，Or AS，COrticosteroids，nOn－biQlogic DMARDs，and／orNSAIDs may be continued during  

treatmentwithSIMPON7．  

2．2 MonitoringtoAssessSafbty  

PriortoinitiatlngSrMPONlandperiodicallyduringtherapy，PatientsshouldbeevaluatedforaGtive  
tuberculosisandtestedfbrlatentinfもction［see勒rningsandPrecautioTLSP．〃】・   

2．3  GeneralConsideratiohSfbrAdministration  

SIMPONIisintendedfbruseundertheguidanceandsupervisionofaphysician・Afterpropertralnlng  
insubcutaneouslrt）eCtiontechnique，aPatientmayselfi叫jectwithSIMPONlifaphysiciandetermines  

thatitisappropriate・PatientsshouldbeinstruCtedtofo1lowthediiectionsprovidedintheMedication  

Guide［see肋dication 
． 

WarmSIMpONIinanyotherway．   

Prior to administration，Visua11ylnSPeCt the solutionfor particles and discoloration through the  
ViewlngWindow．SIMPONIshouldbecleartoslightlyopalescentandcolorlesstolightyellow・The  

SOlutionshouldnotbeusedifdiscolored，OrCloudy，Orifforeignparticlesarepresent・Anyle氏over  

PrOductremalnlngintheprefilledsyrlngeOrPrefilledautoiIづectorshouldnotbeused・NOTE：The  
needlecoverontheprenlledsyrlngeaSWellastheprefi11edsyrlngeintheautol叫eCtOrCOntainsdry  
naturalrubber（aderivativeoflatex），Whichshouldnotbehapdledbypersonssensitivetolatex・   

InjectionsitesshouldberotatedandiIホctionsshouldneverbeglVenintoareaswheretheskinis  
tender，bruised，red，Orhard．   



3．O DOSAGEFORMSANDSTRENGTHS  

SmartJectTM二Autoinjector  

EachsingledoseSmartJectautoinjectorcontainsaprefilledglasssyringe（27gaugeシらinch）providing  
50mgofSIMPONIperO．5mLofsolution・   

Prefilled Syringe 
EachsingledosepreⅢ1edglasssyringe（27gaugeシちinch）contains50mgofSIMPONIperO．5mLof  

solution．   

4．O CONTRAINI）ICATIONS   

None．   

5．O WARNINGSANI）PRECAUTIONS（seeBoxedWARNINGS）  

5．1  SeriousIn托ctions  

SeriotlS and sometimes htalinfections due to bacterial，myCObacterial，invasivefungal，Viral，  

PrOtOZOal，OrOtheropportunisticpathogenshavebeenreportedinpatientsrecelVlngTNF－blockers  

including SIMPONI・Among opportunisticinfbctions，tuberculosis，histoplasmosIS，aSpergi1losIS，  

Candidiasis，COCCidioidomycosIS，1isteriosIS，andpneumocystosiswerethemostcommonlyreported  

withTNF－blockers．Patients have丘equently presented with disseminated rather thanlocalized  

disease，and were often taking concomitantimmunosuppressants such as methotrexate or  
corticosteroids．TheconcomitantuseofaTNF－blockerandabataceptoranakinrawasassociatedwith  
ahigherriskofseriousinfbctions；there丘）re，theconcomitantuseofSIMPONIandthesebiologlC  

productsisnotrecommended［seeWarningandPrecautionsP・5，5・6）andDruglnteractions（7．Z）］．   

TreatmentwithSIMPONIshould not beinitiatedinpatients with an activeinfbction，including  
clinicallylmPOrtantlocalizedinftctions・Therisksandbenentsoftreatmentshouldbeconsidered  
PriortoinitiatlngSIMPONIinpatients‥   

・withchronicorrecurrentinfbction；   

・Whohavebeenexposedtotuberculosis；   

・Withahistoryofanopportunisticinfbction；   

・Whohaveresidedortraveledinareasofendemictuberculosisorendemicmycoses，SuChas  

histoplasmosis，COCCidioidomycosis，Orblastomycosis；Or   

・withunderlyingconditionsthatmaypredisposethemtoinftction．   

Patientsshouldbecloselymonitoredfbrthedevelopmentofsignsandsymptomsofinfbctionduring  
anda氏ertreatmentwithSIMPONI・SIMPONIshouldbediscontinuedifapatientdevelopsaserious  
infbction，an OPPOrtunisticinftctior），Or SepSIS・A patientwho develops anewinftction during  

treatmentwithSIMPONIshouldundergoapromptandcompletediagnosticworkupapproprlatefbran  
immunocompromisedpatient，aPprOPrlateantimicrobialtherapyshouldbeinitiated，andthepatient  

Shouldbecloselymonitored．   

Incontro11edPhase3trialsthroughWeek16inpatientswithRA，PsA，andAS，Seriousinfヒctions  
WereObsざrVedinl・4％ofSIMPONI－treatedpatientsandl・3％ofcontrol－treatedpatients・Inthe   



controlledPhase3trialsthroughWeek16inpatientswithRA，PsA，andAS，theincidenceofserious  
inftctionsperlOOpatient－yearSOffo1low－uPWaS5．4（95％CI：4・0，7・2）fbrtheSIMPONIgroupand  
5．3（95％CI：3．1，8．7）fortheplacebogroup・SeriousinfbctionsobservedinSIMPONI－treatedpatients  
includedsepsIS，pneumOnia，Cellulitis，abscess，tuberculosis，invasivefungalinfbctions，andhepatitisB  
infbction．  

