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ERH (EX)
1. /MR | R7EA
EEEIT| (&%) | VARF—1 (Y RXY FY)
ST hi-
DREE |BRtE | Yooy —<BXEH
EZzb6h '
5%
BT D | % - 81 | 884 : lmg. 2mg. 3mg
i MR- 1%
ANA# : lmg/mL
XIBIED
ENER | 2hée - DR | HiA KTE
NELR FEREE
2BE Sy
WX T B
ERHLT | mk- & | A 26mg/ B 42 ER, ERICEYEET 3,
Taw, 1 BE K 12mg ¥ C,

/NE  TeEEt: (BRZERE) 0.25~2mg/H

(The Maudsley The South London and Maudsley NHS Trust 2003

Prescribing Guidelines (& X#k 3) 12X 3)
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F24  BARNREME - DNROE -
‘ BA/DRREFES
EXHAH : YRAN) Fv

NEFERRR S

2. BRXK | ABHEB|RATDAR F
TOAR | B R O A| AREAD ;1992 4 12 AOEEFCOEABLFHE LT, =
R EEAH NECKRE., FAY., 75 A2 LH#HR 90 EU L TERE

hTna,

MNETCOER K

DBD (Disruptive Behavior Disorders: B{EERITBIFEE) %38
JEE LT, 2001 E 5 BDF = a TCOERBEFIDELT, &
NETKKAY, AVz—=T v, F—A TV TRREHR 22
AETEAREINLTVS

DBD iI—fixriz38 ro;}’LT‘/‘ZD ZWr TiX2unas,
DIER BRI T 2 8EHOREHTHY, BEE LT
X Conduct Disorder (7% 8% ). Oppositional Defiant
Disorder (KHiPkEMEREE) . Disruptive Behavior Disorders
Not Otherwise Specified (f#ERNEDKEHITHESE) 2 &

23 DBD 232349 5 LEZENTNWAS
B BsE

2004 6 HDR—F 2 FOERREZILILD, 753 A, /Ny
x4&&ﬁﬁ4ﬁﬁrﬂ lEhTWwW3,

1T8mE T

=:"]é.—"

20064:‘510}3& iK

= 0 B R B (2007 E&ET
WLﬂU@fﬁ)

R5E4 Y AN —)

B8 {% & ¥ | Janssen-Cilag (Y& — 5 )

4

K - k& | 8248 (0.25,0.5,1,2,3,4mg) . WAKEA (Img/mL). BIEEH
(0.5,1,2mg) . FEHHERIAI (25,37.5,50mg)

ZheE - ZhR | KA TOER

M KRIE, PHRMEREE ., £ OMOBHRKEOIRR & KaK
TREIC B 5 TR OB
/I\IE! -—G-g)g-;ﬂ
DBD (Dlsruptlve Behavior Dlsorders BENITEIEE), B
P 55 Bt (2007 FSETHGEMEIR)
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1. XEORE - A&
RiE - & (F2HEA)

1) BEALAE : BEVEE 1R 1EXZ1 B 2 @RS,

PR R EE S - BBRRABR Tt Imgl B 2 ERED DL
A L. BREHICHERRZTNE 2 BEE 3 BEIC 1 E
Imgl A 2EHEE L. 3 BE £ T2 3mgl A 2 E#H 5% T
BElL, TOROUBEARTII1 BRAEXEE 8 HE T
LT1H1ETREL, FAOLZEME L UOHMESTHEE
ENTWVWS, WTFhOREREHKTRET HHAICH, BE
KL THREGIZHRAZNITTHET A Z L BEZNICHE

PRI b H B, BEBERRDSELREICBEZET S0

K 1ER»» D72, ThUBEOREREIT 1 BRI E
DR TIT 5o AFIDEHHIZ OV THRIE L 72 BRRRE T
. 1 BHE 4~16mg THEMBERANTINZH, R

AR 1 BAR 4~8mg TR AL, 1 BHAE 6mg

(1B 2E) % EEIZHABERENUTOREL D HHEMEN
BWIEIIRINTR LT, #EABERE X OMoRIE
RORBEZBMITEIErbL—RIZIEHERBIATVA
W, 1B 1EHREZEMITS 1 SORBRICEBV T 4mg &
Db 8mg TV HWE2MENRENE, 1 BAE 16mg %
t@b)ﬁ%wﬁéﬁ&iﬁaﬁkﬁﬁi%ﬁ KBWTHHESh TV
W,

2) MiBHESE .

1 BE2~3mg % 1 B 1 ERE» BT 5, AERESHIX
24 R EOBREZB VT 1mg DEERBECHEBTAZ L
PHREIND, AFOHEIT 1 RHE 1~6mg TRRT 3
TEMRSNTWASN, 1 HE 6mg & LEZHEIZHOWT
BRE STV ARL, '
3) NE~OEE : 5~16 13
%giﬁ,mmg%tkbkmﬁglﬁo2hm#6
B3+ 5, o 4 B EBWT, 20kg RETIX
0.5mg ¥ C, 20kg A LT Img CHIE L, 14 ABL
TR TDS, T ARDERBORRVEAICI, 28
ULBBZBWT, 20kg REOBRFETIX 1 BE
O%mg%2%guiwﬁﬁkmo5mg%ﬁm16°

(2007 FEYFTHCEIMEFIR)
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4) BREBEICBITAHE
EEHEZVWILEBLTVWHIEE, BEEOFEE IIFES
OHHEE. KOLEDOERDH 3 BE il EDGERME
DHHBECBNTHEINDPIEHARIZ1E0.5mgl B 2
E#E5ETHDH, ZNHDOBETIE1E 0.5mgl A 2 EBILLE
ZEEIANR—ZATCHELRWZ L, 1H 1.5mgl B 2 E %28
A THETIHAICE. 1 BRULEOBRTCIT Y Z &, &5
IR 2T CTHE L FREEMICESZBEE L H D,

2. RETOMHE - HE

1) BEA

AFX 1B 1EIXE2EHRENFTRETHD, AMEHH, B
b, £ THAEITL B 2mg OB T 5, /5 2HBBIZ
iX1 B 4mg T THETS, 7L, IEx=Y Y — KOBER
. XOBRRRAEERA Y Ca—VEEE LTEFBN XV
EbHd, TNURBIIZTORAELZHERFT LN, HEBISLT
SHICHEST D, BE. DRMEINDIAEIX 1 B 4~6mg
ThoHH, 4mg L VIEAEL22BEFLVH D,

—MIZ 1 H 10mg # LERIZHAERENUTORE X V HH
BENEWVD ZEIFFRENRTVRVW—F, #EINBERDY
AZIIEED.1 B 16mg & LED BEDORKEMIC OV TILEA
CEliEhTWinwizd, R LRV &,

2) E#hE

MEHEE LTIX1 B 0.5mgl B 2EXRHERINSE, ZOH
BiXfE 2 OERICE L TO05mg 321 A2EBEE L, 1~2mgl
H2EIETCORRICAEH T LN TE S,

AR OBBEICBTDEEEIBRFTH S,

3) /MR

15 AR D /NE~OFERITHRE LTV,
4) BEE - - FEEOHHBE

FEHAEL LT A 0.5mgl B 2 BERESHIEINS, Z0
ARIEx OERISECLTO0.5mg 3> 1 B 2 EHEL, 1~
2mgl A 2EE CORARICRETHZ LN TE 5, BEERW
UFEEDSH 5 BEICR LTI, LM cofEARERN
BONDE CHEIRET 5,
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EEmA : VAN P

NRTORE - ARDOREH
DBD (FA )
1) KHE 50kg KD BE ; FIEAEIL 1E 0.25mgl A 1 [H
BRI, AERAGSLETCHNIL0.25mg 2 1 AR
LT1BBEXICHEETIZLNTED, HLOHEA. EEH
BiZ1805mgl A 1REI#%S5THD, 2L, Br0BEFIZ
£-T 0.26mg/ATENZ EHHB L, 0.75mg/ A LERE
Ebdbd,
2) & 50kg LA EDOBE ; FIEAEIX 1 B 0.5mgl H 1 [E#
ERHRIND AERGAMLETHNIL0.5mg 2 1 HE L
LT1IHBEEETAZLENTES (FNULRBEL
BV, ZOBE, TEHEIT 1E 1mgl A 1 BRSTH
5, 1272 L, A DBRECL>TO055mg/BTINI EEH D

L. 1.5mg/AX%ERILLH B,
HEAKE (75 R) : AESF

*EBESR | DBD (FAY) : BES
BBEAEE (
H BF g (2007 FEHETHR
BINEIE)
F Dt
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3. §H KA 2T DBD (Disruptive Behavior Disorders REEE891T
HERT | (7)) Qo | BEE), XEICHBASBED SR, (2007 £%THR
TETFV UM | ENFE 7R THBREO#EGER T 5,
ZIZDWV | o T
T
i W 2| | #ODDEESBILHERRIZL 2T U 2A2E L, £ORE
(7) @0 | RERELBFICEBI LTV,
AR
12N

BEAEFTELNTWEZETFT U AZHOWNT

- Disruptive Behavior Disorders AR TEIEE

FIT 5~12 OB Z X% DBD (1 ABiX ADHD 2&60f) &7 5/
RATTEY, SR, RBHICHT Y ARY FCoFEHE TEA07 5
Rarbo— L _EBEREERARIZEL Y Aberrant Behavior Checklist
(ABC) R 7—/, Nisonger Child Behavior Rating Form (N-CBRF)

<> Rating of Aggression Against People and/or Property Scale % Fiv»T
AL, FEREDEEZEREL TV,

F7z, 5~14 % DBD A#F 504 flicxt+ 2 RH (1 £H) A—7HABR
AT, 1 BEXVEON-FERSDREN 1 E/FHR L. ERBERIX
fHiR, B&. GUE. FEENTHY ., 2ROICBENLFEEDOLDOTH

277,

BHL & 72 B3 - RBICHOVWTIE. IRl BiEV 25,

—291 —




2ok BANRMRE - SNRLE - NREHERES
AA/NRBEES
EELL . UAXRY P

4. (1)
1 R IR
DEEEX
%

1)
O 4%
{ZouT

il 2] (1)
@nE UM%
oI ANE

DBD X £ BRI HEEEDETEZRB O T2V, B
LOEDEBL LI RMER2ITHEL 720, MEBOEMISE
RERIE LY, BV hE & OFWC LV mEE L T
HOHLEERMBETH S, EEMIBEDLLRNHDTYH,
SME & BAbIC BIE T,

g 2] (1)
@MDY H
Iz T

2
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U RARY RUTMIBWT DBD UM b2 < kBB 5
FRAMOHRENRDH D, BEAETTHEOLATWAMOBBEICET 2T X
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LRI EREE RS LU BE

5~17TRE COBIRENRIZ 8 BRI CORMIMEZ2ER L 3 XD TR

aryhbe—VZHERLERERRIC LY, Aberrant Behavior Checklist
(ABC) Irritability ¥ 7 24—/ CGIL 2 VT, BB EITE)

~DOHEBREDELHERL TS, £, 16K 6 y AROBRER 7%

RARBELE L-RRIZBN T, FELBERMEDRbER I TV 5,

by Ly MEE

ARBIZH L, NE - BERAOBELZED - _ESRILEHARN 3 £1Tb
1L Yale Global Tic Severity Scale (YGTSS) %° Tourette’s Symptom Severity
Scale (TSSS) RAWTFHli 21T o2 A, 7 r=UrEPEY FEIE
FETTI7ERLY BAEBIENT-EIMESERIN TS

DSM v Eﬁﬁﬁﬁk%wféht 5~16 MR LT, 8
ﬁ@__ﬁﬁﬁiﬁﬁbt&zﬁ®77tﬁ:/bn—w_ﬁsﬁ
BRBRIZE Y, Aberrant Behavior Checklist (ABC) ® Clinical
Global Impression -Change(CGDIZTHEHMERE D Hh -,
(2007 LEYWETRLBINEIR)
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RISPERDAL

(RISPERIDONE)

TABLETS/ORAL SOLUTION

RISPERDAL® M-TAB® -
(RISPERIDONE) {0107)
ORALLY DISINTEGRATING TABLETS 01RS1850

e

benefis and adverse effets of i in pationts ing quiridine have not been evaluzted, but cbservations
in a modest ru'nba. {n=70) ot poor metaholizers gvven rispemne do not suggest important difierences between
poor and . Second, ¢ of known enzyme inducers (e.g., phe-r,'tm 1‘amn
and phenobarbitsl} whh risperidone may cause a inthe plasma
and 9-hydroxyrisperidone. & woidd aiso be possibie for risperidone 1o intedfere with metabofism 01 other drugs
metzbolized by CYP 206. Refatively weak binding of fisperidone to the enzyme suggests this is uniikely.
In a drug interaction study in schizophrenic patients, 11 subjects received risperidone dtrated t 6 mg/day for 3
weeks, ioflowed by concurent 2dminisisalion of carbamazepine for an addifonal 3 weeks During eo-adiministraion,
the plasma of sisperi and fts ph: gicaky active , vere
decreased by about 50%. Plasma concentrations of caﬁamaze;xne did nal appear io be afiected, Co-admms sation
of oiher known enzyme Inducers (eg., pheny'um, 1‘a'mxn and phenoba'bnan wnn risperidone may cause simiar
inthe ¢ i plasma of 1 ) vihich could lead to

increased Mortality In Elderly Patients with Dementa —Related Psychesls

Elderly patients with dementia-related psychcsls tramd with atyplca antipsychotic drugs are at an
increased risk of death compared to placebo. Analy placebo triats (medat
duration of 10 weeks) in these patients revealed a sk o‘ death in the drug-treated patients of batween
1.6 10 1.7 timas that seen in placebo-treated patlents. Over the course of a typical 19 week controbed
trial, the rate of death In drug-treated patlents was about 4.5%, compated 10 a rate of about 2.6% in the
placebo group. Although the tauses of death were varled, most of the deaths appeared to be either
cardlwscuhr X g. heart talture, sudden death) or ln‘ec'lou: {e.g., pneurionia) In nature. PISPERDAL®

