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Table3：LocalandRegionalAdverseReactionsDuring  
％Sub  Treatment   

Veregen  Vehicle  

「Ⅳ＝jタり   （Ⅳ＝2βり  

Erythema  
Pruritus  
B11mlng  
Pain／discomfbrt  
Erosion／UIceration  
Edema  
Induration  
Rash vesicular 
Regional Lymphadenitis 
Desquamation  
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Reaction  
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Irritation  
R；lSh  

0
 7

6
9
6
7
5
6
4
9
4
5
3
5
2
0
3
5
3
2
2
1
1
1
 
 

2
 

6
1
q
q
d
 
O
O
O
O
 
 

3
4
 

Atotalof266／397（67％）ofsubjectsintheVeregen，15％grouphadeitheramoderateorasevere  
reactionthatwasconsideredprobablyrelatedandofthese120（30％）su句ectshadaseverereaction・  

Severereactionsoccurredin37％（71／192）ofwomenandin24％（49／205）ofmen．Thepercentageof  
Su句ectswithatleastonesevere，relatedadverseeventwas26％（86／328）forsu句ectswithgenital  
wartsonly，42％（19／45）insu句ectswithbothgenitalandperianalwartSand48％（11／23）ofsu叫ects  

with perianal warts only. 

Phimosisoccurredin3％ofuncircumcisedmale su句ects（5／174）treatedwith Veregenandinl％  
（1／99）invehicle．   

Themaximummeanseverityoferythema，erOSion，edemaandindurationwasobservedbyweek20f  
treatment．   

Less commonlocaladverse eventsincluded urethritis，perianalinftction，Plgmentation changes，  
dryness，eCZema，hypereSthesia，neCrOSis，PaPules，and discoloration・Otherless common adverse  
eventsincludedcervicaldysplasia，pelvicpaln，CutaneOuSfacialrashandstaphylococcemia・   

InadermalsensitizationstudyofVeregenointmentinhealthyvolunteers，hypersensitivity（typeIV）  
WaSObservedin50utOf209su叫ects（2．4％）underocclusiveconditions・   

0VERDOSAGE  

OverdosagewithVeregenTMhasnotbeenreported・   



NDA2ト902  

Pagell  

DOSAGEANDADⅣmSTRATION  
VeregenTMointment，15％istobeappliedthreetimesperdaytoallextemalgenitalandperianal  
Wa托S．   

ItisrecommendedtowashthehandsbeforeandaRerapplicationofVeregenTMAboutanO・5cm  
strandoftheVeregenTMointment，15％shouldbeappliedtoeachwartusingthe伽ger（S），dabbingit  
OntOenSureCOmPletecoverageandleavlngathinlayeroftheointmentonthewarts・   

Itisnotnecessarytowashofftheointmentfromthetreatedareapnortothenextapplication．  

TreatmentwithVeregenTMshouldbecontinueduntilcompleteclearanceofa11warts，howeverno  
longerthan16weeks．   

Localskinreactions（e．g．erythema）atthetreatmentsitearefrequent．Nevertheless，treatmentShould  
becontinuedwhentheseverityofthelocalskinreactionisacceptable．   

HOW SUPPLIED 

VeregenTMointment，15％isabrownOintmentandissuppliedinaluminiumtubescontalnlng15  
0intmentpertube．   

Storage Conditions 
PriortodispenSingtothepatient，StOrere丘igerated20cto80c（360Fto460F）．AfterdispenSing，StOre  
refrigeratedorupto250C（770F）．  
Donot打eeze．  
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H histaminerg】CreCeP10rS，Whichmayexptainsomeoftheothere他ctso抽edrug・  
Paiiperidonehasnoaff両yforcho柚ergicnluSCarinico用一－and汚2－adrenergic  
receptors・Thepharmacoiogicalac柚yofthe（＋）－and（十Paiiperidoneenantiomers  
iSqua】itative】yandqua〔tilativelys耐a＝口頭叩  

Pharmacokjnetics  

FoHow椚gaS噂edose．theplasmaconcentrationsofpaEzperidonegradual‡yr．seto  
reachpeakplasmaconc？ntration（Cl．a．）approximately24hoursafterdosing・The  
PharmacokineticsofpalEPeridonefotiow‡nglNVEGATMadministrationaredose－  
P「OPOrtionalwithinthere 

． 

SteadyLStateCOnCentrationsofpaiiperidoneareattained㈲肝油4・5daysofdosing  
WithlNVEGATMinmostsubjects．Themeansteady－StatePeak：trOUghratioforan  
LNVEGATMdoseof9mgwasl，7witharangeo＝．2－3．1・  

FoliowingadministrationoflNVEGATM．軌e（＋）andHenantiomersofpaliperidone  
EnterCOnVert，reaChinganAUC（－）tOHratioofapproximateiyl・6atsteadystate，  

AbsorptionandDistribution  
TheabsoIuteoralbioavailab呵OfpaliperidonefoI廊nglNVEGA7L虞admi〔istrationis  
28‰  

Administrationofa12mgpa坤eridoneextendedイeleasetabie＝ohealthyambulatory  
Subjectswithastandardhigh－faUhigh－CatOricmeaigavemeanC。、aXandAUCvalues  
Ofpaliperidonethatwereincreasedby60％and54％，reSPeCtiveiycomparedwith  
admhlistrationunderfastingconditions．C柚caltria】sestablishingthesafetyand  
efficacyofINVEGA－hlwerecarriedou‡insubjectswithoutregardtothetimingof  
meaIs．WhiEeENVEGATMcanbetakenwithoutregardtofood．thepresenceoffoodat  
thetimeo＝NVEGATMadministrationmay旧CreaSeeXPOSuretOPalIPeridone（See  
DOSAGEANDADMINESTRAT10N）、  
BasedonapopuiationanalysIS，theapparen†vo山meofdistributionofpa坤eridoneis  
487L．TheplasmaproteinbindingofracemicpaEiperidoneis74％・  

MetabdismandElimination  

A肋OUghinvitrostudiessuggestedaroEeforCYP2D6andCYP3A4inthe  
metabo＝smofpallPeridone，invivoresultsindicatethattheseisozymespEaya＝mited  
roleintheoveral暮etiminationofpaliperidone（SeePRECAUTtONS：Drug  
interactions）．  

OneweekfoltowEngadministrationofasIngleoraldoseotlmglmmediateィelease  
14C・PaIiperidoneto5heaIthyvoEunteers，59％（range51％・67％）ofthedosewas  
excretedunchangedintourine，32％（26％－41％）ofthedose轡SreCOVeredas  
metaboEites．and6％－12％0＝hedosewasnotrecovered．ApproxlmateLy80％ofthe  
administeredradioactivitywasrecoveredinurやeandll％inthefeces・Fourprimary  
metabolicpathwayshavebeenidentifiedinvwo，nOneOfwhichcou‡dbeshownto  
accountformorethanlO％ofthedose：dealkyFation．hydroxyIation．dehydrogenation，  
andbenzisoxazolescission．  

Popu！ationpharmacokineticanaEysesfoundnodifferenceinexposureorc霊earanceof  
Pa＝peridonebetweenextensivemetabolizersandpoormetabonzersofCYP2D6  
Substrates．  

Speciaげ叩〕ねtions  

焼印血叫地価釧  

」nastudyinsubjectswithmoderatehepaticimp9irrent（ChiZd－PughcねSSB）7the  
Plasmaconcentrationso＝reepa坤eridoneweresLmlhrtothoseofhealthysubjects．  
althoughtotalpaliperidoneexposuredecreasedbecauseofadecreaseinproteln  
binding．ConsequentFy．nodoseadjustmentisrequiredinpatients融thmildor  
moderatehepatlClmPalrment，Theeffectofseverehepat！CZmPaけmenhsunknown・  
只e相川叩如m狛  

ThedoseofINVEGATMshouldbereducedinpatientswithmoderateorsevererenai  
impairment（SeeDOSAGEANDADMENESTRAT蔓ON：Dos吋nSpeciaEPoputations）・  
Thedispositionofaslngiedosepahperidone3mgextendedィeleasetablet肌・aS  
Studiedinsubjects如th〉arylngdegreeSOfrenaEfunction・EliminationofpallPe「idone  
decreasedwithdecreasEngeStimatedcrea柚neclearancelTbtalclearanceof  
PaEEPeridonewasreducedinsubiectswithimpairedrena＝unctionby32％0n  
averageinmild（CrCl＝50to＜80mL！m帖64㌔巨［mOderate（CrC旨＝30to  
＜50rnL：m帖and71％】nSeVere（CrCE＝10to＜30mLJmin）rena蔓impairme札  
COrreSPOndingtoanaverageincreaseinexposure（AUC．，f）0‖旦2・6，and4・8fo軋  
respec柚軸COmParedtohea肋ysubiects．Themeantermina蜜e納血ationha糾feof  
Pa極eridonewas24．40．and51hoursinsubjects血価m軋moderatelandsevere  
renalimpalrmentfreSPeC柚頼COmParedw肋23hoursinsubjecIswithnorma葦  
renal†unct加（CrC董≧80mUm軌   

lNVEGATM  
（Pa‡iperidone）  
EズIended・ReleaseTablets  

10105900   
12／06  

01」N217  

lncreasedMortalitYinElderlyPatientswithDementia－RelatedPsychosis  
ElderIypatientswithdementia－relatedpsychosistreatedwithatypical  
arltjpsychoticdrugsareatanincreasedriskofdeathcomparedto  
PLacebo．Analysesof17p（acebo・COntrO”edtrials（modaldurationof10  
Weeks）inthesesubjectsrevealedari＄kof．deathinthedrug・treated  
Subjectsofbetweenl．6tol．7timesthatseenlnPlacebo・treatedsubjects・  
OverthecourseofatypicaIlO・Weekcontrolledtrial，therateofdeathin  
drug・treatedsubiectswasabout4・5％，COmParedtoarateofabout2・6％  
inthep（acebogroup．Althoughthecausesofdeathwerevaried，mOStOf  
thedeathsappearedtobeeithercardiovascular（e・g・，heartfailure，  
SUddendea叫Orinfectious（e・g・，Pn苧UmOnia）innature・州VEGATM  
（P叫erido叫Extended・ReleaseTab賊SISnOtaPPrOVedわrthetreatment  
Ofpa！ientswithdenentia・reLatedpsychosis・  

