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1uTwans I (bipolar I disorder) Tuslviai
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mamm‘lu“ims;lm'ssnﬂ'swmusﬁommm‘suﬂ'swmuw'sanmm'sma“lun”l,m masnﬂsvmumamm‘m
adueniaudiawsaniin LLE\]”VI’IJJLHEI'J waudv uaiaennsavinlviiaewan mmﬂ'svnaummﬂaanm
“Lmnmmsﬁu‘imm'\amﬂsfial,ﬂummuﬂuamswmsﬂamﬂaaum Lﬂaanmmesaunumuﬂsunauauﬂ 7
Liazarathuasenfiaunuazgniuaanainsrenne desiu mhﬂ"l,umsmnnommnmanmummu
dnwavaaudfinenduaanunluagludugaansey

inviaula

vuldmauimluihafinsuindgfithiAusadienwidwaiiauniashulsenavdug luendia

lasanwawastauilussuunualaviiifignduaceniswasiau (risperidone) dosiu viuladenau
ImlugihannsunfdgihiAusadrienddwadlauidudiu

ALHaULRZADAIF923
Neuroleptic Malignant Syndrome

adua1n1s Neuroleptic Malignant Syndrome (NMS) ‘laiuA anaeiilge asuilaudeinie suu
Usgaman Tuliduislsu anganusdadildsundaslil uagseeuiau’led creatinine
phosphokinase °lusﬁsmwm|u mwumu:nLnmmu‘tuwmw‘lﬂmsnm‘ismmmmwmLwasimu
mmsmaﬂaunauﬂ ma‘mnmmwmmmmm wu'lutatnaduludlaaie (myoglobinuria) doifluna
fuflasunannnssaadiuadnaruiiia (rhabdomyolysis) waznglanadaunay winsghai
fyananiaainsuaadaatnauannis NMS denanarsuaganislaesnelsaianaudasnuieenay
3m

Tardive Dyskinesia/extrapyramidal symptoms

mmuﬂmaunmmuqm“ ”’animymﬁuﬁdau’(un'ﬁmﬁmﬂﬂmﬁmmsmﬁ'au"meags"mmﬂasi'm
Andndidusovzadng Taa'liladela (tardive dyskinesia)fvains inuAnusiaidy uay/vsa
Tumih wnngihafidyananiaainsuaavuasnidy tardive dyskinesia donanasiiasanInganis
Tdensnlsadannuiinsinnvenaduinn

Extrapyramidal symptoms uaz annau psychostimulants

AIsseiseialugihailasuanngu psychostimulants (t2tu methylphenidate) uazwi&iwasiau
HHuduilasannaraiiaanufinlnfzasnisindanivizasienie (Extrapyramidal symptoms) ia
ﬂ'suamuamamaawum ARasandangaautd ladiviiniarivaacufinfiavian (ga
UFASENAUE1EY)

QT interval
wiudienfuensnnisaianfiadu misseinsyiansldeauistusihaffidseidilluaemilasuin
9w (cardiac arrhythmias) Tugihavnsinguainis long QT syndrome avusiiiiauaziihaniiag

Tdennsuivinlvivaa prolong QT interval 6 (@ ta AaaVIANIVIATZIAUAIAANT: HAA2
QT/QTc interval uas a&553ne13i213)
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805111501 10LI5I3

nsingviadiunu (meta-analysis) Tun1s@nsnidanivadfinuuumiuauanuu 17 nns@nm wuia
naugihaguagRinnzanandanuaslasuainuisainnaulvi (atypical antlpsychotlcs) tdu 5

wwadlau (risperidone) uasWiwslaa (aripiprazole) lauauznu (olanzapine) uazAivitaiiu
(quetiapine) finuidassianisdediavindudianfaudaudugihaRlasuavaan unausilhe
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wigna1salluvivilseavainendusiaamdan tuduav

lunsdnnisenieadfiniifinsaiuauiteuisudueviaanlunausihogeag i lsaauadan
wazlasuensneisadanaulniuivnda 11y 8wWadlau wadins1aa wazlawauaniu wuind
m.lmmsmmsmmmmmsm”l,uwoﬂsymmnmnwaamLaamauaaawu (TsanraanLianauay
(cerebrovascular accident) u,a”mz;“amaommaamawwvmﬁms) sudonsdadia WauFeuday
funausihedlasusiviaan

aMzuiatdananludaniiaa (Leukopenia) annzuiatdaaaitidinsilaluidaniiaa
(Neutropenia) uazarzunsyia'laciiag (Agranulocytosis)

fisrsnumanisalnzdiaiiasanludaniiasn aMzuiadasuniiinsilaluidaniias uazaiy
wnsylalusiaaannnisidensnetsaiasiudvenauini ansunsylalusias
fisnavrunisiiadasunn (wulugiheavaania 1 Tu 10000 51a) serinensthfaaIunang
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ca - = - - - -
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amwu’uumﬂ mmmsuammaonwsummhmamsnmismmquﬂuusmmmmsauau a1nsfiu
fia nsnsedlifidevinlvivinantiang deiaduiinidnannnauannns extrapyramidal symptoms
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Asseanmslaenauidrhudueninsuitvinliiaa prolong QT interval
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WanavenAuiA1aaLau

wiAwa3Tau'lifinaatrefitod dunvadfinsanduraumansuaseniigniuwnualadaiaiaulasi
cytochrome P-450 annns@nwluraaavaaas (in vitro) Taala'lulasTausuuanuuand Tutiuan
wawadleulidudenszinunmsiunuadduuasenigauunualadaiaaulad cytochrome P-450
syunvtau’laid CYP1A2 CYP2A6 CYP2C8/9/10 CYP2D6 CYP2E1 CYP3A4 uag CYP3AS autiu 9aa
nwwmwas‘Imu"Luuwanummsmam (clearance) °uaommnmmmua"Laﬁumumammnmﬂuswmn
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vau'laid CYP1A2 2C19 w3a 3A4

wwﬁma%imuﬁ'm'mLw”uﬁuaaﬁqmﬁaﬂwaaaulunwsﬁnﬁo P-glycoprotein (P-gp) weifie'laisitiaya

msAnulusromeuacdeddie (/7 vivo) Baviedialinsufeanuduiusnenain
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=2 a o

anasuaniuaen levodopa wazansduiissuananisisuianifiu

INVEGA CCDS Version 07Apr 2020_update address Created on 15 Jan 2024



LYK%

lasanamdwmastaususamisnih bitiaanuduladasvasl daudsoualea (lsawia A7

s
a
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saunumL;J@"mea‘IﬂSLamﬁsﬁmﬂnﬁumaanqwﬁmu (divalproex sodium extended-release tablets)
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(steady-state) wavenaldsian (valproate)
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asldenduidriuas 1 afesiudueasuandily (carbamazepine) aua 200 Tadniu Juas 2 A%
fnalumsanmnundugegaadauasenluldanianneseduaadanei (mean steady-state
Cmax) WaE AUC 229m1&na3Taullszanaisanay 37 Taanazadnisansedumnainaiautiuiayd
swialasunannnmsienasunandtlunienih P-gp Alavinliiinnsdiidamdwastaunele
Usznausaaay 35 nsanadiaadntanuasilsinawidiwasiauiigniuaanmetasnglugy il )
wasuwlas dowaiasidniasdanssuiunsuunuaddusituiaulant CYP wiasihilsunaaangni
(bioavailability) °z|a\'JW'lmwas’imusum'\\m'\ﬂ?jmwwaLwas’l‘,musmnnﬂ'\msmmqjﬂu viasulafen
msmmifﬂusmnumau‘;n'\msmmsﬂiumuﬂmwaﬂsmwmummau‘;mmna‘uﬂu Tumendudu
mnfinsvgamasunandiuluaagilden duimsumeaisvinnslsadudidnadoialivanuue
gauimmndniu

maladgnnzauilunse-a19 (pH) lugnnzdndfzassenmenuinnidnwailaudefitsyaun
(cation) auan*’uuaanma"tm‘lusﬂm"luLﬂauuuﬂmmumu‘mm Taalsznaaiontiogaduaanniiy
momsnsaou,avanmwuomumomsmnaammu‘tﬁwaamu (active secretion) n1sldwr&wadiau
$Hufue trimethoprim deifluenvinsuinfanitudenisaudeuwnnldwdonunasenifidssaminuag
1olufinasainduaumansuaIniIdinailau

nMsldenduinluauie 12 ﬁaa“ns”uLﬁﬂﬁﬂ%@tﬁﬂa§auﬁumLﬁm“l,m*na'iﬂsn,aneﬁ'imﬁﬂmjﬁmaanqmé
w1 (aue 500 dadnsu A wau 2 uia Tuag 1 A59) AINATWAT Crax way AUC zaswdiwailnu
Ndulszunaisaaay 50 asiansanaanaaenduisilaliaduinisiudunallsiannavannnig
Uszifiuannsmendiin
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wazavNIsTAaauIAIsWAUSH WA TOU

o

m”l,mmsmmenmmswmammswnusmwaﬂmu wetilagannwidamasTaudumunualaviig
qm'ﬁmnnsvmumsm unvaddurasezainailauisnisiarsanniinisldeaasdtisindu
iavanagrinwlasuwiaiwasTauinanndule

ns1dauinrsmuAuannau psychostimulants

Asldenngu psychostimulants (12tu methylphenidate) syuduwiawasiauaranalitinaiu
wmJnmmaomsmaau“l,mwaoswmﬂ (extrapyramidal symptoms) wilasimsul&ausnufinlauiiania
viavieravuila (ta Andauuasranissio)

n1sladenTudaesfiassnuacandscazliiuuyns

Anafinesn

'
= 1 oy

anulaaafauadnistdeiwidwasiaulugnsfinssadelauidluiuide

Tuns@nenguilsznnsiaanisdoinauuuedaunas (retrospective observational cohort study) as
andagiutayaannnsiaanaasaunigansn (US claims database) WauBauauanudaouas
ANufnsiaaAdauasmsniiinluszrninegvaeifinisladuaslildensneisainseninons
fanssAlasNausn msﬂm:nu"l,u”l,mmmsﬂsymuwaimﬂmmwunnwwaLwasimumotﬂumsaanqmé
2adFFNaI AU =nnmsﬁnmuwmwmwmamﬂaomswms‘lmummmnusmwaﬂmummuma
Wiaudaudunshiladuanineisaia la'ldvinnisdniladaniu (confounder) fasglusrutaya
aanldudr (mmwmama’fnwwﬁ (relative risk, RR) wvinfiu 1.26, 95%CI:1.02-1.56) Lilefin1sszy
na"lnmufnmwLwaaﬁmﬂmmwummuua”m"l,uwum'smmmsmsﬂ‘lumsﬂnmm"l,u‘lﬁmaﬂaun
asanndefdayasiusguuannmsdnmnlaansdonaasefiiiaonsdnwibo dolinuanuduiug
L ELUATENIMs lasussaiwadlaulunaan (/7 utero exposure) waznsinsiaadLdia

st &waiTauauageludainaaasvinvfinnsaavasiaauluassdinduidniasdeuuin
egotiiiuauraniflufineausan sgnazlilasunansenuannnislasuenluauiags 20 &9 34
winzavuuaengeganlaluau

vnsnu,snmmm"l,mﬁuwanumsnm‘ismm (srudvmwdiwaiiau) ssuivdlasunagavinauasns
foassAfanudassanisiinainsniessuudlssann extrapyramidal uaz/vsa a1nsaausn lauaia
ummsuusomwﬂwaommaammnmanu“m mmsmnmmwn‘tumsnusmnmmaswaomaw
aalaligvu (agitation) anzaaaiiadediunn (hypertonia) anenaruiiiadediias (hypotonia)
fu (tremor) ¥a9gu (somnolence) wialaanunn (respiratory distress) wiafianufinlnfuasnisfu
(feeding disorder)

ms‘l?.imau‘;m‘luamssvm'\amﬂssﬂLam”‘tuns Aszifiunarinfilsyiaminaylasuarnnislaen
wAnANuLEnI Az Aady uo“lumsmmwauammnfuwmlaomammmamsﬂaam‘luﬂu

gndsracliuuuns

Tunis@nefoenwi&w asimu‘lus’fmmmaaaLLa”msﬁnmmtnsmwaﬂmuiuﬂuwm'lwmtw 231laugn
Fuaanngtitunle doiiu am'ssvuﬂawuuumwium's‘muuum's‘tusmnam"lmum
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WanamMUAINITaTUNITAUALALAITUNIIUALLATAIINS

enduidiatasuniufanssusneg Msasnisanududiuazarafinasanisuadiiu (lusagiiia 2175
lLudvifseava) satiu msuuingihainliasdudenuausnialdiaiasdnsauninagnsiudnig
nauduavsaenTugihawaaysg

ann1s Liwvilsssava

Iuﬁm’a'ﬁamamﬁomms”L:Jﬁoﬂ‘szmﬁ mmsvlaiﬁoﬂqsmmﬂumg}mscuiv”iﬁn’rsﬁmsm'ma"'n']ﬁmm
wgrasAunsldewidwailaulaglafinsdssiiunasauaauinmAutayacsuanisallaing
dszavaaansany'le anuduiusidoduasenitvainsbinsdssaedduenwidwadloudold
fusaszylanntayanwusanulunayana wwgiinsitaneadidaiinsd@nmaalaidaulan
fianuunainuaia dasnsiieaimshiidssavdiiadulunisidanvadfinduendinielisunsa
vinnsusauiaulalaaaseAudaniiaduduendns wazaraisusasgzsviaulvtiudednsnig

a va

tina1ns luNdsyavA luman U {ia
dayanisAnENITanIeAdiin

mulaaadauasenauimlunsinmisalaanlasunisdsadulugibhalsadanndiuiu 1205 sa
nHumsdneidaneadinmuauuliaudauduevaan wuulallagasnie uszaziiai 6
e Inu 3 msdnm Teagibadiuiu 850 Mealafumauinmluauaasndouanarodull
Tuhvavuwe 3 dadnsu 49 12 dadndu Juay 1 A

anulaaadauasenauialasunisdsyiiuluanaainsinguany 12-17 1Afuisasannituiu 314
578 ananaNAsazlasuenauiflunuiaedous 1.5 iadnsu 89 12 fiadnsusiatu lunsdnmseusil
3 473U 2 ANsAnEN ‘ImﬂmsﬂnmusnLﬂumsﬂnmmﬂmmuLﬂsm.lmuunumuaan wuudnilasa
19 unai 6 e devinluanaaiasinuiu 201 kali LLazanmsﬁnmuuaLﬂumsﬁnwﬁﬁ’ﬂﬁe
anulaaafauuunguiien (single-arm) uavlawnadas devinluananaiasilasunissne iy

nawud 2 1

mmﬂaamﬂ"m‘uaomﬁuin"’f‘lumﬁnrmmmsﬂawa'lul,:fiﬂnwa;"uuazmmmnuwauﬁﬁmmﬁuﬁuﬁ’ﬁu
TsaluTwans I gaidszdiutunis@nwidanvaddnluginaivivuun 3 nsdnmluaiaadnsinuiu
1257 51ﬂ'immwiavmsﬁnmqvﬁam: wagszaznaIAsndaduisniianuuanavduaanly
(msﬂmermmsnmumam)mmnannu) sznaudlia mMsdnauaulZauisudusnuaaniag
cennfiand msﬂnmuuuﬂnﬂmaaama u,avmmnmmmuummmmmmuaumsvﬂnm‘luwumﬂ'\
ALsuler mnmmuaynmamsmmm 1257 51smmmamsm@mumau)mmuau 739 snaluauia
wanavAuldTuesvus 3 dadnsude 12 dadnsu Juay 1 a9 uaydituu 376 she'laduennaan

aNulaaadnuasenduiidelasunsdsafiutuananaiinsisa schizoaffective disorder Tusiluey
U 622 enunHumMsdneidameadinmuauuliaudisuduevaan wunlaliasgasnie iy
szazIan 6 flen uiu 2 Msdnen Tuas@nmuivaranaiinsituiu 206 sragaivualulesy
enaudmluszaunuinensziunileanndassyau nafa anaEinsauiu 108 sneagladuanauinn
216 6 Aadnsudvaradiuasuuaeadilad 3 dadndu uazarddiasauiu 98 saagleduen
2u1a 12 dadnsudaradsuanuunaenasledv 9 dadnfu Juay 1 ase fHrudnns@nwntle
avaadasIuIU 214 srelasuenduidrlunuaiysule (flexible doses) (2u1a 3-12 fiadndu Tuay
1 a%0) Westasnisdnmillanugihaiedlazuenduidniuafmnialasusinduasuduas
Lay/1aa enAuaualsual (mood stabilizers)

dayaludiudldannsnunuanntayaionua
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ANNTuLsIasl§Asen LidvlseaedannsldendiiAndudiulungiazinag lussduanuunsadniias
fvdunany
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223A1NN15ANEIAIUAMLIS L TTEIUALEaan uuuilnilndavnty — Tsadoan Tus T/

UfAsen‘Linvilszavdainnsidenifisnaeunnnimvawindusasay 2 luanaaiasilasunissnmn
araenduiilunsdnivamuauuliaudauduaiviaan wuulntlagasnie luauaenaei iu
szagIan 6 dUa luglvailsadiann d1uiu 3 msdnen lauaasluaisen 1

M151991 1. UfAsun bifeilszaeaainnisladenidsiaviunnnninudawindusaaas 2
mmaﬁﬂsisnﬁmmmﬁ"lr»f%ums‘%’nu'lﬁ'mmﬁu"ifi"l"tun'\sgl"nuﬁ%‘i’ﬂwwnﬁﬁnﬁauau
wiauiguduenvaan uuulnilasgasniy luaviaeiaei uscazinan 6 ddaui aulu 3
n1sdnen Tusituay
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sTuu/afuaiuny

UfAFenliAvdseaaa

sauaruavnila

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

sauay sasay SDEAY BT Sagay

audaladaavscuulscan (Nervous System Disorders)

1hadswe (Headache)

Vaudsey (Dizziness)

anuAalnfuasnisiadaulmme
s¥ulU extrapyramidal
(Extrapyramidal disorder)

Javdin (Somnolence)

ann1519'lidaT (Akathisia)

&u (Tremor)

aaadiadasiunn (Hypertonia)

asuiiatiainie (Dystonia)

vinlvigu (Sedation)

nsiAdaulnuuuwisAudu
(Parkinsonism)

11 12 14 14 12
6 5 4 5 4
5 2 7 7 2
5 3 7 5 3
4 3 8 10 4
3 3 4 3 3
2 1 4 3 1
1 1 4 4 1
1 5 3 6 4
0 <1 2 1 0

aunalnaaavan (Eye Disorders)

adanaA19 (Oculogyric crisis)

0 0 2 0 0

auAaindaasiinla (Cardiac Disorders)

wilauianumgilulania (Sinus9 4 4 7 4

tachycardia)

dnsalasudy (Tachycardia)

2 7 7 7 3
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sauaruavnila

svuu/nauaieng (N = 127) (N = 235) (N = 246) (N = 242) (N = 355)
UHnsenlunvisesaa sauay sauay sy sauay sauay
Aeladindd bundle branch 3 1 3 <1 2

(Bundle branch block)
aMzmladadomzannugily 2 1 1 <1 0

laiti& (Sinus arrhythmia)
Aneladiaid atrioventricular 2 0 2 1 1

s¥dui 1 (Atrioventricular block
first degree)

AMudalndaavscuuiaaatdaa (Vascular Disorders)

ANuGuTanasuazlldaussanua 2 1 2 4 1

(Orthostatic hypotension)

AauAalafaavszuLNINLGUanniiSs (Gastrointestinal Disorders)

a1t3au (Vomiting) 2 3 4 5 5

ihnuwus (Dry mouth) 2 3 1 3 1

uihardaviiavaivuu (Abdominal 1 3 2 2 1
pain upper)

iare'lvaunn (Salivary 0 <1 1 4 <1

hypersecretion)

auinilnéniali (General Disorders)

aaull&s (Asthenia)

A uan (Fatigue)

2 <1 2 2 1

2 1 2 2 1

2AYAIINAIANEIAIUAMILIS LI TEIUAUEiaan uuuilniladavniy — TsadaanTuiusu
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UfAsen Linelszavdainnstdenifisnauludnsnunnnitwiawvindusanas 2 lugihaiasuaiy 12-
17 ndulsadaanlunis@nmmuauiliaudisuduavaanlaalduuiaeasnnisd@nsinis 16
waaITUAI5I9N 2

aan

M15199 2. UfAsan bivilszaeaainnisladenidsiaviuludasinnnnitnudanindusanas 2
Tuananasinslsaiatnninlasunissnneraanduinilunisdnenitanivadinaiuau

a > o I's P s '
wsauiauduanuvaaniaaldaurasiasnluiugu

sauaruavnila

a1duinn anduian anduinn anduinn

1.5 3i{dadnsu 6 dadansu 12 Jadnsu anuaan

szuu/Aguaiane (N=54) (N=16) (N=45) (N=35) (N=51)

UfAzenliwvlseaaa F2LAY saay 28T LAY sagay

Aséaiauazmsdaiiailsdn (Infections
and infestations)

AaUALRIUAYNANLEL 4 0 4 0 2
(Nasopharyngitis)

aNurnldafintelIatiad
(Psychiatric disorders)

uau'lindu (Insomnia) 9 6 7 14 22
InnAvIa (Anxiety) 0 0 2 9 4

anunnldafiaavszuuilsssann
(Nervous system disorders)