Tl）berculosis  

Casesofreactivationoftuberculosisornewtuberculosisinfbctionshavebeenobservedinpatients  
receivingTNF－blockers，includingpatientswhohavepreviouslyreceivedtreatmentforlatentoractive  
tuberculosis．Patientsshouldbeevaluatedfortuberculosi岳riskfactorsandtestedfbrlatentinfbction  
pr10rtOinitiatingSIMPONlandperiodicallyduringtherapy・   

TreatmentoflatenttuberculosisinftctionprlOrtOtherapywithTNF－blockershas been shownto  
reducetheriskoftuberculosisreactivationduringtherapy．◆Indurationof5mmorgreaterwith  
tuberculinskintestlngShouldbeconsideredapositivetestresultwhenassesslngiftreatmentforlatent  
tuberculosisisneededpriortoinitiatingSIMPONI，eVenforpatientspreviouslyvaccinatedwith  
BacilleCalmette－Guerin（BCG）．   

Anti－tuberculosistherapyshouldalsobeconsideredpriortoinitiationofSIMPONIinpatientswitha  
pasthistoryoflatentoractivetuberculosisinwhom．anadequatecourseoftreatmentcannotbe  
connrmed，andfbrpatientswithanegativetestforlatenttuberculosisbuthavingriskfactorsfor  
tuberculosisinftction・Consultationwithaphysicianwithexpertiseinthetreatmentoftuberculosisis  
recommendedtoaidinthedecisionwhetherinitiatlnganti－tuberculosistherapylSqPPrOPriatefbran  
individualpatient・   

Patients shouldbe closelymonitoredfbrthedevelopmentofsignsandsymptoms oftuberculo台is  
includingpatientswhotestednegativefbrlatenttuberculosisinfectionpr10rtOinitiatingtherapy・   

TuberculosisshouldbestronglyconsideredinpatientswhodevelopanewinftctionduringSIMPONI  
treatment，eSPeCiallylnPatientswhohavepreviouslyorrecentlytraveledtocountrieswithahigh  
prevalenceoftuberculosis，OrWhohavehadclosecontactwithapersonwithactivetuberculosis・  

InthecontrolledanduncontrolledportionsofthePhase2RAandPhase3RA，PsA，andAStrials，the  
incidenceofactiveTBwasO・23andOperlOOpatient－yearSin2347SIMPONI－treatedpatientsand  
674placebo－treatedpatients，reSPeCtively・CasesofTBincludedpulmonaryandextrapulmonaryTB・  
TheoverwhelmingmqiorityoftheTBcasesoccurredincountrieswithahighincidencerateofTB・   

InvasiYeFungalInfbctions  
ForSIMPONI－treatedpatientswhoresideortravelinreglOnSWheremycosesareendemic，1nVaSive  
fungalinftctionshouldbesuspectediftheydevelopaserioussystemicillness・AppropriateemplrlC  
antifungaltherapyshouldbeconsideredwhileadiagnosticworkupisbeingperformed・Antigenand  
antibodytestlngforhistoplasmosismaybenegativeinsomepatientswithactiveinftction！一When  
ftasible，thedecisiontoadministeremplrlCantifungaltherapyinthesepatientsshouldbemadein  
consultation with a physicianwith expertisein the diagnosis and treatment ofinvasivefungal  
inftctions andshouldtakeinto accountboththeriskforseverefungalinfbctionandthe risks of  
antifungaltherapy．   



HepatitisBVirusReactivation  
Theuse ofTNF－blockersincluding SIMPONIhasbeenassociatedwithreactivation ofhepatitisB  
yirus（HBV）inpatientswhoarechronichepatitisBcarriers（i・e・，Surfaceantigenpositive）・Insome  

lnStanCeS，HBVreactivationoccurrlnglnCOrUunCtionwithTNF－blockertherapyhasbeenfatal．The  

m可orityofthesereportshaveoccurredinpatientswhoreceivedconcomitantimmunosuppressants．   

PatientsatriskfbrHBVinfbctionshouldbeevaluatedfbrpr10reVidenceofHBVinfもctionbefbre  
initiatlng TN下－blockertherapy．The risks andbenents oftreatrnentshould be consideredpriorto  

PreSCribingTN下－blockers，includingSIMPONI，tOPatientswhoarecarriersofHBV．Adequatedata  

arenotavailableopwhetheranti－Viraltherapy canreduce the riskofHBVreactivationinHBV  

CarTierswhoaretreatedwithTNF－blockers・PatientswhoarecarriersofHBVandrequlretreatment  
With TNF－blockers should be closely monitored fbr clinicaland 
inftctionthroughouttherapyandfbrseveralmonthsR）1lowlngterminationoftherapy・   

InpatientswhodevelopHBVreactivation，TNF－blockersshouldbestoppedandantiviraltherapywith  

appropriatesupportivetreatmentshouldbeinitiated・ThesafttyofresumingTNF－blockersa鮎rHBV  
reactiYationhasbeencontrolledisnotknown．Therefbre，PreSCribersshouldexercisecautionwhen  

COnSideringre叩rnPtlOnOfTNF－blockersinthissituationandmonitorpatientsclosely．   

5，2  Malignancies  
TherisksandbenentsofTNF－blockertr6atmentincludingSIMPONIshouldbeconsideredpriorto  

initiatingtherapylnPatientswithaknownmalignancyotherthanasuccessfu11ytreatednon－melanoma  