DESCR肝TlON  
Pa事iperidone．！heactiveingredientinENVEGATMExtended－ReleaseTablets，isa  
PSyChotropicagentbetongingtothechemjcalclassofbenzisoxazoEederivatives・  
ZNVEGATMcontainsaracemicmixtureofトトand（－）－Paliperidone・Thechemical  

nameis（士）・3・1（2－【4－（6－fEuoro－1，2・benzisoxazo卜3－yl）－1－Piperidinyりethy17・6，7・8，9・  
tetrahydro－9－hydroxy－2－methyト4H・Pyrido［1，2－alpyrimidin・4・One・．tSmOteCUiar  
formuiaisC＝3H27FN．03anditsmdecuLarweightis426・49・Thestructurai70rmu如S：  

N－0   

饉N≠メ、ぬF                   O  
′○  

PaiiperidoneissparmgIysolubieinO・1NHClandmethy始nechioride；PraCticalEy  
insoIubleinwater．0．1NNaOH．andhexane二ands＝g州yso山b始inN．N－  
dimelhy伽rma†Ⅵide■  

‡NVEGATM（PaIiperidone）Extended・ReEeaseTabletsareavailablein3mg（White），  
6mg（beige）．and9mg（Pink）strengths・lNVEGATMutilizesOROS斥Lospoticdrug－  
reEeasetechnc，Iogy（SeeDeliverySystemComponentsandPerformance）・  

Enactivemgredientsarecarnaubawax．ce＝utoseacetale，hydroxyethyEce‖血Se，  
PrOPylenegEycoE，PO蓼yethyEenegEycoLpolyethyEeneoxidesIPOVidonelSOdium  
Ch10ride，SteartCaCid，butyEatedhydro叫OIuene，hypromeEIose，titaniumdioxide．and  
frOnOXides．The3mgtab廟SaIsocontainEactosemonohydrateandtriacetin・  
DetiverySystemComponentsandPe血rmance  
削VEGAT柏us（！SOSmOticpressuretodeliverpaiEPeridoneatacontroHedrate，The  
de憂iverysys†em，WhichresembbsacapsuEe－Shapedtab）etinappearance：COnSistsof  
anosmoticaEEyactivetriEayercoresurroundedbyasubcoatandsemipermeabEe  
membrane，Thl∋triiayercoreiscomposedo＝wodrugiayerscontainingthed「ugand  
excIP（entS．anCaPUShiayercontainIngOSmOhcallyactivecomponents・Therearetwo  
PreCisionlaser・・dri＝edohficesonthedrug－Layerdomeofthetabiet・EachtabJetstrength  

hasadi触entco10redwater－dispersibIe overcoatandprintmarkings．hanaqueous  
environmenい；UChasthegastrointestinaltract，thewater－dispersibEecolo「overcoat  
erodesqui叫WaterthenentersthetabletthroughthesemlPermeablemembranethat  
cont（OIstherateatwhichwaterentersthetab事etcore，Which．inturn，determinestne  
rateofdrugde＝veryThehydrop柚CP叫mersofthecorehydrateandsweiLcreatinga  
ge…conta壷nEngPa＝peridonethatisthenpushedoutthroughthetableto「ifices・The  
bjo噂Catiyinertcomponentso＝hetabEetremainintactduringgastrointestinaLtransit  
andaree抽血edinthestoolasatabEetsheH．aJongwi裾nso加地COreCOmPOnentS・  

CL拙CALPHARMACOLOGY  
Pharmacodynamics  
Pa紬er：doneisthemajOraC抽emetaboEiteofr事SPeridone■Themechanismofaction  

OIpadiperidone，aSWithotherdrugshav壷［gefficacyinschizophrenia．isunknown・  
bし州hasbe〔1nPrOPOSedthatthedrug｛slherapeuticactivitylnSChlZOPhreniais  
mediatedthroughacombinationofcentraEdopamine旬Pe2（D。）andserotonEnサPe2  
（5HT2ムjreC坤0「antagOnism・  

Pa！iDeridone一∫；a如activeasananlagonistat（Yland（t］adrene「gECreCePtOrSand  



甜叫  

Nodosageadjustmen＝srecommendedbasedonagealone．However，dose  
adjustmentmayberequ汗edbecauseofage・reiateddecreasesincreatinine  
Ciearance（SeeRenaHmpairmentaboveandDOSAGEANDADMIMSTRAT10N：  
DosinginSpecialPopula†ions）．  

勉ce  

Nodosageadjustmentisrecommendedbasedonrace．Nodifferencesin  
PharmacokineticswereobservedinapharmacokineticstudyconductedinJapanese  
andCaucasians．  

G即der  

Nodosageadjustrnentisrecommendedbasedongender，Nodifferences  
Pharmacokineticswereobservedinapha（maCOkineticstudyconductedinmenand  
WOme〔．  

S肌）た晦  

Nodosageadjustmentisrecommendedbasedonsmokingstatus．Basedonb7Vitro  
Studiesutilizlnghumanliverenzymes，Pa＝peridoneisnotasubstrateforCYPIA2；  
SmOkingshould．therefore．nothaveane侮CtOnthepharmacokineticsofpa（iperidone．  
C‖nicalTrials  

Theshorト旭rmcfficacyofENVEGATM（3to15mgoりCedaiJy）wasestabFishedin  
！hreeplacebo－COnlro＝edandactive・COntrO＝ed（OlanzapJne）・6・Week・fixed－dose 

－ 
SChizophrenia・StudieswerecarriedoutinNorthAmenca．EasternEurope．Western  
Europe，andAsia・Thedosesstudiedamongthesethreetrialsincfuded3，6，9．12．  
and15mg／dayDosingwasinthemorningwithouIregardtomeals．  
帥CaCyWaSeValuatedusingthePositiveandNegativeSynd（OmeScale（FnNSS），a  
Va（idatedmulti－iteminventorycomposedo用vefactorstoevaLuatepositive  
SymP10mS．negative symptoms，disorganized thoughts．uncontroHed  
hostility／excitement，andanxiety／depression・EfficacywasaIsoeva山atedusingthe  
PersonalandSocialPerformance（PSP）scale．ThePSPisavalidatedclinician・rated  
SCaIethatmeasurespersonalandsocia［functioninginthedomainsofsocia”yuseful  
activities（e・g・．WOrkandstudy），PerSOnalandsociaIre（ationships，Self－Care，and  
disturbingandaggressivebehaviors．  
1nalE3studies（n＝1665），削VEGATMwassリP？riortopEaceboontheFANSSatalJ  
doses・Meane”ectsataltdoseswerefairlys■mlIar，althoughthehigherdosesinall  
Studieswe（enumerica”ysuperior．削VEGATMwasaIsosuperiortopIaceboonthe  
PSPinthesetria（S  

Anexaminationofpopulationsubg（OuPSdidnot（eVeaIanyevidenceofdifferential  
responsivenessonthebasisofgender，age（therewe［efewpatientsover65），Or  
geographicregion・Therewereinsu栂entdatatoexp10redifferentia‡effectsbasedon  
「aCe．  

1NDICAT10NSANDUSAGE  

INVEGATM（Pa坤eridone）Extended－Releaselbbfetsisindicatedforthetreatmentof  
SChizophrenia、  

TheefficacyofENVEGATMintheacutetreatmentofschizophreniawasestabtishedin  
three6－Week，Pfacebo－COntrOIfed，fixed－dosetriaJsinsubjectswithschizophrenia．  
Theefficacyofpa＝peridonehasnotbeenevaluatedinplaceboTCOntrO＝edtria‡sbr  
fongerthansixweeks・Therefore，thephysicianwhoelectstousepallPerjdonefor  
extendedperiodsshouIdperjodicallyre－eValuatetheFong・termuSefulnessofthedrug  
fortheindividuaIpatlent．  
CONTRAJND［CAT10NS  

ENVEGATM（Paliperidone）iscontraindicatedinpatientswi軌aknownhypersensiti叫  
topalEPeridone．nsperidone．ortoanycomponentsinthe削VEGATMfomu（ation．  
WARN桐GS  

lncreasedMortalityinElderlyPatientswithDementia・RelatedPsychosis  

Eはerlypatientswithdementia・relatedp＄yChosistreatedwithatyp．cal  
antipsychoticdrugsareatanincreasedri＄kofdeathcomparedtopJacebo．  
洞VEGATM（Pa］iperidone）Extended・Re［easeTabIetsisnotapprovedforthe  
treatmentofdementja・relatedpsychosis（SeeBoxedWarning）．  
QT Prolongation 
PafiperidonecausesamodestincreaseinthecorrectedOT（OTc）雨erval．Theuseof  
PaliperidoneshouEdbeavoidedincombinationwithotherdrugsthatareknownto  
PrOfongQTcincIudingClassIA（e・g・さquinidine，PrOCainamide）orClass川（e、g‥  
amiodaronel 

