
料3－⑧ ウステキヌマブ（us七ekinumab）  

ANNEXI  

SUMMARYOFPRODUCTCHARACTERISTICS   



1．   NAMEOFTHEMEDICINALPROI）UCT   

STELARA45mgsolutionfbrirtiection  

2．  QUALITATIVEANDQUANTITATⅣECOMPOSITION   

Eachvialcontains45mgustekinumabinO．5ml．   

Ustekinumabisafu11yhumanIgGll（mOnOClonalantibodytointerleukin（lL）－12／23producedina  
murinemyelomacel11ineus1ngreCOmbinamtDNAtechnology．   

Forafu111istofexclplentS，SeeSeCtion6．1．  

3． PHARMACEUTICALFORM   

Solutionforiniection．   

¶leSOlutioniscleartoslightlyopalescent，COlourlesstolightyellow．  

4． CLINICALPARTICULARS   

4．1 Tberapeuticindications   

STELARAisindicatedforthetreatmentofmoderatetosevereplaquepsoriasisinadultswhofailedto  
respondto，OrWhohaveacontraindicationto，OrareintoleranttoothersystemictherapleSincluding  
Ciclosporin，methotrexateandPUVA（seesection5．1）．   

4．2  Posologyandmetl10dofadministration   

STELARAisintendedforuseundertheguidanCeandsupervisionofaphysicianeXperiencedinthe  
di喝nOSisandtreatmentofpsoriasis．   

Posology  
TherecommendedposologyofSTELARAisaninitialdoseof45mgadministeredsubcutaneouslyat  
WeekO，fo1lowedbya45mgdoseatweek4，thenevery12weekstherea負er．   

Considerationshouldbegiventodiscontinuingtreatmentinpatientswhohaveshownnoresponseup  
to28weeksoftreatment．   

アαJfg〝ねW油ム0（かweな加＞〟仇短  

Forpatientswithabodyweight＞100kgthedoseis90mgadministeredsubcutaneOuSlyatweekO，  
fo1lowedbya90mgdoseatweek4，thenevery12weeksthereafter（SeeSeCtion5．1）．Inpatients  
Weighing＞100kg，45mgwasalsoshowntobee用cacious．However，90mgresultedingreater  
efncacyinthesepatients．   

瓜おゆクαJね〃ねた∂jγe叫  

Nodosea4justmentisneededforelderlypatients．   

Cゐfんかe〝α〃dα（わね∫Ce〝ね仁Jβγe叫  

STELARAisnotrecommendedforuseinchildrenbelow喝e18duetoalackofdataonsafttyand  
e餓cacy．   



尺e朋Jα〝d力甲αJicf甲ir椚ビ〝J  

STELARAhasnotbeenstudiedinthesepat盲entpopulations・Nodoserecommendat盲onscanbemade・   

Methqdo肋頭叩  
STELARAisfbrsubcutaneouslrUeCtion．Jfpossible，areaSOftheskinthatshowpsoriasisshouldbe  
avoidedasirtiectionsites．   

Afterpropertraininginsubcutaneousiniectiontechnique，Patientsmqyselfli句ectSTELARAifa  
physiciandeterm主nesthatitisappropriate．However，thephysicianshouはensureappropriatefbilow－  
upofpatients・PatientsshouldbeinstruCtedtoinjectthefuuamOuntOfSTELARAaccordingtothe  
directionsprovidedinthepackageleaflet．ComprehensiveinstruCtionsfbradministrationaregivenir！  
仙epack喝elea幻et．   

ForfurtherinstruCtionsonpreparat］OnandspeCialprecautionsfbrhandling，SeeSeCtion6．6・   

4．3  Comtrahdicatioms   

Hypersensitivitytotheactivesubstanceortoanyoftheexcipients（SeeSeCtion6・i）・   

ClinicaIlyimportant，aCtiveinftction．   

4．4 Sp∝ね五wa相川野andprecautio皿S知rⅥSe   

Infヒctions  

Ustekinumabmayhavethepotentialtoincreasetheriskofin氏ctionsandreactivatelatentin簸ctions・  
lnclinialstudies，Seriousbacterial，fungal，uldviralinftctionshavebeenobservedinpatients  
receivingSTELARA（SeeSeCtion4．8）．   

CautionshouldbeexercisedwhenconsideringtheuseofSTELARAinpatientswithachronic  
in短ctionorahistoryofrecurrentin托ction（SeeSeCtion4．3）．   

PriortoinitiatingtreatmentwithSTELARA，patientsshouldbeevaluatedfbrtuberculosisin短ction・  
STELARAmustnotbegiventopatientswithactivetuberculosis（SeeSeCtion4・3）．Treatmentoflatent  
tuberculosisin危ctionshouldbeinitiatedpriortoadministeringSTELARA．Anti－tuberculosistherapy  
ShouldalsobeconsideredpriortoinitiationofSTELARAinpatlentSwithahistoryoflatentoractive  
tuberculosisinwhomanadequatecourseoftreatmentcarmotbeconnrmed．PatientsrecelVlng  
STELARAshouldbemonitoredcloselyfbrsignsandsymptOmSOfactivetuberculosisduringand  
a負ertreatment．   

PatientsshouldbeinstructedtoseekmedicaladviceifsignsorsymPtOmSSuggeStiveofaninftction  
OCCur．1fapatientdevelopsaseri0usinftction，thepatientshouldbecloselymonitoredandSTELARA  
shouldnotbeadministereduntilthein危ctionresoIves．  

Mali釘1anCies  

ImmunosuppressantSlikeustekinumabhavethepotentialtoincreasetheriskofmalignancy・Some  
PatientswhoreceivedSTELARAinclinicalstudiesdevelopedcutaneousandnon－Cutane  
malignanCies（SeeSeCtion4．8）・   

Nostudieshavebeenconductedthatincludepatientswithahistoryofmalignancyorthatcontinue  
treatmentinpatientswhodevelopmalignanCyWhilereceivingSTELARA・Thus，Cautionshouldbe  
exercisedwhenconsideringtheuseofSTELARAinthesepatients．   

HvDersensitivitv reactions 
lfananaPhylacticorotherseriousal1erglCreaCtionoccurs，administrationofSTELARAshouldbe  
discontinuedimmediatelyandappropriatetherapyinstituted（SeeSeCtion4．8）・   



Vaccin釦ions  

ltisrecommendedthatliveviralorlivebacterialvaccines（SuChas、Baci11usofCalmetteandGuirin  
（BCG））shouldnotbegivenconcumntlywithSTELARA・SpeCi董icstudieshavenotbeenconducted  
inpatientswhohadrecentlyreceivedliveviralorlivebacterialvaccines・Beforeliveviralorlive  
bacterialvaccination，treatmentwithSTELARAshouldbewithheldfbratleast15weeksafterthelast  
d。Seandcanberesumedatleast2weeksa危ervaccination．PrescribersshouldconsulttheSummaryof  
ProductChar誠teristicsfbrthespeCificv誠Cinefbradditionalinformationandguidanceon  
concomitantuseOfimmunosuppressiveagentspost－VaCCination・   