Skincancer（NMSC）or when considering continuing a TNF－blockerin patients who develop a  
malignancy．  

In the controlled portions ofclinicaltrials ofTNF－blockersincluding SIMPONI，mOre CaSeS Of  

lymphomahavebeenobservedamongpatientsrecelVlr唱anti－TNFtreatmentcomparedwithpatients  
inthecontrolgroups．DuringthecontrolledportionsofthePhase2trialsinRA，andthePhase3trials  

inRA，PsAandAS，theincidenceoflymphomaperlOOpatient．yearsoffbllow－uPWaSO．21（95％CI：  

0・03，0．77）inthecombinedSIMPONIgroupcomparedwithanincidenceofO（95％CI：0，0．96）inthe  

Placebogroup．InthecGntrOlledanduncontrolledportionsoftheseclinicaltrialsin2347SIMPONI－  

treatedpatientswithamedianfo1low－uPOfl・4years，theincidenceoflymphomawas3．8－fbldhigher  

thanexpectedinthegeneralU・S・POPulationaccordingtotheSEERdatabase（aqjustedfbr 
． 

． 

risk（uptoseveralfold）thanthegeneralpopulationfbrthedevelopmentoflymphoma，eVeninthe  

absenceofTNF－blockingtherapy・   

DuringthecontrolledportionsofthePhase2trialinRA，andthePhase3trialsinRA，PsAandAS，  

theincidence ofmalignancies otherthanlymphomaperlOO patient－yearS Offbllowqup was not  

elevatedinthecombinedSIMPONIgroupcomparedwiththeplacebogroup・Inthecontrolledand  
uncontro11ed portions of these trials，theincidence of malignancies，Other thanlymphoma，in  

SIMPONI－treatedpatientswassimilartothatexpectedinthegeneralU．S．populationapcordingtothe  

SEERdatabase（adjustedfbra岳e，gender，andrace）．l   



IncontrolledtrialsofotherTNFqblockersinpatientsathigherriskfbrmalignancies（e・g・，Patientswith  

COPD，PatientswithWegener’sgranulomatosistreatedwithconcomitantcyclophosphamide）agreater  

POrtionofmalignanciesoccurredintheTNF－blockergroupcomparedtothecontrolledgroup・Inan  
exploratoryl－yearClinicaltrialevaluatlngtheuseof50，100and200mgofSIMPONIin309patients  

withseverepersistentasthma，’6patientsdevelopedmalignarlCiesotherthanNMSCintheSIMPONI  

groupscomparedtononeinthecontrolgroup・Threeofthe6patientswereinthe200mgSIMPONI  
grOup・   

5．3  CongestivelIeartFailure  
Casesofworseningcongestiveheartfailure（CHf）andnewonsetCH下havebeenreportedwithTNF－  
blockers．InseveralexploratorytrialsofotherTNF－blockersLinthetreatmentofCHF，therewere  

greater proportions of TNF－blocker treated patients who had CHF exacerbations requlrlng  

hospitalizationorincreasedmortality．SIMPONIhasnotbeenstudiedinpatientswithahistoryof  

C虹FandSIMPONIshouldbeusedwithcautioninpatients・WithCI廿．Ifadecisionismadeto  

administerSIMPONItopatientswithCHF，thesepatientsshouldbecloselymonitoredduringtherapy，  

andSIMPONIshouldbediscontinuedifneworworsenlngSymPtOmSOfCHFappear・   

5．4  DemyelinatingDisorders  
UseofTNF－blockershasbeenassociatedwithcases ofnewonsetorexacerbationofcentralnervOuS  
SyStem（CNS）denTelinatingdisorders，includingmultiplesclerosis（MS）・Whilenotrialshavebeen  

Perfbrmed evaluatlng SIMPONIinthe treatmentofpatientswith MS，anOtherTNF－blockerwas  

associatedwithincreaseddiseaseactivityinpatientswithMS．Therefore，PreSCribersshouldexercise  

Caution in considering the use of TNF－blockersincluding SIMPONIin patientswith CNS  
demyelinatingdisordersincludingMS．   

5・5 1TsewitllAbatacept  

In controlled trials，the concurrent administration6f another TNF－blocker and abatacept was  
associatedwithagreatprproportionofseriousinftctionsthantheuseofaTNF－blockeralone；andthe  
COmbinationtherapy，COmParedtotheuseofaTNトblockeralone，hasnotdemonstratedimproved  

Clinicalbene鋲tin the treatment ofRA．Therefore，the combination ofTNF－blockersincluding  
SIMPONIandabataceptisnotrecommended［seeDruglhtera云fions（7．2）］．   

5．‘  VsewithAnakinra  

Concurrentadministrationofanakinra（aninterleukin－1antagonist）andanotherTNF－blocker，WaS  
associatedwith agreaterportion ofseriousinfections andneutropenia andno additionalbenefits  

cpmparedふiththeTNF－blockeralone．Therefore，thecombinationofanakinrawithTNF－blockers，  

includingSIMPONI，isnotrecommended［∫eeDruglhteractions7．2］．   

5．7 ⅠIematologicCytopenias  

Therehavebeenpost－marketingreports ofpancytopenia，1eukopenia，neutrOPenia，aPlasticanemia，  

andthrombocytopeniainpatientsreceivingTNF－blockers．Although，therewerenocasesofsevere  