． 

輔ercぎassofmedjcationsknowntoprolongtheQTcinterva＝⊃a極eridoneshouid  

aEsobeavoidedinpatientswithcongenitaE10ngQTsyndromeandinpatientswitha  
historyofcardiacarrhvthmias．  
Certaincircumstancesmayincreasetheriskoftheoccurrenceoftorsadedepointes  
and／orsuddendeathinassociationwiththeuseofdrugsthatproiongtheQTc  
intervaいncluding（1）bradycardia：（2）hypokalemiaorhypomagnesemia；（3）  
COnCOmitantuseofotherdrugsthatprolongtheQTcintervaI；and（4）presenceof  
COngenita‡proIongatjonoftheQTinterval．  
Theeffectsofpa‡iperidoneontheQTintervalwereevahJatedinadoub，e－blind．  
active－COntrOlled（moxif（oxacin400mgsingledose）．muEticenterQTstudyinaduほS  
Withschizophreniaandschizoaffectivedisorder，andinthreepねcebo－andactive・  
COntrOF［ed6珊eek．fixed－doseefficacytria‡sinadultswithschizophrenia．  
1ntheQTstudy（n＝141）・the8mgdoseofimmediate－release？raIpaliperidone  
（n＝44）showedameanplacebo・Subtractedincreasefrombase＝neinQTcLDof  
12・3msec（90％CF：8・9；15・6）onday8atl・5hourspost・dose．Themeansteady・  
state peakpはsmaconc占ntrationforthis8mgdose ofpa‖peridone  
immediate－reieasewasmorethantwicetheexposureobservedwiththemaximum  
（eCOmmended12mgdoseofINVEGATM（Cma，S，＝113and45ng／mL，reSPeCtiveIy．  
Thenadministeredwithastandardbreakfast）・lnthissamestudya4nlgdoseofthe  
Jmmediate－reIeaseora＝ormulationofpa＝peridone，forwhichCRaメSS＝35ng／mL，  
Showedanincreasedplacebo－SubtractedQTcLDof6，8msec（90％CE：3，6：10．1）on  
day2a＝．5hourspost・dose．Noneofthesubjectshadachangeexceeding60msec  
OraQTcLDexceeding5OOmsecatanyt汀neduringthisstudy  
Forthethreefixed－doseefficacystudies．electrocardiogram（ECG）measuTementS  
takenatvarioustimepointsshowedonlyonesubjectinthelNVEGATM12mgg［OUP  
hadachange？誉？eeding60msecatonenTte－POintonDay6（increaseof62msec）・  
NosubjectrecelVlnglNVEGATMhadaQTcLDexceeding500msecatanytimeinany  
Ofthesethreestudies．  

Neur01ep鮎MalignantSynd和me  
Apotentially如atsymptomcomp（exsometimesreferrcdtoasNeuroEepポcMalignant  
Synd（Ome（NMS）hasbeenreportedinassociationwithantipsychQticdrugs，  
includingpa‖peridone，C‡inicalmanifestationsofNMSarehyperpyrexFa，mUSCle  
rigidi頓a‡teredmentals†atus、andevidenceofautonomicinstab呵（irregufarpuLseor  
bEoodpressure，taChycardia， 
mayinc（udeeIevatedcreatinephosphokinase，myOglobinuna（rhabdomyoJysis），and  
acu†erenalfaiLure．  

Thediagnosticeva［uationofpatientswiththissyndromeiscompllCated．1narriv［ngat  
adiagnqsis・itisimportanttoidenti～casesをnwhichtheclinicalpresentationinctudes  
bothser10uSmedica川ness（e、gリPneum？ma，SyStemicinfection，etC・）anduntreated  
OrinadequatelytreatedextrapyramidalsLg 

． 

StrOke，drugfe〉er，andprimarycentralnervoussystempatho10gy  
ThemanagementofNMSshouldinclude：（1）immediatediscontinuationof  
antipsychoticdrugsandotherdrugsnotess戸ntialtoconcurrenttherapy；（2）inIensive  
SymPtOmatictrea†mentandmedicalmonitorFng；and（3）treatmentdanyconcon？itant  
SenOuSmedicalproblemsforwhichspecifictreatmentsareavaiJable．ThereESnO  
generalagreementaboutspecificpharmaco10glCaEtreatmentregjmensfor  
uncompllCatedNMS．  
1fapatientappearstorequ汀eantipsychoticdrugtreatmentafterrecoveryfronlNMS．  
reintroductionofdrugtherapyshouFdbec10SeEymonitored，Sincerecurrencesof  
NMShavebeenreported．  
海相iveDy＄kinesia  

Asyndromeofpotentiaf！yir（eVerSible，invoEuntary．dyskineticmovementsmay  
developlnPatientstreatedwi什Iantipsychoticdrugs．AtthoughtheprevaFenceo＝he  
Syndromeappearstobehighestamongthee暮derty．especiaHyeEderlyvvomen，itis  
mpossibEetopredictwhichpatientswil［deve10Pthesyndrome．Whetherantipsychotic  
drugproductsdifferintheirpote価ar10CauSetardivedyskinesiaisunkno  

Theriskofdeveiopjngtardivedyskinesiaandthe＝keIihoodthatitwillbecome  
irreversibEeappea＝oincreaseasthedu（ationo＝reatmentandthetotalcumu‡ative  
doseofantipsychoticdrugsadminisleredtothepatientincrease．bullhesyndrome  
Candeve10Pa什errelativelybrieftreatmentperiodsa†事owdoses．althoughthisis  
unCOmmOn，  

Thereisnoknowntrealmentforestabfishedtardivedyskinesia，aEthoughthe  
Syndromemayremit，PartiaHvo（COmPleteFyifantipsychotictreatmentiswithdrawn，  
Antipsychotictreatmentitselfmaysuppress（OrPartiaEtysuppress）thesEgnSand  
SymPtOmSOfthesyndromeandmaythusmasktheunderty椚gPrOCeSS．Thee侮c†of  
SymPtOmaticsuppressionon†hebng－termCOurSeO＝hesyndromeisunkno帆   



GNentheseco11Siderations，lNVEGAT’Jshou∃dbepresc㈹edinamannerlhatismost  
likelytomin血izetheoccurrenceo＝ardivedyskinesia．Chronicantipsychotic  
treatmentshoutdgeneraHybereservedforpatientswhosufferfromachronic…ness  
thatisknowntE）reSPOndtoantipsychotlCdrugs．hpatientswhcdorequEreChronic  
treatment，thesmallestdoseandtheshorlestdurationoftreatmentp（Oducinga  
Satisfactoryciinicalresponseshoutdbesought．Theneedforcontinuedtreatment  
Shouk】bereasl；eSSedperiodicaLly，  

【fslg〔Sa〔dsソmPtOmSO＝a「divedyskinesiaappearinapatienttreated w冊  
㈹VEGAT㍍．drugdiscontinuationshou霊dbeconsidered．Howeve「．somepatientsmay  
requiretreatmentwith】NVEGATMdespitethepresenceofthesyndrome．  

Hype嘲ycemiaandDiabetesMe＝tus  
HypergIycemia，insomecasesex†remeandassociatedwithketoacidosisor  
hyperosmolar（ニOmaOrdeath．hasbeenreportedinpatientstreatedwitha”atyp筆Cal  
anfipsychotics．Thesecaseswere，forthemostpart，Seeninpost－marketingc＝nlCal  
useandepide雨OioglCStUdies．no†incfinicaltrials，andtherehavebeenfewreports  
Ofhyperglyce汀・iaordiabetesi〔tria．subjectstreatedwith胴VEGATM．Assessmentof  
thereiationshipbetweenatypiCalantipsychoticuseandgEucoseabnormali紬sis  
COmP＝caledbytheposs酬勒Ofanincreasedbackgrou〔driskofdiabetesme冊usin  
Patientswithschizophreniaandtheincreasngincidenceofdiabetesme＝血sinthe  
generalpopul・］tion．Giventheseconfounders．theretationshipbetweenatypical  
antipsychotlCuSeandhyperglycemやイelatedadverseeventsisnotcompEetely  
Understood，ト10WeVer，ePidemioEoglCalstudiessuggestanincreasedriskof  
treatment－emergenthyperglycemia・relatedadverseeventsinpatientstrealedwith  
theatypicaiantipsychotics．BecauselNVEGATMwasnotmarketedatthetimethese  
Studieswerepl∋rformed，itisnotknownifiNVEGAT㍉1isassociatedwiththisincreased  
risk．  

PatientswithanestabEishedd‡agnOSisofdiabetesme‖血swhoarestartedon  
atypECalant廟ychoticsshouEdbemonitoredregularEyforworseningofglucose  
CO〔trOLPatientswithriskfactorsfordiabetesmeFiitus（e．gリObes噸fami！yhistoryof  
diabetes）whoarestartingtreatmentwithatypicaIantipsychoticsshouldundergo  
fas柚gbioodglucosetestingatthebeginn？ngOftreatmentandperiodical（yduring  
treatment．AnゝPatienttreatedwithatypICalantipsychoticsshou婁dbemonitoredfor  
SymPtOmSOfhyperglycemiainc山dingpo岬PSia．poiyuria，POIyphagia，and  
Weakness．Patientswhodevelopsymptomsofhyperglycemiaduringtreatmentwith  
atypICalantips■／ChoticsshouIdundergofastingbLoodglucosetesting．nsomecases．  
hypergEycemiahasreso‡vedwhentheatypicalantipsychoticwasdiscontinued；  
however．somepatientsrequiredcon柚uationofanti・diabetictreatmentdespite  
discontinuatiorto抽esuspectdrug．  
Gastrointesti一泊1  