PatientsreceivingSTELARAmayreceiveconcurrentinactivatedornon－1ivevaccinations・   

Concomit如  
Thesa触yande餓cacyofSTELARAincombinationwithotherimmunosuppressants，including  
biologlCS，Orphototherapyhavenotbeenevaluated・Cautionshouldbeexercisedwhenconsidering  
concomitantuSeOfotherimmunosuppressantsandSTELARAorwhentranSitioning舟omother  
immunosuppressivebiologics（SeeSeCtion4・5）・   

SDeCialDOt）ulations  

C海抜か∽αdαわJどぶCg托ね仁ノβ叩叫  

STELARAisnotrecommendedforuseinchildrenbelowage18duetoalackofdataonsafbtyzmd  
e餌c∝y．   

肋ゆクα〟e〃Jぶ筐（けγe叫  

Nooveral1di飴rencesine用cacyorsafttyinpatientsage65andolderwhoreceivedSTELARAwere  
observedcomparedtoyoungerpatients．Becausethereisahigherincidenceofinfktionsintheelderly  
populationingeneral，Cautionshouldbeusedintreatingtheelderly・   

御Cα〃d柁乃dJ叫P戚JⅦe扉  
Spec摘cstudieshavenotbeenconductedinpatientswithhepaticandrenalimpairment（SeeSeCtion  
4．2）．   

4．5 hteractionwithothermedicinalproductsandotherfbrTnSOfinteraction  

Nointeractionstudieshavebeenperformed・InthepopulationpharmaCOkineticanalysisofthephase  
IIIstudies，thee触tofthemost舟equentlyusedc6ncomitantmedicinalproductsinpatientswith  
psoriasis（includingparacetam01，ibuprofen，aCetylsalicylicacid，metformin，atOrVaStatin，  
1evothymXine）onphamacokineticsofustekinum曲wasexplored・Therewerenoindicationsofan  
interactionwiththescconcomitantlyadministeredmedicinalproducts・Thebasisforthisanalysiswas  
thatatleastlOOpatients（＞5％ofthestudiedpopulation）weretreatedconcomitantlywiththese  
medicinalproductsforat、1east90％ofthestudyperiod・   

LivevaccinesshouldnotbegivenconcurrentlywithSTELARA（SeeSeCtion4・4）・  

Thesa免tyandefricacyofSTELARAincombinationwithotherimmunosuppressantS，including  
biologics，OrPhototherapyhavenotbeenevaluated（SeeSeCtion4・4）・   

4．‘ Pregnan町andlaeta偵on   

he印肌Cy  

TherearenOadequatedata＆omtheuseofustekinumabinpregnantWOmen・Animalstudiesdonot  
indicatedirectorindirectharmfu1e飴ctswithrespecttopregnanCy，embryonic／fbetaldevelopment，  
parturitionorpostnataldevelopment（SeeSeCtion5・3）・Asaprecautionarymeasure，itispreftrableto  
avoidtheuseOfSTELARAinpregnanCy・Womenofchildbearingpotentialshouldusee蝕ctive  
methodsofcontraceptionduringtreatmentandupto15weeksaRertreatment・   



Lactation  

ltisunknownwhetherustekinumabisexcretedinhumanbreastmilk．Animalstudieshaveshown  
excretionofustekinumabatlowlevelsinbreastmilk．［tisnotknownifustekinumabisabsorbed  

SyStemica11yafteringestion・BecauseofthepotentjaJfbTadversereactjonsinnuTSlnginfants倉om  
ustekinumab，adecisiononwhethertodiscontinuebreast－ftedingduringtreatmentandupto15weeks  
afteTtreatmentOrtOdiscontinuetherapywithSTELARAmustbemadetakingintoaccountthebenefit  
OfbreasトftedingtothechildandthebenefitofSTELARAtherapytothewoman・   

4．7  E敗亡tsonabilitytodriveamdusemachines   

Nostudiesonthee熊ctsontheabiiitytodriveanduseofmachineshavebeenperibrmed・   

4．ぎ  Undesirable’e蝕ets   

Thesafttydatadescribedbe皇owrenectexposuretoustekinumabin3studiesof2，266patients，  
includingl，970exposedfbratIeast6monthsandl，285exposedfbratleastlyear，and373fbrat  
least18months．   

Thefo1lowlngSeriousadversereactionswerereported：  
● Seriousinf己ctions   

・Malignancies   

Themostcommonadversereactions（＞10％）incontrolledanduncontrolledportionsofthepsoriasis  
ClinicalstudieswithustekinumabwerenasopharyngltlSandupperreSPiratorytractinftction．Most  
WereCOnsideredtobemi1danddidnotnecessitatediscontinuationofstudytreatment・   

Tablelprovidesasummaryofadversereactions什ompsoriasisclinicalstudies．Theadversereactions  
areclass沌edbySystemOrganClassand舟equency，uSlngthefb1lowlngCOnVention：Verycommon  

（≧1／10），Common（≧l／100to＜1／10），Uncommon（≧1／1，000to＜l／100），R訂e（≧l／10，000to  
＜1／1，000），Veryrare（＜1／10，000），nOtknown（CannOtbeestimated打omtheavailabledata）・Within  
each付equencygrouplng，adversereactjonsarepresentedinorderofdecreaslngSeriousneSS．   



1n危ctions  

Incontro11edstudiesofpsonasispatients，theratesofin托ctionorseriousin鈷ctionweresimi1ar  
betwecnustekinumab－treatedpatientsandthosetreatedwithplacebo．1ntheplacebo｛OntrO11edperiod  
Ofclinicalstudiesofpsoriasispatients，therateofinfktionwasl．39perpatient－yearOffbllow－upin  
ustekinumab－treatedpatients，andl．21inplacebo－treatedpatients．Seriousinftctionsoccurredin0．Ol  
perpatienトyearoffbllow－upinustekhumab－treatedpatients（5seriousinftctionsin407patient－yearS  
Offbllow－uP）andO・O2inpJacebo－treatedpatients（3seriousinftctionsin177patient－yeaTSOf  
払1low－up）（S紀Sedon4．4）．   

Inthecontrolledandnon－∽ntrOlledportionsofpsonasisclinicalstudies，therateofinftctionwasl．24  

perpatient－yearOffo1low－uPinustekinumab－treatedpatients，andtheirlCidenceofseriousinfections  
WaSO．01perpatient－yearOffo1low－uPinustekinumab－treatedpatierrts（24seriousinfectionsin2，251  
Patient－yearSOffo1low－up）andseriousin托ctionsreportedincludedcellulitis，diverticulitis，  
OSteOmyelitis，viralinfections，gaStrOenteritis，pneumOnia，andurinarytractin良ctions．   

Inclinicalstu4ies，patierrtswithlatenttuberculosiswhowereconcurrentlytreatedwithisoniaziddid  
notdeveloptuberculosis．   