CytOpeniasseenintheSIMPON7clinicaltrials，CautionshouldbeexercisedwhenusingTNF－blockets，  

includingSIMPONI，inpatientswhohavesigni丘cantcytopenias・  

¶   



5．8  Vaccinations  

Patients treatedwith SIMPONImay receive vaccinations，eXCePt fbrlive vaccines．No data are  

availableontherespdnsetolivevaccinationortheriskofinfbction，OrtranSmissionofinftctionafter  
theadministrationoflivevaccinestopatient？reCelVlngSIMPONI・InthePhase3PsAstudy，a氏er  

PneumOCOCCalvaccination，aSimilarproportionofSIMPONI－treatedandplaceboLtreatedpatientswere  

able to mount an adequatei叩mune reSPOnSe Ofatleast a2－foldincreaseinantibody titers to  

PPeumOCOCCalpolysaccharidevaccine・Inboth SIMPONIqtreatedandplacebo－treatedpatients，the  

PrOPOrtion畠ofpatientswithresponsetopneumococcalvaccinewereloweramongpatientsrecelVlng  
MTXcomparedwithpatientsnotreceivlngMTX・ThedatasuggestthatSIMPONIdoesnotsuppress  
thehumoralimmuneresponsetothepneumococcalvaccine．   

6．0． ADVERSEREACTIONS  

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionratesobserved  
intheclinicaltrialsofadrugcannotbedirectlycomparedtoratesintheclinicaltrialsofanotherdrug  

andmaynotreflecttheratesobservedinclinicalpractice、   

6．1 ClinicalStudiesExperience  
Thesafもtydatadescribedbelowarebasedon5pooled，randomized，double－blind，COntrOlledPhase3  

trialsinpatientswithRA，PsA，andAS（StudiesRAdl，RA－2，RA－3，PsA，andAS）【see Clinical  

Studies〃4．1，14．2andI4・i）］・These5trialsincluded639control－treated patients and1659  

SIMPONI－treatedpatientsincludinglO89withRA，292withPsA，and278withAS・・Theproportion  

OfpatientswhodiscontinuedtreatmentduetoadversereactionsinthecontrolledPhase3trialsthrough  

Week16in RA，PsA andASwas2％forSIMPONI－treatedpatients and3％払rplacebo－treated  

patients・The most common adverse reactionsleading to discontinuation of SIMPONIin the  

contro11edPhase3trialsthrough Week16were sepsis（OL2％），alanine aminotransftraseincreased  

（0．2％），andaspartateaminotransftraseincreased（0・2％）・   

Themostseriousadversereactionswere：  

・SeriousInftctions［see勒rningsandPrecautionsP．1）］  

・Malignancies［seeWdrningsandPrecautionsP・2）］   

Upper respiratory tract infection and nasopharyngitis were the most common adverse reactions 
reportedinthecombinedPhase3RA，PsAandAStrialsthroughWeek16，OCCurringin7％and6％of  

SIMPONI－treatedpatientsascomparedwith6％and5％ofcontrol－treatedpatients，reSPeCtively．   

Infbctions  

IncontrolledPhase3trialsthroughWeek16inRA，PsA，and、AS，infbctionswereobservedin28％of  

SIMPONトtreatedpatientscomparedto25％ofcontrolqtreatedpatients［fbrSeriousInftctions，See  

伊brJ血がα〃dPrecα〃如〃∫P・〃］・   

LiverEnzymeElevations  
Therehavebeenreportsofseverehepaticreactionsincludingacuteliverfhilureinpatientsreceiving  
TNF－blockers・IncontrolledPhase3trialsofSIMPONIinpatientswithRA，PsA，andASthrough  

Week16，ALT elevations≧5xULN occurredin O・2％ofcontrol－treated patients and O．7％of  

SIMPONI－treatedpatientsandALTelevations≧3xULNoccurredin2％bfcontrol－treatedpatients  
and2％ofSIMPONI－treatedpatients・SincemanyofthepatientsinthePhase3trialswerealsotaking   



medicationsthatcauseliverヲruymeelevations（e・g・，NSAIDS，MTX），therelationshipbetween  

golim11mabandliverelevationlSnOtClear．   

AutoimmuneDisordersandAutoantibodies  

TheuseofTNF－blockershasb占enassociatedwiththefbrmationofautoantibodiesand，rarely，With  

thedevelopmentofalupus－1ikesyndrome・InthecontrolledPhase3trialsinpatientswithRA，PsA，  

andASthroughWeek14，therewasnoassociationofSIMPONItreatmentandthedevelopmentof  
newlypositiveanti－dsDNAantibodies・   

InjectionSiteReactions  
Incontro11edPhase3trialsthroughWeek16inRA，PsAandAS，6％ofSIMPONI－treatedpatients  

hadirjectionsitereactionscomparedwith2％ofcontrol－treatedpatients・The 
． 

COntrOlledPhase2and3trialsinRA，PsA，andAS，nOpatientstreatedwithSIMPONldeveloped  

anaphylacticreactions．   

Psoriasis：New－OnsetalldExacerbations  
Cases ofnewonsetpsoriasis，includingpustularpsoriasis andpalmoplantarpsoriasis，have been  

rePOrtedwiththeuseofTNF－blockers，1nCludingSIMPONI・Casesofexacerbationofpre－eXistlng  

PSOriasishavealsobeenreportedwiththeuseofTNF－blockers・Manyofthesepatientsweretaking  
concomitantimmunosuppressants（e．g．，MTX，COrticosteroids）．・Some of血ese patients required  

hospitalization・Mostpatientshadimprovementoftheirpsoriasisfollowlngdiscontinuationoftheir  