) Is not ap, d for mc of patiants with Dementia-Relatsd Psychosis.
DESCRIPTION )
RISPERDAL® {risp } ging ta the izl class of i d
The chemical designatk is 3-[2 14-(5-1uoru1 z-benzlsaxaml 3-vi)- l-pipe'm"n Alethy$-6,7,8,9-1 elrah,'cm Z-methy}-

4H-pynido}{,2-a]pyrimidin-4-ane. Its molecutar formufa is CnHaFNLO, and its molecutar weight is 410.49. The

siructural formuta is
es N
"CHy— CHy— N
o

di d efitcacy of s 1 (see PH:CAJTIONa Drug Imaracuons and DOSACGE AND
ADMINISTRATION -~ C&Admnslramn of RISPERDAL® with Certzin Other Medications).
Fluoxetine {20 mg OD) and paroxeiine (20 mg QD) have been shown ‘o increase the plasma concentration of
sisperidone 2.5-2.8 fofd 2nd 3-8 fold respectivety. Fluoxetine did not affec: the plasma concentration of
S-hydroxyrisperidone. Paroxetine lowersd the c of 9-hydroxyrisp by sbout 10% (cee
PRECAUTIONS - Drug interactons and DOSAGE AND ADMINISTRATICN - Co-Administraton of RISPERTAL®
wi‘.h Certain O,herhmﬁuns)

d oral doses of i {3 mg BID) did not affect the exposure (AUC) or peak piasma concentrations
(C ) of lithium {n=13) (see PRECAUTICNS - Dnyg tnteractions).
Repested oral doses of sisperidone (4 mg OD) did not afiect the pre-tose or average plasma concentrations and
exposure (AUC) of valproate {1000 mg/day in three dvided doses) compaced o placebo (p=21). However, there was

a 20% increase in vatproate peak plasma (C..J) atter n of ni (see
PRECAUTIONS ~ Drug Interactions).
There were no significant inter; peri {i mg QDj and erythromycin {500 mg QID} (see

PRECAUTIONS - Drug Imeractions).

Cimetidine and ranitidine i the bisavailabifity of i by 64% and 26%. respectively. However,
cimetidine did not afiect the AUC of the acive moiety, whemas ranfiidine increased the AUC of the active maiety by
20%.

Amitrptyine did not affect the pharmacokinetics of risperidonie o the active maiety.

in drug i studies. risp did not significantly affect the ph: Ki
, which are metabolized by CYP 2D6.

RISPEHDAL" (0.25 mg BID) did not show a dinically retevant effect an the pharmacokinescs of digoxin.

Excretion

of donepezil and

Risperidone is a white to slightly bage powder Rtis practically inssluble in wate, ireely soludle in
chigride, and soluble in methanal and 0.1 N HCI,

RISPERDAL" tablets are available in 0. 25 my (dark vellow), 0.5 mg (red-brown), 1 mg (white), 2 mg (orange), 3mg
{yellow), and & my {green) sirengehs. Inactive ingredients are colloidal silicon dioxide, hypromeliose, lactose,
magnesium stearate, microcrystefine cefilose, propyiene glycol, sodium leuryl =u|'a te, and starch {com). Tablets of
025,05, 2, 3, and 4 mg also contzin takc and tiranium disvide. The 0.25 mg tablets contain yeliow iron oxide; the
0.5 mg tablets contain red iron oxide; the 2 mg tablets contain FDAC Yellow No. § Aluminum Lake; the 3 mg and
4 mg tablets contain DAC Yellow No. 10; the 4 mg tablets contain FOAC Blue No. 2 Akminum tzke.

RISPERDAL? is also available as a 1 mg/mL oral solution. The Inactive ingredients for this solution are tartaric acid,
henzoic acid. sodium hyd-oxide, and purified water.
RISPERDAL? M-TAB* Oraly Di Tabless am
coral), 3 mg {coral), and 4 mg (coral) strengihs.
RISPERDAL® M-TAB® Omlly stmegmng Table:s contam the fokowing inactive ingredients: Amberlic® resin,
gelsiin, mannital, giycine, , aspartame, red ferric axide, and peppermint
ofl. in addition, the 3 mg and 4 mg RISPERDALS M TAB‘ Orally stn‘egrang Tablets contain xanthan gum.
CLINICAL PHARMACOLOGY

Hable in 0.5 mg (ight coral), 1 mg (fight corat). 2 mg (ligh:

Pharmacodynamics

The mechanism of action of RISPERDAL® (rlspendone) as with other drugs used to {reat schizophrenia, is
unknown. However, it has been p-op hat the drug's therap activity in schizap is i ‘h'uugh a
comtinztion of dopamine Type 2 (D7) and seratonin Type 2 (5HT5) recepior ism. Antagonism at recep

other than D, and 5HT2 may explain wne of the other efects of RISPERDALS.
RISPERDAL® is a selecs gonist with high 3f"nny (Kiof0.12167.3 nM) for the serotonin Type
2 (5HT2). dopamine Type 2 (D2), a: and o e 3 and H, RISPERDAL® acss as an
antagonis: at othes: receptors, bir with lawer potency. RlSPERDAL'* has fow to moderate atfinity (Ki of 47 10 253 nM)
for the serotonin SHTc, SHTic, and 5HT o receptors, weak afinity {Ki of 620 to 800 M) for the dopamine D: and
haloperidol-sensiive sigma site, and no affinity {when tesied at jons >10* M) {or g e ar
B: and B, adrenergic recepiors,

Pharmacokinetics

Absorpﬂon

is well ab The absolire oral b ity of dsperidone is 70% (CY=25%). The relative oral
lmaveiablhty of risperidone fom & tablet is 54% (CV 10%) when compared to a scluon,
Pharmazokinetic studies showed that RISPERDALS M-TAB* Orally Disintegrating Tablets and RISPERDAL® Orat
Sohstion are bloequivalent i RISPERDAL® Talie's,
asma concentrations of risperidone, its major ite, 9 , and risperidone plus
S-hwdraxyrisperidone are dose proportional over the dosing range of 1 0 16 mg deiy {B. 5 o8 mg BID). Foliowing

Risperis andits 65 are elfiminated via the urine and, 10 3 much tesser exient, via the feces. As diustrated
by amass balance siudy of a single 1 mg cral dose of “C-dsperidone administered as solution to three healty male
volunteers, total secovery of rdioactivity at 1 week was 84%, including 70% in the urine and 14% in the feces.

The apparen ha}lee of disperidone was 3 hours (CVJO%) in extensive metabolizers and 20 hours (CV—AO"») in
P00 ers. The app hait-lfe of 9-hydroxyrisp was about 21 hours {CY=20%)} in extensive
membofzers and 30 hours {CY=25%} in poor izers. The ph ki of the active moiely, after single
and mukiple doses, were similar in extensive and poor metabohzers. with an wveral mean elimination hakf-iite of
abott 26 heurs.

Spacial Populations

Renal Impai-ment

In patients with moderate to severe renal disease, clearance of the sum of risperidone and is active metabolte
decreased hy 60% compared {0 young heatthy subjects. RISPERDAL? doses should be reduced in patients with
reral disease (see PRECAUTIONS and DCSAGE AND ADMINISTRATION),

Hepatic impairment

While the pharmacokineiics of risperidone in subjects with fver disease were comparzble to those in young healthy
subjects, the mean free fraction of risperidone in plasma was Increased by 2bowk 35% because of the diminished
concentration of bath 2kwmin and « ,-acid glycoprotcin, RISPERDALS doses should be reduced in patients with kver
disease (see PRECAUTIONS and DO:-AGE AND ADMINISTRATION].

Eidery

In healthy elderty subjecis, renal ot of beth risperidone and 9-h i vaas d sad, a
ination hati4ives were p {6 yaung healthy subjects. Dosng shouid be modified aoco':ﬁngr; in

the elderly patients (see DOSAGE AND ADMINISTRATI 10n).

Pediatric

The phammacekinedcs of risperidone and 9-hvdroxyrisperidene in childzen were similar %o thosa in adutis after
correcting for the difference in body waight.

Race and Gender Effects

Nao specific p Kinetic study was ted to race and gender effects, but a poputation
pharma*okmetxc analysis did not identify impartan: differences in the disﬂl:rsmﬂﬂ of risperidone due 1o gender
{whether carmcted for body welght or not) or race.

CUNICAL TRIALS

Schizophrenta

Short-Term Effcacy

The eﬂkzcy of RbPERDAL“ in the i of schizophrenia was d in four short-term {4- to 8-week}
rizls of psy patients who m-’ DSM- (11 R cme'xa for schizophrenia.

Sever! ins were used for hi signs and p in these studies, among them the

Brief Psychiatric Rating Scale (BPRS), a muls- nem irventory of generat psydmpaﬂ\olagy lvaduonally used to

evaluate the effects of drug in schizophrenia. The BPRS p sychosi cluster {¢

hatlucinat ary behavmr suspiaotmess and unustal thought contert) is considered 2 pa'd'-uwrfj userd subset for

oral administ-ation of solu‘mn or laNet mean peak plasma q & ahout 1 hour.
Peak ol g P oceuired at abowt 3 hours in extenswe meiabalizers, and 17 hours in
poor i S!aadys‘atn o jans of risper are reached in 1 day in extensive mmﬂbohzets and
woutd be expected o reach sieady-state in about 5 days in poor metaholizers, Sieady-state of
S-tydroxyrisperidans are reached in 5-6 days { }

Food Effect

Food does nat af'ect either the rate or exent of pion of Thuss, risp can be given with or
without meats.

Distribiurion

Risperidone is mpidy disiributed. The volume of distribustion is 1-2 Ukg. In plasms, risperidone is bound to akumin
and «,-acid glycapmtem The plasma promn binding of 1spendone is 90%, and that of its major metabofite,
S-hydroxyrisperidone, is 71"!. Neither disperidone nor 9~hyd y isped displaces each other from ptasma
binding sites. High th ions of sulf Zine (100 meg/mL}. wariasin {10 mog/ml), and
casbamazepine {10 meg/mt L) caused only a slight increase in the free iraction of dsperidone at 10 ng/ml and
S-hydroxyrisperidone at 50 ng'mL, changes of unknown clinical significance.

Metahoism 2nd Drug Interactions

d in the [iver. The main metabolic pathway is through hydraxytation of
¥ ne by the enzyme, CYP 205. A minor metabolic pathreay is th'uug‘\ N-deakytation.
The main 9-hydi i has simitar ph logical activity as fisperi quendy, the
dinical effect of the drug (e 9., , the active moiety) resuits from the combi i oi i plus
S-hydroxyrisperidone.

CYP 2086, also calied debrisoquin hydroxylass. is the enzyme ‘or of many
anidepressants, antiarhyhmics, and other drugs. CYP 2D8 is suh]ec‘ n genetic polymerphism {ebout 6%-8% of
Caucasians, and a very low percentage of Asians, have fitie or no aciivity and are ‘poo! metabolizars®) and to
inhibfion by & veriety of and some non , notably quin Extensive CYP 206 metaholzers

comvert risperi rapidly into 8-hydraxyrisp , vhereas poor CYP 206 metabotizers conwert it much more
slowly. Aithough balizers have lower risperi and higher 3-hyd-oxyrdsperidone concentrations
than poor the ph d of the active molety, atier singte and muitiple doses. are simitar in
extensive and poor metabolizers,

Risperidone could be subject to two kinds of dnug-drug m*mac'.ums (see PRECAUTIONS ~ Drug Interacsions). First
inhibitars of C'YP 208 imeriere with ¢ of fi This ceours with quinidine,

giving ielly aff recipients a h pm’ﬂe «/plml of poor meiabolizers. The therapeutic

cively p phrenic paienis. A second taditionat assessment, the Clinical Global impressicn
{CG), -eflects the xmpwlon of a skifled obsarver, tully famifar with the manifestations of schizophrenia, about the
overall cfirical state of the patient, In addition, the Pasitive 2nd Negative Syndrame Scale (PANSS) and the Scale for
A ing Negatve Symp {SANS) were
The resulis of the trials follow:

{1} In a 6-week, placebo-controiled il (n=160) Involving titration of RISPERDALY in doses up to 10 mg/day {EID
schedule), RISPERDAL® was generally superior 1o placeho on e BPRS totel score, on the BPRS psychosis
duster, and marginally superior to placeba on the SANS.

{2) In 2n B-week, placebo-controtied irial (n=513) imvelving 4 fixed doses of RISPERDAL? {2, 6, 10, and 16 mg!
on a BID scheduiz), all 4 RISPERDAL® groups were generally superior to placebo on the BPRS iotal soore
BPRS psychosis clusier, and CGH severity scose; the 3 highast RISPERDAL? dose grwps we'a generally
Superior to plecebo on the PANSS negative subscale. The most i v positive
vrere seen for the 8 mg dose group, and there was no suggesion of increased bensfit fom Ia'gev dos&&

(3) in an 8-week, dose comparison iial {n=1356) Involving 5 fixed doses of RISPERDAL® (1, 4, 8, 12, and
16 my'tay, on a BID schedule). the four highest RISPERDAL® dose groups were generalty superior o the 1 mg
RISPERDAL? dose group on BPRS total scare, BPRS psychosis cluster, and CGI severity scose. None of the

. dose goups wer superior 1o the 1 mg grmup on the PANSS negative subscate. The mast consistently positive
esponses were seen ior the 4 mg dose group.