MaliEnanCies  
Intheplacebo－mtrO11edperiodofthepsoriasisclinicalstudies，theincidenceofmaligna眠ies  
excludingnon－melanOmSkincanCerWaSO・25perlOOpatient－yearSOffo1low－upfor  
ustekinumab－treatedpatierrts（1patientin406patient－yeatSOffb1low－up）comparedwithO．57for  
placebo－treatedpatients（1patientin177patient－yearSOffo1low－uP），Theincidenceofnon－melanOma  
SkincanCerWaSO・74per100patient－yeaTSOffo1lowザPforustekinumab－treatedpatients（3patientsin  
406patient－yeaLrSOffb1low－uP）comparedtol・13fbrplacebo－treatedpatients（2patientsin176  
patierrt－yeaqSOffbllow－uP）．   

hthecontro11edandnon－mtrOlledportionsofpsoriasisclinicalstudies，theincidenceof  
malignanciesexcludingnon－melanomaskincanCerSWaSO・36per100patient－yearSOffollow－uPfor  
ustekinumab－treatedpatie血S（8patientsin2，249patient－yearSOffo1low－up）aLndmalignanCies  
reportedincludedbreast，COlon，headandneck，kjdney，prOState，andthyroidcancers．merateof  
malignanciesreportedinustekinumab－treatedpatientswascomparabletotherateexpeCtedinthe  
generalpopulation（Standardisedincidenceratio＝0．6i［95％confidenceinterval：0．29，1．34］）．The  
incidenceofr10n－meJanomaskincanccrwasO・80perl00patient－ye訂SOffo1low－uPfor  
ustekinumab－treatedpatients（18patientsin2，245patient－yearSOffo1low－uP）（SeeSeCtion4．4）．   

HvDersensitivitv reactions 
hclinicalstudiesoftdekhumab，raShandurticariahaveeachbeenobservedin＜2％ofpatients．   

Immunog;enicitv 
Approximately5％ofustekinumab－treatedpatientsdevelopedantibodiestoustekinumab，Whichwere  
generallylow－titer．Noappaqentcorrelationofantibodydevelopmenttoirtjectionsitereactionswas  
Seen・Efncacytendedtobelowerinpatientspositiveforamibodiestoustekinumal）；however，  
antibodypositivitydoesnotprecludeaclinicalresponse．   

4．9 0Yerdo＄e   

Nocasesofoverdosehavebeenreported．   

Singledosesupto4．5mgn（ghavebeenadministeredintravenouslyinclinicalstudieswithout  
dose－1imitingtoxicity．Inca光Ofoverdose，itisrecommendedthatthepatientbemomitoredfbraJly  
Signsorsymptomsofadversereactionsandappropriatesymptomatictreatmentbeinstituted  
immediately．   



5。   PHARⅣlACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup：Interleukin主nhibitors，ATCcode：LO4ACO5．   

Mechanismofaction  
Ustekinumabisa免）11yhuman‡gGIKmOnOClona！antibodythatbindswithhighaffinityandspeci重city  
tothep40proteinsubunitofthehumancytokineslし12andIL－23．Ustekinumabinhibitstheactivity  

OfhumanIL－12andIL－23bypreventingthesecytokines舟ombindingtotheir‡L－12Rβ1receptor  
proteinexpressedonthesurhceofimmunece11s，UstekinumabcarnotbindtoIL→120rlL－23thatis  
pre－boundtoIL－12Rβ1cellsurfacereceptors．Thus，uStekinumabisnotlikelytocontributeto  
COmP］ement－Orantibody－mediatedcytotoxicityofthereceptor－bearingcell．IL－12andIL－23are  
heterodimericcytokinessecretedbyactivatedantigenpresentingcells，SuChasmacrophagesand  
dendriticcells，IL－12andIL－23participateinimmunefunctionbycontributingtonaturalki11er（NK）  
Ce11activationandCD4＋T－Celldi晩rentiationandactivation．However，abnormalregulationofIL－12  
andIL－23hasbeenassociatedwithimmune－mediateddiseases，SuChaspsoriasis・Ustekinumab  

preventsIL－12andIし23contributionstoimmunecellactivation，SuChasintracellularsignalhgand  
CytOkinesecretion．Thus，uStekinumabisbelievedtointerruPtSignalingandcytokinecascadesthatare  
relevant to psoriasis pathology. 

ClinicalefncacYandsafttY  
Thesafttyandefncacyofustekinumabwasassessedinl，996patientsintworandomised，  
doub】e－blind，Placebo－COntrOlledstudiesinpatientswithmoderatetoseverepIaquepsoriasisandwho  
WereCandidatesforphototherapyorsystemictherapy，   

PsoriasisStudyl（PHOENIXl）evaluated766patients．53％ofthesepatientswereeither  
non－reSPOnSive，intolerant，Orhadacontraindicationtoothersystemictherapy．Patientsrandomisedto  
ustekinumabreceived45mgor90mgdosesatWeeksOand4andfo1lowedbythesaLmedoseevery  
12weeks．PatientsrandomisedtoreceiveplaceboatWeeksOand4crossedovertoreceive  
ustekinumab（either45mgor90mg）atWeeks12and16followedbydosingevery12weeks．Patients  
Original1yrandomisedtoustekinumabwhoachievedPsoriasisAreaandSeveritylndex75respon紀  
げASIimprovementofatleast75％relativetobaseline）atbothWeeks28and40werere－randomised  
toreceiveustekinumabevery12weeksortoplacebo（i．e．，withdrawaloftherapy）．Patientswhowere  
re－randomisedtoplaceboatWeek40reinitiatedustekinumabattheiroriginaldosingregimenwhen  
theyexperiencedatleasta50％lossoftheirPASIimprovementobtainedatWeek40．Allpatients  
Werefbllowedforupto76weeksfo1lowingfirstadministrationofstudytreatment・   

PsoriasisStudy2（PHOEN7X2）evaluated1230patients．61％ofthesepatientswereeitherT）On－  
responsive，intolerant，Orhadacontraindicationtoothersystemictherapy．Patientsrandomisedto  
ustekinumabreceived45mgor90mgdosesatWeeksOand4fb1lowedbyanadditionaldoseat16  
Weeks．PatientsrandomisedtoreceiveplaceboatWeeksOand4crossedovertoreceiveustekinumab  
（either45mgor90mg）atW七eks12and16．Al1patientswerefollowedforupto52weeksfollowing  
nrstadministrationofstudytreatment．   

Inbothstudies，baselinediseaLSeCharacteristicsweregenerallyconsistentacrossalltreatmentgroups  
withamedianbaselinePASIscore庁om17to18andmedianbaselineBodySurfaceArea（BSA）≧20，  
medianDermatologyLifbQualitylndex（DLQI）rangefromlOto12・Approximatelyonethird  
（PHOENIXl）andonequarter（PHOENIX2）ofsubiectshadPsoriaticArthritis（PsA）・   

ThepnmaryendpointinbothstudieswastheproportionofpatierrtswhoachievedPASI75response  
frombaselineatWeek12（SeeTable2）．   