BecausetheFWEGATMtabletisnon－defornlableanddoesnotappreciablychangeFn  
Shapeinthegastro雨estlna＝racいNVEGATMshouldordinarlEynotbeadministeredto  
Patientswithpre－eXistingseveregastrointestinaEnarrowing（Patho10gicoriatrogenic，  
forexampZe：eSOPhagealmotilitydisorders，SmaElboweiinf，ammato「ydisease．“short  
gut＝．syndromeduetoadhesionsordecreasedtrans冊me．pasfhistoryofperitonitis，  
CySticfibrosis，Chronicintestinalpseudoobstruction，OrMeckel’sdiverticulu呵・There  
havebeenra「即ePOrtSOfobstructivesymptomsinpatientswithknownstrictuTeSFn  
associationwiththei［geStionofdTugSinnon－deformabJecontroi［ed－reteaSe  
formuEations，Becauseo＝hecontro”ed－reEeasedesigno＝hetabieL㈹〉EGATu  
shouldon！ybeusedinpatients油Oareabletoswa”ownetablet 
PRECAUT10NS：lnformationforPa  

Adecreaseintransittime，e・g．．aSSeenWEthdiarrhea．wouEdbeexpectedto  
decreasebioavaiEabinyandanincreaseintransittime，e・g・，aSSeenWith  
gast（Ointestir・alneuropathy，diabeticgastroparesis．orothercauses．wouldbe  
expectedtoincrea苧ebioavaihb岬Thesechangesinbioavaiiab岬aremorelike霊y  
WhenthecharlgeSlntranSittimeoccurintheupperG＝ract・  

CerebrovascularAdverseEvents．1nctudingStroke，inElderIyPatientsWith  
Dementja・Re．atedPsychosis  

lnplacebo－COぎ1trO＝edtriaIswilhrjsperidone．aripiprazole，andoEanzaplneineEde呵  
SUbiectsw伽dementia，therewasahigherincidenceofcerebrovascuEaradverse  
eventstcerebrovascuLaraccidentsandtransientischemcattacks）incIudingfatalities  
COmParedtoFlacebo－treatedsubjects．！NVEGA’l：｛wasnotmarketedatthetimethese  
StudieswereF阜erformed・ENVEGAThLisnotapprovedforthetreatmentofpatientsvyith  

dementiaィelatedpsychosis（SeealsoBoxedWARNFNG．WARNINGS：lncreased  
Morta呵血E；der）yPatientswithDemenlia－RぬIedPsychosis）．  

PRECAUTtONS  

Genera1  
0rthostaticHypotens10nandSyncope  
Pa事iperidonecaninduceorthostatichypotensionandsyncope椚SOmePatients  
becauseo＝tsa！pha－bEockingactivity．lnpooEedresultsof抽ethreepIacebo－  
COntrOHed，6・Week，fixed－dosetrials．syncopewasreportedinO，8％（7！850）of  
SubJeCtStreatedwithINVEGATh’（3，6，9，12mg）comparedtoO．3％（1／355）of  
Subjectstreatedwithp‡acebo．tNVEGATtヾ■shouldbeusedwithcautionfnPatientswith  
known9ardiovasculardisease（e・g・，”eartfaihJre，historyofmyocardiaEinねrctionor  
ischemla，COnductionabnormalities），Cerebrovasculardisease．orconditio〔Sthat  
Predisposethepatienttohypotension（dehydrat廟hypovoiemia．andtreatmentwith  
an柚ypertensivemedications）．Mo雨Ori〔gOforthostaticvitalsignsshouldbe  
COnSideredinpatientswhoarevuinerabEetohypotension．  
Seizures  

Duringprema「ketingclinlCaEtrials（thethreepEacebo－COntrO‖ed16・W？eklfixed－dose  

Studiesandastudyconductedinelderlyschizophrenicsubjects）．selZureSOCCurred  
inO、22％ofsub5ectstreatedwith削VEGATM（3．6，9．12mg）andO．25％ofsubjects  
treatedwithpEacebo．Likeotherantipsychoticdrugs，lN〉EGATLtshouldbeused  
CautiouslympatientswithahistoryofseizuresorotherconditionsthatpotentiaEly  
Fowertheseizurethreshold，Cond雨nsthatEowertheseizurethreshoidmaybemore  
PreValentinpatients65yearsorolder．  
Hyperpro加血emia  

LikeotherdrugsthatantagonizedopamineDヮreceptors，PaEEPeridoneeEeva†es  
PrOlactintevelsandtheelevationpersistsduringchronicadministration．Paliperidone  
hasaprolactin・elevatingeffectsimila＝othatseenwith（isperidone，adrugthatis  
associatedwithhighe＝evetsofproEactinthanotherantipsychoticdrugs，  
HyperproLactinemia．regardiessofetio10gy，maySuPPreSShypothaLamicGnRH．  
resuitingmreducedpituitarygonadotrophinsecretion．This，inturn，mayinhibit  
reproductivefunctionbyimpairinggonadalsteroidogenesisinboth†emaleandmaIe  
Patients．GaねCtOrrhea，amenO（rhea．gynecomastia，andimpotencehavebeen  
reportedinpatientsreceivlngPrOねCtin－elevatingcompounds．Long－Standing  
hyperprotactinemiawhenassociaモedwithhypogonadismmayZead†odecreased  
bonedens町nbothfemaleandmaEesubjects．  
Tissuec血ureexperimentsindicatethatapproximatelyone・thirdofhumanbreast  
CanCerSarePrOlactindependentinvitro．afactorofpotentia＝mportanceifthe  
PreSCriptionofthesedrugsisconsideredinapatientwithp（eViousiydetectedbreast  
CanCer．AnincreaseintheincidenceofpituitarygEand，mammarygねnd，and  
PanCreaticisEetce＝【eOPbsia（maワmaryadenocarpinom？S，Pituitaryandpancreatic  
adenomas）wasobservedinthertsperidonecarcmogentcitystudiesconductedin  
miceandrats（SeePRECAUT10NS：Carcinogenesis，Mutagenesis，lmpairmentof  
Fe刷ity）．NeithercIinicaEstudiesnorepidemio10gicsモudiesconductedtodalehave  
Shownanassociationbetweenchron［Cadministrationo＝hisclassofdrugsand  
lumorFgeneSisinhumans，bu＝heava‖ab璽eevidenceistooiimitedtobeconcFusive．  

Dysphagia  
Esophagealdysmotilityandaspirationhavebeenassociatedwithantipsychoticdrug  
use・Aspirationpneumoniaisacommoncauseofmorbidityandmortalityinpatients  
WithadvancedAIzheimer’sdementia、王NVEGATMandotherantipsychoticdTugS  
Shouldbeusedcautious蓼ylnPatientsatriskforasplrationpneumonia．  
Suicide  

Thepossib‖ityofsuicideattemptisinherentinpsychotic紺nesses，andcEose  
SuPerVisionofhigh－riskpatientsshou】daccompanydrugtherapy．Prescriptionsfor  
！NVEGATMshouEdbew佃enforthesmalEestquan叫0＝abletsconsistentwithgood  
Patientmanagementinordertoreducetherisko†overdose．  
PotenぬIforCognitiveandMotor叫）airment  

Somnolenceandsedationwerereportedinsubjectstreatedw勅INVEGATM（See  
ADVERSEREACTlONS）．Antipsychotics．includingJNVEGATM，havethepotentlaito  
impa叫udgment，佃nking，OrmOtOrSkiFts．PatientsshouldbecautlOnedabout  
PerformFngaCtivitiesrequlrngmentaialertness，SuChasopera†inghazardous  
machineryoroperatingamotorvehicle，Unt‖lheyarereasonablyceTtainthat  
Pa極erEdonetherapydoesnotadverselyaffec＝hem．  

Pr旧P！Sm  

Drugsw廟a仰a－adrenergicbEockingeffectshavebeenreportedtoinducep「1aPISm．  
AFthoughnocaseso†Pr郎ISmhavebeenrepo「tedincEinicaEtriaEsw裾NVEGATM，  
Pa‖peridoneshares佃spharmaco竪Og】CaCtivltyand．therefo（e，maybeassoclated  
VViththESr…sktSevereprlaPismmayrequ汀eSurgFCaEinIervention・   



ThTOmboticThrombocytopeniaPurpura（TTP）  

NocasesofTTPwereobservedduringclinicalstudiesw附1PallPeridone．AEthough  
CaSeSOfTTPhavebeenreportedinassociationwithrisperidoneadministration．the  
reねtionshiptorISPeridonetherapylSunknown．  

BodyTemperatureRegulation  
Disruptionofthebody’sabilitytoreducecorebodytempeTaturehasbeena裾buted  
toantipsychoticagents・Approp（iatecareisadvisedwhenprescribingENVEGATMto  
PatientswhowirIbeexperienc（ngCOnditionswhichmaycontributetoanerevationin  
COrebodytemperature．e．g．，eXerCisingstrenuous蔓y．exposuretoextremeheat，  
receivingconcomitantmedicationwithanticholinergicactivity．orbeingsubiectto  
dehyd「ation．  
Antiemetic Effect 