{4)in a 3-week, placebo-contolied dose compasison trial (n=246} involving 2 fixed doses of RISPERDAL {4 and
8 mgfday en 2 QD smctue) both RISPERDAL? dose groups were generally superior io placebo on several
PANSS H20% Jon in PANSS total score), PANSS total score,

and the BPRS psychasis dus:er ldenved from PANSS) The reaulis were generally strenger for the 8 mg than

for the 4 mg dose group.

Long-Term Efficzcy
In alonger-tenm tial, 365 adutt cutpatents p'emmmnm meemg DSM-IV criteria for schizophrenia and who had been
cinically stable for at least 4 weeks on an areip ion were ized to RISPERDAL? (2-8 mg/day) or

{0 an active comparator. for 1 to 2 years of abservtion for relapse. Patients receiving RISPERDAL® experienced a
significantly longer iime io relapse over this dme peiod compared ib those receiving he active comparaipt.
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Bipotar Mania
Monstherapy

The eficacy of RISPERDAL® In the treatment of acute manic or mixed episodes was esablished in 2 shortderm
(3-week) placeto-controlied wials in patients vho met the DSM-IV eriteria for Bipoks: | Disarder vith manic or
mixed episodes. These trials inchided patients with o7 without psychalic teatures.

The primary rating instn used ior ing manic in these ¥ials was the Young Manfa Rzting Scele

(Y44AS), 2n 11-tem clinician-rated scale tratitionelly used to assess the degree of manic sympiomatolcgy

(irfisbility, disnuptive’agg behavior, sleep, ¢ d mood, speech, increasad activity, sexus! interest,

Bnguagethought disorder, thought content, appearance, and insight) in a @nge from 0 {no manic features) to 60

{maximum score}. The primary sticome in these trials was change from baseline in he Y-MRS totat scare. The

msuts of the irials fodow:

{1} 4 ore 3-week placeboconirofed trial (n=246), imited i patients with manic episodes, which imuived 3 dosa
range of RISPERDALY 1-6 mg/day, once daily, stzrting at 3 mg/day {mean modal dose was 4.1 mgiday),
FISPERDAL® was superior to placebe in the reduction of ¥MRS tote! scora.

(2} 1n ancther 3-week placebo-controlled trial {n=285), which ivolved a dese mnge of 1-8 mgiday, once daily,
starting at 3 mg/day {mean modal dose was 5.5 mg/day), RISPERDAL® was superior to placebo in e reduction
of YMBS iotal score.

Combinajon Therapy

The efiicacy of risperidore with Ethium or valp inthe af acuie manic or mixed

was estabiished in one contralled trial in patients who mes the DSM-IV criteria for Bipslar | Disarder. This trial

ncluded patients with or withatr psychotic feamures and with or without 2 rapid-cyding course.

(1) In this 3-week placebo-conselied combination triz!, 148 in- or on kthium or valp therapy with
inadequaiely contrafled manic or mixed symploms were randemized to receive RISPERDALY, placebe, or an
aclive comparator, in combinasion with their original therapy. RISPERDAL?, in a dose range of 1-6 mg/day, once
daily, sterting a1 2 mg/day (mean modal dose of 3.8 mg/day), combined with lithium or valprozte {in a therapeutic
range of 0.6 mEgA ' 1.4 mEqAL or 50 meg/mL. to 120 megimL, respectively) was supesior to Ethium or valproate
alone in the reduction of MRS total score.

(2) In a second 3-week placebo-controtied combination trial, 142 in- or outpatients on litsium, velproate, or
carbamazepine herapy with inadequately controled manic o mixed symploms were rendomized to receive
RISPERDAL® or piacebo, in combination with thelr original therapy, RISPERDALY, in a dose range of 1-6 mg/day.
once daily, starting at 2 mg/day {mean modal dose of 3.7 mg/day), combined with lithium, . or
carbamazeping {in therapeutic ranges of 0.6 mEgA. 16 1.4 mEQA. for kthium, 59 mcg/mL Iv 125 meg/mi for
valpioate, or 4-12 meg/mL for carbamazerine, respectively} was not superior to lithium, valproate, or

pine alone in the of YMRS total score, A possible explanation for the fallure of this trial was
tion of risperidans and 9-tydroxyrisper ch by carbal pine, ieading to subtherapeutic levels
of rispeidane and ¢-tydraxyrisperi
triltability Assodated with Autistic Disorder
Shen-Term Efficacy

The etiicacy of RISPERDAL® in the treatment cf initabiiity associated with autistic disorder was established in ‘wo 8-
week, pacebo-contralted wrials in children and adolesconis {aged 5 1o 16 years) who met the DSM-IV crizeria ior awistic
disoider, Over 90% of these subijects were under 12 years of age and most weighed aver 20 kg (18-104.3 kg}.

Effieacy was evaluated using two 2ssessment scales: the Aberran; Behavior Cheddist {ABC} and the Clinical Globat
Impression - Change (CGl-C) scale, The primary outcome measire in both trials was the change from baseline to
endpoin: in the Irritabifity subscele of the ABC (ABC-1), The ABC-| subscak the ional 2nd i

including sympioms of 2ggression towasds others, delib seff-inun terper , 2nd quickly
5

The efiicary of RISPEADAL® was established in two 8-week, placebo-tontrolied tials in chiddren and adolescents

{aged 5 to 15 years) who met the DSM-IV criieria for autistic disorder. The benefit of maintaining patients with

imitability associated with eutistic disorder on therapy with RISPERDAL® alter achieving a o1 stabss for an

average duration of aboet 140 days wes demonstrated in a certrolled trial (se2 CLINICAL PHARMACOLOGY -

Cinical Tials.) Physicizrs who elect to use RISPERDAL® for extended periods should periodiczBy re-evakiate the

long-term sisks and benefEs of the dug for the individuz! pasere.

CCNTRANDICATIONS

RISPERDAL® (visperidone) is contrainficzted in patients with @ known hypersensiiviy to the product.

WARNINGS

Increased Mortsiity In Eldarly Patients with Damentia-Related Psychosis

Elderly pati with d lated psychosis treated with atypical antipsychotle drugs are at an

; d risk of death compared to placebo. RISPERDAL® (risperidons) is not for the

of dementia-related psychosis (see Boxed Warning).

Neurol allg ¥ {NMS}

PH

A potenlially fatel symptom complex refrred to as Neudleptic Mafignant Syndrome {NMS) has been
reported in assodiation with antipsychotic digs. Chrical menffestions of NMS are typerpyrexiz, musde rigidy,
aliered mental status. and evid: 0f auk e i dfity (irrequtar puise or blocd p {acty
esis, and cantiac dysrhyimis), Additionat signs may include elev; creatnine ph i
{abdomyolysis}, and acuie renal faiiure.
The diagnostic evaluation of patients with this syndrome is compiicated. In armiving at a diagnosis, 1 is imporant %o
identity cases in which e dlinicsf preseniaion incitdes bath serious medical finsss (e.g., prieumonia, systemic
infecion, etc) and or i quately treated pyTamidal signs and symp {EPS). Cther impartant
considerations in the differential diagnosis indude central anticholinergic taxicity, heat stroke, drug fever, and
primary cefitral nesvous sysiem pshology.
The management of NMS shoufd includa: (1) ; Jnuation of antipsychotic drugs and other drugs not
essential to concurrent therapy; {2 § i ic ¢ arvj medice) monitoring; end (3) of
2ny concomitant serious medical problems for which specific treatments are available. There Is no general
2bout spedific p gil for i NMS,
1f & patient requires antipsychetic drug treatment after recavery from NMS, the potential reintroduction of drug
therapy shoutd be rarefully considered. The patien: shoutd be carefully monitored, since recusrences of NMS have
been reperted.

Tardive Dyskinesia
A synd of

Y ip y i ible, involuntary, dyskinetic movements may davelop in patients treated with
antipsycholic drugs. Akhough the prevalence of the syndrome appears to be highest among the elderty, espedially
eldedy women, #t is impossible to rely upon prevalence estimates 1o predict, 2t the inception of antipsychaiic

treztment, which patients are likely to develop the sy Whether ychotic drug products differ in thelr
potential to cause tardive dyskinesia is unknown.
The risk of developing tardive dyskinesia and the fike that it will become irreversible am belisved to increase as

the duration of and the toal dziive dose of andpsy dnigs
However, the syndrome can develop, although much less ly, after refatively brief
doses.

There is no known treatment for established cases of tardive dy , although the synd may ramit, partially
o ¢ i ang hoti is wi

1o the patient increzse.
periods a1 low

symploms of autism, including aggression towards athers, deli elf-injuri temper and

quickly changing moods. The CGI<C rating a: endpcint was & co-primary owcoma measire in one of the studies,

The resuks of these tials are as follows:

(1) In one of the 8-week, placebo-controfied wials, children and adolescents wth autisic diserder {n=101). aged S to
16 years, received twice daily doses of placeba or RISPERDAL® 0.5-3.5 mg/day on 2 weight-adiusted basis,
RISPERDALY, starting at 0.25 mg/day or 0.5 mg'day depending on haseline weight {< 20 kg and = 20 kg.
respecively) and dtated to clinicel respense (mean modal dose of 1.9 mg/day, equivatent to 0.6 mg'kg'day),
significantly mproved scores on the ABC-} subscale and on the CGI-C scale compared with placebo.

{2} In the other B-week, piacebo-controlled trial in children with autistic disorder {n=53), aged 5 to 12 years,
RISPERDAL? 0.02 10 0.06 mgkg/day given once or tuice dally, stariing at .01 mykg/day and titated to clinical
respanse {mean modal dose of 0.05 my/kg/day, equivatent io 1.4 my/day}, significanty improved scoras on the
ABC- subscale compared with placebo.

Long-Term Efficacy

Foltowing compietion of the firs: B-week doutle-blind study, 83 patients entered an open-abel study extension where

they were treated with RISPERDAL? for 4 or 6 months (depending on whezher they received RISPERDALY or

piaceba in the double-biind study). During this open-labe! treatment period, patiens were maintained on a mean
modal dase of RISPERDAL? of 1.8-2.1 mg/day {equivalen ta 0.05 - 0.07 mpkg/day).

Patien:s who maintained their positive respanse to RISPERDAL® (fesponse was defined as 2 25% i on

pleely, nsy Antipsychatic izeatment, itseff, however, may suppress {or
partially suppress) the signs and symptoms cf the syndrome and thereby may possibly mask the underlying
process. The effec that sympiematic suppression has upon the fong-term caurse of the syndrome is unknovn,
Given these considerations, RISPERDAL? {risperidone) should be preserbed in a manrer that is mast fikely to
minimizz the occurrence of tardive dysiinasia, Chronic antipsychoti should g iy be reserved for
patients who sutfer from & chrenic ifness that: (1) is known to respord to antipsychatic drugs, and {2) for whem
altemative, equally efiective, but potentially less hanmful treatments are not avaiiable or appropriate. in patients who
do require chronic treaiment, ihe smallest dose and the shortest duration of treamment preducing 2 safisfaciory
clinicat response should be sought, The need for should be peri ¥
I signs and sympioms of tandive dyskinesia appear in a patient treated vith RISPERDAL®, drug discontinuation
shouid be considered. However, some patients may require treatment with RISPERDALS despiie the presence of the
syndame.
Cerebrovascular Adverse Events, including Stroke, In Eigerty Patlents With Dementia-Related Psychosis
Cerebrovascular adverse everts {e.g., sioke, ien: ischemic attack), including fataiities, were reparted in
patients {mean age 85 years: range 73-67) in trials of risperidone in elderly patients with dementia-related
psychosis. in placebo-controlied trials, there was a signil igher ingid of cereb lar adverse evenis
in patien's trealed with risperidone compared {0 patients treated with placebo, RISPERDAL® is not approved ‘or the
treatment of patien:s with dementia-refated psychesis (See ziso Boxed WARNING, WARNINGS: Increased
Mortafity In Elderly Patients with Dementia-Related Psychosls.)

the ABC- subscale and 2 CGI-C rting of ‘much improved o+ "very much improved) during the 4-6 month oper-iabel
treatment phase for about 140 days. on average, were randomized 1o receive RISPERDAL® or placebo during an 8-
wesk, double-biind withdrawal study (n=39 of the 63 patienis). A pre-planned interim analysis of data from patients
who completed the withdrawal study {n=32), undartaken by an independent Data Saety Monitoring Board,
demonsyaled a significanty lower relepse rate in the RISPERDAL® group compared with the placeho group. Based
on the interim analysis 7esutis, the study was terminated due to demonstration of a statistically significant effect on
refapse preveriion. Relapse was defined as 2 25% worsening on the most recent 2ssessment of the ABC-t
subscale (in retation i baseline of the randomized withdrawal phase).

INDICATIONS AND USAGE
Schizophrenia
RISPERDAL? {risp }is forthe of

The effieacy of RISPERDAL® in schizophrenia was established In short-temm (6- to 8-weeks) controlied triats of
sctizophrenic inpatients (see CLINICAL PHARMACOLOGY).

The efficacy of RISPERDAL® in delaying relapse was demonstrated in schizophrenic patients who had been
chinically stable for at least 4 weeks before initistion of reatment with RISPERDALS or an active comparatar and who
were then observed for welapse during a period of 1 i 2 years (see CLINICAL PHARMACOLOGY - Clinical Trials).
Neveriheless, he physicien who elects to use RISPERDAL® for extended periads shiould periodically re-evaluate the
leng-term usefuiness of the crug for the individuat patent (see DOSAGE AND ADMINISTRATION).