J諦／l－ご∫′′〝〃〃叫川／ぐ／／′血一／r叩－り肌・f′げ仙r血／バ′可l・J／J，〃りど＼■廿／川′－‘JPⅧr山∫f．ヾ加‘（l・ご  

（ア月0即耽㌢み  

Week12（2iniections）  Week28（3iniections）  

PBO   45mg   90mg   45mg   90mg   
PsoriasisStudyl  
Numberofpatients  255   255   256   250   243   

randomised  

PASI50responseN（％）   26（10％）   213（84％）a  220（86％）8  228（91％）  234（96％）   

PAS175responseN（％）   8（3％）   171（67％）a  i70（66％）a  178（71％）   191（79％）   

PASI90responseN（％）   5（2％）   106（42？も）8  94（37％）a   12■3（49％）   135（56％）   

PGAbofclearedorminimal  151（59％）a  156（61％）a  146（58％）   160（66％）  

N（％）   

PsoriasisStudy2  
Numberofpatients  410   409   41l   397   400   

randomised  

PASI50responseN（％）   41（10％）   342（84％）8  367（89％）8  369（93％）  380（95％）   

PASI75responseN（％）   15（4％）   273（67％）且  311（76％）a  276（70％）  314（79％）   

PASI90responseN（％）   3（l％）   173（42％）a  209（51％）a  17g（45％）  217（54％）   

PGAbofclearedorminimal  277（68％）a  300（73％）8  241（61％）  279（70％）   
N（％）   

＆p＜0・001for45mgor90mgincomparisonwithplacebo（PBO）．  b 

pGA＝PhysicianGIobalAssessment   

InPsoriasisStudylmaintenanceofPASI75wassigmincantlysuperiorwithcontinuoustreatment  
COmParedwithtreatmentwithdrawal（p＜0．001）．Similarresultsweresecnwitheachdoseof  
ustekinumab・AtWeek52，＄9％ofpatientsre－randomisedtomaintenancetreahentwerePASI75  
responderscomparedwith63％ofpatientsre－randomisedtoplacebo（treatmentwithdrawal）  

（p＜0・001）・Atweek76，84％ofpatientsre－randomisedtomaintenancetreatmentwerePASI75  
responderscomparedwith19％ofpatientsre－randomisedtoplacebo（treatmentwithdrawal）．  

lnpatientsre－randomisedtoplacebo，andwhoreinitiatedtheiroriginalustekinumabtreatmentreglmen  

a鮎rlossof≧50％ofPASlimprovement85％regainedPASI75responsewithin12weeksaRer  
re－initiatingtherapy．   

InPsoriasisStudyl，atWeek2andWeek12，Signi鮎antlygreaterimprovements抒ombaselinewere  

demonstratedintheDLQIineachustekinumabtreatmentgroupcomparedwithplacebo．The  
improvementwassustainedthroughWeek28．SimilaLrly，Sigmificantimprovementswereseenin  

PsoriasisStudy2atWeek4and12，WhichweresustainedthroughWeek24．InPsoriasisStudyl，  

improvementsinmilpsoriasis（NailPsoriasisSeverityIndex），inthephysicalandmentalcomponent  

SummarySCOreSOftheSF－36andintheItchVisualAnalogueScale（VAS）werealsosigmificantin  
eachustekinumabtreatmentgroupcomparedwithplacebo・InPsoriasisStudy2，the＝ospitalAnxiety  

andDepressionScale（HADS）andWorkLimitationsQuestionnaire（WLQ）werealsosignificantly  

improvedineachustekinumabtreatmentgroupcomparedwithplacebo・   



5．2 PbamacokinetiぐprOpeれi飴   

Abso叩tim  

ThemediantimetoreachthemaximumserumCOnCentration（t．7nX）was8．5daysafterasingle90mg  
Subcutaneousadministrationinhealthysu句ects．ThemediantmaxvaIuesofustekinumabfbilowmga  
Slnglesubcutaneousadministrationofeither45mgor90mglnpatlentSwithpsoriasiswere  
COmparabletothoseobservedinhealthysuqiects・   

Theabsolutebioavailabilityofustekinumabfbllowingasinglesubcutzmeousadminist陀tionwas  
estimatedtobe57．2％inpatientswithpsoriasis．   

Distribution  

MedianVOlumeofdistribtrtionduringtheterminalphase（Vz）fbliowingasingleintravenous  
administrationtopatientswithpsoriasisranged斤om57to83mUkg．   

Metabolism 

Theexactmetabolicpathwayforustekinumabisunknown．   

Elimination  

MedianSyStemicclearance（CL）fbllowingasingleintravenousadministrationtopatientswith  
psoriasisranged丘oml．99to2・34ml／day／kg．Medianhalfllift（t）佗）ofustekinumabwas  
approximately3weeksinpatientswithpsoriasis，raJlging打om15to32daysacrossallpsoriasis  
Studies・hapopulationpharmacokineticanalysis，theappar？ntClearance（CL／F）andapparentvolume  

Ofdistribution（V／F）wereO．4651／dayand15．7l，reSpeCtlVely，inpatientswithpsoriasis・TheCL仔of  
ustekinumabwasnotimpactedbygendeT．Populationpharmacokineticanalysisshowedthattherewas  
atrendtowardsahigherclearanceofustekinumabinpatientswhotestedpositiveforantibodiesto  
u扇ekinumab．  

DoselineadtY  
Thesystemicexposureofustekinumab（CmaxandAUC）increasedinanapproximatelydose－  
proportionalmannerafterasingleintravenousadministrationatdosesranging丘omO・09mgrkgto  
4・5mgkgorfollowing 

． 

Sindedosevs．multiDledoses  
SerumCOnCentration－timeproⅢesofustekinumabweregenerallypredictablea鮎rslngleormultiple  
Subcutaneousdoseadministrations．Steady－StateSerumCOnCentrationsofustekinumabwereachieved  
byWeek28a丘erinitialsubcutaneOusdosesatWeeksOand4fo1lowedbydosesevery12weeks・The  
medianSteady－StatetrOughconcentrationranged丘・OmO．21pg／mltoO，26pg／mi（45mg）and什om  
O．47甚g／mltoO．49pg／ml（90mg）．TherewasnoappaLrentaCCumulationinserumustekinumab  
COnCentrationovertimewhenglVenSubcutaneOuSlyevery12weeks・   

lmpadofwei巳htonDhamacokinetics  
lnapopulationpharmacokineticanalysis，bodyweightwasfbundtobethemostsignificantcovariate  
a蝕ctingthecleaqanceofustekinumab，ThemedianCL／Finpatientswithweight＞100kgwas  

approximately55％highercompNedtopatientswithweight≦100kg・ThemedianV／Finpatients  

withweight＞100kgwasapproximately37％higherascomparedtopatie山Swithweight≦100kg・  
ThemediantrOughserumCOnCentrationsofustekinumal）inpatientswithhigherweight（＞100kg）in  
the90mggroupwerecomparabletothoseinpatientswithlowerweight（≦100kg）inthe45mg  

grO叩・   

SDeCialpoDul如ions  

Nopham年COkineticdataareavailableinpatientswithimpairedrenalorhepaticfunction・  

Nospec漬cstudieshavebeenconductedinelderlypatients．   

Inthepopulationphamacokineticanalysis，therewerenoindicationsofane飴ctoftobaccoor  
alcoholonthepharmacokineticsofustekinumab．  
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5・3 Preclinicalsa鮎けdata   