Jrgu (Somnolence) 6 13 13 26 2
annsiilaifiatl (Akathisia) 4 6 11 17 0
1hadsuy (Headache) 9 6 4 14 4
&u (Tremor) 2 6 7 11 0
ANuiadnaluaudvuad 2 0 4 9 0

aauLiia (Dystonia)

a1nsudatndonuy cogwheel 0 0 0 11 0
rigidity
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sauaruavnila

aduinn anduian anduinn anduinn

1.5 3{dadnsu 6 dadansu 12 Jadnsu anuaan

szuu/Aguaiane (N=54) (N=16) (N=45) (N=35) (N=51)
Ufasenlainvdseaad sauay sauay sauay sauay sauay
audsey (Dizziness) 2 6 2 3 0
agmsiadaulmfnilng 2 6 2 3 0
(Dyskinesia)

Azavu (Sedation) 4 0 2 0 2
ann1suauunn (Hypersomnia) 0 0 4 0 0
AaNuAalnduag extrapyramidal 0 6 0 0 0
AMzdgu (Lethargy) 0 0 0 3 0
asuiiavadm Taa'lidela (Muscle 0 0 0 3 0

contractions involuntary)
funwin&u (Tongue paralysis) 0 0 0 3 0

AauRalnaaasan (Eye

disorders)

AMNaLAan@Ie oculogyric crisis 0 0 4 3 0
a3 (Vision blurred) 0 0 0 3 0
auAailnaaasiinla (Cardiac

disorders)

anwaladusy (Tachycardia) 0 6 7 6 0
aanmiladuinnmailulads 0 0 2 0 0
(Sinus tachycardia)

audaldnGaasnIsKala
nsvan uarWiivilszau
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sauaruavnila

szuu/Aguaiane (N=54) (N=16) (N=45) (N=35) (N=51)
UfAsen linvlseaon sauay sauay sauaz sauaz sauaz
(Respiratory, thoracic and

mediastinal disorders)

tdaadenlua (Epistaxis) 0 0 2 0 0
AuAalAfaaINIYLEUIUNG

(Gastrointestinal disorders)

a1L3au (Vomiting) 0 6 11 3 10
Adu'ld (Nausea) 0 0 2 9 12
Anzudvtinaraunn (Salivary 2 6 2 0 0
hypersecretion)

ihadasviasdruuu (Abdominal 2 0 2 0 2

pain upper)

ihnuwus (Dry mouth) 0 0 0 3 2
&uwau (Swollen tongue) 0 0 0 3 0
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sauaruavnila

szuu/Aguaiane (N=54) (N=16) (N=45) (N=35) (N=51)
Ufasenlainvdseaad sauay sauay sauay sauay sauay
anudalnfuasinsesy

AsuLiauaiialdaiAaawiu

(Musculoskeletal and

connective tissue disorders)

asadiaudoinse (Muscle rigidity) 0 0 2 3 0
asuiilanadig (Muscle 0 0 0 3 0
contracture)

annismAaiia (Torticollis) 0 0 2 0 0
AaNuAnUnfaavsruudunug

uazeinuu (Reproductive

system and breast disorders)

ansituniva ( Galactorrhea) 0 0 4 0 0
anzanaldsyddiau (Amenorrhea) 0 6 0 0 0
LinunuIu (Breast swelling) 0 0 0 3 0
auAadnéiall (General

disorders)

a1 (Fatigue) 4 0 2 3 0
aaull&s (Asthenia) 0 0 2 3 0
AMUAaLAGIINNITANSIANL

(Investigations)

iuiindindu (Weight 7 6 2 3 0

increased)
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223A1NN15ANEIAIUAMLIS L TTEIUAUEaan uuuilnilndavniy — Tsa luTwar5TusTiia)

UfAsen‘Liivllszavdainnsideniifisnaeumnnnimviawindusasay 2 luanaaiasilasunisinmn
adrenduidrlunsd@neiFaaiuquiliauisuduaviaan uuudntlagasnie Tugihalsaluwans

AU 3 Msdne Tuklug laugasnuansen 3

n15191 3. UfAsenlinviscasaannnisnidsiaviuuinninuiavindusaaar 2 Tuananssiag
P =l 9o as o a o o =2 a o a o a a s
Tsa'luinans I nlasunissnneraanduiAnilunisdnnisanivadiinaruqudsauviaudu

gnuaan wuulnilagasnie 3uu 3 ansdanun Tuklua
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szuu/nauaiane

dfAazen luRvdseae

gnduina
3-12 ddadnsu
Juaz 1 ase
(N = 739)
Sauay

sauaraavnila

gnuaan

(N = 376)
sagay

anudalndaavunuaddunazrainzinauinis (Metabolism and Nutrition Disorders)

ANNatnamsRudy (Increased appetite)
aunRnlaaniviIaad (Psychiatric Disorders)
anenalaliasu (Agitation)

anuAadadaassruulssdnn (Nervous System

Disorders)

1ha@swy (Headache)
Jrvdin (Somnolence)
ansie'lidiai (Akathisia)
a1NsavusLIu (Sedation)

Iaudsuy (Dizziness)

fu (Tremor)

anuAnlnfzadnisindanlmuadssuy extrapyramidal
(Extrapyramidal disorder)

irane'lvia (Drooling)

asuiadofiunn (Hypertonia)
naaiiafiaunge (Dystonia)
aunnilndaava (Eye Disorders)
AW (Vision blurred)
aurdnlndaaviiala (Cardiac Disorders)

wilasdudy (Tachycardia)

3

14

1

10

<1
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szuu/nauaiane
UHazen‘lunvilsesod

AMunRnlafaassTuLnIviiualniig (Gastrointestinal
Disorders)

viagpn (Constipation)

anv3au (Vomiting)

Adu'ld (Nausea)

aunslitiae (Dyspepsia)
auAnilnéiiall (General Disorders)
auan (Fatigue)

AINNTTATIANLU

initnduAndy (Weight increased)

sauaraavnila

gnduina gnuaan
3-12 a‘jaﬁvn%u

Juazr 1 asv

(N = 739) (N = 376)

Sauay sauaz
6 4
4 3
4 6
4 2
3 1
4 2
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2a3a31AN15ANIAIUAMLSLNTTauAueiaan uuuiniladavniv — 1sa schizoaffective

disorder TusjTiiy

A laivlseaedfisnaouinnnviaindusasay 2 luananaiasilasunssnmaiaenduiai
Tunmsd@nitaamuaulisuiauduanuaaniulse schizoaffective disorder s1uau 2 ans@nm Tu

e lduanoluasen 4

> o aa =] ol ] - 1 o o
a5 4. UfAasen'Binvilseaeaniisnaviunnnniiudamindusaaar 2 Tuaiandingise
schizoaffective disorder 1i'l6sun155nNaIaaNduiA1TuAIs@nNIIUNIVARTINAILAN
wisuiiguduanvaan uuulnilasgasnie d1uu 2 nsdnun Tusilual

sauaruavnila

eNaUInI
3-12 fiadansy

fuaz 1 a%o gnviaan
szuu/Axuaiane (N = 420)* (N = 202)
Ufasenlainvdseaad sauar sauay
Asdaiauazasdaiiailsdn (Infections and
Infestations)
aanaafruaynantdu (Nasopharyngitis) 3 1
audalnfuavunuadduuazancInduIns
(Metabolism and Nutrition Disorders)
ANNatna sty (Increased appetite) 2 <1
aunalndaavscuulscan (Nervous System
Disorders)
&u (Tremor) 8 3
annsiielaifindl (Akathisia) 5 4
vinlvigou (Sedation) 5 3
a1n13d9du (Somnolence) 5 2
Anzaaiiadediunn (Hypertonia) 5 2
a1 viaiia (Drooling) 2 0
a1nswa lufluainu (Dysarthria) 2 0

AMunaladaaInisiaualnns (Gastrointestinal
Disorders)
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sauaruavnila

gnauinn

3-12 fiadnsu

Juar 1 asv gnuaan
szuu/Aauaiuny (N = 420)* (N = 202)
UHnsenlunvisesom sauay sty
Adu'ld (Nausea) 6 6
aus'lutiae (Dyspepsia) 5 2
1viagn (Constipation) 4 2
anudnlnduavinseinaruilauanidadaiAuiniu
(Musculoskeletal and Connective Tissue Disorders)
annsthanaiuiila (Myalgia) 2 <1
annN1sa5aNU (Investigations)
iRty (Weight increased) 4 1

*uasiasiunu 420 nailasunssnensdnmauidn favaatasinuu 230 e (Fasay 55) lasuenduidiiuenden uagd
adaTAsaIuIUu 190 518 (Saaag 45) lasusduiiinuduasiuduids uay/via anaiuauaisual (mood stabilizers)

n155ne1 Tau l2fifluandensiaudunitssns Tau 12155

lafinsaanuuuns@nifaaiuauiiauisuduavaan wuulnlagasnie tunad 6 e
FUIU 2 ANTANEN °lua1mauﬂsw”"mm1m,ﬂu‘isﬂ schizoaffective disorder doldsnaranaiasi sy
enduidnuduensugduas (anriuanngu monoamine oxidase inhibitors) way/vw3a enaiuau
ansual (mood stabilizers) (en&winu 1aldsian wiaarTu'lnsiu (lamotrigine)) 1aaluaiaaidas
Wnue lasumsdssdiuanulaaadanuirdiaraadasaiuiu 230 5o (saeas 55) lasuanauin
dusndsuasfianaainsituiu 190 sa (Fasas 45) leuenduimiudusniududsn uaz/via
enauANaiIsual (mood stabilizers) WauFaudauseuing 2 nauiinunfiiasainsadul&ivindui
Windulaanit (Anuwansedoussasay 3 dull) unguilasuanauidniueden

UfA5e Isivivilseavaiiduiusrunuine (Dose-related adverse reactions)

°Lumsﬁnm°lu?.|ujmngouasmumm@hﬁﬁmsmuamﬂ‘%ﬂmﬁﬂuﬁumymamﬂunm 6 dUanvilu
ansaiasyInaivililulsa schizoaffective disorder wuinaimsasuiiladainds annisyalaiily
AN uazAavaadIvynanduiaduldlannii (1u danuuansdivativiaasasas 3) u
adalasT lesuenauimlununagellaufauvisuduaisaaiasvlasuenluzuaa udaswunis
vianauLiiafve (Hypertonia) ladaanirluananadasilafuenauiinluauiasfiatsauiay
Auanaalasn lasuenTuzuinge
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aiayaannnsAnITuausg
wmawastauiumunualavifiiansuassaiwaiiau dotfu ﬁqgaﬂﬁﬁ%ﬁﬂajﬁoﬂsmaﬁmaomsﬁv’oaao
2fia (Mvlusduuvsudssvunazsduuuia) agfianudunusdedunazdu lumdatiasuaavilfasen

'
a ol

liRvdseavAannnsldentiutGunfisianuannnstadwianadinuy uay/nia s8wailau nnals
Anivanivndfin

ﬂﬁﬁ’%m"lajﬁoﬂszaoﬁmnms’hj’m‘f/’iﬁswuammnmﬂﬁwwmwa‘%‘lmu Lay/13a sawadlau ludas
nnNuIaLinAusaaay 2 aavad@dlAIn lasunissnsIaeauinnlun1ssIusIudaya’INNg
dnivanuuilnllagainiy muauuldauvisuduavaan wlsaiaan 1saluinals uay
schizoaffective disorder a1uu 9 msdnm1 (1lluns@nmluginaiiiuiu 8 Msdnm uazluwan
Josudtuiu 1 msdnm) leaudavluaisien 5
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a151911 5 UFAsen Bivilsravaarnnislduniidisnaviuannnisladwidmasion uaz/vda 54
wastau ludnsunnninudavindusanar 2 aasanasminsitlasunisinueiaanauinilu
fnaayasrnInAIsdAnEITauuulnilagasniy amuauliauiiauduanvaan Tulsaiaan
1sa'luInans war schizoaffective disorder anuru 9 nisdn(ilun1sd@nulurituiay

AU 8 Nsdnin wazludiniaguiiuiu 1 nsdnn) TealfAzebiivilscavalunaas
ARNATLILAINSTULATUAAILZLIAIN A UGIDABTAUN T YA ULATENBIN O

sTuu/aguaiuny

UHnsenlunvdsesod

asdatdanaznsdaidailsdn (Infections and Infestations)
nsfatdatsnamaiiumalagiuuy (Upper respiratory tract infection)
aunHalnaniIviIaad (Psychiatric Disorders)

uau'laiviay (Insomnia)*

auAadadaassruulss@nn (Nervous System Disorders)

annse'lifiat (Akathisia)* aufaladluanudsuasnaiuiiia (Dystonia)* anaswisAudu
(Parkinsonism)*

AMuAalndaasnviiuaining (Gastrointestinal Disorders)
sdnliiguaviay (Abdominal discomfort) viagi&e (Diarrhea)

aufndndaasinsesrvnauiiauaziiiadaiAurwiu (Musculoskeletal and Connective
Tissue Disorders)

1haTaseenaraiia (Musculoskeletal pain)
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* yau'liividu (Insomnia) vianasMmEe NMsBUAUUauBALENA (initial insomnia) A1suaw'lindu
ndnnazaofunarvfinusaiadiunaunaidnflunauizh (middle insomnia) a5 lidai
(Akathisia) viuas:mée a1nsag'lidle (hyperkinesia) naumms restless legs syndrome
nsvdunszan (restlessness) anudnlndlumudeaasnsiuiia (Dystonla) UNILFINAY 6N
flatn5v (blepharospasm) manmLn3y (cervical spasm) mmsumLmomsommﬂuau
(emprosthotonus) Tuminuainiy (facial Spasm) anzaadiadadiunn (hypertonia) naasdes
UALNFY (Iaryngospasm) nmmuawmm‘imu"l,um‘ta (muscle contractions involuntary) ainsua
wn3efedaasnauiia (myotonia) n1siAdauiiuasaisauunuminuds (oculogyratlon) ARREITEN
viavuau (opisthotonus) ﬂauaﬂmumnumnsa (oropharyngeal spasm) a1A159aLA39ARI 9N
“Lﬂma“lmmwuo (pleurothotonus) annsuugay (risus sardonicus) 1359 (tetany) Auwim
&u (tongue paralysis) d&uunain3s (tongue spasm) a1nsaadna (torticollis) 1155 1nsude
(trismus) Tsannsnudu (Parklnsonlsm) nuasINA Mudanisiadanlm (akinesia) annis
wwaau'lvizh (bradykinesia) ainsudoinsouwuy cogwheel rigidity anasinanetuadia (drooling)
21N15N95EuU extrapyramidal (extrapyramldal symptoms) smlammmmmwmwmﬂnm
(glabellar reflex abnormal) anwaaaiiaudeinse (muscle rigidity) aanudladudie (muscle
tightness) 1asvsvnautilaudoindy (musculoskeletal stiffness)

ﬂﬁﬁ’%m"lajﬁoﬂszaoﬁmnms’hj’mj‘f/’iﬁsmmumnms‘hj"wwa”l,wa‘%‘mu way/vaa satwadiau ludenn
daaninsaaay 2 aavaraaiasnlasunisinesiaanduislugadayasinannas@nsivauuy
Unilagasniv muaulauvisuduanviaan Tulsadann 1saluinais way schizoaffective
disorder {huiu 9 as@nmn (Lﬂumsﬁnmﬂumumﬁmau 8 madne uazludniaguituiu 1
AsdnE) lauaaaluaisei 6
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aaa

M1571971 6 ﬂgnsm"luwoﬂsuammnms‘lﬂu‘mus‘rm‘mmnms'wwml,wa'simu uaz/vaa 38
wa3lau udasniaunitsaaar 2 aavananainsinlasunissnundraaniuinilugadaya
shuannsdaniIFanuuilnilagasniy amuauliauiiasuduanvaan wlsaianm 15a
MuTwans war schizoaffective disorder 3nuau 9 nsdnun (illunisdnurluluaisnuiu 8

nsdnEn uazludniaguatuiu 1 nsdni) Taalfasanlirslscavalunaaznauaiony
AUSTULRTHAAILI LN MNA G UGITAMIAUN YA UcA N EIN I

szuu/Axuaiane

Ufnsen‘linvdsesaod

Aséaiauazmsaaiiailsdn (Infections and Infestations)

Anivanguann'ls (Acarodermatitis) waaaanadniau (Bronchitis) wiaaLiiaidadniay (Cellulitis)
asuwnztlaavanidu (Cystitis) msmm?jansmmu (Ear infection) 1iwinluej (Influenza) 1sadia
(Haridu (Onychomycosis) daadntgu (Pneumonia) Ansdadiausnamsiduniala
(Respiratory tract infection) ‘lafifganigu (Sinusitis) naudadniau (Tonsillitis) nsfiaidausioo
mtautlaaly (Urinary tract infection)

anudnlnduavsruudanuazsyuminuiédas (Blood and Lymphatic System Disorders)

AMN1aRaAa1g (Anemia) urTnasaanas (Hematocrit decreased) aizuiatdaauniiinsflalu
\§amvas (Neutropenia) sunawdatdanunanay (White blood cell count decreased)

AMunHalafaavscuuniinuAu (Immune System Disorders)
UfAsengiiuwacinosunse (Anaphylactic reaction) angafiliAau (Hypersensitivity)
aurailndaavaanlsvia (Endocrine Disorders)
aMyszaugasiuuldsuandululdaagy (Hyperprolactinemia)

anudalndaavunuaddunazrnincinauuinis (Metabolism and Nutritional Disorders)

Lfiamms (Anorexia) aaladnasaaludanuindu (Blood cholesterol increased) ‘lasn&iara’lssilu
\danwindu (Blood triglycerides increased) i uagnaIvwIsTanay (Decreased appetite) a1y
iealuidangs (Hyperglycemia) shwiinghanad (Weight decreased)

auAadnanIvIaa (Psychiatric Disorders)

Lifvagaaaanatnd (Anorgasmia) aNediutas (Depression) ANUEAAINITNIILNAIARY
(Libido decreased) dushe (Nightmare) anufindndinavnisuaunau (Sleep disorder)

audalndaavszuuilscan (Nervous System Disorders)
Tsaunaaaldanauay (Cerebrovascular accident) ann1szn (Convulsion)* anaanuldla

(Disturbance in attention) Saudsmeifialdauvin (Dizziness postural) anzastadaulmfailng
(Dyskinesia)* anusdnvaaiAuly (Hypoesthesia) aaanus&nea (Loss of consciousness)
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mmjﬁnéfuﬁmﬁuu (Paresthesia) aefinsia&autiunn (Psychomotor hyperactivity) wuagé
a3 (Syncope) a1 tardive dyskinesia

aunalndaava (Eye Disorders)

\Hamdniau (Conjunctivitis) auvia (Dry eye) 1iien'luaunndu (Lacrimation increased) n&aus9
(Photophobia)

anuAalnduavyuaziiasyiulu (Ear and Labyrinth Disorders)

ey (Ear pain) fildavluy (Tinnitus) ainnssdnunnu (Vertigo)

auAaindaaviiala (Cardiac Disorders)

Ag atrioventricular block dns1wlawsiuan (Bradycardia) anufindaduasnisindaana
(Conduction dlsorder) Muadulwihinlafalné (Electrocardiogram abnormal) AMwAdulWih
#1329 QT enatiu (Electrocardiogram QT prolonged) Tadu (Palpitations)

auradnfaaviaaatdan (Vascular Disorders)

wihuav (Flushing) enuduladiage (Hypertension) ANudulatiae (Hypotension) a1suim
t&antawei (Ischemia)

AauAaladaasniIs1inala nsavan warwiivilscdu (Respiratory, Thoracic and
Mediastinal Disorders)

a (Cough) arnswnalasiunn (Dyspnea) anzianuduasniswialaunnnining
(Hyperventilation) @mayn (Nasal congestion) iharaunaauaznaasldas (Pharyngolaryngeal
pain) wialafiil&asnia (Wheezing)

AauAalndaasnviiuanns (Gastrointestinal Disorders)

suflihndniay (Cheilitis) n&uaiunn (Dysphagia) nauaaanselaiag) (Fecal incontinence) viavaa
(Flatulence) asziwzanwsuasalda@nidy (Gastroenteritis) alaaadu (Intestinal obstruction)
auunu (Swollen tongue) 1hawWu (Toothache)

anudnlnduavduuaziiré (Hepatobiliary Disorders)

wau'laii gamma-glutamyltransferase vty awlaniduwingdyu (Hepatic enzyme increased)
vau'laid transaminases LN

auRadaduavdiivuaztilaifialeidiviie (Skin and Subcutaneous Tissue Disorder)
&7 (Acne) @uuv (Dry skin) Ailedni@uaandiu (Eczema) @niivuav (Erythema) du
(Pruritus) Aufiiviile (Rash) favilsdniauiilaganiinisudelasiuaanunaiu'll (Seborrheic
dermatitis) fwiieil&aud (Skin discoloration)

anudnlnduaviasesivnaruilanaziilaifiaiAudiu (Musculoskeletal and Connective
Tissue Disorders)
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ihaaa (Arthralgia) 1hewav (Back pain) taw'laii creatine phosphokinase ’Lut.ﬁamﬁuffy Adada
udie (Joint stiffness) 2iaun (Joint swelling) aauLiianaLn3y (Muscle spasms) aduLliaaauusd
(Muscular weakness) iama (Neck pain)

audalnaaaslanarnai1siasniz (Renal and Urinary Disorders)

ghailadnzenn (Dysuria) ahatlasnzas (Pollakiuria) ndutlasngliag (Urinary incontinence)

o P

anudnldnduavszuuduusuazisinul (Reproductive System and Breast Disorders)
fansdandvannisituy (Breast discharge) (§udnsitun (Breast discomfort) fitfandedausiaus
un (Breast engorgement) aufnindiaadinsndvass (Ejaculation disorder) Aasudesuag
ajtvnamafialng (Erectile dysfunction) anagwsinuniaduluiwazng (Gynecomastia) aau
Andnduasnsiidsydaiau (Menstrual disorder)* anufaundnawwe (Sexual dysfunction) di
gsAaaunavanndavaaaa (Vaginal discharge)

audnilnéniali (General Disorders)
aauvinfifenagetiu (Body temperature increased) §uuwiuniinan (Chest discomfort) wu13
fgviu (Chills) Tunihuiu (Face edema) viwGudAainé (Gait abnormal) anazuiuin (Edema)*

il (Pyrexia) nsgwneiin (Thirst)

nsuatiu anudluie wazanzunsndauainnszuirunis (Injury, Poisoning and
Procedural Complications)

uwnau (Fall)