TNF－blocker・Somepatientshavehadrecurrencesofthepsoriasiswhentheywerere－Challengedwith  
a dif托rent TNF－blocker，Discontinuation ofSIMPONIshould be consideredfor severe cases and  

thosethatdonotimproveorthatworsendespitetopicaltreatments．   

Immunogenicity  
AntibodiestoSIMPONIweredeteptedin57（4％）ofSIMPONトtreatedpatientsacrossthePhase3  
RA，PsAandAStrialsthroughWeek24．Simi1arrateswereobservedineachofthethreeindications・  

Patientswhoreceived SIMPONIwithconcomitantMTXhad alowerproportionofantibodiesto  
SIMPONIthan patients who received SIMPONIwithoutLMTX（approximately2％versus7％，  

respectively）・OfthepatientswithapositiveantibodyresponsetoSIMPONIinthePhase2and3  
trials，mOStWeredeterminedtohaveneutralizingantibodiestogolimumabasmeasuredbyacelトbased  

functionalassay．Thesma11numberofpatientspositiveforantibodiestoSIMPONIlimitstheability  
to draw dennitive conclusions regardingthe relationship between antibodies to golimumab and  
Clinicalefficacyorsafbtymeasures．   

The data above renectthepercentage ofpatients whosetestresultswere consideredpositivefor  
antibodiestoSIMPONIinanELISAassay，andarehigh1ydependentonthesensitivityandspecificity  
ofthe assay．Additiona11y，the observedincidence ofantibody positivityin an assay may be  

innuencedby severalfactorsincludingsamplehandling，・timlngOfsampleco11ection，COnCOmitant  

medications，andunderlyingdisease・Forthesereasons，CO叩Parisonoftheincidenceofantibodiesto  

SIMPONI▼withtheincidenceofantibodiestootherproductsmaybemisleading．  
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OtherAdverseReactions  

Tablelsummarizestheadversedrugreactionsthatoccurredatarateofatleastl％inthecombined  
SIMPONIgroupsduringthecontrolledperiodofthe5pooledPhase3trialsthroughWeek16in  
PatientswithRA，PsA，andAS．  

Tablel・AdverseDrugReaetionsReportedby≧1％ofPatientsinthePhase3TrialsofRA，PsA，  
andASthrougbWeek16a  

Placebo土DMARDs  sIWONI土DMARDs  

Patientstre如ed  

AdverseReaction（PreftrredTerm）  

Upperrespiratorytractinftction  
NasopharyngltlS  
Alanineaminotransftraseincreased  
Injection site erythema 
Hypertension  
Aspartateaminotransftraseincreased  
Bronchitis  

Dizziness  

Sinusitis  

Influenza 

Pharyngitis  
Rhinitis  

Pyrexia  
Oral herpes 
Paraesthesia   

639  

37（6％）  

31（5％）  

18（3％）  

6（1％）  

9（1％）  

10（2％）  

9（1％）  

7（1％）  

7（1％）  

7（1％）  

8（1％）  

4（＜1％）  

4（＜1％）  

2（＜l％）  

2（＜1％）  

1659  
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2
0
1
6
1
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a PatientsmaytlaVetakencorrcomitantMTX，Sulfhsalazine，hydroxychloroquine，lowdosecorticosteroids（≦10mgof   
prednisone／dayorequivalent），and／orNSAIDsduringthetrials）．  

7．O DRUGINTERACTIONS   

7．1  Methotrexate  

ForthetreatmentofRA，SIMPONIshouldbeusedwithmethotrexate（MTX）［seeClinicalSiudies  

〃4・1）］・SincethepresenceorabsenceofconcomitantMTXdidnotappeartoinnuencetheefncacyor  
SafttyofSIMPONIinthetreatmentofPsAorAS，SIMPONIcanbeusedwithorwith■outMTXinthe  
treatmentofPsAandAS［seeClintcalStudies〃4・1）andClinicalPharmacoloBy〃2．3）］．  
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7．2 BiologicProductsforRA，PsA，and／orAS  

Anincreasedriskofserious・infections hasbeen seeninclinicalRA studies ofotherTNF－blockers  
usedincombinationwithanakinraorabatacept，withnoaddedbeneRt；therefore，uSeOfSIMPONI  
Withabataceptor 

． 

receivedsubsequenttreatmentwith aTNF－blocker・Thereisinsufncientinformationtoprovide  
recommendationsregardingtheconcomitantuseofSIMPONIandotherbiologlCPrOductsapprovedto  
treatRA，PsA，OrAS．   

7．3  LiveVaccimes  

LivevaccinesshouldnotbegivenconcurrentlywithSIMPONI［seeWbrnings云ndPrecautionsP・S）］・   

7．4  CytochromeP450Substrates  
TheformationofCYP450enzymesmaybesuppressedbyincreasedlevelsofcytokines（e・g・，TNFcL）  

duringchronicinnammation・Therefbre，itisexpectedthatforamoleculethatantagonizescytokine  
activity，SuChasgolimumab，thefbrmationofCYP450enzymescouldbenormalized・Uponinitiation  
or discontinuationofSIMPONIinpatientsbeingtreatedwithCYP450substrates with anarrow  
therapeuticindex，mOnitoringoftheefftct（e・g・，Warfarin）ordrugCOnCentrat享On（e・g・，CyClosporineor  

theophylline）isrecommendedandtheindividualdoseofthedrugproductmaybeaqjustedasneeded・  