Non－C王inicaldatarevealnospecialhazard（e．g．organtoxicity）forhumansbasedonstudiesof  
repeated－dosetoxicityanddevelopmentalandreproductivetoxicity，includirlgSafttypharmacology  
evaluations・Indevelopmenta）aJldreproductivetoxicitystudiesincynomolgusmonkeys，neither  
adverseefftctsonmaleftrtilityindicesnoibirthdeftctsordevelopmentaltoxicitywereobserved，No  
adverseefftctsonfヒmaleftrtilityindiceswereobservedusinganaJlalogousantibodytoIL－12／23in  
mlCe．   

Doselevelsinanimalstudieswereuptoapproxipately45－fbldhigherthanthehighestequivalent  
doseintendedtobeadministeredtopsoriasISp叙1entSandresultedinpeakserumconcentrationsin  
monkeysthatweremorethan100－fbldhigherthanobservedinhumans．   

Carcinogenicitystudieswerenotperfbrmedwithustekinumabduetothelackofappropriatemodels  
foranantibodywithnocross－reaCtivitytorodentIL－12／23p40．  

6． PHARMACEUTICALPARTICULARS   

‘．1 Listorexcipients   

Sucrose  

L－histidine  
L－histidinemonohydrochloridemonohydrate  
Po］ysorbate80  
Waterforirtiections   

后・2 Incompatibilities   

lntheabsenceofcompatibilitystudies，thismedicinalproductmustnotbemixedwithothermedicinal  
products．   

‘．3 SheIfli鮎  

12months 

丘4 Speeialpreeautions払rstorage   

Storeinarefrigerator（20C－80C）．Donot丘eeze．  
Keepthevialintheoutercartoninordertoprotect丘omlight．   

6．5  Natt］reat）dcontentsofcontainer   

STELARAissuppliedasasterilesolutioninasingle－uSetypelglass2mivialclosedwithacoated  
butylrubberstopper．STELARAisavaihbleinalvialpack．   

6・6  Specialprecautions払rdisposalandotberhandling   

ThesolutionintheSTELARAvialshouldnotbeshaken．Thesolutionshouldbevisuallyinspectedfbr  
ParticulatematterordiscolorationpnortosubcutaneOuSadministration．Tbesolutionisclearto  
Slightlyopalescent，COlourlesstolightyellowandmaycontainaftwsmalltranSlucentorwhite  
particlesofprotein．ThisappearanCeisnotunusualfbrproteinaceoussolutions．Theproductshould  
notbeusedifthesolutionisdiscolouredorcloudy，OrifforeignparticulatematterlSpreSent．Before  
administration，STELARAshouldbeallowedtoreachacbmfortabletemparatureforiniection  
（approximatelyhalfanhour）．STELARAdoesnotcontainpreservatives；thereforeanyunuSedproduct  
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remalnmginthevia王andthesynngeshouldnotbeused・Detai1edinstruCtionsfbruseareprovidedin  

thepackageleaflet．   

AnyunusedproductorwastematerialshouldbedisposedofinaccordancewithtocalrequlrementS・  

7。  MARXETINCAIJTt壬ORISATIOINHOLI）ER   

Janssen－Cilaglntemationa！NV  

Tumhoutseweg 30 
2340 Beerse 

Belglum  

8． MKETINGAUTHORISATIONNtTMBER（S）  

9． DATEOFFIRSTAUTHORISATIONrRENEWALOFTI壬EAUTffORISATION  

10． DATEOFREVISIONOFTHETEXT  

DetailedinfomationonthismedicinalproductisavailableonthewebsiteoftheEuropeanMedicines  
Agency（EMEA）hq）：／／www．emea．europa．eu／  
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l．   NAMEOFTHEMEDICINALPRODUCT   

STELARA90mgsolutionfbrirtiection  

2．   QUALITATIVEANDQUANTITATIVECOMPOSITION   

Eachvialcontains90mgustekinumabinlml．   

Ustekinumabisafu11yhumanIgGIK mOnOClonalantibodytointerleukin（IL）－12／23producedina  
murinemyelomace111ineuslngreCOmbinantDNAtechnology．   

Foraful11istofexcipients，SeeSeCtion6．1．  

3． PHARMACEtJTICALFORM   

SolufionforiItiection．   

Thesolutioniscleartoslightlyopalescent，COlourlesstolightyellow．  

4． CIJNICAl．PARTICULARS   

4・1 Tberapeuticindications   

STELARAisindicatedforthetreatmentofmoderatetosevereplaquepsoriasisinadultswhofailedto  
respondto，OrWhohaveacontraindicationto，OrareintoleranttoothersystemictherapleSincluding  
Ciclosporin，methotrexateandPUVA（SeeSeCtion5．1）．   

4・2 Ⅰ，osologyandme仙odo－administration   

STELARAisintendedforuseundertheguidanCeandsupervisionofaphysicianexperiencedinthe  
diagnosisandtreatmentofpsoriasis．   

Posology  
TherecommendedposologyofSTELARAisaninitialdoseof45mgadministeredsubcutaneOuSlyat  
WeekO，fo1lowedbya45mgdoseatweek4，thenevery12weeksthereaRer．   

Considerationshouldbegiventodiscontinuingtreatmentinpatientswhohaveshovmnoresponseup  
to28weeksoftreatment．   

アαJね〝ねW油ゐゆwgな加＞ノββ短  

Forpatientswithabodyweight＞100kgthedoseis90mgadministeredsubcutaneOuSlyatweekO，  
fo1lowedbya90mgdoseatweek4，thenevery12weeksthereafter（SeeSeCtion5．1）．Inpatients  
Weighing＞100kg，45mgwasalsoshowntObee餓cacious．However，90mgresultedingreater  
efncacyinthesepatients．   

仇おゆクαJ7g乃ねた郎γeαr可  

Nodoseaqiustmentisneededforelderlypatients．   

（乃f肋・e〝α批7d（わJeぶCe〝ね仁Jβγeα叫  

STELARAisnotrecommendedforuseinchildrenbelowage18duetoalackofdataonsafttyand  
e用cacy．  
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軋肌㍑仙仙申出・槻JⅧ′●′町中  

STELARAhasnotbeenstudiedinthesepatientpopuiations．Nodoserecommendationscanbemade・   

Methodof■admini5‡ratiorl  

STELARAisfbrsubcutaneouslrりeCtion．Ifpossible，areaSOftheskinthatshowpsohasisshouldbe  
avoidedasirtiectionsites。   

A氏erpropertralnlnglnSubcutaneousITt）eCtiontechnique，patientsmayselfl叫ectSTELARAifa  
physiciandeterminesthatitisapproprlate・However，thephysicianshou電densureappropriatefb王王ow－  
upofpatients．PatientsshouldbeinstruCtedtoirtiectthefu11amountofSTELARAaccordingtothe  
directionsprovidedinthepackagefeanet．ComprehensiveinstruCtionsfbradministrationareg王Venin  
the package leaflet. 