* aan15dn (Convulsion) uiunasiuéie nsdauuy grand mal convulsion aMIzAstedanlun
Aainé (Dyskinesia) uunasiuée aansdundvannwe (athetosis) a1ie chorea Ay
choreoathetosis anudalndnasnisiadaulu (movement disorder) aduilianssan (muscle
twitching) aahullanszani (myoclonus) audAalndaavnsddscabau (Menstrual
disorder) vianas3udy Uszdndauunlisingua (menstruation irregular) sgandiavindag
(oligomenorrhea) Az (Edema) vsnasiude mumnu’mﬂﬂ (generalised edema)
Anzmiusnadutate (edema peripheral) anazunainaain (pitting edema)

ﬂﬁﬁ’%m“l,ajﬁoﬂszaoﬁmf\ms‘tﬁmﬁ'ﬁsmmumnms‘l‘ﬁma”ma’%‘Imu way/via satwadinu Tu
AsAnITanvadfinaug we'lifisnauluaaaiinsnlasunissnusiaanauian (aua 3-12
fiadnsu) Tlunmsnunurayaannns@neiawuuilnilagasnie muaulzauiasuduenaan u
13a3atan 13aluInans uag schizoaffective disorder a1uiu 9 ns@nm (tlunis@ntuslne
U 8 Msdnm uazluidniasudiuiu 1 ns@am) lauanelun1s1ei 7
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aaa

a151911 7 UFAsen Bivilseavaarnnisladanidsiaviuannnisladwidamasion uaz/vda 54
waslau luarsdnuidunivadiniug ueliifistavuluaiansinsi lasunissnunaaaen
auini )auia 3-12 dadansu (lugeayasrnannnisdnnilauuuilnilasgasnie aruau
wbauviguduanuiaan Tuisaiann 1sa'luinans war schizoaffective disorder 3nuu 9
n1sdnen (dunrsdnululiaisiuiu 8 Ansdnun wazludniuguinuiu 1 nsdnun)
TaadfAsu birvidssavalunaarnauaizicaussuLazLAAVIS LI MUAGUGITAMIAIU
welyAausnIdIn i

sTuu/aguaiuny

UHnsenlunvdsesod

asdatdanaznsdaidailsdn (Infections and Infestations)

nsfatdiavziiaen (Eye infection)

anudnlnduavsruudanuazsrumninuiédas (Blood and Lymphatic System Disorders)
Uinausiaidanuidtadiuflaindu (Eosinophil count increased)

auraldnfaavean'lsvia (Endocrine Disorders)

asanunglaalullaany (Glucose urine present)
anudalndaasmunuaddunazrnincinauuinis (Metabolism and Nutritional Disorders)
AnedigasTuuduaduluidangs (Hyperinsulinemia) anaiséisinunnisass (Polydipsia)
aunHalnaniviIaad (Psychiatric Disorders)

ansualiague (Blunted affect) &anedusu (Confusional state)

auAadadaasszuulssdnn (Nervous System Disorders)

aNufnlnGuadn1snsIar (Balance disorder) aufinidnéiuasviaaaldansuas (Cerebrovascular
disorder) nassgauanufininé (Coordination abnormal) szduauidnédianay (Depressed
level of consciousness) amglminlukihalsaiunninu (Diabetic coma) ainiswiaaau (Head
titubation) aaua1n15 neuroleptic malignant syndrome ‘lisauguavaadatsn (Unresponsive to
stimuli)

aurailndaavan (Eye Disorders)

asipdaulinefnlné (Eye movement disorder) aynisannaan (Eye rolling) siaviu
(Glaucoma) amedaadsnan (Ocular hyperemia)

auAaindaaviiala (Cardiac Disorders)

nauann1s postural orthostatic tachycardia syndrome
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aMunHalnadaasn1suinala nsrvan uarwiivilsciu (Respiratory, Thoracic and
Mediastinal Disorders)

aani&avarunn (Dysphonia) A1¢ pneumonia aspiration a12g¢ pulmonary congestion fiL&ev
warumnala (Rales) a1e respiratory tract congestion

AauAalafaasnviiualInis (Gastrointestinal Disorders)

v
=Y

viuilaffidnwazasraiiasanluaaansy (Fecaloma)
anudnlnduavidvitiouaziilaiialsiuiie (Skin and Subcutaneous Tissue Disorders)
fuuwen (Drug eruption) ameidaumun (Hyperkeratosis) fiuandiw (Urticaria)

auRadndaaviasesrvnautilauaziiiatdaiAudwiu (Musculoskeletal and Connective
Tissue Disorders)

aNufnlnauasvinnig (Posture abnormal) assgaauadaiasna1NLiaas (Rhabdomyolysis)

o P

anudnldndaavszuuduusuazisinul (Reproductive System and Breast Disorders)
wirunuenaiviaidy (Breast enlargement) isvanifiaunnah (Menstruation delayed)
auRalnéiall (General Disorders)

aauisvnaanay (Body temperature decreased) nauannisaauan (Drug withdrawal
syndrome) llaifiaudionszsng (Induration) aaus&n’laiauna (Malaise)

wgvag

mmﬂapmﬁﬂmaam5u’“;nﬁgnﬂ5mﬁu°lu@ﬂuﬂaomqﬁtﬂuisﬂﬁmmm (aadous 65 Tdulyl) s1uu
81 51ﬂﬁmhs'mmsﬁm:rﬁﬁmmona“ﬁnmnmuLﬂ‘%ﬂmﬁﬂuﬁuﬂmaan wuudnilagasne Taaaglasu
m“luwummﬂsu"l,m (a‘m‘m 76 5181) WiaauaeAen (I uru 5 51a) Tuaie 3 89 12 dadniu Juae 1
A% fluszaznaiunude 6 flaw u,mwmmauaua“tu”tmmn‘mﬂmmmnnimumoamau]us”uu
szm*mnauwﬂmaomﬂnnnauwﬂaumiu‘l?jwmmmmwmwauammﬂaamnﬂmaoms"mﬂﬂuwﬂm
Wesasnauiamuaa1andedy at19lsAnn matayaifiiidauarauignismendfintaavialuse

Ligunsadsafiudeanuhiivindusanisind §asen lidelseaedainnisiden tusgihageangusiag
ele

1ign1saia1n1sinaulamidaduduea tunasu (Events of Particular Interest to the
Class)

ANudialnfuavnisiadau 1Inissuyllsean (Extrapyram/da/ Symptoms EPS) diayafisiusiu
AnATAnEMIuAUSauAsuAuENaan wuulatlagasnie Auuraenan tiunat 6 flanu
F1uu 3 Ansdam lugihalseiann (Wsaqida paanddnivaduwamans azallssansaa
nwadian) uaaliitiuinnisiie EPS lunquitlasusviaan (saaay 11) Liuans1adunauilasuen
auinmluzune 3 uae 6 dadnsu (sasay 13 wagsaaay 10 auadu) wansuia EPS agd
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mmé’uﬁuﬁﬁwumﬂwﬁlﬁ”"tunlz\juﬁ"l,ef%’umﬁu'“m”ﬂumumqa (sasag 25 lunguitlasusaua 9
1adndu uavsasasr 26 lunguin'laduenuune 12 dadniu) nanainis EPS avnanazsiudenis
JanzusnaataInisEne laua axnsinfaaen (dyskinesia) aanuilafininge Msiadauim
nfiadnd astadaulmuuuwisAudu wazainsdu fayansIuTINAINNTANEIAILAN
Wiamdsuduenvaan wuuilnflagasnig tunal 6 &lav Fuu 2 ns@nen luanaaiinsisa
schizoaffective disorder (Wsaqvia aaautianivaduwamans szalssansuanivadain) le
LRAINARNARIEARIAU

ihudndaiuiiy NndayaisIuTINAInMsEnmuAE T AsuAUE T aan Aauaeaef il
a1 6 e duu 3 nsdnen Tugihayneisadann (Wsaqida paauignivadz
wamans Wizaisedansaavwadin) dankauviaudassunasiihaniniiainfdiininm
Windussuasaaas 7 dulduasinnidndmdnalungusihanlesuenauinniuauie 3 dadnsunay 6
faanfunuidiaddnisalliuane 9 (Saaay 7 uazsaaas 6 auaeu) WiauBeuwinudunauilasy
envaan (sanas 5) uazavwuatiinisaldenaanduiusasay 9 Welunguiladenduidrluauia 9
{fiadnsu way 12 dadndu

fnsusadfiudenmsihmindiuduluaraatasiosuiduisaiaaniunsdnsnidaauax
Winudsuduanaan wuulatladgasnie tunai 6 dla1vi uagnis@nundiusiauane (extension)
wuuilawwadas defiaisagiuvassraznarlunslasuenauimagi 182 Ju lunisdnmaiua
wisudsuduannaan wuulatlagasnie wuinsaaay 6 maommamsm"l,mnmssnmmﬂmlamm
Tuauiaene sagas 13 zavara)adasvilasunuianenihuna)y uavsagas 13 vavaraaliasi lasy
waengs azdinwindvindudouasasay 7 dulilnudmiwindinaushnlasens dosien
nnfanisuduataaiasilasunisinuniaavaan (Sasay 2) (@vida AUAUTAN 1A
wamans wizayssansuanivadin) luns@nsaisldenlussazen wuwianedas wuindasu
aavandaiasionualasunissnrdmamauiduaviintadiindudouasanay 7 dulaiau
futhwiingnauniniasens wihdusasay 33 wWavinnsshmethadasusiaanauifiaisazilsediu
u’munmvlmeumsmnummmmmomnn‘rmsmmuimﬂnm Luawmsm'\muﬁﬂg'mmaamonm‘lu
ms¥nEeaeauiitunsdasuuudamadasn (182 Ju) Nufumimindinaianisannnis
WigiuiadnfuasnaulsyannsnauiwuinaisdsafiurasazuuuiifinnsUsuninsgiu (standardized
scores) LLammwé‘uwuﬁmoﬂauniumsmanuu,ﬂaamaau‘munmmnn‘nmmﬂsnumnnnum
dayadné °ffomLaaﬂmaomﬂﬂawuﬂaaumunmm baseline 2asn1s@nmwuuiawadasdoan
qmaomsﬂnmimﬂ"lm?uuumumsﬂsnujmsgmamsuumun'mum 0.1 (fimgenIinanisagiuuas
dayalndatsanas 4) asauiauaddutdayalnd nsildsunidasszauiilulasuniswansanin
fitag1Agynandiin

:nn“u”aagaﬁsmswajnmsﬁnmmuquLﬂ‘%umﬁﬂuﬁnﬂmaan unal 6 e 3uiu 2 msdnmn
TuaanadaseluaiMiilulse schizoaffective disorder (1usaqhiia Aaavidnivinduwamans
Waziailssansnanivadain) wndwzi'\mummaﬁmﬁ"tm“%nms%’nmﬁmmauamaﬁauumunmmuwu
foussanay 7 duldfiinnnin (sasay 5) WauZeuwisuduansaiasildsuaviaan (sanay 1) &
asdnEnvinlunauilasuen luauagouaramaswunsiinduaasimviinddoussanas 7 4ul
lunaulasuanlunuasiituusasay 3 luaauilasuenluruageinmiusanay 7 uarlunaui
Tasuenvaanituusaaay 1

o s

HANIYAVUGIANT 550U Ti/suaniuTudisu NNAAYATTIUTINNNMTANHIALANS UL AU
vaan wuulnflagadniy Auuiae1adn unal 6 e Fuiu 3 nsdnm Tuihalsalainnm
(WseqWtia aaaudGnivindunwamians Wazaissdnsaanivadin) wuEihafonwamauag
muom“l,mnmau‘;mmmmuiﬂmammu‘lwﬁsnmeusﬁaimum"l,ﬂn'mwmul,aawaommmwu
°uaoiﬂsn,taﬂmu"lwﬁ‘smzumqaa{m’tmum 15 2a9ns5nE wafonafid1ganinal baseline i study
endpoint
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o aa

2a3yan15AnE1ITLNIvAAEN LAt luvivilssavaainnisz2ien tun1sans1aIuau
11/5211 971 FiLIE1 iR N TUsEIc e

anulaanadazasenduidifognisudiuluns@nmisassasandegnaanuuuaniialssdu
wamssnmsumm'maomamm‘luw"‘mmmLﬂu‘isﬂamﬂm (Wdseqvta paavianivaduwamans
Waziailssdnsnan1vadin) ‘Imumvlﬂwm‘mum ANMud LLa”mmsuus\maoﬂ;]nsm"l,uwaﬂswmﬂmn
nsldendifisesuluaie 14 §&leviusndeiluzhoilaweadasn (open-label) 229NsENR1
T,nmﬂnanunnﬂansuﬂuwoﬂsumﬂmm'\umu‘t,um'sﬁnmmuﬂmﬂsuumnunnmuaan Avuaen
avii Liluan 6 &lenu mmuﬂumtavmmsuus\maoﬂjjﬁ‘%m"luwoﬂsvaiommnms‘f,?.immmwr;mu
IumomsﬂnmwLu.mﬂmeaaoma“lusyﬂymmaomsﬁnﬂwumuaununnmwn“luma 14 flaviusn

doifluroilamadas wainuduasnisiAatiannin
2AAYAUAINITINNAAA

uanmﬁamnmqmsai"laiﬁaﬂszmﬁﬁﬁmssmmus seMsidamendfindildnandlduaranesiy 4
asawuaMsalbifielseaersialufissninelssaunisaindonisnnainuasenwidinaiiau
Lay/via s8wadlau (15191 8) Taalusisvlaugavaramnuiisesalul

WULALNIN > 1/10

wWulas > 1/100 uway < 1/10

wu'ldilaa > 1/1000 way < 1/100

Wuiiae > 1/10000 wag < 1/1000
Wulaauln < 1/10000 57189 ULLALRNY
Linsuanud Ligunsalssnaldanntayaidas

ua15197 8 lauansilfAsenlifodseaedannnislaenauanudaindasnaisnauiaaauging
13 (spontaneous reporting rate)
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M15197 8: A Liivilszavaninustuivilszaunisaiudenisvna1nuaINIaNas
= = a = d Qs s

Teu uaz/uda sanmadinuinaldssiduauanuianndnsnn1ssauinaauainsla

(spontaneous reporting rates) aaswiatnasziau

anuAndnduavsrumdaauazsrumitidas (Blood and Lymphatic System Disorders)

WYUDEINIA azunsyla'lasiian (Agranulocytosis) azndntdan
Waa (Thrombocytopenia)

anuradnfaavaanlsvia (Endocrine Disorders)
Lins1uaIIus A17% inappropriate antidiuretic hormone secretion
AanuRalnfzavmunuadduuarnainzinauinis (Metabolism and Nutrition Disorders)

WLUDEINIA Tsatuuu (Diabetes mellitus) a13¢ diabetic
ketoacidosis angianaluldaas (Hypoglycemia)

Lins1uaIu8 annsfiwannin (Water intoxication)
anuAadnanvaaad (Psychiatric Disorders)

WYUDEINIA anmsiadaulviniaaviaunniAu (Catatonia) a1nsie
wau (Mania), wuaziua (Somnambulism)

Lins1uaIu8 aztuanuuuenau (Sleep-related eating disorder)
audnlndaavszuuilscan (Nervous System Disorders)

WL UDEININ aulAalnfiuavn1siusa (Dysgeusia)
anuradnanivan (Eye Disorders)

Lins1uaIIuE 1iruenealdangaunaniiaa (Floppy iris syndrome
(intraoperative))

aunRnlndaaeiirla (Cardiac Disorders)

WL UDEINIA W lavavuutduladenay (Atrial fibrillation)

audnilnfaavviaaatdan (Vascular Disorder)

WYUDEININ m'szviaamﬁammﬁaua”nﬁa”'u}ﬁam (Deep vein
thrombosis) 1saduidanaaduludaa (Pulmonary

embolism)

aundaladaasnIsuinala nsrvan wacniivilsciu (Respiratory, Thoracic and
Mediastinal Disorders)
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WL UDENIA nauaInsuaanalauazuaunay (Sleep apnea
syndrome)

aunRnladaaInisiiualnis (Gastrointestinal Disorders)

a

WLUDENIA uaauantdyu (Pancreatitis)
wyuaguIn a'lddm (Ileus)
anudnlndaavdunaziiig (Hepatobiliary Disorders)
Lins1uaIu8 faiu (Jaundice)

anudalnduaviivitiouaziiiaiialaduiie (Skin and Subcutaneous Tissue
Disorders)

Wl ANLUINTLUL angioedema
WLUDENIA @sweau (Alopecia)
Lins1uAIub Aguainsafud-aaviudu (Stevens Johnson

Syndrome)/ asanaunandalauasntionInimaiy (Toxic
Epidermal Necrolysis)

audailndaasiauazn1silaanne (Renal and Urinary Disorders)

WLUDENIA flag&zAvg (Urinary retention)

dNNzUMAIATIA sTardvnann uazstarnaunaaa (Pregnancy, Puerperium and
Perinatal Conditions)

WLUDENIA nauainsaauenlunisausatia (Drug withdrawal
syndrome neonatal)

anuralndaavszuuduwusuazieinuy (Reproductive System and Breast Disorders)
WLUDENIA AMzavarmaudedy (Priapism)

auAnilnéiali (General Disorders)

WYUALNIN aaungfisneniasininlné (Hypothermia)

A5 lasuaNtAUAUIA
2A7ANSLLAYANNANS LS NI

TaavhllannsuazainsuaasimiainasiAaduilunauianngnaniandainauasniaiwas Taudi
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naAuly laun daosﬁuuasmmsmusﬁu Farnladuisy anudulaiac adulWiiwlaze
QT snunudiu uagaNuAalnfuasnistalaulniniesyuu extrapyramidal fishaviunisiianiig
Torsade de pointes uag Walavavalvsuwiiased (ventricular fibrillation) Tunslasuenwidiwa’d
Taunfiasudsemutivauia Tlusranfiannsannnsiasuentivauinatinadaunay asatdvdoniu
Lﬂu“l,ﬂ”l,mmwﬂmma”l,mummnm‘muwummnu

AN

“lumswmsmmom'mmLﬂuwaom'ssnmLLaUm'sWumwaawﬂmmimummumummsumsmuoaa
ﬁssummmaosﬂLmumﬂumaanqmwmmu WiaganawrawmaslaudehifenuAfsiswie dotu ads
$nwnuulsydudsyaasainain1svi lduassthataavinlvigihavalalageain agluusiiais
amAaen uagldiuaandiauatnaiiasna mswmvhmmmumsmmumaos vy lanasvaan
Laammummmmsmmmmmﬂau“l,vmwm‘laamomaLuaovwammmm)”mimmuwmomvmma
viadu ynnmnumu'iaumammaouausynulumaﬂuiwG\‘Luswmﬂaummmﬂmumﬁnmmﬂ
IENTNRLRUNEFY LU M TWRITIRIMIINARALARAAT LaY/raa TrennssaussuulsTaIndunILnén
AsAAsanWauAuTue (activated charcoal) Sauduenszung uazasiasanliaduladiuasin
lusafianuAnlnduasnisiadaulminieszuuilseain extrapyramidal atnoguuse sIuvtoAIs
Amuauguawaziifaauainisuasithasaiiiasatrelnddaauninazsinganvilng

AnLaNLaNINR2AINeN

AUANLGNIIATANAAANT

agulunsinIMa§rinen: ensulsaia, ensulsainuiindug ATC code: NO5SAX13
nalnnisaangnd

wrdwasTauduiludanddaluaduidsuiuensneisaiaigninnaumiadiinduauwusuas
benzisoxazole (a5 Tsadinnaulni) duidilssnaudrassnauusdiua (racemic mixture) uav
(+)-paliperidone uwa¥ (-)-paliperidone

awasTaufinasuifsuanindsulandiunia D, Ausnastuulssamaiunay uasiiand
nanlunsaugninesudisIniiuaiia 5-HTo uanaini wdwadlaudedrugnnsiuasaiiuas
020 o1 WAY ax wazAsmFudamduuia Hy Lmemeas'imu"l,num']mjanwnumsniﬂmuasan
wliadaasinwiamsuasaiuasinaie B uay B2 "9 (+)-paliperidone wag (-)- paliperidone fiand

mutaduinenaaadunsluidvnaunnwuazlsua

aa'lnAnsaanguanadwiamwailaudelidluinsuwidaduiderduasnenlsaiaufinduq atnelsf
AU ﬁvjtaua“lﬁwqmﬁ"l,un'\'ﬁnm‘ifa‘ﬂﬁmLﬂmwaoml,ﬁmmnm'smuqmﬁﬁﬁﬁuimwwﬁmjﬁm D, uag