Anantieme眈e馳ctwasobservedinprec＝nicaJstudiesw柑1Paliperidone．Thiseffect，if  
itoccursinhumans，rnaymaSktheslgnSandsymptomsofoverdosagewithcertain  
drugsoroIconditionssuchasintestina10bstruction，Reye’ssyndrome，andbraintumoL  
UseinPatientswithConcomitantHIness  

Clinicalexperiencew肋INVEGATMinpatientswithcertainconcomitantillnessesis  
柚雨ed（SeeCuNICALPHARMACOLOGY：Pharmacokinetics：SpecialPopuiations：  
HepaticlmpairmentandRena川叩airment）．  
PatientswithParkinson’sDiseaseorDementiawithLewyBodiesarerepo（tedto  
haveanincreasedsensitivityIoantipsychoticmedication．ManifestaIionso＝his  
i〔CreaSedsensitivityincludeconfusion，Obtundation，POSturaJinstab呵Withfrequent  
fa”s，eXtraPyramidalsymptoms，andclinicaJfeaturesconsistentwiththeneu（OIeptic  
malignantsyndrome・  

ENVEGATWhasnotbeenevaFuatedorusedtoanyappreciabFeextentinpatientswith  
arecenthistoryofmyocardialinfarctionorunstableheartdisease．Patientswiththese  
diagnoseswereexcIudedfrompremarketingcJinicaltriats、Becauseoftheriskof  
Orthostatichypotensionwith桐VEGATM，CautionshouIdbeobservedinpatientswith  
knowncardiovascuIardisease（SeePRECAUT10NS：Genera，：Orthostatic  
HypotensionandSyncope）．  
lnformation ior Patients 

PhysiciansareadvisedtodiscusstheねI10WlnglSSueSWithpatientsforwhomthey  
PreSCribe削VEGATM．  
Orthostatic Hypotension 
Patientsshouldbeadvisedtha‖hereisriskoforthostatichypotension．particuladyat  
thetimeofinitiatingtreatment，re－initiatingtreatme〔t，Orincreasingthedose．  

EnterFerenceWithCognitiveandMotorPerformance  
AsINVEGAT賊hasthepotentialtoimpair5udgment．thinking．ormoto（Sk晦Patients  
Shouldbecautionedaboutopera血ghazardousmachinery，incIudingautomobiles，  
untiItheyarereasonabIycertaintha＝NVEGATMtherapydoesnotaffectthem  
adve「s叫  

Pregnancy  
Patientsshouldbeadvisedtono呵theirphysiciani＝heybecomepregnantorintend  
tobecomepregnantduringtreatmentwith胴VEGATM．  

Nursi〔g  

Patientsshouldbeadvisednottobreast－feedaninfantiftheyaretakinglNVEGATM，  
Concomitant Medication 

PatientsshouFdbeadvisedtoinformtheirphysiciansiftheyaretaking，OrPlanto  
take，anyPreSCriptionorove卜the－COunterdrugs，aSthereisapotentialfor  
interac再0〔S．  

AIcohoI  

PatientsshouEdbeadvisedtoavoidaEcoho血hiletakinglNVEGATM．  

HeatExposureandDehydration  
Patientsshouldbeadvisedregardingappropriatecareinavoidingoverheatingand  
dehyd「a†i肌  

Administ伯tion  

PatientsshouldbeinformedthatlNVEGArLIshouldbeswal10Wedwhoiewiththeaid  
O川quids．Thb始tsshouldnotbechewed，divided，OrCruShed．Themedicationis  
COntainedwithinanonabso（bablesheEidesignedtoreEeasethedrugatacontro）Ied  
rate、Thetab始tsheil，a10ngWithinsdubEecorecomponents．iseliminatedfromthe  
body；Patientsshouldnotbeconcernediftheyoccasionallynoticesomethingthat  
boks眈eatabletintheirstool．  

LaboratoryTests  
NospecificlaboratorytesIsare「ecommended、  

Drugtnteraction＄  
PotenfialfortNVEGATMtoAffectOtherDrugs  
PaliperidoneisnotexpectedtocausecIinic釧ylmPOrtantPharmacokinetic  
interactionswithdrugs軌ataremetaboEizedbycytochromeP450isozymes．）nvitTD  
Studiesinhumanlivermicrosomesshowedthatpa＝peridonedoesnotsubstanIiaEly  
inhibitthemetabo［ismofdrugsmetabolizedbycytochromeP450isozymes．incEuding  
CYPIA2，CYP2A6，CYP2C8／9！10，CYP2D6．CYP2El，CYP3A4，andCYP3A5．  
The（efore，Pa＝peridoneisnotexpectedtoinhibitclearanceofdrugsthata（e  
metaboIizedbythesemetabo暮jcpathwayslnaCLinicalFyrelevantmanner．Paiiperidone  
isalsonotexpectedtohaveenzymeinducingp（OPerties．  
Attherapeuticconcen（rations，PallPeridonedidnotinhibitP－g蔓ycoprotein．  
PaJiperidoneisthereforenotexpectedtoinhibitP－gFycoprotein－mediatedtransportof  
Otherdrugsinaciinica”yre‡evantmanne「  

GiventheprimaryCNSeffectsofpaJipe（idone（SeeADVERSEREACT10NS）．  
1NVEGATMshou‡dbeusedwithcautionincombinationwithothercentrallyacting  
drugsandalcoho‡．Pa（iperidonemayantagonizetheeffecto＝evodopaandother  
dopamineagonists．  
Becauseofitspotentialforinducingorthostatichypotension，anadditiveeffectmay  
beobservedwhen削VEGATMisadministeredwithothertherapeuticagentsthathave  
nispotentiaL（SeePRECAUTFONS：Genera‡：OrthostaticHypolensionandSyncope）．  
PotentjaIforOtherDrugs10AffectJNVEGATM  
Pa（iperidoneisnotasubstrateofCYPIA2，CYP2A6．CYP2C9，andCYP2C19．so  
thataninteractionwithinhibitorsorinducerso＝heseisozymesisunlikeIy，Whifein  
VitrostudiesindicatethatCYP2D6andCYP3A4maybeminima‡IyinvoIvedin  
PalFPeridonemetabolism，ir7Vivostudiesdonotshowdecreasedeliminationbythese  
isozymesandtheycontributetoonFyasma”fractionoftotalbodyclearance、  

Carcinogenesis，Mutagene＄i＄，ImpairmentofFe㈹i吋  
Carcinogenesis  
Carcinogenicifystudiesofpaljperidonehavenotbeenperformed．  
Carcinogen呵Studiesofrisperidone，Whichisextensive）yconv？rtedtopaEiperidone  
inrats．mice．andhumans，WereCOnductedinSwissaEbinomlCeandWistarrats．  
RisperidonewasadministeredinthedietatdailydosesofO．63，2．5，andlOmgjkgfor  
18monthstomiceandfor25monthstorals，Amaximumtolerateddosewasnol  
achievedinmaFemice・Therewerestatistica”yslgnificantincreasesinpituitarygland  
adenomas，endocrinepancreasadenornas．andmammarygIandadenocarcinomas，  
Theno・effectdoseforthesetumorswaslesslhanorequaltothemaximum  
甲COmmendedhumapdoseofrisperidoneonamg／m2basis（Seerisperidonepackage  
EnSert）．Anincrease！nmammary；Pituitary，andendocrinepancreasneopIasmshas  
beenfoundinrodentsafterchronicadministrationofotherantipsychoticdrugsandis  
COnSideredtobemediated byprolongeddopamineD2antagOnismand  
hyperproEactinemia．Therelevanceo＝hesetumorfindingsinrodentsinterrnsof  
humanriskisunknown（SeePRECAUT10NS：General：Hyperproiactinemia）一  

Mulagenesis  
NoevidenceofgenotoxicpotentiaEbrpaliperidonewasbundintheAmesreverse  
mutationtest．themouselymphomaassayortheinvivoratmicronucleustest．  
JmpairmentofFerl呵  

Inastudyo＝ertiIitylthepercentageoftreatedfemaFeratsthatbecamepregnantwas  
notaHectedatora！dosesofpaliperidoneofupto2・5mg／kg／dayHowever・Pre・and  
POSt－implantationIosswaslnCreaSed．andthenurnberofliveembryoswass＝ghtly  
decreased，at2・5rnglkg．adosethataisocausedstightmaternaltoxicity．These  
ParameterSWerenOtaffectedatadoseofO．63mdkg，Whichisha汁ofthemaximurn  
recommendedhumandoseonamg！m2basis．  
ThefertiIityofmaEeratswasnotaffectedatora（dosesofpallPeridoneofupto  
2－5mg／kgi軸a肋oughspermc？UntandspermviabiEitystudieswerenotconducted  
Withpaliperidone．EnasubchronECStudyinBeagledogswithrisperidone，Whichis  
extensive‡yconvertedtopailPeridoneindogsandhumans，a‖dosestested  
（0．31・5．Omg／kg）resuItedindecreasesinserumtestosteroneandinspermmotiEity  
andconcentration・Serumtestostero〔eandspermparameterspartiaF吋recovered．  
butremaineddecreasedafterthebstobservation（twomonthsaftertreatmentwas  
discontinued），  

Pregnancy  
PregnancyCategoryC  
lnstudiesin（atSandrabbitsinwhichpaliperidonewasgivenoraFlyduring軌eperiod  
Oforganogenesis．therewerenoincreasesinfetalabnormalitiesuptothe、highesI  
dosestesled（10mg／kg／dayin（atSand5mg／kg／dayinrabbits，Whichare8timesthe  
maximumrecommendedhumandoseonamg！m2basis）．   