ForfurtherinstruCtionsonpreparat10nandspecialprecautionsfbrhandling，SeeSeCtion6．6．   

4．3 Contraimdieations   

HypersensitivitytotheactivesubstanCeOrtOanyOftheexcipients（SeCSeCtion6．1）・   

Clinica11yimportant，aCtiveinftction・   

4．4 Sp∝ねIwa相和野細dpre毘utわ耶知rll服   

In臨ctions  

Ustekinumabmayhavethepotentialtoincreasetheriskofin托ctionsandreactivatelatentinfktions．  
Inclinialstudies，Seriousbacterial，fungal，andviralinftctionshavebeenobservedinpatients  
receivingSTELARA（SeeSeCtion4．8）．   

CautionshouldbeexercisedwhenconsideringtheuseofSTELARA桓patientswithachronic  
in危ctionorahistoryofrecurrentin触ion（SeeSeCtion4．3）．   

PriortoinitiatingtreatmentwithSTELARA，Patientsshouldbeevaluatedfortuberculosisinftction・  
STELARAmustnOtbegiventopatientswithactivetuberculosis（seesection4．3）・Treatmentoflatent  
tuberculosisinftctionshouldbeinitiatedpriortoadministeringSTELARA．Anti－tuberculosistherapy  
ShouldalsobeconsideredpriortoinitiationofSTELARAinpatientswithahistoryoflatentoractive  
tuberculosisinwhomanadequatecou指eOftreatmentcamotbeconfirmed．PatientsrecelVlng  
STELARAshouldbemonitoredcloselyforsignsandsymPtOmSOfactivetuberculosisduringand  
a負er什eatment．   

Patientsshouldbeinstructedtoseekmedicaladviceifsignsorsymptomssuggestiveofaninfection  
OCCur．Ifapatientdevelopsaseriousinftction，thepatientshouldbecIoselymonitoredandSTELARA  
shouldnotbeadministereduntiltheinftctionresoIves．  

MaliむIanCies  

ImmunosuppressantSlikeustekinumabhavethepotentialtoincreasetheriskofmalignancy．Some  
PatienbwhoreceivedSTELARAinclinicalstudiesdevelopedcutaneousaJldnon－CutaneOuS  
malignancies（SeeSeCtion4．8）・   

Nostudieshavebeenconductedthatinc】udepatientswithahistoryofmalignancyorthatcontinue  
treahentinpatientswhodevelopmalignancywhilereceivingSTELARA・Thus，Cautionshouldbe  
exercisedwhenconsideringtheuseofSTELARAinthesepatients．   

HvDersensitivitv reactions 
lfananaphylacticorotherseriousal1erglCreaCtionoccurs，administrationofSTELARAshouldbe  
discontinuedimmediatelyandappropriatetherapyinstituted（SeeSeCtion4．8）．  
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Vaccin釦ions  

ltisrecommendedthatliveviralorlivebacterialvaccines（SuChasBaci11usOfCalmetteandGuerin  
（BCG））shouldnotbegivenconcumntlywithSTELARA．Spec摘cstudieshavenotbeenconducted  
inpatientswhohadrecentlyreceivedliveviralorlivebacterialvaccines．Befbreliveviralorlive  
bacterialvacdnation，treatmentwithSTELARAshouldbewithheldforatleast15weeksa魚erthelast  
doseandcanberesumedatleast2weeksaftervaccination．PrescribersshouldconsulttheSummaryof  
ProductCharaCteristicsfbrthespeC摘cvaccinefbradditionaIinformationandguidanceon  
COnCOmitantuSeOfimmunosuppressiveagentspost－V肛Cination・   

PatientsreceivingSTELARAmayreceiveconcurrentinactivatedornon－1ivevaccinations・   

ConcomitantimmunosutmressivetheraDV  
Thesa氏tyandefficacyofSTELARAincombinationwith0therimmunOSuppreSSantS，including  
biologlCS，Orphototherapyhavenotbeenevaluated・Cautionshouldbeexercisedwhenconsidering  
COnCOmitantuseOfotherimmunosuppressarrtsandSTELARAorwhentransitioning舟omother  
immunosuppressivebiologics（SeeSeCtion4．5）．   

SDeciai poDulations 
C鋸肋・e乃併ばαわJ甜Ce〃おドイβγe叫  

STELARAisnotrecommendedfbruseinchildrenbelowage18duetoalackofdataonsafttyand  
e用c誠y．   

瓜お′少グ扇e乃ね¢d∫γe叫  

Nooveral1di飴rencesinefncacyorsafttyinpatients喝e65andolderwhoreceivedSTELARAwere  
Observedcomparedtoyoungerpatients．Becausethereisahigherincidenceofinfectionsintheelderly  
POpulationingeneral，Cautionshouldbeusedintreatingtheelderly・   

御cd〝dre〝d叫P血〟  
Spec沌cstudieshavenotbeenconductedinpatientswithhepaticandrenalimpairment（SeeSeCtion  
4．2）．   

4・5 Intcractionwithothermedi血alproductsandother伽rmsofinteraction  

Nointeractionstudieshavebeenperformed・lnthepopulationpharmacokineticanalysisofthephase  
Illstudies，thee脆ctofthemost舟equcntlyusedconcomitantmedicinalproductsinpatientswith  
PSOriasis（includingparacetamol，ibuprofbn，aCetylsalicylicacid，metformin，atOrvaStatin，  
1evothyroxine）onpharmacokineticsofustekinumabwasexplored．Therewerenoindicationsofan  
interactionwiththeseconcomitantlyadmimistiredmedicinalproducts・Thebasisforthisanalysiswas  
thatatleastlOOpatients（＞5％ofthestudiedpopulation）weretreatedconcomitantlywiththese  
medicinalproductsfbratleast90％ofthestudyperiod．   

LivevaccinesshouldnotbegivenconcurrentlywithSTELARA（seesection4・4）・   

ThesafbtyandefBcacyofSTELARAincombinationwithotherimmumOSuPPreSSantS，including  
biologics，Orphotother叩yhavenotbeenevaluated（SeeSeCtion4・4）・   

4．‘ Preg皿anCyandlactation   

軸y  
Therearenoadequtedata舟omtheuseOfustekinumabinpregnantwomen・Animalstudiesdonot  
indicatedirectorindirecthamfu1e飴ctswithrespecttopregnanCy，embryonic／foetaldevelopment，  
Parturitionorpostnataldevelopment（SeeSeCtion5．3）．Asaprecautionarymeasure，itispre免rableto  

avoidtheuseofSTELARAinpregnancy・Womenofchildbearingpotentialshoulduseefrtctive  
methodsofcontraceptionduringtreatmentandupto15weeksa食ertreatment・  
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Lactation  

ltisunknownwhetherustekinumabisexcretedinhumanbreastm主Ik．Animaistudieshaveshown  

excretionofustekinumabatlowIevejsinbreastmilk．Itisnotknownifustekinumabisabsorbed  
SyStemica11yafteringestion．Becauseofthepotentia‖bradversereactionsinnurslnginfants丘om  
ustekinumab，adecisiononwhethertodiscontinuebreast－ftedingduringtreatmentandupto15week5  
aftertreatmentortodiscontinuetherapywithSTELARAmustbemadetakingintoaccountthebene重t  
Ofbreast－ftedingtothechildandthebenefitofSTELARAtherapytothewoman．   