MU Iniuiia 5-HToa s7uAU zi‘m%un’rss\"'lumnﬁmmsmjumauq uanmiiaannagldu D; way 5-
HTa analdagunadonadug MiAaduarnnistaderwi&iwasiau

ANSM5AGAMUADYANIVAIFINENSEKIIIANSUAVKAU (Polysomnography)

wlasanna'lnuagen duvumslandaasen uay/vsa na1lunsusmsenuaseniaangnisasyuy
Usz@mahunaalafinasanisuaundy aetu AvdinsAnmaruauulbauvisuduvaaniugiha
Tsadatandiuiu 36 suilasumauisiauis 9 dadnfundaldsuevaan Juas 1 a3 funal 14
Ju lLﬁaﬂsaﬁuwawaoms‘lu’mﬁu‘in"ﬂumaul,ﬁwiagﬂl,l,unLLazmmﬁatﬁaomaomsuauuﬁn Aaya

AINTIUNUNNNNsFILAaLETauAnuFunsTdEnaanwuIenduidfinalvidienainauingnis
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uauuauamomamaaamao 41.0 u1vi (SE 18.70) szae nms‘?@LLdLﬂwuauauni”ﬁwﬁnamm 35.2
Ui (SE 14.99) viaammsuuauuauummum\maam‘smuamao 7 m‘a (SE 3. 88) naienuaila
lunsuaunduindu 52.8 v (SE 24.01) suﬂwnmmuauuamwwu 41.7 u1i (SE 18.75) uay
fuflszdnsnauasmsuaunduindusanay 11 (SE 5.00) uananil szaznaiuaundulunisuau
nauvusnanavatfitagAgynIIgaa (Luamsuumnnnnﬂ‘maan) 11.9 uvi (SE 4.44) uae
svaznaiuaundulunsuaunduaheiaasfindu 50.7 uni (SE 17.67) us'lsiwunans
AaNuFuWusnvadfindanisuaunauiia REM

wasa QT/QTc interval uaca#3s eIl

nauaInI&nastausandulnihimlazie QT "Lm"%umsﬂsmﬁuiumsﬁnwmwﬂa”ﬁnszﬂzﬁ 1 doiflu
mMsEnEardaniu unugu uazlnlazasms luginaiiilulsafaanuayisa schizoaffective
disorder $1uMu 2 M3@En®1 warann1sEnEIAILANITIUAUAUENMAanwaLiIENTifianE (active-
controlled) Aruaeai unai 6 &l S uu 3 asdnmn luwddsz@ndnanasenduisilu
NinaiAdulsadawan

luns@nsnluszazii 1 nsdnmusn (mmamsmum 141 518) ananailasazgnguTvisuilsenuen
widwmadlaurfialanlaasviui Juas 1 a3 lunal 7 Ju (Tmﬂnmsﬂimwumummmu,m 4898
fiadniu) wia'leduenuadwaanaidu (moxifloxacin) 2uia 400 dadndu AdvLded wudiasnalas
AU 44 sanFudszmusnwidwmadlaurisdandaagiuvinuia 8 dadnsu Juar 1 a59 fdau
mwutaaﬂaoam‘tuwmammamaysumnmtaaﬂmmauﬂuaaawnmaommaummmnmauum‘tu
aula 12 uaan'suﬂaLﬂuwummmammmum’tm?j (Crmax-ss t¥iINAU 113 way 45 unTunsuaafiadans
MURIGU) tun1sd@nw model-adjusted day- averaged linear-derived QT correction (QTcLD) wudn
NAUNleTUeNauIAT (1uu 44 51e) a1 QTcLD wWnduiaaads 5.5 dadiuvi (90%CI: 3.66;
7.25)

°I,um'mmensvt|~1n 1 mmnmm 2 (mmauﬂsmmu 109 s1a1) anadilAsazgnauTwlasuenviaan
mamau‘m‘mmummammu,uuu'ma 12 fiadn3u Juaz 1 momuaamnuuauﬂsnmemmmmmw
auauuzinda 18 fiadnsu Yuay 1 afo usa"Lmnmnaumuﬂwfﬂoquﬁmamé’mmmaa‘lunau
iendu laua en@iiiaftu (quetiapine) 1una 400 dadnsu Juay 2 a%9 tuidassuiilun1s@nmn
uBsuAsuwuuliaannit (Wisuwindu) fuszagiian 10 Tuszuivenauimaue 12 dadniuduen
Amiafiu nnmshdnaluansadasusazsiawunaguilaoauimluauie 12 iadasud
Aafauansildauwlasan QTcLD anaswusuladwalaalain least square Tuanaind
ANULANAUBDIENFIFA (tmax) UBEININaE 5.1 &I (mLaaumaammwmumammnu 34 1"
Tunfusafiaddns) WauSauaudfuen@mAaiuauia 400 fadnsu Juaz 2 A%y (mtaanmaam‘m
iinduggatvindu 1183 urlunsusiafind’dns) (90%CI -9.2; -0.9) ﬁamsommnmmammummh
frusuns@nuuulisaannin (WAauvindu) da 10 Gadiuni nsldaunlasiadauasan QTcLD
mﬂ‘wugmmnmswhS’foan"lumahaumu,mausm‘tumonamummmumumaomaoam (tmax) Tu
aaulaeauidizua 18 fiadnsugniszduindaiaanitag 2.3 iad&junvi (mmanmmmmu
ogaLvinAu 53 N Tunsucaiiaddng) lauBeuwinuAuendAafiuzuna 400 fiadnsu Juas 2 as
(M@asaNUTNAUgIgALViNAY 1183 unTunfusiafiadans) (90%CI: -6.8; 2.3)

AL Wwanzadnsildaunilasan QTclD mnwuﬁmmnmﬂﬂwmanlua'\mauﬂmmauswﬂ‘(,umanm
AfianuutuaaIeNgIFA (tmax) "lunaumlmumauam’uum 12 fiadnfuddgeoninag 1.5
fiadiu1ii (90%CI: -3.3; 6.2) uaslungulasuadivitafiuauin 400 Hadnsu Juay 2 39 Afian
goninag 8.0 IadIuvi (90%CL: 3.1; 12.9) Waulauiaudusiadgaasnisilasuudasen
QTcLD anAfug U au STEH5IUUDIANNLANTUADILNFIFA (tnax) (VA active drug Tun1s
WinwmAsy) lunauilasuevaan Aadsaasnisildauniladdr QTcLD mnwug'\umnmﬂm

éfmnm"lummauﬂﬂmavﬁn‘luﬁaona‘mum‘mmmumaomgaa{m (tmax) TunENTIEFUENWIE WS
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Tauaarsuuia 18 fiadnsugnisuiiuingeninag 4.9 dadiui (ﬁszﬁnmwmﬁaﬁu‘fanaz 90: -0.5;
10.3) uazlungun'laduenmvitafiuauia 400 iadndu Juaz 2 advgnilsuiiuindidgeninag 7.5
fiadiu1ii (90%CIL: 2.5; 12.5) WansauvisududAadauasnisildsuuilasan QTcLD ananugu
o U585 1ULDIANNLAUAUUDIENFIFA (tmax) (VaY active drug Tunmsidzauviay) Tungun'lasuen
naan

"l:iﬁmmaﬁmswﬂ“tmﬁﬁmsl,ﬂaﬂuuﬂaommﬂsnnmuunuwumumunn 60 fiad3ui vIafimn
QTcLD unnn31 500 dadjunii an nale 9 Amuszninens@nmni

fmsunmsdnunised@ndnavasenduisauaaeriiiuiu 3 msdnwlaanmsiuiinaduiniiila
Fuu 15 aseanuiuidvua'ly (smnoLammmmwyummmumuwaom“lul,aamaoam) @Ae38ns
1AT5IU aRasanantayainunyldannguilasuenauisidsiuiu 836 s naum"l,mnm‘i,a
WAUTNRUIIWIU 357 718 waznauA lasuEIaaniawIu 350 anuInnauiAadauaden
QTcLD winduliiiu 5 fadiuinaannisdnm mwm@ﬂmiunaumimnmauam“lumum 12
uaansml,a”naum”l,mum‘iauaumwunaua” 1 shanfinnsidRaundasiiunin 60 a&Iuvi L e
namileszninems@nendonan (Windu 62 uay 110 dadiuniiauaidu)

szandwanivnaiin
Tsadenanluslvies

Uszd@ndnauasenduisladunsdsadiulunis@nenisanwadiinauquuliauvisuduavaan wuuy
Untlagasniv tunal 6 §av Fuiu 3 msdnen lugihalsaliaaniuinauinaeinisiiads
229 The Diagonistic and Statistic Manual of Mental Disorders, 4™ edition (DSM-1V) 1aaldenia
u,au‘mwumumnaumuﬂwﬂouﬂwﬁmomammmaﬂ Lwammm“l,maaﬁﬁﬁmswm AN auIAT
Liluisaun1snaaadagluriosous 3 9 15 Aadnsu fuay 1 afs Msdsufiulse@ndnaazgann
Positive and Negative Syndrome Scale (PANSS) 1aadiunilsuaansuan (primary endpoint) Aanis
anavuavAIAsLUUTIN PANSS m'sﬂsvmummauauaamam‘luﬂsumnsnamaﬂ"luwuvmnmum
waAvdIANNLANGISAULTaINan any G waswa dufulsnadwgsas (secondary
endpoint) azilsziiiuain Personal and Social Performance (PSP) uag Clinical Global Impression-
Severity scale (CGI-S) @1 PSP Lﬂumnamaﬂﬁﬂnsﬁa"lﬁum:sm‘maianm‘mQnmyaq‘immsqnﬂss}ﬁu
Taauwng Tiudriaminilusiueie q samiauazdonuionun 4 eudesalalil 1) Aanssuniiu
sylardisadenusudonisvinunaznsiau 2) duiusnwAugauuasdoan 3) Msguacmiay uay
4) wadinssuANunIAnIaLazi1T drue CGI-S luananldissiiuanuuussinasiuaasniiu
Buihalaagfoinan1saldasy ATILAITTayaNIUNNlENMIEINNTNARaIWLTIENEUTALG
avpwafiaumiianinevaanifiafaisanaine PSP uay CGI-S uananall wasiaa PSP finau
wLanevaLNgaLAIuAINNAIATULUUTIN PANSS sﬁ\nﬂumuﬂswaawwan (primary endpoint) Ausnade
asfiannsuaslsadidu msﬂsvmutwmmu‘lumommmejaamlaommumsﬂnmuam‘mmuﬂms
‘lumamm‘luwummﬂsn”tmmnmum (3 fiv 15 fiadndu Tuay 1 A%9) luan 52 flenvid
ANuduRusFun15vinlvia PSP fiduatirosiaiiiag

luns@nmnszazanignaanuuuunialsafiunalussasanwuinenduiidlsednanalunisaiuau
amsuavlsaIannunnaitenuaanainlidaddguazvinlinisnduiniainisuasisagnasee Tu
mmnmuw"tummﬂu‘imamLﬂmmmnmﬂnmsmaawaa DSM-1V u,avwmmummsmmaunamo
asidlalafuenduidluaunafilaag (auadous 3 89 15 fadnsu Juas 1 a) luhodaweadaen
Huszaziian 8 ﬁﬂmuuaomnmmﬂ"Lmnmssnm‘lusummﬂnwaumﬂmau‘;mmuom 6 JUanui
Aauurin (wummm‘lmaum 3 6 15 dadnsu Juay 1 a%) avgndudanuuulniagasmelnilesu
enduirrsallluaunaeildagviaazldfusvaanaunssisihandufiannisuasisaianninass
NAMFIATEMsENITens@nr (interim analysis) vihlins@nmiignuaanauasunalmamana
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m’mﬂs*’ﬁmﬁwamaamsfioussamuansvi’ﬁmuum“l,ﬁmunz\iuﬁ"l,ef%’umﬁu'“mﬁﬁomonmiumsné”nﬁ
mms’ismmummanm“lmuﬂmaanamouuﬂmﬂmmmam (p = 0.0053) ANITILATITUNRAILFS
umsmaaad (final analysis) (swaaNﬂwmnnLmﬂaanu'mmmnamm (cut-off point) &11sun1s
aneiszninonis@nmn) wm'maum“l,mnmammuam'\n'ﬁnauumn'ﬁmaa‘lmﬂmLﬂusaﬂa” 22.1
LJJaLﬂ‘SﬂiJLMEI]Jﬂ‘lJiatIE\]” 51.5 unauilasuenviaan adugansdnsnluhodamadasdody
szeizmani (open-label stabilization phase) w1mmmsmaoismmuamauuﬂmﬂm (AAZLUUTIN
PANSS anav 38 asuuu (Adaviuunnasgiu £ 16.03)) uanavannnsguiiaingnisinsiuuy
UnflagasmenarnuingihaRldfuanaaniainsutaoninnauiilasusnduimacrofidasdey
(p<0.001) wazdewuniszdndnalunisineuasenduimluwdzasyadnainuaznisiandeauds
andnenvaanatefidadidgeds Tussninvidvilnllagzasnvuasnis@nmiifiaindr CGI-S wun
AU lesuennaaniiauuLsylagsIneaaInNIsnviIautas tluaasiyihanlasueauinndead
21ANINIAATNAIN

Tsadenanluiasu

ﬂsvﬁmﬁwamﬁnmmaamﬁuﬁnﬁ“tummaﬁﬂﬁﬂiuﬁﬂumﬂu’imﬁmmm“lm”ﬁmmamo‘tumsﬁnnﬁﬁu
LUURY gaunu muauulzauvisuduavaan wuudailagasne unar 6 §la TeaAavual
e tuzuaasiauituindzavaraatiag uthe 1.5 &9 12 dadnsusaiu anguaIa &I IAT

atluaie 12-17 fuaziinaudneazasiaudaiinuauadnisidadalsaiatnnain DSM-IV 965U

nsdudunisitadaiaale Kiddie Schedule &1 usuifiasiaisaarsuainisdsiu was Schizophrenia-
Present and Lifetime Version) K-SADS-PL)

mmaﬁmﬁmommnmﬁmsﬁmLﬁan"l,m”nna’u‘lmﬁwsimsﬁnmuﬁomnﬁmm 4 nauNsTnRN lalA
naunladuenuaan ngunlasuenauimluauamen ngunlasuaauimluauiaeiunaie wia
AaNlaTueauIAluauaego ?Jumﬂ'ﬂ/l‘lmumuaﬂnuumunmmaaamjamawaamawmﬁmm
mmamﬂsaﬂ'ajumuumunmugmuvlmumamm‘luwumqa ananadasndumindluhe 29 fv
aanii 51 Alandu ar nalessusnianniasensazgnguliaglungunleduevaannialasuen
auiiiauia 1.5 iadndu (2uee) auiaen 3 dadndu (2uiailhunaiv) wiazuiag 6 dadndu
(2uage) dadu uasaraadasifiinuidndativiian 51 Alaniu o IausnansINTATINITITgNFN
Tisuenuaanusalesuenduialuauiaen 1.5 dadnsfu (auaa) auiae 6 dadnsu (auaiu

¥
== -1

na1d) wIazuae 12 dadnsu (au1agy) saiu Iaalenlusaudhuayliidfisdeiiaainsg

Usznananissnuavenazgnilsziiiuiaalaaguuu PANSS Asdneilauanedolsz&nanalunis
snmimammmmaomauam“tummaummsuma‘mm“i,umum 3 6 uay 12 fiadnfusaiu lungu
ATF NIRRT NUINTAE) mnﬂr.nmmaﬂmuﬂsuﬁwﬁwa"lumssnm‘lunquﬂsumnsna,uu @Aa 3
fiadnsucaiu

Isa'lulwars

Uszd@ndnauasenauimlunsinmainsionarudoundulavinluns@nesidanadiineiuau
uauiauduavaan wuulnfladasnie luandaiiiu 3uu 2 ns@nen lugihalsaluTwaii I
e unaeinsiiadanas DSM-IV Mivisiiainisiewaiuniaainisuuunay nMs@neiudelavin
Asdssiivdssvndnanazanulaandauasenduiimlealduunaeidiuleturie 3-12 dadniu
wsusudusvaanuasandviafiu [enflasunisaaniulvldlunisinmainslonau] du
a1 12 Sl Tuaaizndnns@neniislevinnisdssdivdssdnanauazaulaandauasenauinn
Tuauraaei (3 fiadnsu 6 Gadniu uay 12 fiadnsu) wiaudsuduavaantiunal 3 fdenu

nansdnswuIien1sldenauidr tuaunaiidiulatugiesznine 3 fe 12 fadnuuasizuiaen
Aavil 12 fdadnfufidss@ninantiannevaanifadssiiudedndsdgugfivavissdnnadelannnisg
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¥ '
=1 ol a

wWazuwdasAiazuuu YMRS danuadauSaudaududifiugruditoafinnsdnm o §uevvi 3 Tae

wmmjﬁu"’;fﬁLLamﬂssa“mﬁwaﬁrﬁmﬁam‘mmaans‘fmwi"ium 2 uazdszananalunisinmiainisie
wahwflauBauisudusvaandvavilssdninaliaaaannadsniinsdanuauasunai 3 flanv
navnlasumsine’l 3 flavinuirninaseutlvzaslugihanlasunisineeaanduinlvnig
aauduadsansineuiluadied naudlasuanduimtuauendiulafidsz&ninalunisinm
wilandrenuaanadeidadAgynsfinensaauguasaanisinrnarazlaanainism
(remission) an §Ua1iA 3 nsdszifiused@ndnalunisdhanndindslgugfivasilszd@ninaleasu
AMsatuguuIINNsUsulsnasdndsndagiizagdsednamna tadu nsinanugunsizadisaann CGI-

BP-S uazn1svinniniiann GAF snifnisissiuannisnivinelra PANSS

aaanszazIan 12 flanviuasnisdnivalurvilnilagasnmedeanuisadiuaunaenlsdwuinedu
Inmfidsz&nanalidaaninendvitaiu (enn'lasunisaansulvladlunisiniainislowaiu) Tud
uaAnusinamiunslseiiiudivlslsugfaavdss@ninamuinaainns@nuniee 1y

lums@neiFeauauilfaudauduauaan uwuulnilagasnie luanaaiiiu snnsd@nmutlelu
KWihalsaluTwals I Mwsiiannsewaiuniaainsuuunauiaalvienauinnlunisineisiuduen
AIuAua1ual (mood stabilizers) end&wiau wianaldsiaaiiluszaznaiuiu 6 dlaviwuingihe
fusanusaauinlad luaaeinsd@nmdlisgunsandgavdivnistindsslamilunsinmiaa i
eauianiusaiulunissnen

1sa schizoaffective disorder

Usv@ndnanacenduifi (ue 3 Gadniu 89 12 dadnsu Juay 1 a%) lua1ssnunTsa
schizoaffective disorder ‘laannn1s@nuidanivadfiinauauuliauvisudusvaan ussaziian 6
e F1uu 2 asdne luanaaiiasyInaiilulaiduigearguazlasunisitadaindulse
schizoaffective disorder anuinauaiuags DSM-IV LLasﬁuﬁuwams"jﬁaﬁﬂm"mn'\sﬁuqumiaai'mLﬂu
szuuaunauei Structured Clinical Interview for DSM-IV Disorders ns@nmidandlelavinnis
Uszifiufosednnanasenduidiluarsnainsituiu 203 sradvgautivaantiu 2 agulnleasuandu
IMluszauauaeaviu Tnaaraadasnguusndnuiu 105 seagladuanluauie 6 dadniuuas
anlfuanuuraenadtila 3 dadnsu usammamsannaumuammu 98 shaazlesuenluyuin 12
fadnfuuazanadiuanuuinmaduda 9 Gadnsu Juar 1 a5 fHudnnsdnunieladvinnislseduy
Uszaninaluansaiasinuiu 211 sra7lasuenauidi luauiaedsnansadsuls (aue 3-12
fadn3u Juay 1 afe) ns@neaasnis@nunilanusneanaatasilasuendudddueigden
ma“lmsnsmnumunmm's] way/via enauauatsual (mood stabilizers) ananaiasagFudszniu
enTupautinlaalidfivdeliannnns nms@nmdvnanlavinludssinasgusgamsnn guaiwe sl
aviuaan dsuinadaids uazluniliade

nsUsudiudlssdndnatlaely Positive and Negative Syndrome Scale (PANSS) doilsgnausian
avAlssnauvarasunaslaiunsaragauaugnaadual PANSS dsenauaiaaselssnau 5 &
waldissfiuainisenuinn (positive symptom) alnisenuau (negative symptom) aduéa
fAainé (disorganized thought) ‘LishusamiuauaNuLn&aada/ann1sAutsiu (uncontrolled
hostility/excitement) wagauianndvia/ann1sduias (anxiety/depression)

°luv{ﬂaﬂnéjuﬁ'"l,ﬁ%utr)ﬁu‘in“’mmmqam‘w‘lumsﬁnmﬁum&Jﬂaﬂ‘lﬂ”’l,ﬁ%umﬁu‘iﬁ'\‘lu*’uum'szﬁuﬂ'\
19AU 2 nau (naun'lasuenauns 12 dadnfusaiuuasarrdiuanuuineiastida 9 fadniucaiu)
uaznaulasuenauimlunis@nsnAsnansadsuzuae e (te3uanaenluziessnineg 3 6y 12
fadnsusiatu Taafluuiaeads (mean modal dose) windu 8.6 fadnfusaiu) wuivivaavngud
sr@ndnawilaninevaanluduzasazuuu PANSS shulusihanguiladsuanauifauiasininly
asAnEuLsethallasuenduid luauaseduananodu 2 aan (nanidlasusnauia 6 fadnsu
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aatuuazaradiuasuuiaeastnda 3 dadnsusaiu) wuieauimlvna luuana1vaefitiag Ay
nenaaniusuzasasuuu PANSS

wasamuaomsﬂnmm&aommﬂsﬂumunmmumwmwmau‘mnm‘iummmaaism schizoaffective
disorder fidu muam‘mmaanmnwssnmuunm‘lmﬂummmma‘tmmnnmunsfmmsw LaL/uia
gnmIuANalsual (mood stabilizers) msﬂsvmuwamaaﬂsvmnsnauﬂaﬂ”l,uwuvianﬁ'mmu,ammmm
wanENYIAYATAALFUAIs A aRA TN TuLI U ILWA a1 wianmafugficans dofitayaliies
wamuasﬂaammLmnmwaawa:nnmmawmsmmuﬁamm