8．O tJSEINSPECIFICPOPULATIONS  

8．1 Pregmancy  
PregnancyCategoryB－Therearenoadequateandwell－COntrOlledstudiesofSIMPONIinpregnant  
women・Becauseanimalreproductionanddevelopmentalstudiesare’notalwayspredictiveoflmman  
response，itisnotknownwhetherSIMPONIcancausefttalharmwhenadministeredtoapregnant  
womanorcan a脆ctreproductioncapacity．SIMPONIshouldbeusedduringpregnancyonlyif  

Clearlyneeded：   

An embryofttaldevelopmentaltoxicology study was performedin which pregnant cynomolgus  
monkeysweretreatedsubcutaneouslywithgolimumabduringthe丘rsttrimesterwithdosesupto  
50mg／kgtwiceweekly（360timesgreaterthanthemaximumrecommendedhumandose－MfRD）and  
hasrevealednoevidenceofharmto maternalanimalsorfttuses．UmbilicalcordbloodsampIes  
collectedattheendofthesecondtrimestershowedthatfヒtuseswereexposedtogolimumabduring  
gestation・Inthisstudy，inuteroexposuretogolimumabproducednodevelopmentaldeftctstothe  

fもtus．   

Apre－andpost－nataldevelopmentalstudywasperformedinwhichpregnantcynomolgusmonkeys  
weretreatedwithgolimumabduringthesecondandthird・trimesters，andduringlactationatdosesup  

to50mgn（gtwiceweekly（860timesand310timesgreaterthanthemaximalsteadystatehuman  
bloodlevelsformatemalanimalsandneonates，reSPeCtively）andhasrevealednoevidenceofharmtO  

maternalanimalsorneonates・Golimumabwaspresentintheneonatalserumfiomthetimeofbirth  
and fbrup to sixmonths postpartum・Exposure to golimumab during gestation and duringthe  

POStnatalperiodcausednodevelopmentaldefbctsintheinfants・  
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8．3 NursingMothers  
ItisnotknownwhetherSIMPONIisexcretedinhumanmilkorabsorbedsystemicallya鮎ringestion．  

Becausemanydrugsandimmunoglobulinsareexcretedinhumanmilk，andbecauseofthepotential  

for adverse reactionsin nurslnginfhnts丘om SIMPONI，a decision should be made whether to  
discontinuenurslngOrtOdiscontinuethedrug，takinglntOaCCOunttheimportanceofthedrugtothe  
mother．   

In the pre－and post－nataldevelopment studyin cynomolgus monkeysin which golimumab was  
administeredsubcutaneouslyduringpregnancyandlactation，gOlimurnabwasdetectedinthebreast  
milk at concentrations that were approximately 400－fo1dlower than the maternalserum  
concentrations．  

8．4  PediatricUse  

Safbtyandef托ctivenessofSIMPONIinpediatricpatientslessthan18yearsofagehavenotbeen  
established．  

8．5  GeriatricUse  

InthePhase3trialsinRA，PsA，andAS，therewerenooveralldifftrencesinSAEs，Seriousinftctions，  
andAEsinSIMPONI－treatedpatientsages650rOlder（N＝155）comparedwithyotngerSIMPONト  
treated patients・Becausethereis ahigherincidence ofinfectionsln the geriatrlCPOPulationin  
general，CautionshouldbeusedintreatlnggeriatricpatientswithSIMPONI．  

10．0 0VERDOSAGR   

Inaclinicalstudy，5patientsreceivedprotocol－directedsingleinfusionsoflOmg／kgpfintravenous  
SIMPONIwithoutseriousadversereactionsorothersignincantreactions・Thehighestweightpatient  
waslOOkg，andtherefbrereceivedaslngleintravenousinfusionoflOOOmgofSIMPONI．There  

werenoSIMPONIoverdosesintheclinicalstudies．   

11．01）ESCRIPTlON  

SIMPONI（golimumab）isahumanIgGIKmOnOClonalantibodyspecificforhumantumornecOSis  
factoralpha（TNFa）thatexhibitsmultipleglycoformswithmolecularmassesofapproximately150to  
151kilodaltons．SIMPONIwascreatedusinggeneticallyenglneeredmiceimmunizedwithhuman  
TNF，reSultinglnanantibodywithhuman－derivedantibodyvariableandconstantreglOnS．SIMPONI  

isproducedbyarecombinantcel）lineculturedbycontinuousperfusionandispurifiedbyaseriesof  

StePSthatincludesmeasurestoinactivateandremoveviruses・   

TheSIMPONIdrugproductisasterilesolutionofthegolimumabantibodysuppliedaseitheraslngle  

dosepreⅢ1edsyringe（withapassiveneedlesafbtyguard）orasingledosepre員11edautoinjector．The  

Typelglasssyringehasacoatedstopper・Thefixedstainlesssteelneedle（5bevel，27G，halfLinch）is  

COVeredwithaneedleshieldtopreventleakageofthesolutionthroughtheneedleandtoprotectthe  
needleduringhandlingpr10rtOadministration・Theneedleshieldismadeofadrynaturalrubber  
COntaininglatex．   

SIMPONIdoesnotcontainpreservatives・Thesolutioniscleartoslightlyopalescent，COlorlesstolight  

yellow with a pH ofapproximately5・5・SIMPONIis providedin one strength‥50mg ofthe  
golimumab antibodyin0・5mL ofsolution・Each O・5mL ofSIMPONIcontains50mg ofthe  
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golimumab antibody，0・44mg of L－histidine and L－histidine monohydrochloride monohydrate，  
20．5mgofsorbitol，0・08mgofpolysorbate80，andWaterfbrIrtiection・  