Bipolar Mania

Monotherapy

RISPERDAL® is indicated for the shori-term weatment of acuie manic or mied episodes associaied with Bipolar }
Disorder.

The efficacy of RISPERDAL? was d in two placety trizls (3-week) with patients meeting
DSM-IV criteria for Bipolar | Disorder wha currently cisplayed an acute manic or mixed episode with o7 without
psychotic features (see CLINICAL PHARMACOLOGY).

Combination Therapy

The combination of RISPERDAL® with fithium or valproale is indicated for the short-term treatment of acute manic of
mixed episodes associated with Bipolar § Disorder.

cy of RISPERDAL® in combination with fithium or valp was established in one placebo

(3-week) ial with patienis meedng DSM-IV criteria for Sipotar | Disorder who currently displayed an acute manic of
mixed episnde with or withowr: psychoiic featires {see CLINICAL PHARMACOLOGY),

The etlectiveness of RISPERDAL® for iongar-term use, that Is, for more than 3 weeks of treatment of an acute
episode, and for prophylactic use in mania, has not been systematically evahiated in zontrolled clinical trials.
Therefore, physicians who elect to use RISPERDALY for periods should p ly re-evaluate the long-
lerm risks ard benefits of the drug for the individual patient {see DOSAGE AND ADMINISTRATION).

IrtHabllity Associated with Autistic Disorder
RISPERDAL?is in forthe of iritabiity

vith autistic disorder in children and adolescents,

Hypergly and Diabetas Mellitus

Hyperglycemia, in some cases extrerie and a with k idosis or hyp lar coma or death, has been
reported in patients treated with atypical antipsychatics including RISPERDALS. Assessment of the relaionship
between atypical antipsychotic use and ghicose ebnormalities is complicated by the passibiliy of an increased

background risk of diabetes mellitus in patients with ia and the incr ] of diabetes mefius
in the generat population. Given these confaunders, the i ip b atypical antipsychatic use 2nd
hyperglycemia-related adverse events is not y However, epideriotogical studies suggest an
i risk of gont hyperglycemia-related adverse events in pationss treated with the atypical
anfipsychotics. Precise risk esti for hypergt related adve:se events in patients trea‘ed with atypical

antipsychetics are not available.
Pajents with an estzblished diagnosis of diabetes melius who are started on atypical antipsychatics should be
monitared requiarly for worsening of glucase control. Patients vith risk )‘aciors !pr dizbetes melliius (e.g., obesity,

‘amily history of diabeies) who a'e starting with atypical shouid undergo fasting blood
glucose testing at the beginning of and periodically during . Any patient treated with atypical

ipsychotics shoutd be moni for symp of hyperglycemia including palydipsi ria, polyphagia, and
weakness. Patien:s who develop sy of hyperglycemia dusing vith atypical antigsychotics shouid

undergo fasting tlacd glucose lesﬁng.' In soma clases. hyperglycemia has resofved when the atypical 2ntipsychotic
was discontinued; however, some patients required continuation of anti-diabetic lreatment despite disconinuation of
the suspect diug.

PRECAUTIONS

Genera

Orthostatic Hypotension

RISPERDAL® {risperidone) may induce orihostaiic hypotension assockated with dizziness, tactycardia, and in some
patients, syncope, especially during the infiial dose-titration periad, probably reflecting its alpha-adrenergic
antagonistic properties. Syncope was reported in 0.2% (6/2657) of RISPERDAL%reated patients in Phase 2 and 3
stixties. The risk of orthostatic hypotension and syncope may be minimized by limking the initial dose to 2 mg wtal
{either G0 or 1 mg BID) in normal aguks and 0.5 myg BID inthe eldarty and patients with renal or hepaiic impairment
{sea DOSAGE AND ADMINISTRATION). Monitosing of orthostatic viial signs should be considered in patients ‘or
whom this is of cancern. A dose reduction should be considered if hypatension occurs. RISPERDALY should be
used with particular caution in patients with known cardiovascular disease (history of myocardial infarction or
ischemia, heast failure, or conduction abnormalities), cerchrovascular disease, and conditions which would
predisposs patients to hyp ion, e.9., dehydraiion and hypovolemia, Clinically signift ion has been
cbserved with concombiant use of RISPERDAL® and antihyperiensive medicasion.

Saizures .
During premarketing testing, seizures occurred in 0.3% (9/2607) of RISPERDAL?reated patients, two in
association with wponatremia, RISPERDAL® should be used caisiously in patients with a history of seizures.
Dysphagia

Esaphageat dysmotiiity znd asp have been with antipsychofic drug use. Aspiration p ia Is a
common cause of mothidly and mortalily in patients with advanced Alzheimer's dementia. RISPERDAL? and other
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antipsychotic drugs should be used cautiously in patienis i risk for aspiration preumonia. (See also Boxed
WARNING, WARNINGS: increased Mortallty in Elderly Patlents with Dementia-Related Psychosis,)
Hype:prolacinemia :

Chronic administration of clozapine wih risperidone may d the c o i

Carbamazepine and Other Enzyme inducers

In 2 drug inieraction study in schizophrenic patiens, 11 subjects received risperidone dtrated to § myg/day for 3
of carby 7

As with oer drugs that antagonize dopamine B, recep isperidone elevates prolaciia levels and the elevaion weeks, foilowed by inist-ation of for an additionat 3 weeks. During co-administraton,
pesists during chranic administration. Risperi is as! with higher levels of proleciin elevation than other the plasma conceniradons of risperidone and its phar y actve halite, 9-ty tsperidane, were
anipsychoiic ageris. decreased by about 50%. Plasma of carb did not appear o be aflected. The dose of
Hypesprolacinemia mey suppress hyp ic GnRH, resuting in reduced pituiiary gonadotrop fon. This, isperidens mey need 1 be tiated ac gy lor patients 0 pine, paricitady during initiation or
in tum, may inhibit reproductive function by impairing gonadal stersid is in both femate and mate patients. disc of camemazepine therapy. C on of other known enzyme inducers {e.g., phenyloin,
Galaclorthea, amenorrhea, gynecomastia, and impotence have been reported in patients receiving prolactin- rilampin, and phencbarbital) with risperidena may cause simitar 2ses in the cor plasma
fevating comp . Long ing hyperprolacinemia when lated with hyp ism may lead to of risy and 9-hydraxyrisp which coud lead to d efficacy of disp
decrezsed bone density in both ®male and male subjects. Aumxeine and Paroxetine

Tissue culture expert indicaie that approxi v orre-third of human breast cancers are profactin dependent
i vilro, 3 factor of potential importznce I the prescripdon o these drugs is comtemplated in 2 patient with previousty

Fluoxatine (20 mg D} and paroxztine (20 mg QD) have been shown to i the plasma ion of
fisperidene 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did no: affect the plasma concentration of
s oo

datecied breast cancef. An increase in pituitary gland, mammary gland, and pancreatic istet cell

) was obsarved in the risper

{ y pibdtary and p.

studies conducied in mice and rais (see PRECAUTIONS - Carchn i C
Neither clinical studfies nor epidemiologic studies condusted o date have shown an assoriation between chroric
administradion of this dass of drugs and umorigenasis in humans; the available evidence is considered $0o limited to
be conchusive at this time, K

Potentiat for Cognitive and Mator Impaimment

Semnolence was a commonly reported adverse event associated with RISPERDAL® pedally when

lydraxyricp f ine lowered the ion of 9-tydroxyrisperidone by about 10%. When elther
inogenicity [ étant ine or p ine is initated or disconiinued, the physician should re-evaluate ‘he dosing of
pai of Fertiity). RISPERDAL®. The sffacts of discentiniation of ial ire or p ine therspy on the phamacokinetics
of risperidone and S-hydraxyrisperidone have not been studied,
Lithium

R d oral doses of risperi
{Ced O lithium (n=13).

(3 mg BID) did nat affect the exposure (AUC) or peak plasma concentrations

ascertained by direct quesiioning of patients. This adverse event is dose-related, and in a sludy ulilizing 2 checklis

ip

1o detect adverse events, 41% of the high-dose patients (RISPERDAL® 16 mg/day} reported pared
to 16% of placebo patients. Direct questioning is more itive for detecting adverse events than sporianenus
reporting. by which 8% of RISPERDAL? 16 mg/day patients and 1% of placebo patien:s reported somnolence 3s an
adverse event. Since RISPERDAL® has the potential to impair judgment, thinking, o motor skills, padenis should be
cautioned about eperating hazardous machinery, i i iles, unil they are reasonably certain that
RISPERDAL? therapy does not affec: them adversely.

Priapism

Rare cases of priapism have been reported. While the refationship of the events to RISPEADAL® use has not been
established, other drugs with aipha-adrenergic blocking affects have been reported to induce priapism. end itis
possible that RISPERDAL? may share this capacity. Severe priapism may quire swgical imervertion.

Thromboic Thrombocytopenic Purpura (TTP)

A single case of TTP was reported in a 28 vear-old female patient receiving RISPERDAL in a farge, opan
premarketing expe-ience (approximaiely 130 patients). She experienced jaundice. fever, and bruising, but
eventuelly recovered after receiving p is. The ip o RISPERDAL® therapy is unknown,
Anfiemetic Effect

Risperidone has an antismetic effect in animals; this efiect may aise cccur in humans, 2nd may mask signs and
sympioms of overdosage with cestain drugs or of conditions such as intestinal ebsiuction, Reye's syndrume, and
brain umor.

Repeated oral doses of fisperi (4 mg QD] did nat affert the pre-dose or average plasma concentrations and
exposure (AUC) of valproate (1000 mg/day in three divided doses) compared to placebo {n=21). However, there was
a 20% increase in valproate peak plasma conc ion {C.wd after i inistration of risperi
Digoin
RISPERDAL® (0.25 mg B1D} did nct show a chnicaliy relevant effert o the phanmacokinetics of digaxin.
Drugs That inhibit CYP 2D6 and Other CYP Isozymes
isperi is to S-tydmxyrisp by CYP 2D8, an enzyme tat is paiyrmorphic in the populalion
and that can be inhibked by a variety of psychotrapic and other drugs (see CLINICAL PHARMACOLOGY). Drug
interactions that seduce the metaboiism of risperidone o 9-hydroxyrisperidone would increase the plasma
ions of risperi anrd lower the of §-fydraxyrisperidonie. Analysis of clinical studies
involving a modest rumber of poor metzbofizers (n==70) does not suggest that poor and extensive metabalizers
have different rates of adverse effects. No compaison of effectiveness in the two groups has been made,
in viiro studies showed that d-ugs meiabolized by other CYP isozymes, including 1A1, 1A, 2C9, 2C19, and 3A4,
2re only weak inhibitors of risper boti
There were no signific
DBrugs Metabckized by CYP 2D6
In vitro siudies indicate that risperidone is a relatively weak inhibitar of CYP 2D6. Therefore, RISPERDAL® is not
pected to substantially inhibit the clearance of drugs that are metabolized by this enzymatic pathway, In drug
inieraction siudies, risperidene did nat significantly afiect the pharmacokinetics of donepezil and galzniaming, which
are metabolized by CYP 2D6.
s H

batween risperi and erythromyain {see CLINICAL PHARMACOLOGY).

Bady Temperature Regulation

Disruption of body g has been attributed ' antipsychatic agens. Bath hyperthermia and
hypothermia have been reported i association with orat RISPERDAL? use. Caution is advised when i ibing for
patients who wik be exposed io temperatire extremes.

Suicide

The possibifity of a suicide attempt is inherent in patients with schizophrenia and bipotar mania, including chiidren
and adolescent patients, and close supervision of high-isk patients should ac: pany drug therapy. Prescrips
for RISPERDAL® shautd be written for the smallest quantty of tablets, consistent with good patient management, in
order to reduce the fisk of overdose.

Use in Patients With Concomizant iinass

Clinical experience with RISPERDAL? in patients with certain cancomitant sysiemic iinesses is limited. Patients with

g , impa of Fertility

Carcinogenesis

Carcinogenicity studics were conducted in Swiss albine mice and Wistar rats. Risperidone was administered in the
diet at doses of 0.63, 2.5, and 10 mgikg for 18 months to mice and for 25 months ta rats. These doses are equivalent
1024, 9.4, and 37.5 times the maximum recommended human dese (MRHD) for schizoplenia (16 mgldey) on a
mgkg basis or 0.2, 0.75, and 3 times the MRHD {mice) or 9.4, 1.5, and 6 times ihe MRHD (ra1s) on 2 mg/'m’ basis.
A maximum woleratod dose was not achieved in male mice. There wer statisically significant increases in piiitary
gland adenomas, endacrine pancreas sdenomas, and y ¢land ad i . The following table
summarizes the multiples of the human dase an a mg#n2 {mgikg) basis at which these tamors occurred.