AANTANINAAAUAAONT

°1|auavmLﬂé‘hjaaumam‘v”iLL&ma“luﬁaﬂaﬁ”Lefaﬁoﬁommn‘u’auamsﬁnm’tummg min'lufinnsszy
Huatinau

[

LFwRRUARASADINIA WD TaunavanTien dudAfiauduiussuauiaelurlvauiaaniladnie
a&iln (3 49 12 iadnsu)

ANSQa AN

navanlvinduiafiagasaidmnwuinanueindulunaaunzasmwidiwaslaudas o windu
AunsevivAnundugegatuwa1au (Cmax) Malunaidszuna 24 Hinenavannlasuen a1l
gnauinaniuay 1 asvwunanaalassruluaiaziiszauenwidmadliauasianalunal 4-5 Jundvann
1a5uen

LﬁaLﬂ%‘ﬂuLﬁﬂnﬁnm‘%mwa’%‘f,muﬁﬁmﬂamﬂaaﬂﬁuﬁwndwﬁnmmzmsﬂamﬂaaﬂﬁmwaama"uﬁmwI
heanmuunIsimuasszaumgegauasszauagatuidan’ls lunis@nmmoinduaaudansi
amwmummmﬁLﬂ‘%ﬂmﬁﬂuszmwmﬂﬁmLﬁmwm“l,wa‘%imuﬁﬁmaannmﬁmummm 12 fiadn5u
Juay 1 asvungihalsadannilzauiaudunstienisnadlauuiinlandaaaviuizuia 4 dadniu
wu'jwﬁwjﬁmsunda"l,mmaassﬁum‘lwﬁamaamtﬁmmﬁtwa’%‘imuﬂﬁmaanqmﬁu‘mﬁmﬂus"aﬂaz 38
TuaazAuavenidissanailauninlanilaaaiuidailusasnay 125 (514 1)
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60
-8~ Paliperidone ER (n=37)

=¥ Risperidone immediate release (n=37)
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Mean Plasma Concentration (ng/mL)
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T
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Time (Days)

5171 1. annuuindurasenludaaignizaunamasvindenisvisnmidmastauluauia 12 dadnsu
lustuasendinufinaangniuiuauns 2 Gadnsu afoas 6 Wia Juay 1 A% unan 6 Ju (Laneds
ANuLNTuEasEI WA Teu) usauvisudumstvesaiwasiauriialasldaniudizuia 2
fiadn3u Juay 1 A39 Tuiui 1 eueaaua 4 ad&nsu Juay 1 @59 Tuiun 2 9 6 (LaAIAINN

LN UADIENWIALNDT TAULRLIALWAS 1AU)

nstvienauiddeaglusdnanzasduuuiitawas (+)-paliperidone wag (-)-paliperidone wuin
dasdrurasiuiildnnnsenineseduanluidanduial (AUC) uag (+)- paliperidone ua¢ (-)-
paliperidone Aannzauaeasifidlszana 1.6 uazarfilfnaaananiuasenwidiwaitauia
TitaanissuiseniudiAnsaaay 28

ma‘tummmwnmwas'imuﬂumaanqwﬁmuiuwum 15 uaansmwmﬂsammsmnua‘nmsmuhmu
LLawwaamuaaLmmmamsammwﬂsﬁaanmnﬂ‘luuauaﬂnnm (confined to bed) tflutian 36 ﬂ’aim
WisudsudunsTvenaazviasinowuinanuintugegauasenluidan (Crax) uaz AUC faAndu
Tauae 42 uariauay 46 auaau °luann’msﬁmsrmuamim'nmwwmwas’immjumaanqwﬁmu‘lu
aum 12 uaansmwﬂaﬂsomms‘mnums‘mmmsmu"muuuauwaomusgo‘tuammufﬁammwmu,aq,
il InuunluulanseuisudunsTienaazriagdIwuNA Crax was AUC tAndiusagas 60 uas
5288y 54 guaey wiiasiiaistudnbienauidnarafinarvinlssasnaiviaieag tusvnia
nduniaanas we'lifinsdansaninfianuduiusnivadiin ms@neianeadiindeniu
Uaasduuasdsz@nanavasenauinluaraalasdelilardedsnarlusudszniuainis (1dsag
WU 2UIALMASNITUTHITET)

unsAnmseasi 3 aavenduimufiadialugihaluiwaid I wuinasisagruaasanuuiuluy
wmammaawwmwas‘imusﬁa‘imﬂﬂswummum (median dose-normalized paliperidone plasma
concentration) au 119 8 ndeanlasumwiamasTaulilua 6 Juiaudasfulasening
anmamsmimnm‘lummvmaononnwﬂmm“l,mumsmm.lmssuﬂsvmummmjmmsgmma
2w asugItuzheseniIng 2 HlwsAaufulsemueuay 1 Hlnondosutlseniuen
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ANTNTANEEN

widwmadlaufiinisnszanasiaaienas ddsuasnisaszarasidsnnguindu 487 &as ensaaay 74
zduduTdsduluwaraunaaudu as-acid glycoprotein uazdaysiu (albumin) udiulvaj
Asdnmluvaaanaaas (/7 vitro) deldanuidndulunsiavigenavenlaayduiln (diazepam)
(3 WTATnfusiaiiaddns) danrumdu (sulfamethazine) (100 luTasnfusaiiaddns) 153y
(warfarin) (10 lulasniusadiaddns) uazarsunundilu (carbamazepine) (10 uinsniusa
finddn7) dnalvidadruzasmemdwasiaudasuiRuduiias 50 uTunsusafiaddasdons

1al e

Lﬂﬁnuuﬂaaummﬂuuuﬂmﬂmmoﬂaun
wenuaddunazaisaiinan

nilodlavindeanlasulsevuen “C-paliperidone ufinlanldasviuiiluauia 1 fadnsuiianso
mewnnmwwmwasimuan‘unaanmaﬂamau‘lusﬂm”l,uLﬂaﬂuuﬂaosanau 59 waduuIALNla5Y
mﬂ‘lumunwwmwas‘Imu”luammmua”memu nuuummwsoammLm"l,ﬂqvmnwu‘luﬂam's”
dszunausaaay 80 LLau‘Luaamsusaﬂau 11 asdnElusoneuasdeidin (/n vivo) wunnsguuLu
unuadduuasend 4 38 1eun dealkylation hydroxylation dehydrogenation way benzisoxazole
scission m”l,umn‘lmmunmmmmnmwsauav 6.5 wIUIALNTIATY Wid1A1IEnEluRaaaNaRaY
(in vitro) azugavlvitiiufivununnuadiau’leni CYP2D6 way CYP3A4 luaszununsiuunuadguuas
ENWIALNDITAY Lm“l,uuuanmuuammmunLau“l,qmmmuuumu’mmmm‘l,unsumumsmLmuaa
Funaswdwaslaulusranauasfelidin (/n vivo) wiiienuaunsauas CYP2D6 Tuns
Wanuulag substrates ‘?,uﬂsuf’mnﬂmﬂmvl,ﬂauuﬂ'rmu,ﬂ'sﬂsaum WEINTILATITULAR AR UA RS
°1|aaﬂ'swmnsmummmaomn‘tumammam'\msmammwwmwas‘imu‘tuﬂsmwnsnau extensive
metabolizers uaznau poor metabolizers ¢ia substrates uay CYP2D6 lifianuuaneieduatng
daau uazn1s@nmluvaaaneaas (i vitro) dalaf microsomal preparations uav heterologous
system dlisiuinaulani CYP1A2 CYP2A6 CYP2C9 CYP2C19 uaz CYP3A5 Lidfidusinlu
ASEIUNTIUNLaAdunas W ALWaT TaY mmsommlaomsmammwwmwas‘imu"lwﬁus{mﬁwuﬁ
Alszunae 23 2 Tu

dszansnaunitae
ey

WBnazaswdwailaulunssudidanuavarandinsinsuazsiauidns laduluging) Tu¥asuid '
muunmuaum‘m 51 Alanfu (Maundi 112 daud) agddsunaenlunsy usdangeninwulusasudi
frhuinddeus 51 Atansuduly (dous 112 dausddulyl) atsasas 23 wanadna1lasunns

WA ufidaddgynivadin dadadruanguiavadrofen biinasalsunazaswiawaitouly

NsTLALADA

HWgvary

dayaannmsdnsinduaaumanslugihageats (anadous 65 Hduly Frudu 26 51a) Aliiuan
navnn'lasuenduiddasnisirdawidmadlaunialenannsauiaeasifiadininnialalu
Wival (ane 18-45 1l 41uau 28 51a) Aaflusasay 20 atnvlsAanlunisiensvitnfuaauaans

°L|aaﬂsumnswmﬂnummu,mnmoaul,uaama'mmﬂ‘luwﬂa g15AALANUIIANNUNAIEATIANTAINAA
smmuumamaamu ammwmmmﬂmmmmmn

a1 launwsay
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WuHihaiaglauansasihunarefesuuseasanuuinenile (ldsagiiizia auneenuaznIsusnIs
en) finns@nwnisdiuaan (disposition) aasenwidiwasTiauluaranaiasifinisvinuuasle
uaneAunLNINAladidannisAidaasiafiiuanasvinlidasasidamwidinaiauanasaie
TagdasimMsmdaewidiwailauivnuaanadluyihaniinnlaunnsas lnaanavsasay 32 Tu
fihaianglaunwsasidndas (dasnisidnaiiadfiudavindu 50 dedaunit 80 daddassa
1) anavsasas 64 luyihaniianzlaunnsasriailiunae (Fasansidaasiadiduian

winAu 30 deaanin 50 ﬁaﬁa“msiamﬁ) uazanaviagay 71 luiihaniianglaunwsasninguuse
(dasnsiidaesadiudevindu 10 dvdaanii 30 daldanssauivi) AT Esnndnuadnisindn
gnWIAWasTTauLvindu 24 40 uay 51 ﬁaiuo‘lummaummumaﬂmmmunnwsaaLanuaﬂ 1hunal

a vaa

LL&“’EHLLSOG\']NZ\]']G\‘H °lu°um°’mmnum's1nw'mmao"l,mLﬂuﬂnm (asmm'smamﬂsmmuuummum

]

80 uaaammammmu"w) avfidasedinuasnisitdaevindgy 23 HTue
ANISEALULAWTA

wawmasTaudiulnalignuunualazinaidu lunsdns luaraaiasiiaiedurinanuuansas
sedulunany (Child-Pugh class B) wuinanuiuduluwaiguizasenwidinailauddssazaanany
Auluaraaiiasguaing dolisins@nudonisldenwidnadiaulugihaninneduvinnuunnsag
AUATULTY

Ha21a

"l:uumsuuum‘luﬂsnmummmawmsmwmnmamm mMsnindaaumansuaglsyannslainy
NANFIUALFAITIANNUANGIIUDILNFUIAUAFATUDINNALWDS TAUT LAY, aanuvﬁammummn
Wesuenauim warbinuanuuansvrasnduraumanslunsd@nunduaaumansdevinly
andaTasrdlunazinnaiadou

el

ndsnnenduifnghemenuindasnisiidammidamastauninlaluinwandesininluinane
Uszanasasay 19 amnuuaneeiitinainuianiadbidlusiu (lean body mass) uazdnsnnsiiInas
taGifiu (creatinine clearance) TULWARETILARSLINALILELANGTIIAY aauglunsiseidunaaumans
aviszannsuavanladuenauinnlinunangruiudasfivanuuaneivatnfiidaddgyniadiniu
witndraumaasuaIndinadlaunidanuduiusiundaiainaruaniailuiiladu (lean body
mass) wagansnIsAitanastadfiu (creatinine clearance) unAaAUIAUAIE

AI5gULY 5
nnnsdnelunaaanaaas (in viro) Wnaldiawlaiainduzasaunuinmdwailaulaileiiy
substrate aavtaulaii CYP1A2 6uiiu m'sauumaa"l,uuwamama"’?.faaumammaamaLwas‘imu iR

mMsilnviadraauanansuaslszannsidiuldaunanis@nnluvaaavnaaas (in vitro) naniéa
iWuANNLANENITEUINANAFULWS Aungu laiguymnd

INVEGA CCDS Version 07Apr 2020_update address Created on 15 Jan 2024



42
9 a‘ 1 1 a o
siayanlulanivadin
WINeN

wrdmasTaufinavinluszauTdsuanduludsuindulunis@nsiwinedeliesaciiasang du
futfgnAuenAdiindug Nignadudnaisuianifivdiia D,

lums@neAirinenluiadniiluszazina 7 Slanilaabisnwidwailauniiadudssyviuauia 0.16
0.63 uay 2.5 uaaﬂsuman‘iansummwﬁomLﬂu 0.12 0.5 uwav 1.8 mwaawummmammmm
ildlunywe (dowindu 12 uaansuma‘;ummmusumaﬂm‘t,uumuuaansumamswmm) Tuwuna
GaNTLATAULALTH ANTLRFUWUTMIILNA LRYFNITANINUAINTRUWUS AauIaeNgIds 2.5 fia&nsu
man’iansummu“l,umwa‘mmswmmmowqmn'ssumsmanauaomsmmuwaasuunﬂsumm .
(neurobehavior) TutneLAsINALTEUANIAY BNLTUNRAANITIIEUTLALAITAANTUNY LT LWALTETN
TeFuenauna 2.5 dadnfusadlanducaiu waazlununadinanadnnasannugaliien

lums@neAiwinenluginiodniiuszaznan 40 flavilaahioniawaiTauuiadulszniu (doag
anuldsuulassaldldifuwn&iwailou) Muua 0.31 1.25 uaz 5 dadnsusadlaniudaiu laiwy
nalunvausanisiasgugnawanauneen 0.31 uay 1.25 dadnfusafilaniusaiu Asiasguas
nszgANveT (long bone growth) hiledunanssnudialviznnuuia 0.31 dadniusaflaniusaiu
weigwukasnsnalalennuuiea 1.25 uas 5 dadnfusadilaniucaiy

ANuaIUIsaTun1IsNaNTLES

nsussdiuanuainsalunsiluansnanzsozasmndmaitaudoduasuunualavivifignaannw
wnuadduuasenisdinailaulavinnisd@nmlunyunduazsuyusniealidsinailouluauie 10
fiadnsusatintngm 1 Alansusatuiilunal 18 Waulunynduay 25 wwaulunyusnwuifaiiia
Janaaulsauasg (pltUltary gland adenomas) Wlavansay'lsviavasduaau (endocrine pancreas
adenomas) LRZULSIGaNUIUN (mammary gland adenocarcinomas) meuamouuuﬁmmsﬁau
smmuﬂma"mmsnmismmﬂumauq mmanul,ﬂunmmuaum"manuaoanmmau“lsmamaomau
1uu danlsanas uwavdudauludaiung (rodents) Winduidudy TnanadinangaRasanIng
anuAlasiunissusadsuTawfiuadia D; uszagiaimniuiu tuiaatiudelinsuds
anuduiusszniansiiaiasanludaiungiuanuiaeiianafiaduluuywe

AuFIsalunIsnanALWUS

Linundngruuaaddoanusnsalunisianisnaraiusuasenwi&wailaudlavinnsmaaausae
Ames reverse mutation test, mouse lymphoma assay #3a rat micronucleus test

ATLIFUNUS
wIIATSA s WA TauAsfinasagniuastdsuaafutassyuudsea I naIunag we'llinwuin

finasianziRsyWug lunyusniwaguaziwadia luaueeiuisraaulinavinliinuiuuag
Buudlaniddis lunyusninaiizanadtdniias

siayasruaziduatiarAunddsouei

snan1saAsUgetaven
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dsiseusivenluanaduini 1eun butyl hydroxytoluene (E321), carnauba wax, cellulose acetate,
hydroxyethyl cellulose, hypromellose, iron oxides (E172), polyethylene glycol, polyethylene
oxides, povidone, propylene glycol, sodium chloride, stearic acid, wag titanium dioxide (E171)
frusuendinauie 3 dadniu deilsynauaaa lactose monohydrate wag triacetin

AN AulildaasdaEn

Taiwy

2N

aiunueanguaIEuUNaY
gNNrAISLAUTAN

iuviaaungfilivau 30 asanaaidad dasiuanuiu
Aulviwusaauaziiawdn
SANUATAUIAUIFI

WHILALAAS WNIAY 7 LA

e UNVUANLAAsYIIATN oriented polyamide (OPA)-aluminum-polyvinyl chloride (PVC) uazansnu
aavurdtilu aluminum s nfuduiaaaanannung uazilavduiéia (child-resistant) Wuas
U6 3 AadNU 6 dadnsU uae 9 dadnsu

Auuziintdusuni1slad nNsinnis [waznnsvinana]

TufiFnuustinliLe s

WanIng

Janssen-Cilag Manufacturing LLC., Gurabo, Puerto Rico dszineidasiniin

Wwanfisudisuauaziunlasuauidnaiiaud1$usn

fandn ol wangLiau JuRlasuausidnedau
G5uen G@5uen

suinn (enuinaananduny, 3 fiadnsu) 1C 61/53(N) 31 &snmu 2553

suinn (enudinaananduny, 6 iadniu) 1C 62/53(N) 31 &snmu 2553

suinn (endieaananduny, 9 fiadniu) 1C 63/53(N) 31 &9wnmau 2553
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INVEGA®

PRODUCT NAME

INVEGA® Extended-Release Tablets
International Non-proprietary Name
Paliperidone

DOSAGE FORMS AND STRENGTHS

INVEGA contains 3, 6 or 9 mg of paliperidone.

e 3 mg: white capsule-shaped tablet imprinted with “PAL 3"
e 6 mg: beige capsule-shaped tablet imprinted with “PAL 6"
e 9 mg: pink capsule-shaped tablet imprinted with “"PAL 9”

The chemical name is ()-3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyl]ethyl]-6,7,8,9-
tetrahydro-9-hydroxy-2-methyl-4H-pyrido[ 1,2 a]pyrimidin-4-one.

For excipients, see List of Excipients.

INVEGA utilizes osmotic drug-release technology, whereby osmotic pressure delivers
paliperidone from the dosage form at a controlled rate. The system, which resembles a capsule-
shaped tablet in appearance, comprises an osmotically active trilayer core surrounded by a
subcoat and semipermeable membrane. The trilayer core is composed of two drug layers
containing the drug and excipients, and a push layer containing osmotically active components.
There are two precision laser-drilled orifices on the drug-layer dome of the tablet. Each strength
is identified by a unique color overcoat and print markings. In an aqueous environment, such as
the gastrointestinal tract, the water-dispersible color overcoat erodes quickly. Water is then
imbibed through the semipermeable, rate-controlling membrane. The membrane controls the
rate at which water enters the tablet core, which, in turn, controls drug delivery. The
hydrophilic polymers of the core hydrate and swell, creating a gel containing paliperidone that is
then pushed out through the tablet orifices. The biologically inert components of the tablet
remain intact during gastrointestinal transit and are eliminated in the stool as a tablet shell,
along with insoluble core components.

CLINICAL INFORMATION

Indications

INVEGA is indicated for the treatment of schizophrenia in adults, including acute treatment and
recurrence prevention.

INVEGA is indicated for the treatment of schizophrenia in adolescents 12-17 years of age.

INVEGA is indicated for the treatment of acute manic and mixed episodes associated with
bipolar I disorder in adults.

INVEGA is indicated for the treatment of schizoaffective disorder as monotherapy and in
combination with antidepressants and/or mood stabilizers in adults.
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Dosage and Administration
Dosage

Schizophrenia

Adults (= 18 years of age)

The recommended dose of INVEGA for the treatment of schizophrenia in adults is 6 mg once
daily, administered in the morning. Initial dose titration is not required. Some patients may
benefit from lower or higher doses within the recommended range of 3 to 12 mg once daily.
Dosage adjustment, if indicated, should occur only after clinical reassessment. When dose
increases are indicated, increments of 3 mg/day are recommended and generally should occur
at intervals of more than 5 days.

Adolescents (12-17 years of age)

The recommended dose of INVEGA for the treatment of schizophrenia in adolescents

12-17 years of age is 3 mg once daily, administered in the morning. Initial dose titration is not
required. Some patients may benefit from a higher dose of 6 mg to 12 mg/day. Dose increases
should be made only after clinical reassessment and should occur at increments of 3 mg/day at
intervals of more than 5 days.

Bipolar Disorder
Adults (> 18 years of age)

The recommended dose of INVEGA for the treatment of acute manic and mixed episodes
associated with bipolar I disorder in adults is 9 mg once daily, administered in the morning.
Initial dose titration is not required. Some patients may benefit from lower or higher doses
within the recommended range of 3 to 12 mg once daily. Dosage adjustment, if indicated,
should occur only after clinical reassessment. A dose increase to 12 mg/day, if indicated, should
occur at an interval of 2 days or more.