12．O CLINICAI，PIIARMACOLOGY  

12．1 MechanismofAction  

Golimumabis a human monoclonalantibody that binds to both the soluble and transmembrane  

bioactivefbrmSOfhumanTNFα・ThisinteractionpreventsthebindingofTNFαtOitsreceptors，  

therebyinhibitingthebiologicalactivityofTNFcL（acytokineprotein）・Therewasnoevidenceofthe  
gdlimumabantibody・bindingtoother・TNFsuperfamilyligands；inparticular，thegolimumabantibody  
didnotbindorneutralizelmmanlymphotoxin・Golimumabdidnotlysehumanmonocytesexpressing  
transmembraneTNFinthepresenceofcomplementoreffbctorcells・   

ElevatedTN下α1evelsintheblood，SynOVium，andjointshavebeenimplicatedinthepathophysiology  
of severalchronicinnammatory diseases such as rheumatoid arthritis，PSOriatic arthritis，and  

ankylosing 
． 

TNFinseveralbioassays，includingtheexpressionofadhesionproteinsresponsibleforleukocyte  
innltration（E－Selectin，ICAMqlandVCAM－1）andthesecretionofproinflammatorycytokines（IL－6，  
IL－8，G－CSFandGM－CSF）．   

12．2 Pharmacodynamics  
Inclinicalstudies，decreasesipC－reaCtiveprotein（CRP），interleukin（IL）－6，matrixmetalloproteinase  

3（MMP－3），intercellularadhesionmolecule（ICAM）－1andvascularendothelialgrowihfactor（VEGF）  

wereobservedfollowingSIMPONIadministrationinpatientswithRA，PsA，andAS・   

12．3 Pharmacokinetics  

Followingsubcutaneous（SC）administration6fSIMPONItollealthysubjectsandpatientswithactive  
RA，themediantimeto．reachmaximumserumCOnCentrations（Tmax）rangedffom2to6days・ASC  

iniectionof50mgSIMPONItohealthysubjectsproducedameanmaximumserumCOnCentration  

（C，naX）ofapproximately2．5トLg／mL SIMPONIexhibiteddose－PrOPOrtionalphamacokinetics（PK）in  

PatientswithactiveRAoverthedoser？ngeOfO・1tolO・Omgkgfollowingasingleintravenous（IV）  
dose・FollowlngaSlngleIVadministrat10pOVerthesamedoserangeinpatientswithactiveRA，mean  

systemicclearance ofSIMPONIwasestimatedtobe4・9to6・7mL／day此g，andmeanvolume of  

distributionranged丘om58to126mL／kg．ThevolumeofdistributionforSIMPONIindicatesthat  

SIMPONIisdistributedprimarilyinthecirculatorysystemwithlimitedextravasculardistribution・  
Medianterminalhalf－1ifbvalueswereestimatedtobeapproximately2weeksinhealthysu句ectsand  
patientswithactiveRA，PsAorAS・Bycross－StudycomparisonsofmeanAUCirげValuesfbllowlngan  

IVorSCadministrationofSIMPONI，theabsolutebioavailabilityofSCSIMPONIwasestimatedto  
beapproximately53％・   

When50mgSIMPONIwasadministeredSCtopatientswithRA，PsAorASevery4weeks，Serum  

concentrationsappearedtoreachsteadystatebyWeek12・Withconcomitantuseofmethotrexate  
（MTX），treatmentWith50mgSIMPONISCeVery4weeksr？SultedinanTanSteady－StatetrOugh  

serum concentration ofapproximately O・4－0・6ドg／mLin patlentS With actlVe RA，aPPrOXimately  

O・5トLg／mLinpatientswithactivePsA，andapproximately O・8ドg／mLinpatientswithactiveAS・  
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PatientswithRA，PsAandAStreatedwithSIMPONI50mgandMTXhadapproximately52％，36％  

and21％highermeansteady－StatetrOughconcentrationsofgolimumab，reSPeCtivelycomparedwith  

those treated with SIMPONI50mgwithout MTX・The presence ofMTX also decreased anti－  
golimumabantibodyincidencefiom7％to2％［seeAdverseReactions何．1）］．ForRA，SIMPONI  

ShouldbeusedwithMTX・InthePsAandAStrials，thepresenceorabsenceofconcomitantMTXdid  

not appear toinnuence clinicalemcacy and safbty parameters［see Druglnteractions（7．1）and  

CJわ庇βJぶf〟dfe∫〃イ．〃］．   

Population PK analysesindicated that concomitant use■of NSAIDs，Oralcorticosteroids，Or  

sulfasalazinedidnotinfluencetheapparentclearanceofSIMPONI．   

PopulationPKanalysesshowedtherewasatrendtowardhigherapparentclearanceofSIMPONIwith  
increaslngWeight・However，aCrOSSthePsAandASpopulations，nOmeaningfu1difftrencesinclinical  

efncacywereobservedamongthesubgroupsbyweightquartile・TheRAtrialinMTX－eXPerienced  
andTNF－blockerqnaYvepatients（StudyRA－2）didshotvevidenceofareductioninclinicalefncacy  
Withincreasingbodyweight，butthisefftctwasobservedfbrbothtesteddosesofSIMPONI（50mg  

andlOOmg）・Therefore，thereisnoneedto‘aqjustthedosage ofSIMPONIbasedonapatient’s  

Weight・   

PopulationPKanalysessuggestednoPKdifftrencesbetweenmaleandfヒmale．patientsafterbody  