Parkinson's Disease or Dementia with Lewy Bodies who receive entipsychotics. induding RISPERDAL?, are Multiples of Maximum Human Dosa
Tepotted to have 2n i d itivity to antipsychosic izations. Man ions of this i itivity in mgim® {mgkg)
have been mported to include confusion. obiundation, postural instabiity with frequent falis, extrapyramidat TumorType Species Sex Lowest Highest
sympicms, and clinical features consi with the leptic mafignant synd-ome. Effect No-Effact
Caution is advisable in using RISPERDALS in patients with diseases or conditions that could afiert ism or Level Leval
hemodynamic responses. RISPERDAL? has rot been d o7 used to any app extent in patients wih 2 Phuitary 5 TOus8 ‘armale 275(9.4) 9.2(24)
recent histery of myocardial infarction or unstable heart disease. Patients with these d g were excluded from Endocring pantioas ot make 1504] 04 (24
clinical studies during the product's premarke: lesting. il " 84 ey

plasma conc ions of risperi and 9-hydraxyrisperi occur in patients with severe renat Mammary gland mouse ismals 02(24) nere
impzimment (creatinine clearance <30 mUmin/1.73 ), and zn increase in the free fraction of risperidane is seen in adenocrrzinomas ral fernale 0424) ficie
pajents with severe hepatic impairment. A lower starting dose should be used in such paients (see DOSAGE AND rat rizle 60375 1.5{04)
ADMMISTRATION), Mamenzay gland rat e 15(94) 0424}
Information for Patients naoplasm, Totat

Phyysicians an: advised 1o discuss the following issues with patients for whom they prescribe RISPERDALS:
Orthostatic Hypotension

Patients should be advised of the risk of orthostatic bypotension, especizlly dusing the period of initial dase titration.
Interference With Cognitive and Motor Performance .

Since RISPERDAL® has the potential i Imagir;udgmem, thinking, or motor skils, patients shoukd be cautioned

Andipsychatic drogs have been shown to chronically elevate prolactin levels in rodenis. Serum prolactin levels were
not dusing the risparid i icity studies; however, measurements during subchronic toxicky
studies showed that risperidone elevated serum prolactin levels 546 fold in mice and rats at the same doses.used in
the carcinogenicity studies. An increase In mammary, piuitery, and endocrine pancreas neoplasms has been found
in rodents after chronic of ather antipsychotic d-ugs and is considered ip be prlactin-medizied. The

ahout operaing hazanous unil they are artain t SPERDAL® relevance for human risk of the ﬁndings e‘ prolactin-mediated endocrine tumors in rodenis is unknown {see
therapy does ot affect them awerse!;. i Y corein hat RISPERDA PRECAUTIONS. General -Hyperpmiactinemi).

Pregnancy Mutagenesis

Patients should be advised to natity their physician it they become pregnant of intend to become Wo ev of mutaganic potential for fisperidone was found in the Ames reverse mutation test, mouse hmphoma

it}

dusing therepy.

Nursing

Patlents shoutd be advised nas to breast-keed anintant it they are taking RISPERDALS.
Concomitant Medication

Patien's shoutd be advised o Inform their physicians it they are taking, or plan 1o take, any prescription or over-the-
couner drugs, since there is a patensial for interacions.

Alcohol

Patients should be anvised to avoid alcohol while taking RISPERDALS,

Pheryiketonurics

Phenytalanine is a component of aspartame, Each 4 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.84 mg phenylalanine; each 3 mg RISPERDAL? M-TAB* Orally Disintegrating Tabtet contains 0.63 mg

phenylalaning; each 2 mg RISPERDALS M-TAB® Orally Disintegrating Tablet contains 0.42 mg phenylalenine; each
1 mg RISPERDALS M-TAB* Orally Disintegrating Tablet ins 0.28 mg ph ine; and e2ch 0.5 mg
RISPERDAL® M-TAB*® Oralfy Disintegrating Tablet contains 0.14 mg phenylalanie,

Laboratery Tests

No specific b Y tests are

Drug Interactions

The interactions of RISPERDAL® and ather drugs have not been systematically evaluated. Given the primary CNS
efiects of Asperidone, caution should be used when RISPERDAL® s taken in cambination with other centrafly acting
drugs and alcohol.

Because of its p ial for inducing hyp ion, RISPERDAL? may enhance the hypotensive effecss of other
therapatic agents with this patential.
RISPERDAL® may the effects of pa and o agoryists.

Amitriptykne did not alfect the pharmacckinetics of fisperidone of the active moiety. Cimetidine and ranitidine
i bioavafabitty of risperidone by 64% and 26%, respectively, However, metidine did not affect the AUC
of tha active moiety, whereas rnitidne increased the AUC of the active maiety by 20%.

assay, in vitro 3t hepatozy'e DNA-repzlr assay, n vive micronudeus test in mice, the sevdinked recessive lethal test
in Drosopnfa, or the ch | 2beriation test in human lymph or Chinese hamsier cells.

Impairment of Fertity

Risperidone {0.16 to 5 mg/kg) was shown to impair mating, but not fertiity, in Wistar rais in three reproduciive
studies {wo Segmen: ! and a muttigenerational study) at doses 0.1 to 3 times the maximum recommended human
dose (MRHD) on a mg/m? basis. The effec: appeared to be in females, since impaired mating behavior was not
noted in the Segment | study in which males only were treated. in a subchronic study in Beagte dogs In which
Asperidone was administerad at doses of 0.31 1o 5 mg/kg, sperm movility and concentration wew derreased at
doses 0.6 to 10 #imes e MRHD on a mgim® basis. Dose-relaied decreases were also noted in serum tesiosterone
&t the same doses. Seaum and spem parsially but ined d after
treaiment was discontinued. No no-effect doses were noted in either rat or dog.

Pregnancy

Pregnancy Category C

The teralogeric poienda of Asperidone was studied in thee Segment fl stusiies in Spragua-Dawley and Wistar rats
{0.62-10 mgkg or 0.4 to 6 times the maximum recommended human dase {MRHD] on a mg/m? besis) znd in one
Segment [f sivdy in New Zealand rabbits (8.31-5 mg/kg or 0.4 to 6 times the MRHD on a my/m? basis). The
ing of matf ions was nat i compared to contol in offspring of rats or rshbits given 0.4 to 6 times
the MRHD on a mg/m? basis. In three reproductive siudies in rats {wo Seg 1t and a meig ional study),
‘here was an increase i pup deaths during the fisst 4 days of lactation at doses of 0.16-5 mgkg or 0.1 to 3 times the
MRHD on & mg/m? basis. Itis nat known whether hese deaths were due 1o a direc: effect on the fetuses or pups or
‘o sffects onthe dams.

There was no no-¢fiect dose for increased rat pup moriakty. In one Segment Il study, there was an increasa in
stiliborn rat pups at a dose of 2.5 mg/kg o 1.5 times the MRHD on a mg/n? basis. in a cross-fostering study n
Viistar rats, toxic effects on the fetus or pups, as evidenced by a decrease in the numbe of live pups and en
increase in the number of dead pups at birth {Day 0), and a decrease in birth weight in pups of drug-treated dams
were cbselved. In addtion, there was an increase in deaths by Day 1 among pups of drugreated dams, regardless
of whether or nat the pups were crass-fostered. Risp &lso app to mpair behavior in that pup
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tresed dams. These effecis were 21 noted at the one dose of risperidone tested, i.e., 5 Mgk of 3 mes the MRHD
ana mg/m’ basis,

Placertal transfer of risperidone ocours in @t pups. There a7 fo ant wel-C
women. However, there was one iepart of a case of is of the corpus
fisperidore in utero. The causal relationship to RISPERDAL? therapy Is

sudies in preg
in an inf2nt exposed to

Bipotar Mania

in the US placebo sial with rsp as 2py. 2pp y 8% (187134} of RISPERDAL®-
treated pailents discontinued tresiment due to an edverse event, compared with appraximately 6% (7/125) of
placebo-ireated patients. The adverse events 3 with & i and cansi to be pessibiy,
probztiy, of very Bely drug-related inchuded p i disorder, and musde

symptomis in the necrate were chserved Qg use o sispesid mmgmmﬁésm;d
pregnancy.

RISPERDAL? shoutd be used during pregnency only if the posential beneiit justifies the potervial risk to the fes.
Labor and Defivery

The efiect of RISPERBAL on 2bo: and defvery in humans ks urdosn,

Nursing Mcthers

I arimal suties, risperk &nd 9-hydrexy-isp are excreted i milk. Risper an S-4ry

are also excreted in human breas: milk. Thesefore, women receiving risperidons shatéd not Breasi-eed.

Pedlatric Use

Tha safety and efieciveness of RISPERDAL? in pediatric patients with schizophrenia or bipolar mania have nat
been esiablished.

The efficacy 2nd satety of RISPERDAL? in the treatment of inrizability associated with autistic disorder wer
established in two B-week, placebo-contioiled trizls in 156 chitdren and adoiescent patients, aged 5 to 18 years (see
CLINICAL PHARMACOLOGY - Clinical Triats, INDICATIONS AND USAGE. 2nd ADVERSE REACTIONS).
Addiional safely Information wes also assessed in a long-term study in patients vith auistc disomer, or in shori-
and keng-serm studies in more than 1200 pediatric paients with other psychiatric disorde's wha were of smiler 2ge

3P

Y. E3ch of these events occurred in one RISPERDAL®-trezted patien: {0.7%) and in no

plscebo-teated pasents (0%).

in the US placebo- irial with risperidene as adpnctive therapy 1o mood siabifizers, there was no overal

diflerence in the incidence of discontinuation dus 1 20verse even:s (4% for RISPERDAL® vs. 4% bor placebo).

incidents in Controlled Trials

Commonly Observed Aaverse Events in Contrafled Clinice! Trials

Schizophrenia

in two 6- to B-week piacebo-controlled tricls, spontaneously-reperted, raatment-emergent adverse events with 2n

Ingidence of 5% or greater in allsast one of the RISPERDAL® groups and at least twioe tha of placetio were anxiety,
rapys L L ipation, nausea, dyspepsia, thinitis, rash, and tachycarda,

Adverse events were also eficited in one of these two tials {ie., in the fixed-dase tria! comparing RISPERDAL®

&t doses of 2.6, 10, and 16 mg/day with placebo) uifizing a chedist for detecting adverse events, 2 method thatis

mare sensive than spananeous reporting. By this mehod, the foliowing additenal comman and drug-elated

adverse events occuired & an incidence of at leas! 5% and twice the rate of placebo: increased dream activy,

increased duration of skeep, 2ce E es, reguced F icturiion disturb diaithea,

wieight gain, menorthagia, diminished sexuzl desire, erecsle dysfunction, ejaculaiory dysiunction, and orgastic

Bipoiar Mania

and veight, arid who received similar desages of RISPERDAL® as patien:s treated for Irritabiiity associated with

autistic disorder. inthe US placebo-c trizd with risp as mry, the most y chserved adversa events
The safety and effectiveness of RISPERDAL? in pediatric patients with autistic disorder less than 5 years of age associated with e use of RISPERDALS (incidence of 5% or greater and 2! least awice hat of Hacebo) were
have not been estahiished. . dystonia, akathista, dyspepsia, nausea, parkinsorésm, vision , and safiva increased. In the
Taive Dyskinesia US plecebo trial with risperid; as adjunctive therapy o mood stahilzers, the most ly ob

In clical trizls in 1585 chidren and adolescents with auistic disorder or other psychiatric disorders treated with adverse events assodiated with the use of RISPERDAL® were « dizziness, par seliva
fisperidone, 2 (0.13%) pationts wese reporied o have tardive dyskinesia, which resoived on discenti of pain, 2nd urnary incontinence. ! ) .
fisperidone treatment {sae WARNINGS - Tardive Dyskinesia). Adverse Events Occusing at an Incicence of 1% or More Among RISPERDAL®-Treated Patients - Sehizophrenia
Weight Gain The :able that folows enumerates adverse events that oonurred at an incidence of 1% or mor, and were more

In long-term, open-tabel rials (studies in patients with autistic disorder or other psychiatric disorders), 2 mean
increase of 7.5 kg akter 12 months of RISPERDAL? treament was observed, which was higher than the expected
nosmal weight gain (2pproXimately 310 3.5 kg per year adusted for 2ge, basad on Centers for Disease Conyof and
Prevention noimative data}. The majority of that increase aceurred within the firs: 6 months of expasure to
RISPERDAL". The average perceniles at aseline and 12 months, respectively, were 49 and 0 for weight, 48 and
53 for height, and 50 and 62 for bocy mass index. When reaing patients with RISPERDAL®, weight gain shoutd be
assessed against that expected with nermal growth. (See also ADVERSE REACTIONS )

Somnolence

Q,

was § y cbserved in placeb: clinical trils of pediatic patien:s with autistic disorder.
Most cases were mild or moderate In severity. These evenis ware most often of eatly onset with peak incid

f2equent 2mong RISPERDAL?-reated patients treated at doses of S 10 mg/day than among placebo-treated
patien's in e pooled resutis of tvo 5 to Brweek coniroliad trizls. Patients received RISPERDALY doses of 2, 6, 10,
or 18 mgiday in the dose comparison trial, of up ' a maximum dose of 10 mg/day in e t:ation sudy. This 2ble
shaws the percentage of patients in each dose group {s 10 mg/day or 16 mg/day) vho spontaneously reported at
least one episade of an event at some tme during thelr freatment, Patients given doses af 2, 8, o 10 mg did not
differ mazertelly in these rates. Reporied adverse evenis were classified using the World Health Crganization
preferred terms,

The prescriber should be aware that these figures cannat be used to predict the incidence of side effects in the
course of usu2l medical practice where patient characteristics and other factors differ from thase which prevailed in
this clinical trial. Similarly, the cited # cannat be p with figures trom other clinical

occuring during the first two weeks of treatment, and transtent with a median du-aiion of 16 days. (See also
ADVERSE REACTIONS.) Patients exp ing persisient may benedit from a change In dosing
regimen {see DOSAGE AND ADMINISTRATION - irrtability Associated with Autistic Disarder).
Hypeprolactinemia, Growth, and Sexual Maturason
Risperidone has been shown 1o elevate prolactin levels in children and adolescents as wedl as in adults {see
PRECAUTIONS - Hyperprefactinemia). In double-bénd, piacebo controtied studies of up to 8 weeks duration in
children and adalescents (aged 5 1o 17 years), 49% of patienis who received risperidane had elevated protactin
levels compared ' 2% of patients who received placeba,
In clinicat trials m 1885 chidren and adolescents with aistic disorder or other psychiatiic discrders ireated with
fispesidane, galactorhea was reported in 6.8% of risperidone-treated patients and gynecomastia was reposted in
2.3% of rigperidone-treated patients,
The fong-term effects of risperidone on growth and sexual maturadon have not been fully evaluated.
Gerlatric Use
Clinical studies of RISPERDAL® in the trealmert of schizophrenia did not include stifficient nimbers of padents aged
65 and over io determina whether or not they respond ditferendy ihan younger patients. Other reported clinical
peri has not identfied differences in ¢ between eldedy and younger patemis. In general, a lower
siarling dose Is recommendad for an elderty patient, redecting a d d phar kinetic ci in the
eldedy, 2s well as a greater frequency of decreased hepatic, renal, or casdiac function, and of concomint disease
or oter drug therapy (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION), While elderty
patients exhibit a greater tendency to orthastatic hypotension, ks risk in the elderly may be minimized by limiing the
nitial dose to 0.5 mg BID foliowed by careful titretion {see PRECAUTIONS). Monitoring of orthastatic vital signs
should be considered in patiens for whom this Is of concem,
This drug is substantially excreted by the kidneys. and the fisk of toxic reactions 10 tis drug may be greater in
patients with impaired renal function. Because elderty patients are more fikely o have decreased renat funcion, care
should be taken in dose selection, and it may be usetul to monitor renal functicn {see DOSAGE AND
ADMINISTRATION).