Schizoaffective Disorder
Adults (= 18 years of age)

The recommended dose of INVEGA for the treatment of schizoaffective disorder in adults is

6 mg once daily, administered in the morning. Initial dose titration is not required. Some
patients may benefit from lower or higher doses within the recommended dose range of 3 to
12 mg once daily. A general trend for greater effects was seen with higher doses. Dosage
adjustment, if indicated, should occur only after clinical reassessment. When dose increases are
indicated, increments of 3 mg/day are recommended and generally should occur at intervals of
more than 4 days.

Special populations
Adolescents and children

Safety and effectiveness of INVEGA for the treatment of schizophrenia in patients < 12 years of
age have not been established. Safety and effectiveness of INVEGA for the treatment of bipolar
disorder or schizoaffective disorder in patients < 18 years of age have not been studied.

INVEGA CCDS Version 07 Apr 2020_update address Created on 15 Jan 2024



Elderly

Dosing recommendations for elderly patients with normal renal function (= 80 mL/min) are the
same as for adults with normal renal function (see Dosage). However, because elderly patients
may have diminished renal function, dose adjustments may be required according to their renal
function status (see Renal impairment).

Renal impairment

For patients with mild renal impairment (creatinine clearance > 50 to < 80 mL/min), the
recommended initial dose is 3 mg once daily. The dose may be increased to 6 mg once daily
based on clinical response and tolerability.

For patients with moderate to severe renal impairment (creatinine clearance > 10 to

< 50 mL/min), the recommended dose of INVEGA is 3 mg every other day, which may then be
increased to 3 mg once daily after clinical reassessment. As INVEGA has not been studied in
patients with creatinine clearance < 10 mL/min, use is not recommended in such patients.

Hepatic impairment

No dose adjustment is required in patients with mild to moderate hepatic impairment. INVEGA
has not been studied in patients with severe hepatic impairment.

Other populations

No dose adjustment for INVEGA is recommended based on gender, race, or smoking status.
(For pregnant women and nursing mothers, see Pregnancy and Breast-feeding)

Switching to other antipsychotic agents

There are no systematically collected data to specifically address switching patients from
INVEGA to other antipsychotic agents. Due to different pharmacodynamic and pharmacokinetic
profiles among antipsychotic products, supervision by a clinician is needed when switching to
another antipsychotic product is considered medically appropriate.

Administration

INVEGA is for oral administration and can be administered with or without food. INVEGA must
be swallowed whole with the aid of liquids, and must not be chewed, divided, or crushed. The
medication is contained within a nonabsorbable shell designed to release the drug at a
controlled rate. The tablet shell, along with insoluble core components, is eliminated from the
body; patients should not be concerned if they occasionally notice in their stool something that
looks like a tablet.

Contraindications

INVEGA is contraindicated in patients with a known hypersensitivity to paliperidone or to any of
the components in the formulation. Since paliperdone is an active metabolite of risperidone,
INVEGA is contraindicated in patients with a known hypersensitivity to risperidone.

Warnings and Precautions

Neuroleptic Malignant Syndrome

Neuroleptic Malignant Syndrome (NMS), characterized by hyperthermia, muscle rigidity,
autonomic instability, altered consciousness, and elevated serum creatine phosphokinase levels
has been reported to occur with antipsychotic drugs, including paliperidone. Additional clinical
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signs may include myoglobinuria (rhabdomyolysis) and acute renal failure. If a patient develops
signs or symptoms indicative of NMS, all antipsychotic drugs, including INVEGA, should be
discontinued.

Tardive dyskinesia/extrapyramidal symptoms

Drugs with dopamine receptor antagonistic properties have been associated with the induction

of tardive dyskinesia characterized by rhythmical, involuntary movements, predominantly of the
tongue and/or face. If signs and symptoms of tardive dyskinesia appear, the discontinuation of
all antipsychotic drugs, including INVEGA, should be considered.

Extrapyramidal symptoms and psychostimulants

Caution is warranted in patients receiving both psychostimulants (e.g. methylphenidate) and
paliperidone concomitantly, as extrapyramidal symptoms could emerge when adjusting one or
both medications. Gradual withdrawal of one or both treatments should be considered (see
Interactions).

QT interval

As with other antipsychotics, caution should be exercised when INVEGA is prescribed in patients
with a history of cardiac arrhythmias, in patients with congenital long QT syndrome, and in
concomitant use with drugs known to prolong the QT interval (see Pharmacodynamic
Properties: Effect on QT/QTc interval and cardiac physiology).

Hyperglycemia and diabetes mellitus

Hyperglycemia, diabetes mellitus, and exacerbation of pre-existing diabetes have been reported
during treatment with INVEGA. Assessment of the relationship between atypical antipsychotic
use and glucose abnormalities is complicated by the possibility of an increased background risk
of diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes
mellitus in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely understood. Any
patient treated with atypical antipsychotics, including INVEGA should be monitored for
symptoms of hyperglycemia and diabetes mellitus. (See Adverse Reactions)

Weight gain

Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of weight is
recommended.

Orthostatic hypotension

Paliperidone may induce orthostatic hypotension in some patients based on its alpha-blocking
activity. INVEGA should be used with caution in patients with known cardiovascular disease
(e.g., heart failure, myocardial infarction or ischemia, conduction abnormalities),
cerebrovascular disease, or conditions that predispose the patient to hypotension (e.g.,
dehydration, hypovolemia, and treatment with antihypertensive medications).

Seizures

As with other antipsychotic drugs, INVEGA should be used cautiously in patients with a history
of seizures or other conditions that potentially lower the seizure threshold.

INVEGA CCDS Version 07 Apr 2020_update address Created on 15 Jan 2024



Potential for gastrointestinal obstruction

Because the INVEGA tablet is non-deformable and does not appreciably change shape in the
gastrointestinal tract, INVEGA should not ordinarily be administered to patients with preexisting
severe gastrointestinal narrowing (pathologic or iatrogenic) or in patients with dysphagia or
significant difficulty in swallowing tablets. There have been rare reports of obstructive
symptoms in patients with known strictures in association with the ingestion of drugs in non-
deformable controlled-release formulations. Due to the controlled-release design of the dosage
form, INVEGA should only be used in patients who are able to swallow the tablet whole. (See
Dosage and Administration - Administration)

Elderly patients with dementia
INVEGA has not been studied in elderly patients with dementia.
Overall mortality

In a meta-analysis of 17 controlled clinical trials, elderly patients with dementia treated with
other atypical antipsychotic drugs, including risperidone, aripiprazole, olanzapine, and
quetiapine, had an increased risk of mortality compared to placebo. Among those treated with
risperidone, the mortality was 4% compared with 3.1% for placebo.

Cerebrovascular adverse events

In placebo-controlled trials in elderly patients with dementia treated with some atypical
antipsychotic drugs, including risperidone, aripiprazole, and olanzapine, there was a higher
incidence of cerebrovascular adverse events (cerebrovascular accidents and transient ischemic
attacks) including fatalities, compared to placebo.

Leukopenia, neutropenia, and agranulocytosis

Events of leucopenia, neutropenia, and agranulocytosis have been reported with antipsychotic
agents, including INVEGA. Agranulocytosis has been reported very rarely (< 1/10000 patients)
during postmarketing surveillance.

Patients with a history of a clinically significant low white blood cell count (WBC) or a drug-
induced leukopenia/neutropenia should be monitored during the first few months of therapy
and discontinuation of INVEGA should be considered at the first sign of a clinically significant
decline in WBC in the absence of other causative factors.

Patients with clinically significant neutropenia should be carefully monitored for fever or other
symptoms or signs of infection and treated promptly if such symptoms or signs occur. Patients
with severe neutropenia (absolute neutrophil count < 1 X 10°/L) should discontinue INVEGA
and have their WBC followed until recovery.

Venous thromboembolism

Cases of venous thromboembolism (VTE) have been reported with antipsychotic drugs. Since
patients treated with antipsychotics often present with acquired risk factors for VTE, all possible
risk factors for VTE should be identified before and during treatment with INVEGA and
preventive measures undertaken.

Parkinson’s disease and dementia with Lewy bodies

Physicians should weigh the risks versus the benefits when prescribing antipsychotic drugs,
including INVEGA, to patients with Parkinson’s Disease or Dementia with Lewy Bodies (DLB)
since both groups may be at increased risk of Neuroleptic Malignant Syndrome as well as
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having an increased sensitivity to antipsychotic medications. Manifestation of this increased
sensitivity can include confusion, obtundation, postural instability with frequent falls, in addition
to extrapyramidal symptoms.

Priapism

Drugs with alpha-adrenergic blocking effects have been reported to induce priapism. Priapism
has been reported with paliperidone during postmarketing surveillance (see Adverse Reactions).

Body temperature regulation

Disruption of the body’s ability to reduce core body temperature has been attributed to
antipsychotic agents. Appropriate care is advised when prescribing INVEGA to patients who will
be experiencing conditions which may contribute to an elevation in core body temperature, e.qg.,
exercising strenuously, exposure to extreme heat, receiving concomitant medication with
anticholinergic activity, or being subject to dehydration.

Antiemetic effect

An antiemetic effect was observed in preclinical studies with paliperidone. This effect, if it
occurs in humans, may mask the signs and symptoms of overdosage with certain drugs or of
conditions such as intestinal obstruction, Reye’s syndrome, and brain tumor.

Intraoperative floppy iris syndrome

Intraoperative floppy iris syndrome (IFIS) has been observed during cataract surgery in patients
treated with medicines with alphala-adrenergic antagonist effect, such as INVEGA (see Adverse
Reactions).

IFIS may increase the risk of eye complications during and after the operation. Current or past
use of medicines with alphala-adrenergic antagonist effect should be made known to the
ophthalmic surgeon in advance of surgery. The potential benefit of stopping alphal blocking
therapy prior to cataract surgery has not been established and must be weighed against the risk
of stopping the antipsychotic therapy.

Interactions
Caution is advised when prescribing INVEGA with drugs known to prolong the QT interval.
Potential for INVEGA to affect other drugs

Paliperidone is not expected to cause clinically important pharmacokinetic interactions with
drugs that are metabolized by cytochrome P-450 isozymes. In vitro studies in human liver
microsomes showed that paliperidone does not substantially inhibit the metabolism of drugs
metabolized by cytochrome P450 isozymes, including CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6,
CYP2E1, CYP3A4, and CYP3A5. Therefore, paliperidone is not expected to inhibit clearance of
drugs that are metabolized by these metabolic pathways in a clinically relevant manner. In vitro
studies indicated that paliperidone is not an inducer of CYP1A2, 2C19, or 3A4 activity.

Paliperidone is a weak inhibitor of P-glycoprotein (P-gp) at high concentrations. No /n vivo data
are available and the clinical relevance is unknown.

Given the primary CNS effects of paliperidone (see Adverse Reactions), INVEGA should be used
with caution in combination with other centrally acting drugs and alcohol. Paliperidone may
antagonize the effect of levodopa and other dopamine agonists.
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Because of its potential for inducing orthostatic hypotension (see Warnings and Precautions -
Orthostatic Hypotension), an additive effect may be observed when INVEGA is administered
with other therapeutic agents that have this potential.

Pharmacokinetic interaction between INVEGA and lithium is unlikely.

Co-administration of INVEGA at steady-state (12 mg once daily) with divalproex sodium
extended-release tablets (500 mg to 2000 mg once daily) did not affect the steady-state
pharmacokinetics of valproate.

Potential for other drugs to affect INVEGA

Paliperidone is not a substrate of CYP1A2, CYP2A6, CYP2C9, CYP2C19, and CYP3A5. This
suggests that an interaction with inhibitors or inducers of these isozymes is unlikely. While

in vitro studies indicate that CYP2D6 and CYP3A4 may be minimally involved in paliperidone
metabolism, there are no indications /n vitro nor in vivo that these isozymes play a significant
role in the metabolism of paliperidone. In vitro studies have shown that paliperidone is a P-gp
substrate.

Paliperidone is metabolized to a limited extent by CYP2D6 (see Pharmacokinetic Properties -
Metabolism and Elimination). In an interaction study in healthy subjects in which INVEGA was
administered concomitantly with paroxetine, a potent CYP2D6 inhibitor, no clinically
relevant effects on the pharmacokinetics of paliperidone were observed.

Co-administration of INVEGA once daily with carbamazepine 200 mg twice daily caused a
decrease of approximately 37% in the mean steady-state Cnax and AUC of paliperidone. This
decrease is caused, to a substantial degree, by a 35% increase in renal clearance of
paliperidone likely as a result of induction of renal P-gp by carbamazepine. A minor decrease in
the amount of drug excreted unchanged in the urine suggests that there was little effect on the
CYP metabolism or bioavailability of paliperidone during carbamazepine co-administration. On
initiation of carbamazepine, the dose of INVEGA should be re-evaluated and increased if
necessary. Conversely, on discontinuation of carbamazepine, the dose of INVEGA should be
re-evaluated and decreased if necessary.

Paliperidone, a cation under physiological pH, is primarily excreted unchanged by the kidneys,
approximately half via filtration and half via active secretion. Concomitant administration of
trimethoprim, a drug known to inhibit active renal cation drug transport, did not influence the
pharmacokinetics of paliperidone.

Co-administration of a single dose of INVEGA 12 mg with divalproex sodium extended-release
tablets (two 500 mg tablets once daily) resulted in an increase of approximately 50% in the
Cmaxand AUC of paliperidone. Dosage reduction for INVEGA should be considered when INVEGA
is co-administered with valproate after clinical assessment.

Concomitant use of INVEGA with risperidone

Concomitant Use of INVEGA with risperidone has not been studied. Since paliperidone is an
active metabolite of risperidone, consideration should be given to the additive paliperidone
exposure if risperidone is coadministered with INVEGA.

Concomitant use of INVEGA with psychostimulants

The combined use of psychostimulants (e.g. methylphenidate) with paliperidone can lead to the
emergence of extrapyramidal symptoms upon change of either or both treatments (see
Warnings and Precautions).
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Pregnancy and Breast-feeding
Pregnancy
The safety of paliperidone for use during human pregnancy has not been established.

A retrospective observational cohort study based on a US claims database compared the risk of
congenital malformations for live births among women with and without antipsychotic use
during the first trimester of pregnancy. Paliperidone, the active metabolite of risperidone, was
not specifically evaluated in this study. The risk of congenital malformations with risperidone,
after adjusting for confounder variables available in the database, was elevated compared to no
antipsychotic exposure (relative risk=1.26, 95% CI: 1.02-1.56). No biological mechanism has
been identified to explain these findings and teratogenic effects have not been observed in
non-clinical studies. Based on the findings of this single observational study, a causal
relationship between /n utero exposure to risperidone and congenital malformations has not
been established.

Laboratory animals treated with a high dose of paliperidone showed a slight increase in fetal
deaths. This high dose was toxic to the mothers. The offspring was not affected at exposures
20- to 34-fold the maximum human exposure.

Neonates exposed to antipsychotic drugs (including paliperidone) during the third trimester of
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms that may vary in severity
following delivery. These symptoms in the neonates may include agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, or feeding disorder.

INVEGA should only be used during pregnancy if the benefits outweigh the risks. The effect of
INVEGA on labor and delivery in humans is unknown.

Breast-feeding

In animal studies with paliperidone and in human studies with risperidone, paliperidone was
excreted in the milk. Therefore, women receiving INVEGA should not breast-feed infants.

Effects on Ability to Drive and Use Machines

INVEGA may interfere with activities requiring mental alertness and may have visual effects
(see Adverse Reactions). Therefore, patients should be advised not to drive or operate
machinery until their individual susceptibility is known.

Adverse Reactions

Throughout this section, adverse reactions are presented. Adverse reactions are adverse events
that were considered to be reasonably associated with the use of paliperidone based on the
comprehensive assessment of the available adverse event information. A causal relationship
with paliperidone cannot be reliably established in individual cases. Further, because clinical
trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in clinical practice.

Clinical trial data

The safety of INVEGA in the treatment of schizophrenia was evaluated in 1205 adult subjects
with schizophrenia who participated in 3 double-blind, placebo-controlled 6-week trials, of
whom 850 subjects received INVEGA at fixed doses ranging from 3 mg to 12 mg once daily.
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The safety of INVEGA was evaluated in 314 adolescent subjects 12-17 years of age with
schizophrenia who received INVEGA in the dose range of 1.5 mg to 12 mg/day in two Phase 3
studies, including 201 subjects in a 6-week, double-blind, placebo-controlled trial and subjects
treated for up to 2 years in an open-label, single-arm safety trial.

The safety of INVEGA in the treatment of acute manic and mixed episodes associated with
bipolar I disorder was evaluated in a total of 3 clinical trials in adults (n=1257). The conditions
and duration of treatment with INVEGA varied across these studies and included (in overlapping
categories) placebo- and active-controlled, double-blind, and fixed- and flexible-dose studies. Of
the 1257 adult subjects, 739 subjects received INVEGA in the dose range of 3 mg to 12 mg
once daily and 376 subjects received placebo.

The safety of INVEGA was also evaluated in 622 adult subjects with schizoaffective disorder
who participated in two double-blind, placebo-controlled, 6-week trials. In one of these trials,
206 subjects were assigned to one of two dose levels of INVEGA: 6 mg with the option to
reduce to 3 mg (n=108) or 12 mg with the option to reduce to 9 mg (n=98) once daily. In the
other study, 214 subjects received flexible doses of INVEGA (3-12 mg once daily). Both studies
included subjects who received INVEGA either as monotherapy or in combination with
antidepressants and/or mood stabilizers.

The information in this section was derived from pooled data.

The majority of adverse reactions were mild to moderate in severity.
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Double-blind, placebo-controlled data — schizophrenia - adults

Adverse reactions reported by >2% of INVEGA-treated subjects in the three 6-week double-
blind, placebo-controlled, fixed-dose schizophrenia trials in adults are shown in Table 1.
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Table 1: Adverse Reactions Reported by > 2% of INVEGA-Treated Subjects with
Schizophrenia in Three 6-Week Double-Blind, Placebo-Controlled,
Fixed-Dose Clinical Trials in Adults

Percentage of Patients

INVEGA INVEGA INVEGA INVEGA
3 mg 6 mg 9 mg 12 mg Placebo
once daily once daily once daily once daily

System/Organ Class (N=127) (N=235) (N=246) (N=242) (N=355)

Adverse Reaction % % % % %

Nervous System Disorders

Headache 11 12 14 14 12
Dizziness 6 5 4 5 4
Extrapyramidal disorder 5 2 7 7 2
Somnolence 5 3 7 5 3
Akathisia 4 3 8 10 4
Tremor 3 3 4 3 3
Hypertonia 2 1 4 3 1
Dystonia 1 1 4 4 1
Sedation 1 5 3 6 4
Parkinsonism 0 <1 2 1 0

Eye Disorders
Oculogyric crisis 0 0 2 0 0

Cardiac Disorders

Sinus tachycardia 9 4 4 7 4
Tachycardia 2 7 7 7 3
Bundle branch block 3 1 3 <1 2
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Sinus arrhythmia 2 1 1 <1

Atrioventricular block first 2 0 2 1
degree

Vascular Disorders
Orthostatic hypotension 2 1 2 4

Gastrointestinal Disorders

Vomiting 2 3 4 5
Dry mouth 2 3 1 3
Abdominal pain upper 1 3 2 2
Salivary hypersecretion 0 <1 1 4

General disorders
Asthenia 2 <1 2 2

Fatigue 2 1 2 2

12

<1

Double-blind, placebo-controlled data - schizophrenia - adolescents

Adverse reactions reported by > 2% of INVEGA-treated adolescent subjects 12-17 years of age

with schizophrenia in a fixed-dose, placebo-controlled study are shown in Table 2.

Table 2: Adverse Reactions Reported by > 2% of INVEGA-Treated Subjects with
Schizophrenia in a Fixed-Dose, Placebo-Controlled Clinical Trial in

Adolescents

Percentage of Patients

INVEGA INVEGA INVEGA INVEGA

1.5mg 3mg 6 mg 12mg Placebo
once daily once daily once daily once daily
Body System/Organ (N=54) (N=16) (N=45) (N=35) (N=51)

Class

Adverse Reaction
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Infections and
infestations

Nasopharyngitis
Psychiatric disorders
Insomnia

Anxiety

Nervous system disorders

Somnolence
Akathisia
Headache
Tremor

Dystonia
Cogwheel rigidity
Dizziness
Dyskinesia
Sedation
Hypersomnia
Extrapyramidal disorder
Lethargy

Muscle contractions
involuntary

Tongue paralysis
Eye disorders
Oculogyric crisis
Vision blurred

Cardiac disorders
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Tachycardia

Sinus tachycardia
Respiratory, thoracic
and mediastinal
disorders

Epistaxis

Gastrointestinal
disorders

Vomiting

Nausea

Salivary hypersecretion
Abdominal pain upper
Dry mouth

Swollen tongue
Musculoskeletal and
connective tissue
disorders

Muscle rigidity

Muscle contracture

Torticollis

Reproductive system
and breast disorders

Galactorrhea
Amenorrhea
Breast swelling

General disorders
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Fatigue 4 0 2 3 0
Asthenia 0 0 2 3 0
Investigations

Weight increased 7 6 2 3 0

Double-blind, placebo-controlled data — bipolar disorder - adults

Adverse reactions reported by > 2% of INVEGA-treated subjects in the three double-blind,
placebo-controlled bipolar disorder trials in adults are shown in Table 3.
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Table 3: Adverse Reactions Reported by > 2% of INVEGA-Treated Subjects with
Bipolar I Disorder in Three Double-Blind, Placebo-Controlled Clinical

Trials in Adults

Percentage of Patients

INVEGA

3-12mg Placebo

once daily
System/Organ Class (N=739) (N=376)
Adverse Reaction % %
Metabolism and Nutrition Disorders
Increased appetite 3 1
Psychiatric Disorders
Agitation 3 3
Nervous System Disorders
Headache 14 10
Somnolence 8 5
Akathisia 7 2
Sedation 7 3
Dizziness 6 2
Tremor 5 3
Extrapyramidal disorder 4 2
Drooling 4 1
Hypertonia 3 2
Dystonia 2 0

Eye Disorders
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Vision blurred
Cardiac Disorders
Tachycardia
Gastrointestinal Disorders
Constipation
Vomiting

Nausea

Dyspepsia

General Disorders
Fatigue
Investigations

Weight increased

4

2

17

<1

Double-blind, placebo-controlled data — schizoaffective disorder - adults

Adverse reactions reported by > 2% of INVEGA-treated subjects in the two placebo-controlled
schizoaffective disorder trials in adults are shown in Table 4.