4．7  Et粍etsomabiliモytodriveandllSemaebines   

Nostudiesonthee晩ctsontheabilitytOdriveanduseofmachineshavebeenperfbrmed．   

4．＄  Undesirableef托cts   

Thesafttydatadescribedbelowreflectexposuretoustekinumabin3studiesof2，266patients，  
includingl，970exposedfbratleast6monthsandl，285exposedfbratleastlyear，and373fbrat  
least18months．   

Thefo1lowlngSeriousadversereactionswerereported：  
● Seriousinftctions   

・Mali訂l弧Cies   

Themostcommonadversereactions（＞10％）incontrolledanduncontro11edportionsofthepsoriasis  
ClinicalstudieswithustekinumabwerenasopharyngltlSandupperresplratOrytraCtinfiction・Most  

WereCOnSideredtobemildanddidnotnecessitatediscontinuationofstudytreatment．   

Tablelprovidesasummaryofadversereactions倉ompsoriasisclinicalstudies．Theadversereactions  
aJTeClassifiedbySystemOrganClassand放equency，uSlngthefo1lowlngCOnVention‥Verycommon  

（≧l／10），Common（≧1／100to＜1／10），Uncommon（≧1／l，000to＜l／100），Rare（≧l／10，000・tO  
＜1／1，000），Veryrare（く1／10，000），nOtknown（CannOtbeestimated倉omtheavailabledata）・Within  
each丘equencygrouplng，adversereactionsarepresentedinorderofdecreaslngSeriousness・  
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In克ctions  

lncontrolledstudiesofpsoriasispatients，theratesofinftctionorseriousin托ctionweresimilar  
betweenustekirlumab－treatedpatientsandthosetreatedwithplacebo・Intheplacebo＜OntrOlledperiod  

OfclinicaIstudiesofpsoriasispatients，therateofin托ctionwasl・39perPatient－yearOffbllow－uPin  
ustekinumab－treatedpatients，andl・21inplacebo－treatedpatients・SeriousinftctionsoccurredinO・Ol  
perpatient－yearOffo1low－upinustekinumab－treatedpatients（5seri0usin缶ctionsin407patient－yearS  
Offo1low－uP）andO・02inplacebo－treatedpatients（3seriousinftctionsin177patient－yearSOf  
bllow－up）（S∝S∝tbn4．4）．   

lnthecontrolledandnon－COntrOlledportionsofpsonasisclinicalstudies，therateofin免ctionwasl・24  
perPatient－yeaLrOffollow－upinustekinumab－treatedpatients，andtheincidenceofseriousinfections  
WaSO・01perpatient－yearOffo1low－uPinustekinumab－treatedpatients（24seriousinftctionsin2，251  
patient－yearSOffb1low－uP）andseriousinftctionsreportedincludedce11ulitis，diverticulitis，  
OSteOmyelitis，viralin俺ctions，gaStrOenteritis，pneumOnia，andurinarytractinftctions・   

Inclinicalstudies，Patientswithlatenttuberculosiswhowereconctmntlytreatedwithisoniaziddid  
notdeveloptuberculosis．   

Malirrnancies 
IntheplaceboぺOntrO11edperiodofthepsorlaSisclinicalstudies，theincidenceofmalignancies  
excludingnon－melanOmaSkincanCerWaSO・25per100patient－yeuSOffollow－uPfor  
ustekinumab－treatedpatients（1patientin406patient－yearSOffollow－uP）comparedwithO．57for  
placebo－treatedpatients（lpatientin177patient－yearSOffbl）ow－uP）．Theincidenceofnon－melanoma  

SkincancerwasO．74per100patient－yeatSOffo1low－uPforustekinumab－treatedpatients（3patientsin  

406patient－yearSOffo1low－up）comparedtol．13forplacebo－treatedpatients（2patientsin176  
Patient－ye訂SOffbllow－up）．   

InthecontrolledandnoMOntrOlledportionsofpsorlaSisclinicalstudies，theincidenceof  
malignanciesexcludingnon－melanOmaSkincanCerSWaSO・36perlOOpatient－ye訂SOffo1low－uPfor  
ustek3numab－treatedpatie血S（8patientsin2，249patient－yeaqSOffollow－up）andmalignancies  
reportedincludedbreast，COlon，headandneck，kidney，prOState，andthyroidcancers・Therateof  
malignanciesreportedinustekinumab－treatedpatientswascomparabletotherateexpectedinthe  
generalpopulation（Standardisedincidenceratio＝0．68［95％con茄denceinterval：0．29，l．34］）．The  
hcidenceofnon－melanomaskincancerwasO・80perlOOpatientTyearSOffb1low－uPfor  
ustekhumab－treatedpatients（18patientsin2，245patient－yearSOffo1low－uP）（SeeSeCtion4．4）．   

H ersensitivit reactions  
Inclinicalstudiesofustekinumab，raShandurticariahaveeachbeenobservedin＜2％ofpatients・   

Immuno巳enicitv  

Approximately5％ofustekinumab－treatedpatientsdevelopedantibodiestoustekinumab，Whichwere  
general1ylow－titer・Noappatentcorrelationofantibodydevelopmenttoirtiectionsitereactionswas  
Seen・Efricacytendedtobelowerinpatierrtspositiveforantibodiestoustekinumab；however，  
antibodypositivitydoesnotprecludeaclinicalresponse．   

4．9 0verdo別さ   

Nocasesofoverdosehavebeenreported・   

Singledosesupto4・5mgkghavebeenadministeredintravenouslyinclinicalstudieswithout  
dose－1imitingtoxicity・Incaseofoverdose，itisrecommendedthatthepatientbemomitoredforany  
SlgnsOrSymptOmSOfadversereactionsandappropriatesymptomatictreatmentbeinstituted  
immediately．  
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5．   PHARMACOLOGICALPROPERT王ES   

S．1 Pbamacodymamieproperties   

Pharmacotherapeuticgroup：Interleukininhibitors，ATCcode：LO4ACO5．   

Mechanismofaction  

UstekinumabisafbllyhumanlgGIKmOnOClona！antibodythatbindsw行hhighafnnityandspecificity  
tothep40proteinsubunitofthehumancytokinesIL－12andlL－23．Ustekinumabinhibitstheactivity  
ofhuman！L－12andlL－23bypreventingthesecytokines放ombindingtotheirfL－12RBITeCeptOr  
PrOteinexpressedonthesurfaceofimmunecells．Ustekinumabcannotbindto7L－12orIL－23thatis  
pre－boundtoIL－12Rβ1cellshrfacereceptors．Thus，uStekinumabisnotlikelytocontributeto  