汗＝atrePTOductionstudiesw舶Tisperidone，WnichisextensiveIyconvertedto  
画画廊0nejrlr∂始andわum∂nS，mC「e∂SeSinpupde∂‡n5押ereSeena＝yaきdo5eS  
油chareIes！；thanthemaximumrecommendedhumandoseofrisperidoneona  
mg／m2basis（S・eenSPeridonepackageinsert）・  

Useo用rstgenerationantipsychoticdrugsduringtheEasttrimesterofpregnancyhas  
beenassociat（きdwithextrapyramidaisymptomsintheneonate．Thesesymptomsare  
usualiyse汀－iimited．侶snotknownwhe軌erpailPeridone；Wheniakenneartheendof  
PregnanC某W＝eadtosimilarneonatalsFgnSandsymptoms．  
Thereareno；tdequa！eandwelIcontroIEedstudiesoflNVEGATMinpregnantwomen．  
【NVEGATushouldbeusedduringpregnancyonfyj＝hepotentiaEbenefitjustifiesthe  
POtentialrisktI）thefetus，  

Labor and Deiivery 
Thee”ecto川」〉EGAてMon主aboranddeiiveryinhumansisunknown，  

Nursing Mothers 
Lnanimalstudieswithpa＝peridoneandinhumanstudies血thrisperidone．  
PauPeridonewasexcretedinthemfEk・Thereわre，WOmenreCefv曇ng桐VEGATMshouFd  
notbreast－feedinfants．  

Pediatric Use 

SafetyandeHectivenessoflNVEGATuinpatients＜18yearsofagehavenotbeen  
es拍b鹿hed．  

Geriatric Use 

Thesafety，tOlerability．andefficacyofINVEGATMwereevaEuatedina6珊eek  
PEacebo－COntr（）tledstudyofl14elderiysubjectswithschizophrenia（65yearsofage  
andoider．ofwhom21were75yearsofageandoIde申nthisstudy，Subjects  
receivedflexibiedosesoflNVEGATん†（3to12mg？nCeda軌．na吹浦On・aSm釧  
numberofsubiects65yearsofageandolderwereEnCIudedinthe6－Weekplacebo－  
COntrOiiedstudiesinwhichadu‡tschizophrenicsubjectsreceivedfixeddosesof  
ENVEGA了M（3†o15mgoncedaiE某SeeCLINICALPHARMACOLOGY：ClinicaEnials）．  

Overall，Ofthetotalnumberofsubjectsincl廟calstudiesofLNVEGA－u（n＝1796）、  
incIudingthos帥horeceivedENVEGA†uorplacebof125（7・0％）were65yearsofage  
andoEderanc）22（1．2％）were75yearsofageandolder，NooveralEdifferencesm  
SafetyoreHectivenessYereObservedbetweenthesesubjectsandyoungersubiects，  
andonerreportedcEinlCalexperiencehasnoモidentjfieddifferenceslnreSPOnSe  
be抽een机eeJderlyandyoungerpatients，butgreatersensitivityofsomeolder  
individualscannotberuledout，  

Thisdrugisknowntobesubstantia”yexcretedbythekidneyandcEearanceis  
decreasedinpatients由軌moderatetosevererenalimpalrment（SeeCLENICAL  
PHARMACOLOGY：Pharmacokinetics：Speciaけopulations：RenaF血Pairment）．who  
Shoし冊begivenreduceddosesIBecauseetderEypafientsarerT10relikelytohave  
decreasedrena＝unction・CareShouEdbetakenindoseselectionlanditmaybe  
usefuZtomonitorrenalfunction（SeeDOSAGEANDADM？N蓼STRATJON：Dosingin  
SpecialPopuはtions）．  

ADVERSE REACTlONS 

TheinformationbeIovvisderived行omactinicaitriaidatabaseforFNVEGA－kl  
COnSistFngOf；！720patientsand／OrnOrmalsubjectsexposedtooneormoredosesof  
FNVEGAVMforthetreatmentofschizophrenia．  
Ofthese272！Opatients．2054we（ePatientswhoreceivedlNV［GATMwhile  
卿抽Palj喝′nmU抽P始dose．effec抽eness紬Is．ThecondjIionsanddu指摘nof  

treatmentwithlNVEGATMvariedgreatLyandincluded（inoverEappingcategories）  
OPen・（abelanddoubIe－b＝ndphasesofstudjes、椚Patientsandoutpatients，fixed－dose  
andflexibEe・dosestudies．andshort－termandEonger－termeXPOSUre．Adverseevents  
WereaSSeSSedbycoflectingadverseeventsandpe血rmingphysicalexaminations，  
Vぬis喝nS，W釧押S，iaboraモ0「yanafysesand［CGs．  
Adverseeventsduringexposurewereobtainedbygene「almquiryandrecordedby  
C‖nica抽westigatorsusingtheirowntermino10gy・Con軍eqUentiy，tOPrOVidea  
meanmgfule溺mateoftheproportionofindividualsexper（enClngadverseevents．  
eventsweregroupedinstandardizedcategories】SlngMedDRAte「mino10gy．  

Thestatedfr（きqUenCiesofadveTSeeVentSrePreSenttheproportionsofindividuais  
Whoexperiencedatreatment－emergentadverseeve〔tOfthetypelisted．Anevent  
WaSCOnSider（きdtreatmentemergentifitoccu汀edlo「thefi「sttimeorworsenedwhi∈e  
receivlngtherapyfo蜘輌base廟eeva！uation，  

Adve汚e【ve醸Ob＄erV感inShorト職r汀げ鹿ebo竜On‡rolled甘ja靂SOfS叫ec‡s  

W柑1Schizophrenia  

Theinformati（）nPreSentedInthesesec紬nswerec；enVedfrompooIeddatafromthe  
threeplacebo－COntrOHed．6uweek，fixed－dosestudiesDaSedonsubjeCtSWith  

SCh毒zophremawhoreceived削VEGA了㍍atdaiiydoseswithintherecomrnendedrange  
Of3！012mg（∩ニ8叩，  

AdverseEventsOccumngatantncidenceof2％orMoreAmongENVEGATu・Treated  
PatientswFthSchizoph「eniaandMoreFrequentonDrugthanPlacebo  
TabEelenumeratesthepooLedincidencesoftreatment－emergentadverseevents  
thaIwerespontaneouslyreportedinthethreepiacebo－COntrOlied．6－Week，fixed－dose  
StUdies，listingthoseeventsthatoccurredin2％ormoreofsubjectstTeatedwith  
lNVEGATMj【anyO＝hedosegroups，andIorwhichtheincidenceinENVEGAT軋  
treatedsubjectsinanyofthedosegroupswasgreaterthantheincidenceinsubjects  
trealedwithplacebo．   

職弛1・ 侮atme［ほmerge［†Adverse〔脚tSi【Shorモー花rm，  
Fixed－Dose－PFacebo－Contro＝edTtia事Sin  

Adu】t  with Schizo 

PercentageofPatientsReportingEvent  
lNVEGATM  

Ptacebo 3mg  6mg  9mg 12mg  
OnCedailyoncedaiEyoncedai事yoncedaiiy   

（N＝355）（Nニ127）（N＝235）（N＝2461（N＝242）  

BodySystemor  
Organ Class 
Dictionary－derLVed  
旬rm  

旬也lno．subjeets  
Withadverseevents  
Cardiacdisorders   
Atrioventricula「  

bbckfirs‡deg佗e   

Bundle branch block 
Sinus arrhythmia 
鴨Chyca「dia  

Eyedisorders   
Visio【blu「red  

Gastrointestinat  
disorders  
Abdomina】palnuPPe「  

Dry mouth 
Dyspeps旧   

Na］Sea  
Salivary hypersecretion 

General disorders 
As軌訂ぬ  

Fa準e  

Pyrexla  

66  72  66  70  76  

1  2  0  2  1   
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】nvestigations  

Bbodinsu廟雨creased l  
矧00dpressureincreased l  
Electrocardiogram  3  

QT corrected 
両erva】proionged  

EIectrocardiogramTwave l  
ab〔0「mal  
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Mu＄Cu10Sketetaland  
COnneCtivetissuedisorders  
Backpa椚  

触佃脚抽呵  

Nervous system disorders 
Aka軌ISia   

Dizzj【eSS  

Dysto【ia  

Exi「apyramidaldiso「der   

Headache  
Hype「tonia   

Parkinsonism   
Somnotence  
¶emo「  

Psychiatric disorders 
Anxjety  

1
 
0
 
 
 
4
 
6
 
1
1
 
5
・
1
－
2
 
0
 
6
 
3
 
 

1
－
一
－
 
 
 
3
 
5
 
1
 
2
 
2
・
1
 
1
 
9
3
 
 

1
 
 
 
 
く
 
 

1
 
0
 
 
 
8
 
4
 
5
7
 
A
T
 
4
 
2
0
 
A
T
 
 

4
 
4
 
1
 
2
 
2
 
1
 
∩
）
 
7
 
3
 
 

0
⊂
J
 
4
 
7
 
4
 
3
 
1
 
1
－
3
 
 

1
 
 
 



Trealment－EmergentAdverseEventsinShort・lbrm．  
Fixed・Dose，Pねcebo・Contro‖edTrialsin  