Table 4: Adverse Reactions Reported by > 2% of INVEGA-Treated Subjects with
Schizoaffective Disorder in Two Double-Blind, Placebo-Controlled

Clinical Trials in Adults

Percentage of Patients

INVEGA
3-12 mg Placebo
once daily
System/Organ Class (N=420)* (N=202)
Adverse Reaction % %
Infections and Infestations
Nasopharyngitis 3 1
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Metabolism and Nutrition Disorders
Increased appetite

Nervous System Disorders
Tremor

Akathisia

Sedation

Somnolence

Hypertonia

Drooling

Dysarthria

Gastrointestinal Disorders
Nausea

Dyspepsia

Constipation

Musculoskeletal and Connective Tissue Disorders

Myalgia
Investigations

Weight increased

18

<1

<1

*  Among the 420 subjects treated with INVEGA, 230 (55%) received INVEGA as monotherapy and 190 (45%) received INVEGA

in combination with antidepressants and/or mood stabilizers.
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Monotherapy versus combination therapy

The designs of the two placebo-controlled, 6-week, double-blind trials in adult subjects with
schizoaffective disorder included the option for subjects to receive antidepressants (except
monoamine oxidase inhibitors) and/or mood stabilizers (lithium, valproate, or lamotrigine). In
the subject population evaluated for safety, 230 (55%) subjects received INVEGA as
monotherapy and 190 (45%) subjects received INVEGA in combination with antidepressants
and/or mood stabilizers. When comparing these 2 subpopulations, only nausea occurred at a
greater frequency (=3% difference) in subjects receiving INVEGA as monotherapy.

Dose-related adverse reactions

In the placebo-controlled, 6-week high- and low-dose study in adult subjects with
schizoaffective disorder, dystonia, dysarthria, and nasopharyngitis occurred more frequently
(i.e., a difference of at least 3%) in subjects who received higher doses of INVEGA compared
with subjects who received lower doses. Hypertonia occurred more frequently in subjects who
received lower doses of INVEGA compared with subjects who received higher doses.

Other clinical trial data

Paliperidone is the active metabolite of risperidone, therefore the adverse reaction profiles of
these compounds (including both the oral and injectable formulations) are relevant to one
another. This subsection includes additional adverse reactions reported with paliperidone and/or
risperidone in clinical trials.

Adverse reactions reported with paliperidone and/or risperidone by > 2% of INVEGA-treated
subjects in a pooled dataset of the 9 double-blind, placebo-controlled schizophrenia, bipolar
disorder, and schizoaffective disorder trials (8 in adults and 1 in adolescent subjects) are shown
in Table 5.

INVEGA CCDS Version 07 Apr 2020_update address Created on 15 Jan 2024



20

Table 5: Adverse Reactions Reported with Paliperidone and/or Risperidone by
=29% of INVEGA-Treated Subjects in a Pooled Dataset of the 9 Double-
Blind, Placebo-Controlled Schizophrenia, Bipolar Disorder, and
Schizoaffective Disorder Trials (8 in adults and 1 in adolescent
subjects). The Terms within each System Organ Class are Sorted
Alphabetically.

System/Organ Class

Adverse Reaction

Infections and Infestations

Upper respiratory tract infection

Psychiatric Disorders

Insomnia*

Nervous System Disorders

Akathisia*, Dystonia*, Parkinsonism*

Gastrointestinal Disorders

Abdominal discomfort, Diarrhea

Musculoskeletal and Connective Tissue Disorders

Musculoskeletal pain

* Insomnia includes: initial insomnia, middle insomnia; Akathisia includes:
hyperkinesia, restless legs syndrome, restlessness; Dystonia includes: blepharospasm,
cervical spasm, emprosthotonus, facial spasm, hypertonia, laryngospasm, muscle
contractions involuntary, myotonia, oculogyration, opisthotonus, oropharyngeal spasm,
pleurothotonus, risus sardonicus, tetany, tongue paralysis, tongue spasm, torticollis,
trismus; Parkinsonism includes: akinesia, bradykinesia, cogwheel rigidity, drooling,

extrapyramidal symptoms, glabellar reflex abnormal, muscle rigidity, muscle tightness,
musculoskeletal stiffness.

Adverse reactions reported with paliperidone and/or risperidone by <2% of INVEGA-treated
subjects in a pooled dataset of the 9 double-blind, placebo-controlled schizophrenia, bipolar
disorder, and schizoaffective disorder trials (8 in adults and 1 in adolescent subjects) are shown
in Table 6.
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Table 6: Adverse Reactions Reported with Paliperidone and/or
Risperidone by <2% of INVEGA-Treated Subjects in a Pooled
Dataset of the 9 Double-Blind, Placebo-Controlled Schizophrenia,
Bipolar Disorder, and Schizoaffective Disorder Trials (8 in adults
and 1 in adolescent subjects). The Terms within each System
Organ Class are Sorted Alphabetically.

System/Organ Class

Adverse Reaction

Infections and Infestations

Acarodermatitis, Bronchitis, Cellulitis, Cystitis, Ear infection, Influenza,
Onychomycosis, Pneumonia, Respiratory tract infection, Sinusitis, Tonsillitis, Urinary
tract infection

Blood and Lymphatic System Disorders

Anemia, Hematocrit decreased, Neutropenia, White blood cell count decreased
Immune System Disorders

Anaphylactic reaction, Hypersensitivity

Endocrine Disorders

Hyperprolactinemia

Metabolism and Nutritional Disorders

Anorexia, Blood cholesterol increased, Blood triglycerides increased, Decreased
appetite, Hyperglycemia, Weight decreased

Psychiatric Disorders

Anorgasmia, Depression, Libido decreased, Nightmare, Sleep disorder

Nervous System Disorders

Cerebrovascular accident, Convulsion*, Disturbance in attention, Dizziness postural,
Dyskinesia*, Hypoesthesia, Loss of consciousness, Paresthesia, Psychomotor
hyperactivity, Syncope, Tardive dyskinesia

Eye Disorders

Conjunctivitis, Dry eye, Lacrimation increased, Photophobia
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Ear and Labyrinth Disorders
Ear pain, Tinnitus, Vertigo
Cardiac Disorders

Atrioventricular block, Bradycardia, Conduction disorder, Electrocardiogram abnormal,
Electrocardiogram QT prolonged, Palpitations

Vascular Disorders
Flushing, Hypertension, Hypotension, Ischemia
Respiratory, Thoracic and Mediastinal Disorders

Cough, Dyspnea, Hyperventilation, Nasal congestion, Pharyngolaryngeal pain,
Wheezing

Gastrointestinal Disorders

Cheilitis, Dysphagia, Fecal incontinence, Flatulence, Gastroenteritis, Intestinal
obstruction, Swollen tongue, Toothache

Hepatobiliary Disorders

Gamma-glutamyltransferase increased, Hepatic enzyme increased, Transaminases
increased

Skin and Subcutaneous Tissue Disorder

Acne, Dry skin, Eczema, Erythema, Pruritus, Rash, Seborrheic dermatitis, Skin
discoloration

Musculoskeletal and Connective Tissue Disorders

Arthralgia, Back pain, Blood creatine phosphokinase increased, Joint stiffness, Joint
swelling, Muscle spasms, Muscular weakness, Neck pain

Renal and Urinary Disorders

Dysuria, Pollakiuria, Urinary incontinence

Reproductive System and Breast Disorders

Breast discharge, Breast discomfort, Breast engorgement, Ejaculation disorder,

Erectile dysfunction, Gynecomastia, Menstrual disorder*, Sexual dysfunction, Vaginal
discharge
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General Disorders

Body temperature increased, Chest discomfort, Chills, Face edema, Gait abnormal,
Edema*, Pyrexia, Thirst

Injury, Poisoning and Procedural Complications
Fall

* Convulsion includes: grand mal convulsion; Dyskinesia includes: athetosis,
chorea, choreoathetosis, movement disorder, muscle twitching, myoclonus;
Menstrual disorder includes: menstruation irregular, oligomenorrhea; Edema
includes: generalized edema, edema peripheral, pitting edema.

Adverse reactions reported with paliperidone and/or risperidone in other clinical trials but not
reported by INVEGA (3-12 mqg)-treated subjects in a pooled dataset of the 9 double-blind,
placebo-controlled schizophrenia, bipolar disorder, and schizoaffective disorder trials (8 in adults
and 1 in adolescent subjects) are shown in Table 7.

Table 7: Adverse Reactions Reported with Paliperidone and/or Risperidone in
Other Clinical Trials but not Reported by INVEGA (3-12 mg)-treated
Subjects in a Pooled Dataset of the 9 Double-blind, Placebo-Controlled
Schizophrenia, Bipolar Disorder, and Schizoaffective Disorder Trials (8 in
adults and 1 in adolescent subjects). The Terms within each System
Organ Class are Sorted Alphabetically.

System/Organ Class

Adverse Reaction

Infections and Infestations

Eye infection

Blood and Lymphatic System Disorders
Eosinophil count increased

Endocrine Disorders

Glucose urine present

Metabolism and Nutritional Disorders
Hyperinsulinemia, Polydipsia

Psychiatric Disorders

Blunted affect, Confusional state
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Nervous System Disorders

Balance disorder, Cerebrovascular disorder, Coordination abnormal, Depressed level of
consciousness, Diabetic coma, Head titubation, Neuroleptic malignant syndrome, Unresponsive
to stimuli

Eye Disorders

Eye movement disorder, Eye rolling, Glaucoma, Ocular hyperemia
Cardiac Disorders

Postural orthostatic tachycardia syndrome

Respiratory, Thoracic and Mediastinal Disorders
Dysphonia, Pneumonia aspiration, Pulmonary congestion, Rales, Respiratory tract congestion
Gastrointestinal Disorders

Fecaloma

Skin and Subcutaneous Tissue Disorders

Drug eruption, Hyperkeratosis, Urticaria

Musculoskeletal and Connective Tissue Disorders

Posture abnormal, Rhabdomyolysis

Reproductive System and Breast Disorders

Breast enlargement, Menstruation delayed

General Disorders

Body temperature decreased, Drug withdrawal syndrome, Induration, Malaise

Elderly

The safety of INVEGA was evaluated in 81 elderly subjects with schizophrenia (65 years of age
and older) who received either flexible doses (n=76) or fixed doses (n=5) of INVEGA in a range
of 3 to 12 mg once daily for a duration of up to 6 weeks during double-blind, placebo-controlled
trials. Although this dataset does not allow for a systematic direct comparison between elderly
and non-elderly subjects, the safety profile was similar in the two populations. However, based
on these limited data and consistent with general clinical practice, a greater sensitivity of older
individuals to adverse reactions cannot be ruled out.
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Events of particular interest to the class

Extrapyramidal symptoms (EPS). Pooled data from the three 6-week double-blind,
placebo-controlled, fixed-dose schizophrenia studies (see Pharmacodynamic Properties - Clinical
Efficacy) showed no differences in treatment-emergent EPS between placebo (11%) and
INVEGA 3 and 6 mg doses (13% and 10%, respectively). Dose-relatedness for EPS was seen
with the two higher doses of INVEGA (25% and 26% for the 9 and 12 mg doses, respectively).
EPS included a pooled analysis of the following terms: dyskinesia, dystonia, hyperkinesia,
Parkinsonism, and tremor. Pooled data from the two 6-week, double-blind, placebo-controlled
studies in subjects with schizoaffective disorder (see Pharmacodynamic Properties - Clinical
Efficacy) showed similar results.

Weight gain. In the pooled data from the three placebo-controlled, 6-week, fixed-dose adult
schizophrenia studies (see Pharmacodynamic Properties - Clinical Efficacy), the proportions of
subjects meeting a weight gain criterion of > 7% of body weight were compared, revealing a
similar incidence of weight gain for INVEGA 3 mg and 6 mg (7% and 6%, respectively)
compared with placebo (5%), and a higher incidence of weight gain for INVEGA 9 mg and

12 mg (9% and 9%, respectively).

Weight gain in adolescent subjects with schizophrenia was assessed in a 6-week, double-blind,
placebo-controlled study and an open-label extension with a median duration of exposure to
INVEGA of 182 days. In the double-blind, placebo-controlled study, a higher percentage of
INVEGA low dose (6%), medium dose (13%), and high dose (13%) treated subjects (see
Pharmacodynamic Properties) had an increase in body weight of > 7% from baseline compared
with placebo-treated subjects (2%). In the open-label long-term study the proportion of total
subjects treated with INVEGA with an increase in body weight of > 7% from baseline was 33%.
When treating adolescent patients with INVEGA, weight gain should be assessed against that
expected with normal growth. When taking into consideration the median duration of exposure
to INVEGA in the open-label study (182 days) along with expected normal growth in this
population, an assessment of standardized scores relative to normative data provides a more
clinically relevant measure of changes in weight. The mean change from open-label baseline to
endpoint in standardized score for weight was 0.1 (4% above the median of normative data).
Based on comparison to the normative data, these changes are not considered to be clinically
significant.

In the pooled data from the two placebo-controlled, 6-week studies in adult subjects with
schizoaffective disorder (see Pharmacodynamic Properties - Clinical Efficacy), a higher
percentage of INVEGA-treated subjects (5%) had an increase in body weight of > 7%
compared with placebo-treated subjects (1%). In the study that examined high- and low dose
groups, the increase in body weight of > 7% was 3% in the low dose group, 7% in the high-
dose group, and 1% in the placebo group.

Laboratory tests: serum prolactin. Based on pooled data from the three 6-week double-blind,
placebo-controlled, fixed-dose schizophrenia studies (see Pharmacodynamic Properties - Clinical
Efficacy), increases in serum prolactin were observed in subjects of both genders who received
INVEGA. Maximum mean increases of serum prolactin concentrations were generally observed
on Day 15 of treatment, but remained above baseline levels at study endpoint.

Clinical trials: Adverse reactions in a long-term, placebo-controlled study

The safety of INVEGA was also evaluated in a long-term trial designed to assess the
maintenance of effect with INVEGA in adults with schizophrenia (see Pharmacodynamic
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Properties - Clinical Efficacy). In general, the types, frequencies, and severities of adverse
reactions reported during the initial 14-week open-label phase of this study were comparable to
those reported in the 6-week, placebo-controlled, fixed-dose studies. The adverse reactions
reported during the long-term double-blind phase of this study were similar in type and severity
to those observed in the initial 14-week open-label phase, but occurred at generally lower
frequencies.

Postmarketing data

In addition to the adverse reactions reported during clinical trials and listed above, the following
adverse reactions have been reported during postmarketing experience with paliperidone
and/or risperidone (Tables 8). In the table, the frequencies are provided according to the
following convention:

Very common >1/10

Common > 1/100 and < 1/10

Uncommon > 1/1000 and < 1/100

Rare > 1/10000 and < 1/1000

Very rare < 1/10000, including isolated reports.

Not known Cannot be estimated from the available data.

In Table 8, adverse reactions are presented by frequency category based on spontaneous
reporting rates.
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Table 8: Adverse Reactions Identified During Postmarketing Experience with
paliperidone and/or risperidone by Frequency Category Estimated from
Spontaneous Reporting Rates with Paliperidone

Blood and Lymphatic System Disorders
Very rare

Endocrine Disorders

Not known

Metabolism and Nutrition Disorders

Very rare

Not known

Psychiatric Disorders
Very rare

Not known

Nervous System Disorders
Very rare

Eye Disorders

Not known

Cardiac Disorders
Very rare

Vascular Disorder

Very rare

Respiratory, Thoracic and Mediastinal Disorders

Very rare
Gastrointestinal Disorders
Very rare

Very rare
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Agranulocytosis, Thrombocytopenia

Inappropriate antidiuretic hormone secretion

Diabetes mellitus, Diabetic ketoacidosis,
Hypoglycemia

Water intoxication

Catatonia, Mania, Somnambulism

Sleep-related eating disorder

Dysgeusia

Floppy iris syndrome (intraoperative)

Atrial fibrillation

Deep vein thrombosis, Pulmonary embolism

Sleep apnea syndrome

Pancreatitis

Ileus
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Hepatobiliary Disorders
Not known Jaundice

Skin and Subcutaneous Tissue Disorders

Rare Angioedema

Very rare Alopecia

Not known Stevens-Johnson syndrome/Toxic epidermal
necrolysis

Renal and Urinary Disorders

Very rare Urinary retention

Pregnancy, Puerperium and Perinatal Conditions

Very rare Drug withdrawal syndrome neonatal
Reproductive System and Breast Disorders

Very rare Priapism

General Disorders

Very rare Hypothermia

Overdose
Signs and symptoms

In general, expected signs and symptoms are those resulting from an exaggeration of
paliperidone’s known pharmacological effects, i.e., drowsiness and sedation, tachycardia and
hypotension, QT prolongation, and extrapyramidal symptoms. Torsade de pointes and
ventricular fibrillation have been reported in the setting of overdose with oral paliperidone. In
the case of acute overdosage, the possibility of multiple drug involvement should be considered.

Treatment

Consideration should be given to the extended-release [ prolonged-release] nature of the
product when assessing treatment needs and recovery. There is no specific antidote to
paliperidone. General supportive measures should be employed. Establish and maintain a clear
airway and ensure adequate oxygenation and ventilation. Cardiovascular monitoring should
commence immediately and should include continuous electrocardiographic monitoring for
possible arrhythmias. Hypotension and circulatory collapse should be treated with appropriate
measures such as intravenous fluid and/or sympathomimetic agents. Administration of activated
charcoal together with a laxative should be considered. In case of severe extrapyramidal
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symptoms, anticholinergic agents should be administered. Close supervision and monitoring
should continue until the patient recovers.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties
Pharmacotherapeutic group: Antipsychotics, other antipsychotics, ATC code: NO5AX13.
Mechanism of action

Paliperidone, the active ingredient in INVEGA, is a psychotropic agent belonging to the chemical
class of benzisoxazole derivatives (atypical neuroleptic antipsychotic). INVEGA contains a
racemic mixture of (+)- and (-)-paliperidone.

Paliperidone is a centrally active dopamine D, antagonist with predominant serotonergic 5-HTza
antagonistic activity. Paliperidone is also active as an antagonist at a; and a, adrenergic
receptors and H; histaminergic receptors. Paliperidone has no affinity for cholinergic muscarinic
or B1- and B, adrenergic receptors. The pharmacological activity of the (+)—and (-)-
paliperidone enantiomers is qualitatively and quantitatively similar.

The mechanism of action of paliperidone, as with other drugs having efficacy in schizophrenia,
is unknown. However, it has been proposed that the drug's therapeutic activity in schizophrenia
is mediated through a combination of dopamine Type 2 (D;) and serotonin Type 2 (5HTza)
receptor antagonism. Antagonism at receptors other than D, and 5HT,a may explain some of
the other effects of paliperidone.

Polysomnography

Centrally-acting medications through their mechanism of action, drug-release profile, and/or
time of dose administration may affect sleep. To evaluate the impact of morning dosing of
INVEGA on sleep architecture and continuity, a placebo-controlled study was conducted in

36 subjects with schizophrenia in which INVEGA 9 mg or placebo was administered once daily
for 14 days. The following observations were made (mean data compared with placebo):
reduced latency to persistent sleep by 41.0 (SE 18.70) minutes, decreased sleep onset latency
by 35.2 (SE 14.99) minutes, decreased number of awakenings after sleep onset by

7.0 (SE 3.88) events, increased total sleep time by 52.8 (SE 24.01) minutes, increased sleep
period time by 41.7 (SE 18.75) minutes, and increased sleep efficiency index by

11.0% (SE 5.00). There was also a statistically significant decrease (relative to placebo) in
Stage 1 sleep of 11.9 (SE 4.44) minutes and increase in Stage 2 sleep of 50.7 (SE 17.67)
minutes. No clinically relevant effect on REM sleep was observed.

Effect on QT/QTc interval and cardiac electrophysiology

The effects of paliperidone on the QT interval were evaluated in two randomized, double blind,
multicenter, phase 1 studies in adults with schizophrenia and schizoaffective disorder, and in
three placebo- and active-controlled 6-week, fixed-dose efficacy trials in adults with
schizophrenia.

In the first phase 1 study (n=141), subjects were randomized to receive either 7 days of
immediate-release oral paliperidone once daily (titrated from 4 to 8 mg) or a single dose of
moxifloxacin (400 mg). The 8 mg once daily dose of immediate-release oral paliperidone
(n=44) achieved a mean steady-state peak plasma concentration greater than twice the
exposure observed with the maximum recommended INVEGA dose of 12 mg (Crax ss = 113 and
45 ng/mL, respectively). In the model-adjusted day-averaged linear-derived QT correction
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(QTcLD), there was a mean increase of 5.5 msec (90% CI: 3.66; 7.25) in the INVEGA
treatment group (n=44).