COmP）ement－Orantibody－mediatedcytotoxicityofthereceptor－bearingcell．1し12andIL－23are  
heterodimericcytokinessecretedbyactivatedantigenpresentingce11s，SuChasmacroph喝eSand  
dendriticcel！s，IL－12andIL－23participateinimmunefunctionbycontributingtonaturalkiller（NK）  
CellactivationandCD4＋T－Celldifftrentiationandactivation．However，abnormaireguIationofTL－12  
andIL－23hasbeenassociatedwithimmune－mediateddiseases，SuChaspsoriasis・Ustekinumab  

preventsIL－12andtL－23contributionstoimmunecellactivation，SuChasintrace＝ularsignalingand  
CytOkinesecretion・¶1uS，uStekinumabisbelievedtointerruptSignalingandcytokinecascadesthatare  

relevanttopsonasispathology・   

ClinicalefncacYandsafttv  
Thesafttyandefncacyofustekinumabwasassessedinl，996patientsintworandomised，  
double－blind，Placebo－COntrOlledstudiesinpatientswithmoderatetosevereplaquepsoriasisandwho  
WereCandidatesfbrphototherapyorsystemictherapy．   

PsoriぉisStudyl（PHOENIXl）evaluated766patients．53％ofthesepatientswereeither  
non－reSpOnSive，intolerant，Orhadacontraindicationtoothersystemictherapy－Patientsrandomisedto  

ustekinumabreceived45mgor90mgdosesatWeeksOand4andfo1lowedbythesamedoseevery  
12weeks．Pa‡ientsrandomisedtoreceiveplaceboalWeeksOand4crossedovertoreceive  
ustekinumab（either45mgor90mg）atWeeks12and16fbllowedbydosingevery12weeks．Patients  
OriginallyrandomisedtoustekinumabwhoachievedPsoriasisAreaandSeverityIndex75response  
（PASiimprovementofatleast75％relativetobaseline）atbothWeeks28and40werere－randomised  
toreceiveustekinumabevery12weeksortoplacebo（i・e・，withdrawaloftherapy）．Patientswhowere  

re－randomisedtoplaceboatWeek40reinitiatedustekinumabattheiroriginaldosingreg皿enWhen  
theyexperiencedatleasta50％lossoftheirPASIimprovementobtainedatWeek40．Al1patients  
Werefb1lowedforupto76weeksfo1lowingfirstadministrationofstudytreatment．   

PsoriasisStudy2（PHOENIX2）evaluated1230patients．61％ofthesepatientswereeitherr）On－  
responsive，intolerant，brhadacontraindicationtoothersystemictherapy．Patientsrandomisedto  
ustekinumabreceived45mgor90mgdosesatWeeksOand4fo1lowedbyanadditionaldoseat16  

Weeks．PatientsrandomisedtoreceiveplaceboatWeeksOand4crossedovertoreceiveustekinumab  
（either45mgor90mg）atWeeks12and16．Allpatientswerefoilowedforupto52weeksfolJowing  
Rrstadministrationofstudytreatment．   

Inbothstudies，baselinediseasecharacteristicsweregeneral1yconsistentacrossal1treatmentgroups  

withamedianbaselinePASIscore舟om17to18andmedianbaselineBodySurface＿Area（BSA）≧20，  
medianDermatologyLiftQualityIndex（DLQI）range危omlOto12．Approximatelyonethird  
げHOENIXl）andonequarter（PHOENIX2）ofsu句ectshadPsoriaticArthritis（PsA）・   

Theprimaryendpointinbothstudieswastheproport10nOfpatientswhoachievedPAS775response  
倉ombaselineatWeek12（SeeTable2）．  
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九血し∴晶刑′′れ′rl・小血血／「叩り肌・血J一・…′・山血∫J叫・Jげ／Jりいハ■JJ‘川〟八一げ山血加小二  

げ〃0且膿み  

Week12（2irtiections）  Week2S（3illiections）  

PBO   45mg   90mg   45mg   90 mg, 
PsoriasisStudyl  
Numberofpatients  255   255   256   250   243   

randomised  

PASI50responseN（％）   26（10％）   213（84％）a  220（86％）a  228（91％）  234（96％）   

PASI75responseN（％）   8（3％）   171（67％）a  170（66％）a  178（71％）   191（79％）   

PASI90responseN（％）   5（2％）   10（；（42％）a  94（37％）a   123（49％）   135（56％）   

PGAbofclearedorminimal  151（59％）a  156（61％）a  146（58％）   160（66％）  

N（％）   

PsoriasisStlldy2  
Numberofpatients  410   409   411   397   400   

raJldomised  

PAS150responseN（％）  41（10％）   342（84％）8  367（89％）a  3（i9（93％）  380（95％）   

PASI75responseN（％）   15（4％）   273（67％）a  311（76％）a  276（70％）  314（79％）   

PASI90responseN（％）   3（l％）   173（42％）a  209（51％）a  178（45％）  217（54％）   

PGAbofclearedorminimal  277（68％）a  300（73％）8、  

N（％）   
◆   

ap＜0・001for45mgor90mgincbmparisonwithplacebo（PBO）．   
bpGA＝PhysicianGlobalAssessment   

1nPsoriasisStudylmaintenanceofPASI75wassigniGcantlysupenorwithcontinuoustreatment  

COmparedwithtreatmentwithdrawal（p＜0．001）．Simi1arresultswereseenwitheachdoseof  
ustekinumab・AtWeek52，89％ofpatientsre－randomisedtomaintenanCetreatmentWerePASI75  
responderscompaTedwith63％ofpatientsre－randomisedtoplacebo（treatmentwithdrawal）  

（P＜0・001）・Atweek76，84％ofpatientsre－r弧domisedtomaintenanCetreatmentWerePASI75  
responderscomparedwith19％ofpatientsre－randomisedtoplacebo（treatmentwithdrawal）．   

Inpatientsre－randomisedtoplacebo，andwhoreinitiatedtheironglnalustekinumabtreatmentreglmen  

afterlossof≧50％ofPASIimprovement85％regainedPASI75responsewithin12weeksafter  
re－initiatingtherapy．   

lnPsoriasisStudyl，atWeek2andWeek12，Sigmi重cantlygreaterimprovements舟ombaselinewere  

demonstratedintheDLQlineachustekinumal）treatmentgrOupCOmpa托dwithplacebo．The  

improvementwassustainedthroughWeek28．Similarly，Signif王cantimprovementswereseenin  

PsoriasisStudy2atWeek4and12，WhichweresustainedthroughWeek24．InPsoriasisStudyl，  

improvementsinnailpsoriasis（NailPsoriasisSeverityIndex），inthephysicalandmentalcomponent  

SummarySCOreSOftheSF－36andintheltchVisualAnalogueScale（VAS）werealsosign摘cantin  
eachustekinumabtreatmentgroupcomparedwithplacebo．InPsoriasisStudy2，theHospitalAnxiety  

andDepressionScale（HADS）andWorkLimitationsQuestionmire（WLQ）werealsosigni窮cantly  

improvedineachustekinumabtreatmentgroupcomparedwithplacebo・  
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