Concomitant use with Furasemide in Eiderty Patients with Dementa-Relzted Psychogis

In two of ‘our placebo-controlfed tials in eldery patients with related psychesis, a higher inci of
martelity was observed in patiens treaied with & ide pius risperi when comp 1o patien:s treated with
fisperidone alona or with placebe plus # ide. No pathological ism has been identiiied to explain tris
finding, and no consistent pattem far cause of death was observed, An increase of mont2fily in eido:ly patients with
dementie-related psychosis was seen with the use of RISPERDAL? of ftant use with i i

RISPERDALis not approved for the treatment of patien:s wit demenia-related psychosis. (See Boxed WARNING,
WARNINGS: Increased Mortallty In Eldery Patients with Dementia-Related Psychosis.}
ADVERSE REACTIONS
The following findings are based on the shori-term, placebo fled, North p *keting trials for
schizophrenia and acute bipolar mania, and are followed by a description of advesse events and ather safely
measures in short teem, placebo-controlled trials in pediatric patients treated for imitabifty associaied with autistic
disorder. In patiens with Bipotar | Disorder, treatmen:-cmergent adverse events are presenied sepasately for
fisperidone as monotherapy and as adjunctve therapy to mood stabllizers.
Certain portions of the discussion below relating to objeciive or numedc sately namely dose
adverse events, viial sign changes, weight gein, lzboratory changes, and ECG changes are derived from studies in
patiens with schizophenia. However, his information is also generally appicabla to bipsiar mania and pediatric
padents with autistic disorder,

With Di: of
Schizophreria
Approximately 9% (244/2607) of RISPERDAL? {risperidone)-treated patients in Phase 2 and 3 studies

Wving difierent uses, andg i The cited figures, however, do provide the
prescribing physician with some basis for esimating th relative contribuion of d:sg and non-drug facters to the side
efiect inddence raie in the popudation studied.

Table 1: tneld ol gent Adverse Events In
6- to B-Week C. lled Clinical Trials in Schlzep
RISPERDAL®

Body System/ S10mg/day 15 mg/day Plcebo

Preforred Term (N=324) N=77) (N=142)
Psychiatric

Insomnia 28% 23% 19%

Agitation 2% 26% 20%

Anxiety 12% 20% 9%

Somnolence 3% 8% 1%

Aggressive reaction 1% 3% 1%
Central & peripheral nervous system

Exrapyramidal symptoms® 17% 34% 16%

Headache 14% 12% 12%

Dizziness 4% 7% 1%
Gastrotrestinaf -

Caonstipation 7% 13% 3%

Nausea 6% 4% 3%

Dyspepsia 5% 10% £%

Vomiting 5% 7% 4%

Abdominat paln 4% 1% 0%

Saliva increased 2% 0% 1%

Toothache 2% 0% 0%
Resplratary system

Rhinitis 10% 8% 4%

Coughing 3% 3% 1%

Sinwstis 2% 1% 1%

Pharyngitis 2% 3% 0%

Dyspnea 1% % 0%
Body as a whole - generat

Ba pain % 0% 1%

Chest pain 2% % 1%

Fever 2% 3% 0%
Dermatological

Rash 2% 5% 1%

Dry skdn 2% 4%

Sehorhea 1% 0% 0%
Infactions

Upper respiratory 3% 3% 1%
Visual

Abnormat vision 2% 1% 1%
Husculo-Skeleta

Arthraigia 2% 3% 0%
Cardicvascular

Tachycardia 3% 5% 0%

treamment due o an adverse everr., compared with about 7% on placebo and 10% on active contro! drugs. The more

common events (2 0.3%) with and ‘0 be possibly or probably drug-related
included:

Adverse Evert RISPERDAL® Placebs

Extrapyramidal sympioms 2.1% %

Dizziness . 0.7% 0%

Hyperkinesia 05% 0%

Somnolence 05% %

Nausea 0.3% 0%

Suicida attempt was associated with discontinuation in 1.2% of RISPERDAL®-treated patienis compared to 0.6% of
placebo patients, bur, given the almost 40-%ld greater exposure dme in RISPERDAL? compared to placebo patients,
Eis urddely that suicide attempt is a RISPERDAL™ relzted adverse event {see PRECAUTIONS). Discontinuaion for
extrapyramidal symptoms was 0% in placebio pasients, but 3.8% In active-contol patienss in the Phase 2 and 3 trials.

* Evenis reported by at least 1% of patients treated with RISPERDAL? s 10 mg/day are included, and are
mounded i the nearest %. Comparadve rates for RISPERDAL? 16 mgiday and placebo are provided as well.
Events for which the RISPERDAL® incidence {in both dose groups) was equal 1o of less than placebo are not
listed in the table. but induded the Hilowing: nervousness, injury, and fungat infection,

? inctudes tremor, dystonia, hypokinesta, hypertonia, hyperkinesia, oculogyric crists, ataxia, abnormal gat,
involuntary muscie contractions, hyporeftexia, and PY disarders. Although the
incidence of ‘extrapyram ploms’ does nat appear o differ for the*10 mg/day’ group and placebo, the
data for individual dose groups in fixed dose trials do suggest a doselresponse relationship {see ADVERSE
REACTIONS - Dase Dependency of Adverse Events).

Adverse Events Occurring at an Incidence of 2% or More Among RISPERDAL®-Treated Patierts - Bipolar Mania
Tables 2 and 3 display adverse events that occurred at an incidence of 2% o more, and were mor freguent among
patients s:eated with fexible dases of RISPERDAL® (1-6 mg dily as monctherapy and as adjunctive therapy to
mood siabilizers, respectively) then among paients ieated with placebo. Reported adverse events were tassified
using the World Health Organization preferred terms.
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Table 2: ineids of Adverse Events in a 3-Week,
Plavebo-Controlled Tthal - Monotherapy In Blpolar Marda® Dose Groups Placeba Ris2 Bis§ R 18 Ris 15
Body System/ RISPERDAL® Placebo Parkirsorkm 12 29 1.8 24 26
Preferred Term =134) (N=125) EPS Inciderco 13% 13% 16% 25 31%
Central & peripheral nervous system Simélar methods were used  measure ex: midal symptoms (EPS) in an 8-week gial comparing 5 fixed doses of
exirapyramidal sy
Dystonia 18% % sisperidone {1, 4, 8, 12, and 16 mg'day):
Aathisia 16% 5% Dose Groups Risd Ris 4 Ris 8 Rls 12 Ris 15
e o s
g‘(—,zmmm-sm ‘61,;" g;: per——— B 17 33 79 i
£ %
Hypoaesthesia 2% 1% EPS Incidenca % 1% 18% 18% 21%
Psyg;::;rm 8% 7 Other Adverse Events
Ag’E:ju; 8% 6;;; Adverse ever: daia elicited by @ checklist for side etfects from a large swdy comparing 5 fixed doses of
Maniz reaction P 6% RISPERDAL® (1. 4, 8, 12, and 16 myg/day) were explored lor dose-retatedness of adverse events. A Cochran-
An)'(i e“ ' 4,',: 2.,'.’ Amitage Test for trend in hese data revealed a positive trend (p<).05) for the following adverse events: slagpiness,
c y tration impaired "‘;3 ,’)’ increased duiation of sleep, accommodation disturbances, orthestatic dizziness, paipitations, weight gain, erectile
Gastrirtestnal syatem § » ysfuncion, eacatory dyshnetion, orgastic aysfuncton, astheniafassi ftigabity, and nc-eased
@ s & 1% % pigmentation.
Dyspepsia % P
Nausez e 2 Vitaf Sign Changes
Saliva increased 5% 1% RISPERDAL® Is assockated with orthostatic hypotension and tachyca-dia (see PRECALITIONS).
Mouh dry % 2% Weight Changes
Body as a whole - general The proporiions of RISPERDAL? and placebo-treated patioris meeting a weight gain erfiesion of 27% of bady
Pain 3% 3% weight were compared in a pool of 6- 1o 8-week, placebo- fled trals, ling a statistically significantty
Fatigue % 2y, greaier incidence of weight gain for RISPERDAL® (18%) compared to placebo (9%).
injury 2% 0% Labomtory Changes
Respiratory system A between-group comparison for 6- to 8-week placebo-controlted trials no ically signifi
Sinusits 4% 1% RISPERDALplacebo differences in the proportions of patients experiencing potentially imporian: changes in
Rhiniis 3% - 2% routine serum chemistry, h gy, or urinzlysis p: ters. Similarly, there were no RISPERDALY/placebo
Coughing 7, 2%, diffierences in e inddence of disconSnuations for chianges in serum chemistry, hematotogy, or urinalysis. However,
Skin and appendages RISPERDAL® administration was iaied with | in serum profactin {see PRECAUTIONS).
Acnz % 0% ECG Changas
Prusitus 2% 1% group comp for poaled placebo trials revealed no statistically significant differences
Musculo-Skeleta) between risperidone and placebo in mean changes trom baseline in ECG parameters, including CT, OT¢, and PR
Myalgia 5% 2% intervals. 2nd hear! rae. When al RISPERDAL® doses were pooled from randomized contofied tials in several
Skeletal pain 2% 1% indications, there was 2 mean increase in heart rate of  beat per mimute compared to no change for placebo
Matabolic and nutritional ) patieris. In shori-ienn schizophrenia trials, higher doses of risperidone (B-16 mg/day} were associated with a higher
Welght increase o, 0% mean increase in heatt saie compared io placebo (4-6 beats per minute).
Viston tﬂsm;ers ’ Adverse Events an Other Safety Measures in Pedlatric Patients With Autistic Disorder
Vision abnormat 6% 2% In the two 8-wesk, placebo-controlied tHals in pediatric patients treated for imitabifty asseciated with autistic disorder
Cardlovaseular, general {n=156}, two patients {one treated with RISPERDAL? and one treated with placebo) discontinued treatment due 1o
Hyperiension 3% 1% an advg!se evert, o . . "
Hypotension 2% 0% In addition to spontaneous reporting, in one of the studies, adverse evenis ware also elicited from 2 chaddist for
Heart rate and thythm detecting selected events, a method that is mare sensitive than sponianeous reporing.
Tachycardia 3% 2% The most commen adverse events with RISPERDAL® that eccurred at an incidence egual to or greater than 5% and

* Events reporied by at east 2% of patients treated with RISPERDAL® a:e included and 2re rounded o the

at a rate of at least twice that of placebo are shown in Table 4.