7ablel，  

削〉EGATM  

Ptacebo  3mg  6mg  9m9 12mg  
OnCedaiJy oncedai‡y oncedaiEy oncedaiJy  

EPSGroup  （N＝355）（N＝127）（N＝235）（N＝246）（N＝242）  

ectswithSchizo  Ad］lIS］b   

PercentageofPatientsReportingEvent  
肌VEGATM  

Placebo 3mg  6mg  9m9 12mg  
OnCedaily oncedajIy oncedai暮yoncedaiEy   

（N＝355）（N＝127）（N＝235）（N＝246）（N＝242）  

BodySy＄temOr  
OrganC霊ass  

Dictiona「y－derived  

鴨rm  

OveraEIpeTCentageOf  
Patientsw肋  

EPS・reIatedAE  

Dyski【eSia  

Dystonia  
HyperkFneS［a  
Parkinsonism  
甘emor  

11．0  12，6  

3．4  4．7  

1．1  0．8  

3．9  3．9  

2．3  3．1  

3．4  3．1  

10，2  25．2  26．0  

2．6  7．7  8．7  

1．3  5．3  4．5  

3．0  8、1  9．9  

2．6  7．3  6．2  

2．6  4．5  3．3  

Respiratory．thoracicand  
mediastinaldisorder＄  
Co］gh  

Va＄CUlardisorders  
1  3  2  3  2   

旦墜至．也巨些埋9ロ．仙】．．．＿ユ 2  4   
一＿＿】……－．…－＿…＿＿．＿．．．．  

★Thbieincludesadverseeventsthatwerereportedin2％ormoreofsubjectsin   
anyo＝heINVEGATMdosegroupsandwhichoccurredatgreaterincidencethan  
intheplacebogroup．DataarepooLedfromthreestudies：Oneincludedonce－   
dailylNVEGATMdosesof3and9mg，thesecondstudyincIuded6．9，and12mg，   
andthethirdstudyincIuded6and12mg（SeeCuNtCALPHARMACOLOGY：   
C柚Ca17Tials）・EventsforwhichthelNVEGAT㍍incidencewaspqualtoorless   
thanplaceboarenotIistedinthetable，butincIudedthefol‡owlng：COnStjpation，   
diarrhea，VOmiting，naSOPharyngitis，agitation．andinsomnia．  

Dose－RelatedAdverseEventsinC柚caETriaFs  

Basedonthepoo［eddatafromthethreeplacebo－COntrOIEed，6・Week，fixed－dose  
StUdies，adverseeventsthatoccurredwithagreaterthan2％incidenceinthe  
Subjectstreatedwith胴VEGATu．theincidencesofthefo‡Fowingadverseevents  
increasedwithdose：SOnnO始【Ce，Orthostatichypotension．salivaryhypersecretion．  
akathisia．dystonia，eXtraPyramidaldisorde（，hypertoniaandParkinsonism．Formost  
O＝hese，theincreasedincidencewasseenprima拍yatthe12mg．andinsome  
CaSeSthe9mgdose．  
CommonandDrug－ReLatedAdverseEventsinCFinicallTials  
Adverseeventsreportedin5％ormoreofsubjectstrealedwithENVEGA一組andat  
Jeasttwicetheplaceborateforatleastonedoseincludedこakalhisiaand  
extrapyramidaldisorder・  

ExtrapyramidalSymptoms（EPS）inClinicalltials  

Pooleddatafromthethreeplacebo－COntrOEled，6－Week，fixed・dosestudiesprovided  
雨ormationrega（dingtreatment－emergentEPS．Severarmethodswereusedto  
measureEPS：川theSimpson－AngusgIoba暮SCOre（meanchangefrombase‡ine）  
Whichb（Oad‡yevahJateSParkinsonisml（2）th9BarnesAkathisiaRatingScaleg！obal  
Clinicalratingscore（meanchangefrombaseJlne）whichevaluatesakathisia，（3）use  
OfantichoLinergicmedicationstotreatemergentEPS．and（4）わCidenceof  
SPOntaneOuSrePOrtSO＝；PS．ForneSimpson・AngusScale，SPOntaneOUSEPS  
reportsanduseofanticho暮inerglCmedications，therewasadose－relatedincrease  
Observedfo＝he9mgand12mgdoses．Therewasnodifferenceobserved  
betweenplaceboand桐VEGATM3mgand6mgdosesforanyoftheseEPS  
meaS】reS．  

DyskinesiagroupincludesニDyskinesia．Extrapyramidaldisorder，Muscletwitching，  
Tardive dyskinesia 
DystonFagrOUPInCLudes：Dystonia，Musc‡espasms，Oculogyration，TTfSmuS  
Hyperkinesiag（OuP汀1Cludes：Akathisia，Hyperkjnesia  
ParkinsonismgroupincIudes：Bradykinesia，Cogwheelrigidj頓Drocling，Hypertonia，  
Hypokinesia，Musc短rigidityMuscuIoskeJetaJsti裾ess．Parkinsonism  
lTen10rgrOuPincIudes：Tremor  
AdverseEvenisAssociatedwifhDiscontinuationofTrealmentinContro‖edCIinjca‡  
Studies  

OveralE．therewasnodifferenceintheincidenceofdiscontinuationduetoadverse  
eventsbetweenlNVEGAT㍍－treated（5％）andp）acebo・tr？ated（5％）sub画隠The  
typesofadverseeventsthatiedtodiscontinuationweresi州arforthelNVEGAT軋and  
Placebo・treatedsubjects，eXCeP＝orNervousSystemDisorderseventswhichwere  
morecommonamonglNVEGATu・treatedsuPjectsthanplacebo・treatedsubjects（2％  
andO％，reSPeCtively），andPsychia佃cDisorderseventswhichweremorecommon  
amongpEacebo－treatedsubjectsthanlNVEGA了M・treatedsubjects（3％and  
respectivdy）．  

DemographicDi侮rencesinAdverseReactionsinClinica川畑S  

AnexaminationofpopuJationsubgroupsinthelhreep［acebo・COntrOJIed，6－Week，  
fixed－dosestudiesdidnotrevealanyevidenceofdifferencesinsaf叫Onthebasisof  
age，genderorrace（SeePRECAUTEONS：GeriatricUse）．  
Laboratoryl盲StAbnormaEitiesinClinicaE甘ials  

lnthepooIeddatafromthethreeplacebo－COntrO＝ed，6－Week，板ed・dosestudies，  
between・grOuPCOmParisonsrevea‡ednomedica（fyjmportantd昭erencesbetween  
INVEGATMandpJacebointheproportionsofsubjectsexperiencFngPOtentially  
CJinica蔓Iyslgnificantchangesinroutinehematoiogy，urinalysis，OrSerumChemistry，  
incIudingmeanchangesfrombase＝neinfastingglucose，insuれC・PePtide．  
trigJyceride，HDLLDL．andtotalcholesterolmeasurements．SimifarEy，therewereno  
di”erencesbetween削VEGATMandpLacebointheincidenceofdiscontinuationsdue  
tochangesinhemato10gy，urinalysis，OrSerUmChemistryHowever，州VEGATMwas  
associatedwithincreasesinserumprolactin（SeePRECAUT10NSニGeneral：  
Hyperprolactinemia）l  
WeightGaininCJinicaFTria璽S  

lnthepooleddatafromthethreep暮acebo－COntrOEled，6・Week，fixeddosestudies，the  
PrOPOrtionsofsubjectshavingaweightga‡nOf≧7％ofbodyweightweresimi）arfor  
tNVEGAT村3mgand6mg（7％and6％．respect昏v叫）andpEacebo（5％），butthere  
WaSahigherincidenceofweightgainforlNVEGATM9mgand12mg（9％and9％，  
respectively）．  
OtherEventsObservedDuringthePremarketingEvaluationof［NVEGAT柏  
ThefoE－owing＝stcontainsallseriousandnon－Serioustreatment・emergentadverse  
eventsreportedatanytimebyindivid‘ualstakinglNVEGA了緑duringanyphaseofa  
Irialwithinthepremarketingdatabase（n＝2720），eXCePt（1）thoselistedinThbEel  
aboveorelsewhereinlabeling，（2）thoseforwhicりa甲uSaいelationshiptotNVEGATM  
usewasconsideredremote，and（3）thoseoccurmgけ10nlyonesubjecttreatedwith  
lNVEGATMandthatwerenotacute‡ylife－threatenmg．  
EventsarecEassifiedwithinbodysystemcategoriesuslngthefo＝owlngdef摘ons：VeTy  
鹿quentadverseeventsaredefinedasthoseoccurringononeormoreoccasionsinat  
EeastlilOsubjects，ねqLJer7tadverseeventsaredefinedasthoseoccumngononeor  
moreoccasionsinatleastl／100subjects，infrequentadverseeventsarethose  
OCCurringononeormoreoccasionsinljlOOtol！1000subjects，andrareeve〔tSare  
軌oseoccurnngononeormoreoccasionsinlessthanl／1000subjects．   

PercentageofPa†廟S  

INVEGAて㍍  

PEacebo  3mg  6mg  9mg 12mg  
OnCedally oncedally oncedaily oncedaiLy  

EPSGroup  （N＝355）（N＝127）（N＝235）（N＝246）（N＝242）  

Parkinso【ism白  

Ak8thisiaコ  

Useofanticholinergic  
medicationsC  

9  11  3  15  14  

6  6  4  7  9  

10  10  9  22  22  

a：ForParkinsonism，PerCentOfpatientswithSimpson・AngusgEobalscore＞0．3  
（Globalscoredefinedastotalsumofitemsscoredividedbythenumberof  
ilems）  