WeightaqjustmentintheRAandPsAtrials・IntheAStrial，fbmalepatients showed13％higher  

apparentclearancethanmalepatients afterbodyweighta句ustment・Subgroup analysis based on  
gender showedthatboth fbmale andmalepatients achieved clinically significantresponse atthe  

proposedclinicaldoset Dosageaqjustmentbasedongenderisnotneeded・   

PopulationPKanalysesindicatedthatPKparametersofSIMPONIwerenotinfluencedbyageinadult  

Patients・Patientswithage≧65yearshadapparentclearanceofSIMPONIsimi1artopatientswithage  
＜65years．Noethnicity－relatedPKdiffbrenceswereobservedbetwetnCaucasiansandAsians，and  

thereweretooftwpatientsofotherracestoassessfbrPKdiffbrences．   

Patients who developed anti－SIMPONIantibodies generally hadlower steady－State Serum trOugh  

concentrationsofSIMPONI．   

NoformalstudyoftheefftctofrenalorhepaticimpalrmentOnthePKofgolimumabwasconducted，  

13．O NONCLINICALTOXICOLOGY   

13．1 Carcinogenesis，Mutagenesis，ImpairmentofFertility  

Long－tem animalstudies of golimumab have not been conducted to evaluateits carcinogenic  

POtential．Mutagenicitystudieshavenotbeenconductedwithgolimumabt Aftrtilitystudyconducted  

inmiceusingananalogousanti－mOuSeTNFcLantibodyshowednoimpairrnentOffbrtility．  
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14．O CIJINICALSTtJI）IES  

14．1 RheumatoidArthritis  

The efncacy and safttyofSIMPONIwere evaluatedin3multicenter，randomized，double－blind，  

contro11edtrials（StudiesRAql，RA－2，andRA－3）in 
toseverelyactiveRA，diagnosedaccordingtotheAmericanCollegeofRheumatology（ACR）criteria，  

fbratleast3monthsprlOrtOadministrationofstudyagent■Patientswererequiredtohaveatleast4  
swollenand4tenderjoints，SIMPONIwasadministeredsubcutaneouslyatdosesof50mgorlOOmg  
every4weeks・Double－blindedcontrolledefncacydatawerecollectedandanalyzedthroughWeek  
24． Patients were alloふed to continue stable doses of concomitantlow dose corticosteroids  

（equivalentto≦10mgofprednisoneaday）and／orNSAlDsandpatientsmayhavereceivedoralMTX  
duringthetrials．   

StudyRん1evaluated461patientswhowerepreviovslytreated（atleast8to12weekspriorto  
administrationofstudyagent）withoneormoredose軍OfabiologicTNF－blockerwithoutaserious  
adversereaction・PatientsmayhavediscontinuedthebiologicTNF－blockerforavarietyofreasons・  
Patientswererandomizedtoreceiveplacebo（n＝155），SIMPONI50mg（n＝153），OrSIMPONIlOO  

mg（n＝153）・PatientswereallowedtocontinuesやbledosesofconcomitantMTX，Sulfasalazine  

（SSZ），and／orhydroxychloroq？ine（HCQ）duringthetrial・TheuseofotherDMARDsincluding  

CytOtOXicagentsorotherbiologlCSWaSPrOhibited．  

st。dyRA－2evaluated444patientswhohadactiveRAdespiteastabledoseofatleast15mg／weekof  

MTX and who had not been previously treatedwith a biologic TNトblocker・Patients were  

randomizedtoreceivebackgroundMTX（n＝133）；SIMPONI50mg＋backgroundMTX（n＝89），  

SIMPONIlOOmg＋backgroundMTX（n＝89），OrSIMPONI100mgmonotherapy（n＝133）・The  

useofotherDMARDsincludingSSZ，HCQ，CytOtOXicagents，OrOtherbiologicswasprohibited・   

StudyRA－3eValuated637patientswithactiveRAwhowereMTX－narVeandhadnotpreviouslybeen  
treatedwithabiologicTNFNblocker・Patie甲tSWererandomizedtoreceiveMTX（n＝160），SIMPONI  

50mg＋MTX（n＝159），SIMPON1100mg十MTX（n＝1’59），OrSIMPONl▼100mgmonotherapy  
（n＝159）．ForpatientsreceivingMTX，MTXv＠SadministeredatadoseoflOmg／weekbeginningat  

WeekOandincreasedto20mg／weekbyWeek8．TheuseofotherDMARDsincludingSSZ，HCQ，  

CytOtOXicagents，OrOtherbiologlCSWaSPrOhibited・   

TheprlmaryendpointinStudyRArlandStudyRA－2wasthepercentageofpatientsachievingan  
ACR20responseatWeek14andtheprlmaryendpointinStudyRA－3wasthepercentageofpatients  
achievinganACR50responseatWeek24．   

InStudiesRAql，RA－2，andRA－3，themediandurationofRAdiseasewas9．4，5．7，andl．2years；and  
99％，75％，and54％of the patients used atleast one DMARDin the past，reSPeCtively・  

Approximately77％and57％ofpatientsreceivedconcomitantNSAIDsandlowdosecorticosteroids，  

respectively，inthe3pooledRAtrials・   

Clinical Response 
Inthe3RAtrials，agreaterPerCentageOfpatientstreatedwiththecombinationofSIMPONIand  
MTXachievedACRresponsesatWeek14（StudiesRA－1andRAT2）andWeek24（StudiesRA－1，  
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