In the second phase 1 study (n=109), subjects were randomized to receive either placebo, the
maximum recommended INVEGA dose (12 mg once daily), subsequently titrated to a dose
above the recommended range (18 mg once daily), or an active control from the same
pharmacologic class of drugs (400 mg quetiapine twice daily). The primary comparison in this
10-day noninferiority study was between INVEGA 12 mg and quetiapine. The least squares
mean change from baseline in QTcLD at each individual’s observed tmax was estimated to be
5.1 ms lower for 12 mg INVEGA (mean Cnax 34 ng/mL) compared with 400 mg quetiapine twice
daily (mean Cmax 1183 ng/mL) (90% CI:- 9.2; -0.9), meeting the prespecified noninferiority
criterion of 10 ms. The mean change from baseline in QTcLD at each individual’s observed tmax
was estimated to be 2.3 ms lower for 18 mg INVEGA (mean Cnax 53 ng/mL) compared with
400 mg quetiapine twice daily (mean Cnax 1183 ng/mL) (90% CI: -6.8; 2.3).

The mean change from baseline in QTcLD at each individual’s observed tmax was estimated to
be 1.5 ms higher (90% CI: -3.3; 6.2) for 12 mg INVEGA and 8.0 ms higher (90% CI: 3.1; 12.9)
for 400 mg quetiapine twice daily compared with the mean change from baseline in QTcLD at
median observed tnax (Of the active drug in the comparison) in the concurrent placebo arm. The
mean change from baseline in QTcLD at each individual’s observed tmax was estimated to be

4.9 ms higher (90% CI: -0.5; 10.3) for paliperidone ER 18 mg and 7.5 ms higher (90% CI: 2.5;
12.5) for quetiapine 400 mg twice daily compared with the mean change from baseline in
QTcLD at median observed tmax (Of the active drug in the comparison) in the concurrent placebo
arm.

None of the subjects had a change from baseline exceeding 60 msec or a QTcLD exceeding
500 msec at any time during either of these studies.

For the three fixed-dose efficacy studies, extensive electrocardiography (ECG) measurements
were taken at 15 time points on specified days (including the times of expected Cmax) using a
standardized methodology. Mean QTcLD increase did not exceed 5 msec in any treatment
group at any time point, based on pooled data from 836 subjects treated with INVEGA,

357 subjects treated with olanzapine, and 350 subjects treated with placebo. One subject each
in the INVEGA 12 mg and olanzapine groups had a change exceeding 60 msec at one time-
point during these studies (increases of 62 and 110 msec, respectively).

Clinical efficacy
Schizophrenia - adults

The efficacy of INVEGA was established in three placebo-controlled, double-blind, 6-week trials
in subjects who met DSM-1V criteria for schizophrenia. An active control (olanzapine) was
included for assay sensitivity purposes. INVEGA doses, which varied across the three studies,
ranged from 3 to 15 mg once daily. Efficacy was evaluated using the Positive and Negative
Syndrome Scale (PANSS); the primary endpoint was decrease in total PANSS scores. An
examination of population subgroups did not reveal any evidence of differential responsiveness
on the basis of age, race, or gender. Secondary endpoints were also assessed, including
Personal and Social Performance (PSP) and the Clinical Global Impression - Severity (CGI-S)
scale. The PSP is a validated clinician-rated scale that measures four areas of personal and
social functioning (socially useful activities including work and study, personal and social
relationships, self care, and disturbing and aggressive behaviors). The CGI-S is an independent
investigator-rated assessment of overall severity of illness. In a pooled analysis of these three
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studies, each dose of INVEGA was superior to placebo on the PSP and CGI-S. In addition, the
effect on PSP was distinct from the improvement in symptoms as measured by the primary
endpoint, total PANSS. Further evaluation of the open-label extensions of these three studies
showed that flexibly-dosed INVEGA (3 to 15 mg once daily) for up to 52 weeks was associated
with continued improvement on PSP.

In a long-term trial designed to assess the maintenance of effect, INVEGA was significantly
more effective than placebo in maintaining symptom control and delaying recurrence of
schizophrenia. In this study, adults who met DSM-1V criteria for schizophrenia and who
remained clinically stable on an established dose of INVEGA during an 8-week period of open-
label treatment (doses ranging from 3 to 15 mg once daily) after having been treated for an
acute episode for the previous 6 weeks with INVEGA (doses ranging from 3 to 15 mg once
daily) were then randomized in a double-blind manner to either continue on INVEGA at their
achieved stable dose or to placebo until they experienced a recurrence of schizophrenia
symptoms. The trial was stopped early for efficacy reasons based on an interim analysis that
achieved predefined criteria by showing a significantly longer time to recurrence in patients
treated with INVEGA compared to placebo (p=0.0053). Based on final analysis (including also
those patients included after the cut-off point for the interim analysis), the rate of recurrence
events was 22.1% in the INVEGA group compared with 51.5% in the placebo group. A
significant improvement in symptoms was achieved at the end of the open-label stabilization
phase (decrease in PANSS total scores of 38 [SD £16.03] points), but after randomization to
double-blind treatment, the patients receiving placebo deteriorated significantly more than
those on INVEGA (p<0.001). INVEGA was also significantly more effective than placebo in
maintaining personal and social performance. During the double-blind phase of this study as
measured by the CGI-S scale, there was worsening on the overall severity of psychosis in the
placebo group, while patients treated with INVEGA remained clinically stable.

Schizophrenia — adolescents

The efficacy of INVEGA in adolescent subjects with schizophrenia was established in a
randomized, double-blind, parallel-group, placebo-controlled, 6-week study using a fixed-dose
weight-based treatment group design over the dose range of 1.5 to 12 mg/day. Subjects were
12-17 years of age and met DSM-1V criteria for schizophrenia, with diagnosis confirmation using
the Kiddie Schedule for Affective Disorders and Schizophrenia-Present and Lifetime Version (K-
SADS-PL).

Eligible subjects were randomly assigned to 1 of 4 treatment groups: a placebo group or
INVEGA Low, Medium, or High dose groups. Doses were administered based on body weight to
minimize the risk of exposing lower-weight adolescents to high doses of INVEGA. Subjects
weighing between 29 kg and less than 51 kg at the baseline visit were randomly assigned to
receive placebo or 1.5 mg (Low dose), 3 mg (Medium dose), or 6 mg (High dose) of INVEGA
daily, and subjects weighing at least 51 kg at the baseline visit were randomly assigned to
receive placebo or 1.5 mg (Low dose), 6 mg (Medium dose), or 12 mg (High dose) of INVEGA
daily. Dosing was in the morning without regard to meals.

Efficacy was evaluated using PANSS. This study demonstrated the efficacy of INVEGA in
adolescent subjects with schizophrenia when given at daily doses of 3, 6, and 12 mg in body
weight-based treatment groups. The minimum effective dose for INVEGA in this population was
3 mg/day.
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Bipolar disorder

The efficacy of INVEGA in the treatment of acute manic episodes was established in two
multicenter, placebo-controlled, double-blind trials in subjects who met DSM-1V criteria for
Bipolar I Disorder, most recent episode manic or mixed. One study evaluated the efficacy and
safety of INVEGA over a flexible dose range of 3-12 mg relative to placebo and quetiapine /an
established antimanic agent]over a 12-week period, while the other study evaluated the
efficacy and safety of fixed doses of INVEGA (3 mg, 6 mg, and 12 mg) relative to placebo over
a 3-week period.

INVEGA over a flexible dose range of 3 to 12 mg and at a fixed dose of 12 mg was superior to
placebo with regard to the primary efficacy variable, change in YMRS total score from baseline
at the 3-week endpoint. Superiority to placebo was established as early as Day 2, and antimanic
efficacy compared to placebo was maintained at every subsequent assessment for up to

3 weeks. After 3 weeks of treatment, over one-half of subjects treated with INVEGA were rated
as treatment responders. Flexibly dosed INVEGA was statistically superior to placebo with
regard to both the rate of response and remission at Week 3. The efficacy observed for the
primary efficacy variable was supported by improvements in secondary efficacy variables such
as global measures of disease severity (CGI-BP-S) and function (GAF), as well as psychotic
symptoms (PANSS).

Over the 12-week double-blind treatment period of the flexible-dose study, INVEGA was shown
noninferior to quetiapine (an established antimanic agent) in the authorized dose range for the
primary efficacy variable using a predefined noninferiority margin.

In a separate multicenter, placebo-controlled, double-blind trial in subjects with Bipolar I
Disorder, most recent episode manic or mixed, INVEGA was shown to be well tolerated when
used in combination with the mood stabilizers, lithium or valproate, over a period of 6 weeks,
while the incremental benefit of INVEGA as adjunctive therapy was not demonstrated in this
study.

Schizoaffective disorder

The efficacy of INVEGA (3 mg to 12 mg once daily) in the treatment of schizoaffective disorder
was established in two placebo-controlled, 6- week trials in non-elderly adult subjects who met
DSM-1V criteria for schizoaffective disorder, as confirmed by the Structured Clinical Interview for
DSM-1V Disorders. In one of these trials, efficacy was assessed in 203 subjects who were
assigned to one of two dose levels of INVEGA: 6 mg with the option to reduce to 3 mg (n=105)
or 12 mg with the option to reduce to 9 mg (n=98) once daily. In the other study, efficacy was
assessed in 211 subjects who received flexible doses of INVEGA (3-12 mg once daily). Both
studies included subjects who received INVEGA either as monotherapy or in combination with
antidepressants and/or mood stabilizers. Dosing was in the morning without regard to meals.
Studies were carried out in the United States, Eastern Europe, Russia, and Asia.

Efficacy was evaluated using the Positive and Negative Syndrome Scale (PANSS), a validated
multi-item inventory composed of five factors to evaluate positive symptoms, negative
symptoms, disorganized thoughts, uncontrolled hostility/excitement, and anxiety/depression.

The higher dose group of INVEGA in the 2 dose-level study (12 mg/day with option to reduce to
9 mg/day), and the INVEGA group in the flexible-dose study (dosed between 3 and 12 mg/day,
mean modal dose of 8.6 mg/day) were each superior to placebo in the PANSS. In the lower
dose group of the 2 dose-level study (6 mg/day with option to reduce to 3 mg/day), INVEGA
was not significantly different from placebo as measured by the PANSS.
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Taking the results of both studies together, INVEGA improved the symptoms of schizoaffective
disorder at endpoint relative to placebo when administered either as monotherapy or in
combination with antidepressants and/or mood stabilizers. An examination of population
subgroups did not reveal any evidence of differential responsiveness on the basis of gender,

age, or geographic region. There were insufficient data to explore differential effects based on
race.

Pharmacokinetic Properties

Unless where otherwise stated, the pharmacokinetic information presented in this section are
based on data from studies in adults.

The pharmacokinetics of paliperidone following INVEGA administration are dose proportional
within the recommended clinical dose range (3 to 12 mg).

Absorption

Following a single dose of INVEGA, the plasma concentrations of paliperidone steadily rise to
reach peak plasma concentration (Cnax) in approximately 24 hours after dosing. With once-daily
dosing of INVEGA, steady-state concentrations of paliperidone are attained within 4-5 days of
dosing in most subjects.

The release characteristics of INVEGA result in minimal peak-trough fluctuations as compared to
those observed with immediate-release risperidone. In a study comparing the steady-state
pharmacokinetics following once daily administration of 12 mg paliperidone (administered as
extended-release [ prolonged-release] tablets) with 4 mg immediate-release risperidone in
schizophrenic subjects, the fluctuation indexes were 38% for paliperidone extended-release
[ prolonged-release] compared to 125% for risperidone immediate-release (see Figure 1).
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Figure 1. Steady-state concentration profile following administration of 12 mg paliperidone
administered as six 2 mg extended-release [prolonged-release] tablets once daily for 6 days
(paliperidone concentrations are represented) compared with risperidone immediate-release
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administered as 2 mg once daily on Day 1 and 4 mg once daily on Days 2 to 6
(paliperidone+risperidone concentrations are represented).

Following administration of INVEGA, the (+) and (-) enantiomers of paliperidone interconvert,
reaching an AUC (+) to (-) ratio of approximately 1.6 at steady state. The absolute oral
bioavailability of paliperidone following INVEGA administration is 28%.

Following administration of a single 15 mg paliperidone extended-release tablet to healthy
subjects, confined to bed for 36 hours, with a standard high-fat/high-caloric meal, the Cmax and
AUC values increased by 42% and 46%, respectively, compared with administration under
fasting conditions. In another study involving healthy ambulatory subjects, the Cnaxand AUC of
paliperidone following administration of a single 12 mg paliperidone prolonged-release tablet
with a standard high-fat/high-caloric meal resulted in increases of 60% and 54%, respectively,
compared with administration under fasting conditions. Although the presence or absence of
food at the time of INVEGA administration may increase or decrease exposure to paliperidone,
these changes are not considered clinically relevant. Clinical trials establishing the safety and
efficacy of INVEGA were carried out in subjects without regard to the timing of meals (see
Dosage and Administration).

In the Phase 3 studies of INVEGA tablets in Bipolar I Disorder, median dose-normalized
paliperidone plasma concentrations at 8 hours postdose after 6 days of treatment were
comparable between fasted subjects and subjects who had consumed a standard continental or
high-caloric breakfast between 2 hours before and 1 hour after their medication intake.

Distribution

Paliperidone is rapidly distributed. The apparent volume of distribution is 487 L. The plasma
protein binding of paliperidone is 74%. It binds primarily to as-acid glycoprotein and albumin. In
vitro, high therapeutic concentrations of diazepam (3 mcg/mL), sulfamethazine (100 mcg/mL),
warfarin (10 mcg/mL), and carbamazepine (10 mcg/mL) caused a slight increase in the free
fraction of paliperidone at 50 ng/mL. These changes are not expected to be of clinical
significance.

Metabolism and elimination

One week following administration of a single oral dose of 1 mg immediate-release *C-
paliperidone, 59% of the dose was excreted unchanged into urine, indicating that paliperidone
is not extensively metabolized in the liver. Approximately 80% of the administered radioactivity
was recovered in urine and 11% in the feces. Four metabolic pathways have been identified /n
vivo, none of which accounted for more than 6.5% of the dose: dealkylation, hydroxylation,
dehydrogenation, and benzisoxazole scission. Although /n vitro studies suggested a role for
CYP2D6 and CYP3A4 in the metabolism of paliperidone, there is no evidence /n vivo that these
isozymes play a significant role in the metabolism of paliperidone. Despite the large variation in
the general population with regard to the ability to metabolize CYP2D6 substrates, population
pharmacokinetics analyses indicated no discernible difference on the apparent clearance of
paliperidone after administration of INVEGA between extensive metabolizers and poor
metabolizers of CYP2D6 substrates. In vitro studies using microsomal preparations of
heterologous systems indicate that CYP1A2, CYP2A6, CYP2C9, CYP2C19, and CYP3A5 are not
involved in the metabolism of paliperidone. The terminal elimination half-life of paliperidone is
about 23 hours.
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Special populations
Adolescents

Paliperidone systemic exposure in adolescent subjects was comparable to that in adults. In
adolescents weighing < 51 kg (< 112 Ibs), a 23% higher exposure was observed than in
adolescents weighing > 51 kg (= 112 Ibs); this is considered not to be clinically significant. Age
alone did not influence the paliperidone exposure.

Elderly

Data from a pharmacokinetic study in elderly subjects (= 65 years of age, n=26) indicated that
the apparent steady-state clearance of paliperidone following INVEGA administration was 20%
lower compared to that of adult subjects (18-45 years of age, n=28). However, there was no
discernable effect of age in the population pharmacokinetic analysis involving schizophrenia
subjects after correction of age-related decreases in CrCl.

Renal impairment

The dose should be reduced in patients with moderate and severe renal impairment (see
Dosage and Administration). The disposition of paliperidone was studied in subjects with
varying degrees of renal function. Elimination of paliperidone decreased with decreasing
creatinine clearance (CrCl). Total clearance of paliperidone was reduced in subjects with
impaired renal function by 32% in mild (CrCl = 50 to < 80 mL/min), 64% in moderate

(CrCl = 30 to < 50 mL/min), and 71% in severe (CrCl = 10 to < 30 mL/min) renal impairment.
The mean terminal elimination half-life of paliperidone was 24, 40, and 51 hours in subjects
with mild, moderate, and severe renal impairment, respectively, compared with 23 hours in
subjects with normal renal function (CrCl > 80 mL/min).

Hepatic impairment

Paliperidone is not extensively metabolized in the liver. In a study in subjects with moderate
hepatic impairment (Child-Pugh class B), the plasma concentrations of free paliperidone were
similar to those of healthy subjects. Paliperidone has not been studied in patients with severe
hepatic impairment.

Race

No dosage adjustment is recommended based on race. Population pharmacokinetics analysis
revealed no evidence of race-related differences in the pharmacokinetics of paliperidone
following INVEGA administration. No differences in pharmacokinetics were observed in a
pharmacokinetics study conducted in Japanese and Caucasian subjects.

Gender

The apparent clearance of paliperidone following INVEGA administration is approximately 19%
lower in women than men. This difference is largely explained by differences in lean body mass
and creatinine clearance between men and women, as a population pharmacokinetics
evaluation revealed no evidence of clinically significant gender-related differences in the
pharmacokinetics of paliperidone following INVEGA administration after correction for lean body
mass and creatinine clearance.

Smoking status

Based on /n vitro studies utilizing human liver enzymes, paliperidone is not a substrate for
CYP1A2; smoking should, therefore, not have an effect on the pharmacokinetics of
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paliperidone. Consistent with these /n vitro results, population pharmacokinetic evaluation has
not revealed any differences between smokers and non-smokers.

NON-CLINICAL INFORMATION

Toxicology

As with other drugs that antagonize dopamine D; receptors, paliperidone elevated serum
prolactin levels in repeat-dose toxicity studies.

In a 7-week juvenile toxicity study with oral doses of paliperidone of 0.16, 0.63, and

2.5 mg/kg/day, which are 0.12, 0.5, and 1.8 times the maximum recommended human dose of
12 mg/day for adolescents on a mg/m? basis, no effects on growth, sexual maturation, and
reproductive performance were observed. Doses up to 2.5 mg/kg/day did not impair
neurobehavioral development in males and females, except for an effect on learning and
memory in female rats treated at 2.5 mg/kg/day. This effect was not observed after
discontinuation of treatment.

In a 40-week study in juvenile dogs treated with oral risperidone (which is extensively
converted to paliperidone) at doses of 0.31, 1.25, and 5 mg/kg/day, sexual maturation was not
adversely affected at 0.31 and 1.25 mg/kg/day. Long bone growth was not affected at

0.31 mg/kg/day; effects were observed at 1.25 and 5 mg/kg/day.

Carcinogenicity

The carcinogenic potential of paliperidone, an active metabolite of risperidone, was assessed
based on studies with risperidone conducted in mice and rats. Risperidone was administered at
doses up to 10 mg/kg/day for 18 months to mice and for 25 months to rats. There were
statistically significant increases in pituitary gland adenomas, endocrine pancreas adenomas,
and mammary gland adenocarcinomas. An increase in mammary, pituitary, and endocrine
pancreas tumors has been found in rodents after chronic administration of other antipsychotic
drugs and is considered to be mediated by prolonged dopamine D, antagonism. The relevance
of these tumor findings in rodents in terms of human risk is unknown.

Mutagenicity

No evidence of mutagenic potential for paliperidone was found in the Ames reverse mutation
test, the mouse lymphoma assay, or the rat micronucleus test.

Fertility

Although paliperidone treatment resulted in prolactin- and CNS-mediated effects, the fertility of
male and female rats was not affected. At a maternally toxic dose, female rats showed a slightly
lower number of live embryos.

PHARMACEUTICAL INFORMATION

List of Excipients

Inactive ingredients of INVEGA are butyl hydroxytoluene (E321), carnauba wax, cellulose
acetate, hydroxyethyl cellulose, hypromellose, iron oxides (E172), polyethylene glycol,
polyethylene oxides, povidone, propylene glycol, sodium chloride, stearic acid, and titanium
dioxide (E171). The 3 mg tablets also contain lactose monohydrate and triacetin.
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Incompatibilities

None.

Shelf Life

See expiry date on the outer pack.

Storage Conditions

Do not store above 30°C. Protect from moisture.Keep out of the sight and reach of children.
Nature and Contents of Container

Blisters: 7 tablets/strip

e Blisters of 3 mg, 6 mg and 9 mg packed in oriented polyamide (OPA)-aluminum-polyvinyl
chloride (PVC)/aluminum push-through child-resistant (CR) layer.

Instructions for Use and Handling [and Disposal]

No special requirements.

Manufactured by

Janssen-Cilag Manufacturing LLC., Gurabo, Puerto Rico

Marketing Authorization Numbers and Date of Authorization

Product name Marketing Date of
Authorization Authorization
Number

INVEGA (EXTENDED-RELEASE TABLETS, 3 1C 61/53(N) 31 August 2010

MG)

INVEGA (EXTENDED-RELEASE TABLETS, 6 1C 62/53(N) 31 August 2010

MG)

INVEGA (EXTENDED-RELEASE TABLETS, 9 1C 63/53(N) 31 August 2010

MG)

Date of Revision of the Text
15 Jan 2024 (CCDS version 07 April 2020)

Imported by
Janssen-Cilag Ltd., Bangkok, Thailand

To report Suspected Adverse Reactions, please contact us at aepqcjacth@its.jnj.com

For any product information, please contact us at medinfosea@its.jnj.com
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