ト：ForAkathisia．percentofpatほntSWithBarnesAkathisiaRatingScalegFobaEscore   
≧2  

C：Percento†patientswhoreceivedanticho廟ergicmedicationstotreatemergen†   
EPS  



Pa紬ntsmaybene‖行omh唱nerdoses，uPtO12mg掲ay，andforsomepatients．a  
Eowerdoseof3mg／daymaybesu梢cient，Doseinc（eaSeSabove6mgidayshouEdbe  
madeonlyaftercIinica蓼「eassessmentandgenerallyshouldoccuratintervaisofmore  

than5days．Whendosejncreasesareindicated，SmaHincrementsof3mgidayare  
recommended．Themaximumrecommendeddoseis12mgi由y．  

FNVEGATLIcanbetakenw肋orwithoutfood，C仙caltriaIsestablishingthesafetyand  
efficacyo＝NVEGAluwerecarriedoutinpat）entSWithoutregard10food雨ake．  
INVEGATMmustbeswalFowedwho始W】lhlheaidofliquids．7bbfetsshouldnotbe  
Chewed．divided，OrCruShed，Themedjcationiscontainedwithinanonabsorbable  
SheEldesignedtoreEeasethedrugatacontroiledrate′ThetabietshelI．aEongvyith  
insolublecorecomponents，iseiiminatedfromthebody；PatientsshouIdnotbe  
COnCemediftheyoccasiona！】ynoticeintheirstooIsomethingtha＝00ksEikeatablet．  
Concomitantuseo＝NVEGATuwithrisperidonehasnotbeenstudied，Since  
PallPeridoneisthemajOraCtivemetabo＝teofrisperidone．considerationshouldbe  
gNentOtheadditivepa＝peridoneexposureifnsperidoneiscoadministeredwith  
削VEGATM．  

DosinginSpecialPopu】ations  

Hepatic lmpairment 
Forpatientswithmildtomoderatehepaticimpairment，（Child－PughClassificationA  
and恥nodoseadjustmenlisrecommended（SeeCUNECALPHARMACOLOGY：  
Pharmacokinetics：SpecialPopulations：Hepaticfmpairment）．  

Renallmpa汀ment  

Dosingmustbeindividuaiizedaccordingtofhepatient’srena＝unctionstatus．For  
Patientswithmlidrenalimpairment（Creatininecfearance≧50to＜80mL！mi鴫the  
maximumrecommendeddoseis6mgoncedai［y．Forpatientswithmoderateto  
SeVererenalimpatrment（CreatinEneC始arance10toく50mUmin），themaximum  
（eCOmmendeddoseof！NVEGAT当s3mgoncedaily．  

Elderty  
BecauseeIderlypatientsmayhavediminishedrena血nction，doseadjustmentsmay  
beTequiredaccordingtotheirrenaLfunctionstatus．Engenerat，reCOmmendeddosing  
fore暮derlypatientswithno「maいena＝unctionisthesameasforyoungera  
Patients血thnormaErena＝unc紬n、ForpatientswithmoderatetosevererenaE  
impairment（CreatininecEearancelOto＜50mUmin）themaximumrecommended  
doseof事NVEGATMis3mgoncedaiFy（SeeRenalLmpalrmentaboveト  

HOW SUPPLlED 

削VEGATu（Pa＝peridoneラExtended－ReIeaseTbbletsareavailableinthefo（10Wing  
Strengthsandpackages．AIEtabEetsarecapsule－Shaped・  
3mgtabEetsarewhiteandimprintedwith“FnL13”｝andareavailableinbottFesof30  
（NDC50458・550－01），bott［esof350（NDC50458－550－02），andhospitalunitdose  
PaCksoflOO（NDC50458・550－10）．  
6mgtabletsarebeigeandimprintedwith”FALF6”．andareavaiFableinbottFesof30  
（NDC50458・55ト01）一bottlesof350（NDC50458－551－02）一andhospitalunitdose  
PaCksoflOO（NDC50458－551－10）．  
9mgtabEetsarepinkandimprintedwith“FnL】9t＼andareavai！abEeinboWesof30  
（NDC50458・552・01），bottiesof350（NDC50458－552・02），andhospitaJunitdose  
PaCksoflOO（NDC50458－552－10）．  
Storage  
Storeupto25CC（77CF〉；eXCurSionspermittedto15－30〇C（59・86■’F）【see〕SP  
Contro＝edRoomTbmperature】．Protectfrommoisture．  
Keepoし】tOfreachofchi軌en・  

B100dandLymphaticSystemDisorders：rare：thrombocytopenia  
CardiacDisorders：打equer7t：PaFpitations；infrequentbradycardia  

GastrointestinalDisorders：frequen［：abdomina廟in；infrequentswoEientongue  

GeneralDisorders：摘明眠血edema  

lmmuneDisorder：T3re：anaPhylactFCreaCtion  

NervousSystcmDisorders：招re：COOrdinationabnormaE  

PsychiatricDisorders：infreouenこCOnfus10na！state  

Respiratory，■ThoracicandMediastinalDisorders：frequentdyspnea；Tare：  
PU【monaryem【）Oius  

VascularDisorders：招re：ischemia．venousthrombosis  

AdverseEventsReportedWithRisperidone  
Pa極eridoneisthemaLOraCtivemetabcEiteo†rlSPerldone．Adverseeventsreported  
Withrisperid（・〔eCanbefoundintheADVERSEREACT10NSsectiono＝he  
rlSPeridonepa一：kage汀1Sert・  

DRUGABUSEANDDEPENDENCE  

Controlled Substance 

削VEGAT緑（Paliperidone）isnotacont「0”edsubstance，  
PhysicalandPsychologicalDependence  
Paliperidonehasnotbeensystematica蔓IystudiedinanimaJsorhumansforils  
POtentialforabuse．toierance，OrPhysicaldependence・FtisnotpossibEetopredictthe  
extenttowhichaCNS－aCtivedrugw…bemisused．diverted，and／orabusedonce  
marketed，Consequen軸PatientsshouEdbeevaluatedcarelu＝yforahistoryofdrug  
abuse，andsu（：hpatientsshoutdbeobservedcIoselyforsignsoflNVEGATMmisuse  
Orabuse（e．g．，deve10PmentO＝olerance，increasesindose，drug－Seekingbehavior）・  

OVERDOSAGE  

HumanEx坪rlenCe  
WhiFeexperielCeWithpa＝peridoneoverdoseislimited，amOngthefewcasesof  
OVerdosereportedinpre－marketinglriaFs，thehighestestirnatedingestionof  
削VEGATuwas405mg．Observedsignsa【dsymptomsincludedextrapyramidaI  
SymPtOmSandgaitunsteadiness．OtherpotentiaIsignsandsymptomsinciudethose  
resu［tlngfromanexaggerationofpa匝eridone〉sknownpharmacobglCafeffects，i、e、，  
drowsinessandsedation，taChycardiaandhypotension．andQTprotongation．  
PahperidoneisthemaJOraCtivemetaboEiteofnsperidone・Overdoseexperience  
reportedwithrisperidonecanbefoundinlheOVERDOSAGEsectiono＝he  
risperidonepar＊age椚Sert・  

ManagementotOverdosage  
ThereisnospeciIicantidotetopa＝peridone．therefore．appropriatesupportive  
measuresshoりFdbejnstiMedandcEosemedicaEsupervisionandmonitorlngShouFd  
COntinueunti＝hepatientrecovers．Conside「ationshouEdbegFVentOtheextended－  
re‡easenatureoffheproductwhenassesslngtreatmentneedsandrecoveryMuEtipEe  
drugInVOivem（ntShouidaEsobeconsidered・  

l〔CaSeOfacuteoverdose，eStabiishandmaintainanairwayande〔Sureadequate  
OXygenationandventiEation・Gastriclavage（afterintubationifpatientisunconscious）  

andadminlStrationofactivatedcharcoa＝ogetherwithalaxativeshouldbe  
CO【Sidered．  

Thepossib晒Ofobtunda†ion＞Seizures－Ordystonicreactionoftheheadandneck  
fo＝帥IngOVer8OSemayCreateariskofaspirationwithinducedemesis・  

Cardiovascularmonitormgshouldcommenceimmedialely．椚C山dingcontinuous  
eLectrocardiographicmonitoringlorpossibfearrhy軌mias・lfantiarrhythmictherapyis  
adminiStered，disopyramide，PrOCainamide，andquinidinecarryatheoretica用azard  
OfadditiveOT・PrO10nglngeffectswhenadministeredinpatientswithanacute  
OVerdoseofp；llEPeridone．S耐arlythealpha－b王ockingproperfiesofbretyEIUmmight  
beadditivetothoseofpalEPeridone，reS曲廟［PrObiema†ichypotensjon．  

Hypotensionandci「culatoryco‖apseshouFdbetreatedwithappropriatemeasures．  
SuChasmtral／enOUSfEuidsand／OrSymPathom血eticagents（epinephrineand  
dopamineshouldnotbeused，SincebetastimulatLOnmayWOrSenhypotensionEnthe  
SettingofpailPeridone－inducedalphab！ockade＝ncasesofsevereextrapyramidaミ  
SymP‡oms‥anl廊0】i【e「glCmed岳Caぬ〔Shouldbeadminis始「ed、  

DOSAGEANDADM［NISTRAT［ON  

TherecommendeddoseoflNVEGATU（Paliperidone）Extended－Re厄aseThblets壬S  
6mgonceda萱y．administeredinthemornrng・凧a】dose冊ationisnotrequi「ed・  
AEthouoh侶1aSnOtbeensystematica”yestab始hedthatdosesabove6mghave  
adcitionatben（軋therewasagenera庸endfo「greatereffects甜1higherdoses．ThlS  
mustbe㈹師edaga‡nStthedose－retatedincTeaSei〔adverseeffectsIThus，SOme  
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