N | : ! Table 4: tnel of gent Adverse Events in Two 8-Woak,
naarest %. Events reported by at least 2% of patients treated with RISPERDAL? that were lass tha Placebo-Controtied Trials In Pediatric Patlents whth Autistic Disorder
incidence reported by patien:s treated with placebo are no: listed in the sable, but included the following:
headache, tremor, i ia, ipation, back pain, upper respiratory tract infaction, pharyngitis, and Body System RISPERDAL® Placebo
arthralgia. Preferred Term (n=76} {n=80)
Tabla3: cf gent Adverse Events in a 3-Week, Psychiatric
Placebe-Controlled Trial - Adjunctiva Therapy in Bipolar Mania® Semrolence 67% 23%
RISPERDAL® Placebo Appeite inceased 43% 19%
Body Systenv + Mood Stabllizer +Mood Stabilizer Confusion 5% %
Preferred Term (N=52) {N=51) Gastrointestinal
Gastrointastinal system Salivaincreased 22% 6%
Saliva increased 10% 0% Consipation 21% 8%
Diarhea 8% 4% Dry mouth 13% 8%
Abdomina! pain 6% 0% Body as a whole - general
Constipasion 6% 4% Fatigue 2% 19%
p o 9 SR
ru;u:afhys 2,: gi Centrat & peripheral nervous system )
Touth disorder 4% % Tremor . 12% Vh
Cartiral & peripheral nervous system Dystonia 12% 6%
Dizziness 14% 2% Dizziness 9% 3%
Parkinsonism 14% 4% Automaism % 1%
Akathisia 3% 0% Dyskinesia 7% %
Dystania &% 4% Partinsorism 8% [
Psychiatric Respiratory
Somnolerice 25% 12% S - ) .,
Anviely 6% 4% Uppt?r ‘espiratory iract infection 4% 15%
Confusion 4% 0% Metabolic and nutritional
Respiratory system Weight invvrease 5% 0%
Rhinitis 8% 4% Heart rate and thythm
Phanyngids 6% 4% Tachyzardia . 7% %
Bo d(;O a‘?:";?hole - general 4% 0% Weight increase was reported more frequenty with RISPERDALS than with placebo. The averagz weight increase
‘Asthenia % 2%, over 8 weeks was 2.8 kg in patients treated with RISPERDAL® compared with 0.9 kg in patients ireated vith
Urinax em R placeba. {See aiso PRECAUTIONS - Pediatric Use ~ Weight Gain.)
e inence o o There vias a higher incidence of adverse events reflecting exrapyramida! symptoms (EPS) in the RISPERDAL®
Meart rate and ¢ group {27.6%) compared with he placetio grewp (1(‘1035,)4 In addition, betweer-group cumparison of he severtty of
— N byt " i EPS were zssessed ohjectively by he foloving -ating instruments: the Simpson-Angus Rating Scale (SARS) and
fachycardia 4% 2% the Abnarmat ivoluntary Movement Scale (AIMS) in one study, and the Exirapyramidal Symptom Rating Scale
Iht.mcllc and nutritlonal {ESRS) in the other study. The mean changes between baseline and endpoint in the total ESRS score were 0.3 in
Weight increase 4% 2% the RISPERDAL® group and 0.4 in the platebo group. The median charge from basefine to endpoint was 0 in both
Skin and appendages treatiment groups for each EFS rting scale.
Rash 4% 2% Somnolence was the most frequen: adverse oven, ard was reported at 2 higher incidence in the RISPERDAL®

* Events reported by at least 2% of patients veated with RISPERDALS are included and 2re rounded 1o the nearest
9. Events reported by at least 2% of patients reated with RISPERDAL® that were less than the indidence reported
by patients treated with placebo are not listed in the table, but inchuded the following: dyspepsia, nausea, vomiting.
hezdache, temer, insomnia, chest pain, fatigue, pain, skeletal pain, hypertension, and visen abnermal,

Dose Dependency of Adverse Events

Exirapyramidal Symptems

Da'a from two fixed-dose trials provided 2 of Jose-rek for extrapyramidz| symp jated with
rigperidone treatment.

Two methods were used to 2p {EPS) in an 3-week t4al comparing 4 fixed doses of

risperidone {2, 6, 10, and 16 mg/day), including (1) 2 parkinzanism scare {mean change from baseline) from the
Extrapyramidal Symptom Aaing Seals, and (2) indidence of spontanecus complaints of EPS:

group compared with the placebo group. The vast majoriy of cases (36%) were either mild or moderate in soverity.
These evenis were most ofien of eady ansa: with peak incidence occuning during the first 2 weeks of treatment, and
median duration was 16 days. Padents expeliencing persi may benelit rom a change in dosing
segimen {see DOSAGE AND ADMINISTRATION - lritabifity Associaied with Autistic Disorder - Pediasrics [Childen
and Adelescents}).
Other Evants Obsarved During the Premarketing Evaluation of RISPERDAL®
During its premarketing assessment, mulliple doses of RISPERDAL? were administered to 2607 adutt pasents with
schizophrenia and 1823 pediatric patients in Phase 2 and 3 studies. The conditions and duration of expasure io
RISPERDAL? veried greatly, and included {in overlapping categories) open-tabel and double-blind studies,
unconirolied and coniolied siudies, inpstient and ouipatient shudies, fixed-dose and titration studies, and short-term
or longer-term exposure. in most studies. unioward evenis & ated with this exp were obtained by
n report and by dinical i i using ay of their own choosing. Consequently, it
is not possible 1o provide a meaning!ul estimate of the proportion of individuals experiencing adverse avents without
first grouping simiar types of unioward events into 2 smaller number of standardized event categories. In two lamge
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sudies, adverse everis were also eddted iizing the UKU (direct questining) side effect rating sealp, and thess
evertis were not further categorized using standard temminology. {Note: These everss am merked with an asteriskin
the fistings that follow)

In the fisings that {oow, spontanecusly reporied adverse evens were dassiied using World Healh Organizaton
{WHO) prer teams. The freg p , heredore, rep the proporiinn of the 2607 2duk or 1923
uakuicpaﬁemaposaimmlﬂpledasso!RBPERDAL“vA‘na&pemanevano!mypedtadmmhzﬁ
one occasion whie receiving RISPERDAL®. A3 reported events are inchided, except these already listed in Tatie 1,
These evenis {or which a drug cause was remote, and those event terms vhich were se genera as I be Uninforma-
§ve. s importan: 10 emphasize hat, athough the events reported ocsurred during eatment vith RISPERDAL?,
izy were not necessarily caused by . Serious adverse reactions experienced by the pediatric p jon were

fom 2n exaggeration of the drug's known ph dogical efects, ie., and sedasion, tahyycardia ard
NP ion, and One case, ivolving an esimated overdose of 240 mg, was assodiated
vih hyp 53, hyp " ged O, and widened GRS, Another case, mvoiving an esimated overdose
of 36 mg, was associated vith a saizure.
Postmarketing experi: includas reporis of acuie RISPERDAL® overdosage, with estimated deses of up to
360 mg. 1 generzl, the most frequertly reporied signs and symploms zre those resiing fom 2n exaggeration of
the dang's known phammacological effects, e, d sedation, tachy hypctension, and i
sympioms. Other 2a0verss events reporied since market which vere 2mporaty (but not ity
causally) ralated to RISPERDAL? overdese, inchude torsade de pointes, prolonged QT intenal, comdsions,

sirviiar {0 those seen in the adult popufation (see WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS].
Events are further categorized by body system and listed in ordar of decreasing {requency accordng to the fuflowing
definddons: frequent adverse even's are those ccouming in a: leas! 11100 patiens {only hose not already bsied in the
tabulated results frem plecebo-controlled trizls appeas in this listing); infrequent adverse events are those oceuning
in 1/100 1 1/1000 patlents: rare everts are thosa ocouring i fewer than 1/1000 patients.

Psychiztic Disonders

Frequent: increased dream actvity’, diminished sexual desire’, nervaustiess, brfreq impaired

P Y arrest, and rare &itakly associated with muttipie drug overdose.
Hanagement of Overdosage
in case of acute overdosage, esizbish and maintein an ainvay and ensirre adequaie oxyger and ventiad:
Gastric lavage (after i ion, f patient is ioys) znd admini: of acth charcoal togather with a
laxative shoutd be considered. Because of the rapid disitegration of RISPERDAL® M-TAB* Orally Disintegrating
Tabiets, pi fragments may not zppear in gastric contents obtzined with lavage.
The possaifity of obtundation, sefzures, or dyswaic reaction o the head and neck nfoving averdose may create a
oK PR >

, apathy, iC -e3ction, oupl Ibido, amnesia. Rare; & tabifity, ni

of aspirziion with induced emesis. Cardi y and should inchude

F

deavimn. vithdrzwal synd:ume, yawning.
Central and Pesiphera Nervous System Disorders
Frequent: sleep duration®. infl
hofinergic syndrome, hyp
hypenrefiexia, chorecathetosis.
Gastrointestina} Disorders

Frequent: fa, reduced salivation”. Infrequent Aat
dysphagia, hemorrhoids, gastriis. Rare: fecal i

y ia, verigo, supor, paraesthesia, sonfusion, Rare: aphasia.
tongue paralysis, leg cramps, torticollis, hypeionia, coma, migeaine,

dar!r.ea, i 2pprite, stomalits, metena,

g geal reflux, g
phagiis, tongue discol chalelithiasis, tongue edema, diverticulitis, gingivitis, discolored feces, Gi

hemaorthage, hemaiemesis.

Body as a Whole/Geneal Disorders

Frequent: fatigua. Infrequent; edema. rigors, mataise, influenza-ike symptoms. Rare: patior, enlarged ahdomen,
aergic reaction, ascites, sarcoldosis, flushing.

Respirziory Sysiem Disorders

q yp i p stridor. Rare; astwna, increased sputum, aspiration.
Skin and Appendage Discrders
Frequont: o : \ e [ : M

" Y P ¥ q ing, acne, decreased sweating,
alopecia. hyperkeratosis, pngﬁ!u;. skin exfoliation, Rare: bullous e-uption, skin uiceration, aggravated psortasis,

g shoud
electrocardiogrphic moniioring to daiect posshie arrtythmias, If entiary therapy ls
i inamide, and quinidine carry 2 theorefical hazand of OTprolonging effects that might be 2dditve

1o those o risperidone. Simiarhy, & is bie to expect that the aipha-blocking properdes of bretyium might be
edditive to those of risperidane, resulting in p it i

There is no spediic antidote to RISPERDAL. Therefore, appropriate supporth shoudd be insti The
possibity of multiple drug | shoutd be ¢ . Hyp ion and clreudatory coflapse should be
rezted vith appropricte such as i Auids andlor ic agems (epinephine and

dapamine should not be used, since beta stimutaiion may worsen hypatensian in the setting of fisperidone-nduced
alpha blockade). In cases of seere DY ymploms, antichatinergic medication should be admini
Clase madical supervision and monitading should sondnue und] the paiient recovers.

DOSAGE AND ADMINISTRATION

Schizophrenia

Usuat [nitial Dose

RISPERDAL? {risperidone) can be administered on either a BID cr a O scheduie. In eady clinical trials,
RISPERDAL? vas generelly zdministered at # mg BID inttially, with increases in incroments of 1 mg 810 on the
second zrd thid day, as tolerated, io 3 tasget dose of 3 mg BID by the third dey. Subsequent controlled trials have
indicated hat total daily Asperidone doses of up to 8 mg on a QD regimen are also safe and etiective. Howewer,
regardiess of which regimen is employed, in some patients & slower tizaton may be medically appropriate. Further
dosage ad i indicated, chould generaly accur at intervals of not less than 1 week, since steady siate for
the active mesbalite would not be achieved for approximately ¥ week in the typical patient. When dasage

S, verniea, hypertichosis, genital pruritus, urticaria. are Y, smail dose of 1-2mg are recommended.
Cardiovasctiar Disarders Efficacy in schizophreni wgs d in a dose range of 4 to 16 mg/day in the clinical trials supporting
ant st i ; il et . ffers of RISPERDALS, however, maximal effect vras generaly seen in a range of 4 to 8 mg/day. Doses above
:I!r:]f;eig:‘::é.c?::ﬂanon. Wpe’a'm{:is:l’"' pote T’:{g\%“d‘ o “Re! e i 6 mg/day for BiD dosing were not d d 1o be move et than lower doses, were 2ssociated vith mere
myocardiis. *r ’ e d v exirapyramidal symptoms and other adverse effects, and are not generally recommended, In 2 single study
o suppariing QD dosing, the efficacy resulls were generally stranger for 8 mg than for 4 mg. The safety of doses above
Vision Disorders 16 my/day has not heen evaluated in clinicat trals,
fi p ¥a. Rare: diplopia, ey pain, blepharkis, photapsia, phomphabia, Therapy

abrormal lacrimation.
Metabolic and Nutritional Diso:ders
f b ia, weight creatine ph

While theze Is no body of evidence available o answer the question of how long the schizophrenic patient treated
vith RISPERDAL® should remzin an i, the effectiveness of RISPERDALS 2 mg/day to 8 mg/day at dolaying relapse

thirsz, weight . diabes

k] tha Ld i
melitus. Rare. decreased sasum lron, cachexia, ion, fypokalemia, hypopr

Urinary Sysiem Disorders

Frequent: palyusialpolydipsi

m®nal insutiiciency.
Muscudo-Skeletal System Disorders
Infrequent: myalgia, Rare: arhrasis, synostosis, bursitis, arthrits, skeleta) pain.

Reproductive Disorders, Femate

Freguent: menorthagia®, orgastic dy ’, 0y vagina®. tactation,

Infr

quent: uiinary incond hematuria, dysuria. Rare: urinary retenion, cystits,

. female

was d dina fied trial in patients who had been clinically siable for at least 4 weeks and were then
foflowed for a period of t to 2 years. In this trial, RISPERDAL® was administered en a QD schedue, at 1 mg QD
initialy, with increases to 2 mg D on the second day, and to a target doe of 4 mg QD on the third day (see
CLINICAL PHARMACOLOGY - Clinical Trials). Neverheless, patienis should be periodically reassessed ta
d ine the need for mai with an priate dose.

breast pain, leukorthea, mastiis, dysmenaorhiez, female perineal ;wjn‘ in!zrr;ens'mxal Beeding, vaginal h
Liver and Bilary System Disorders
quent: | d SGOT, in

hepatitis. hepatocetiular damage.
Plaielet, Bleeding, and Clotiing Disorders

g

SGPT. Aare: hepatic fallure, cholestatic hepatits, cholecystiis, choleithiasis,

Infrequent; eplstaxis, purpura. Rare: hemorrhage, phiebitis, thrembophiebids, thrombocytop
Hearing and Vestibular Disorders
Rare: tinnitus, hyperacusis, decreased hearing.
Red Blood Cell Disorders
7 anemia, hyr ic anemia. Rare: ic anemia.

Reproductive Disorders, Male
Frequent: exctite dysfuncion®. Infrequent; ejacufasion faiture.
Whize Cell and Resistance Disorders

7 granutocytopenia. Aare: yiosis, lymp pathy, leucop Pelger-Huet anomaly.

Endocrine Disorders

Rare: gynecomastia, male breast pain, antidiuretic hormone disorder,

Special Sensas

Rare: bitter taste.

* incidence based on eficited reparts.

Postintroduction Reports

Adverse events reported since make: | which were iemporally (bis not ily causally) relaed to

RISPERDALS therapy include the following: anaphytactic reaction, ang apnea, atrial fibrillation,
b disorder, inch acciden:, disbetes melfitus 2ggravated, including diabetic

r 5

i hypergly , , jaundice, manda, pancreatils, Parkdnson's disease aggravated,
pituitary ad putmonary p ious puberty, and QT prolangation. There have been rare reports
of sudden death and/or cardiopulmanary arrest in patients receiving RISPERDAL®. A causal relationship vith
RISPERDAL® has not been esiatiished, It is important to note that sudden and unexpecied death may oocur in
psychotic patients whether they remain untreated or whether they are treated with cther antipsychotic drugs.

DRUG ABUSE AND DEPENDENCE

Controfted Substance Class

RISPERDAL® {isp }is nota ibst:

Physical and Psychelogical Dependence

RISPERDAL® has not been sysiematically studied in animals or humans for its potential for abuse, , OF

F of T In Patients Previously Di
Athough there aze no data to s y 2ddwess reiniiadon of i Litls that when restarting
patienis who have had an interval off RISPERDAL?, the inifial iitration schedute should be followed.
g From Other Antipsy
There zre no sy icaly data to specifically address ing schizop ic patients from other
ipsychotics to RISPERDALS, or concerning i inistration with other antipsychotics. While
diaie di i n of the previ ip: may be plabla for some phren

patiens, mors gradual discondnuation may ba mo;t appropiiate for others. In 3l cases, te period of overlapping
antipsychotic administration should be minimized. When swiiching schizophrenic patients :om depot antipsychotics,
it medically appropriate, initiate RISPERDAL? therapy in place of the next scheduled injection. The need for

continting existing EPS aion shoud be r h
Pedlatric Use
The salety and effectiveness of RISPERDAL® in pediatric patients with schizophrenia have not been established.
Blpolar Mania
Usual Dosa
i should be i on a once daily schedule, starting with 2 mg to 3 mg per day. Dosage

adjustments, f indicated, should occur at intervals of not less than 24 hours and in dosage incremenis'decrements
of 1 mg per day, as studied in the short-temm, placebo-controtied trials. In these trisls, shart-term {3 week) ani-
manic efficacy was demonstrated In a flexible dosage range of 1-6 mg per day {see CLINICAL PHARMACOLOGY
- Clinical Trials). RISPERDAL? doses higher than 6 mg per day were not sudied,

Matntenance Therapy

There is no boty of evidence available from controtled trials to guide a ciridan in the longer-t2rm management of
a patient who Improves during treatment of en acute manic episode with risperidone. While it Is generally agreed
that pharmacological treatment beyond an acite resp inmanials both fer mai of the inidial
response and for prevention of new mank episodes, thewe are no systematically obiained data 1o support the use
of asperidone in such longer-temm treatment fi.e., beyond 3 weeks).

Pediatde Use

The safety and effectiveness of RISPERDALS in pediatric patients with bipolar mania have not been estatfished.
Irritabiiity Assoclated with Autistie Disorder ~ F (Chlidren and Adok )

The safsty and effectveness of RISPERDALY in pediatric patients with autistic disorder iess than 5 years of age
have not been esteblished. .
The dosage of RISPERDAL? should be individualized according to the resp and talerabilily of the paien:. The
total caily dose of RISPERDAL? can be administered once daily, or half the total daly dose can be administered
wice daily.

Dosing should be infiated a: 0.25 mg per day for patients < 20 kg and 0.5 mg per day for patients = 20 kg. Afera
minimum of four days from ireamment intiation, she dose may be increased to the recommended dose of 0.5 mg per
day for padents < 20 kg and 1 mg per day for patients 2 20 kg. This dose should be mzintained for a minkmum of 14
days. in patients not achievi Aficien: efinical dose i may be i at2 2-week inervels

Inincrements of 0.25 mg per’day for patients < 20 kg or 0.5 mg per day for patients = 20 kg. Caution shoutd be
ised with dosage for smaller children wha weigh less than 15 kg.

physical dependence. While the clinical trials did not reveal any tendency for any dnug-seeking behavior, these
obsecvaiions we:e not systematic and it is no! possitée to predict on the basis of this limited experience the extert to
which a CNS-active drug wil be misused, diverted, andior abused once marketed. Consequently, padents shoutd ba
evaluated carefully for a hisiory of drug abuse, and such patients should be observed closely lor signs of
RISPEADAL® misuse of abuse (2.g., of [ in dose, diug-seeking behavior).
OVERDOSAGE

Human Expertence

Premarketing experience included eight reports of acute RISPERDAL? {fisperidone} ge with est
doses ranging from 20 to 300 mg and no fawiities. in general, reported signs and symptoms were these resulting

In clinical irials, 0% of patients who showed a response {based on at least 25% improvement on ABC-, sce
CLINICAL PHARMACOLOGY ~ Clinical Trials) received doses of RISPERDAL® batween 0.5 mg and 2.5 mg per
day. The maximum dally dose of RISPERDAL? in one of the pivowal trials, when the therpeutic effect reached
plateau, w2s 1.0 mg in patients < 20 kg, 2.5 mg in padents 2 20 kg, or 3.0 mg In patients > 45 kg. No dosing data
is gvailabla ‘or children vho veeighed less than 15 kg

Once suffident clinical resp: has been achieved and maintained, consideration should be given 1o gradually
towering the dose to achieve the optimal balance of efiicacy 2nd safoiy.

Patients experiencing persk 1 may benefit from a once-daily dose adminisiered at bedime o
edministering hatf the daily dose twica daily, o a reducdon of the dose.
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Dosage i Special Populations

The recommended inflial dose is 0.5 mg BID In patients who are elderly or dabifitzted, padents with severe renal or
hepatic impeirment, and patients eiher predisposed to hypatension o7 for whom hypotension would pose a risk.
Dosage Increases In these patients shoutd be in mcrements of no more than 0.5 mg BID. Increases % dosages
above 1.5 my BID shoutd generally oecur 2 intervals of at least 1 week. In some patients, slower thration may be
medicatly appropriate.

Eldedy er debiltated patients, and patients with rena! impairment, may have less abilty to eliminate RISPERDAL®
than nosmal adufts. Pajiens with impaiced hepatic funcion may have ncreases in the iee frastion of dsperidone,
passibly resuting in 2n enhanced effect {see CLINICAL PHARMACOLCGY). Patients with a predisposition to
hypotensiva reactions or for whom such reactions would pose a particutar risk Ekewise naed to be titrated
cautiously and carelully monitered (see PRECAUTICNS). if a once-a-day dosing regimen in the elderly or
debiiied paiient is being considered, i is recommended that the patient be ttraied an a twice-a-gay regimen for
2-3 days a: the target dose. Subsequen: switches to a once-a-day dosing cegimen can be done thereatter.
Co-Administration cf RISPERDAL® with Certain Other Medications .

Co-administration of pine and other enzyme inducers (e.g., phenyton, dfampin, ph bital) with
would be to cause d in the plasma concentrations of sclive moiety (the sum of
and S-hyd igane), which could lead to d eficacy of rispest The dose of

risﬁeridone needs to be ttrated asccorddingly for patients receiving these enzyme inducers, especially duing initiation
or discondnuagan of therapy with these inducers {(see CLINICAL PHARMACOLOGY and PRECAUTIONS).
Fluaxetine and paroedne have been shawn to increase the plesma concentration of risperidone 2.5-2.8 fold ana 39
fotd respectively. Puoxetine did not affoct the plasma cenc ion of 9ty wsperidone. Paroxetine lovered the
coF tion of 9-wdroxyrisp by about 10%. The dose of risperidone needs in be tirated accordingly when
fuoxetine or ¢ e is co-adminisiered (sce CLUINICAL PHARMACOLOGY and PRECAUTIONS).

Diractions for Use of RISPERDAL® ¥-TAB* Orally Disintegrating Tablets

Tabigt Accessing

RISPERDAL® M-TAB® Orally Disintegrating Tablets 0.5 mg, 1 mg, and 2mg

RISPERDAL" M-TAB® Orally Disintegrating Tablets 0.5 mg, 1 mg, and 2 mg are suppied in bister packs of 4 tablets
each,

Do not apen the blister until ready ' administer. For single tablet removal, separate ene of the four blister units by
te2ring apart 2t the perforalions, Bend the comner where indicated. Peel back foil to expose the tablet. DO NOT push
the tablet through the foil because this could damage the tablet.

RISPERDAL® M-TAB® Oraily Disintegrating Tablets 3 mg and 4 mg

RISPERDAL® M-TAB® Orzlly Disintegrating Tebleis 3 mg and 4 mg are suppiied in 3 child-resistant pouch
cortiaining a blister vith 1 tablet each,

The child-resistant pouch shoutd be tsm open at the notch to access the blister. Do not open the blister until ready
to adminisier. Peel back fol rom the side to expose the tabiet. 8O NOT push the mble: through the i), because
this coutd damage the tablet.

Tablet Administration

Using dry hands, remove the tablet from the blisier urit and immediately place the entire
RISPERDAL? M-TAB* Oraly Disintegrating Tablet on the tongue. The RISPERDAL® M-TAB® Orally Disintegrating
Tablet should be consumed immediately, as the tablet cannot be stored once removed from the blister unit.
RISPERDAL™ M-TAB® Orally Disintegrating Tablets disintegrete in the mouth wittén seconds and can ba swaliowed
subsequently with or without liquid, Patiens shou'd not attempt 'o spli: or to chew the tablet.

HOW SUPPLIED :
RISPERDAL® (i ) Table's are imprin
and the strength *1", *2°,*3", or*4".

0.25 mg dark yellow tablet: bottles of 60 NDC 50458-301-04, botties of 500 NDC 50458-301-50, hosptal unit dose
packs af 100 NDC 50458-301-01,

83 mg red-brown tablet: botlles of 60 NDC 50458-302-06, botdes of 500 NDC 50458-302-50, hospital unit dase
packs of 100 NDC 50458-302-01, .

1 mg whiie tablet: botties of 80 NDC 50458-300-08, blister pack of 100 NDC 50458-300-01, bottles of 568 NDC
50458-300-50.

2 mg orange tabiet: botties of 60 NDC 50458-320-05, biister pack of 100 NDC 50458-320-01, botties of 566 NDC
50458-320-50. .

3 mg yeliow tablet: botiles of 60 NDC 50458-330-06, bister pack of 100 NDC 50458-330-01, bottles of 500 NDC
50458-330-50.

4 mg green tablet: botdes of 60 NDC 50458-350-06, biister pack of 100 NOC 50458-350-01.

RISPERDAL® {risperidone) 1 mg/mi. Oral Ssiution (NDC 50458-305-03) is supplied In 30 mL botiles with a
calibrated (in mitigrams and miliditers) pipene. The minimum cakibrated volume is 0,25 mL, while the maximum
cefibrated volume is 3mi.

Tests indicae thet RISPERDAL® {risperidane) Oral Solution is comp in the foluwing b
arange juice, and low-fat mifk; I is NOT compatible with either cola or tea, however,
RISPERDAL® M-TAB* {risp ) Orally Disintegrating Tablets are etched on one side with *R0.5%, "R1”, *R2",
“R3", and "R4", respectively. RISPERDAL® M-TAB* Orally Disintegrating Tebiets 0.5 mg, 1 mg, and 2 mg are
packaged in blister packs of 4 (2 X 2) 1ablets. RISPERDAL® M-TAB® {nsperidone) Orlly Disintegralting Tzhlets 3 mg
and 4 mg are packaged In a child-resistant pouch containing a biister with 1 tablet.

0.5 mg light coral, round, biconvex tablets: 7 blister packages per box, NDC 50458-395-28, lang-term care
packaging of 30 tablets NDC 50458-385-30.

1 mg fight coral, square, bi tablets: 7 bister
of 30 :ablers NDC 50458-315-30.

2mg light coal, round, hiconvex taltets: 7 blister packages per bax, NDC 50458-325-28.
3mg coal, round, biconvex tablets: 28 histers per box, NOC 50458-335-28.

4 mg co-al, round, biconvex tablets: 28 blisters per bax, NOC 50453-355-28.

"JANSSEN", and sither "Ris™ and the strength "0.25", 0.5, or "R"

ges: waier, coflee,

per box, NDC 50458-315-28, long-term care packaging

Storage and Handling

RISPERDAL® Tabiets shoukd be stored at controlled /om temperature 15%25°C (58°77°F). Protect from light and
moisre.

Keep ot of rach of children.

RISPERDAL® 1 mg/mL Oral Sclution should ba stored at conirolled room tempertura 15°-25°C (59°-77°F). Protect
#om light 2nd freezing.

Keep aut of reach of chitdren.

RISPERDAL" M-TAB* Orally Disintegrating Tablets should be stored at controlled room temperaiure
15°-25°C (39°-77°F).

Keep out of reach of children.

7502233 Revised December 2008 ©knssen 2003
RISPERDAL® Tablets are manutactured by:

JOLLC, Gurabo, Puerto Rico or Sanssen-Cllag, SpA, Laina, kaly

RISPERDAL® Cr2l Solution is manutactured by:
Jarssen Phasmaceutica N.V,, Beerse, Beigium
RISPERDALS M-TAB* Orally Disinteqraing Tablets are
JOLLC, Gurebo, Puerto Rico

RISPERDAL® Tablets, RISPERDAL® M-TAB* Orally Disintegrating Tablets,
and Ol Solution are distributed by:

rfactured by:

Janssen, LP.
Titusvile, NJ C8560
i~
Janssen.
01AS1950
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