RISPERDAIS

(RISPERIDONED
TABLETS/ORAL SOLUTION

DESCRIPTION
RISPERDAL® {risperidone} is 2 psychotropic wen'r belonging to a new chemical class, the
OxaZDle The -(4 {6-fluoro-1, z-benzsumul-a-yl)-‘l-

benzls:
piperidinyljethy[}-5,7,8,8-{etrahydr- 2-methyl-4l+pvnd o[1,2
formutla is CoH,FN,O; and its molecular weight is410.49. The'strucural formula is:

G:I:% \

Risperidone is a white to sfightly befge powdec. It is practicaliy insoluble in water, Ireely soluble in

methyiene chioride, and soluble in methanol and 0.1 N HCL

RISPERDAL®{ablels are available in 025 mg {dark yeliow), 0.5 mg (red-brown), 1 mg {white), 2 mg

{oranps), 3 mg (yennw) amM mg (gr:en) strengths. Inactive mgredlems ae cuﬂmdal silicon diaxide,

hydroxypropyl sieamate,

gyn:l sodium lauryl sulfate, and sian:h (com). Tablets of 025, 05, 2, 3 and 4 mg alse contain falc
nd ffianium dioxide. The 025 mg tablets contain yellow imn tmde the 0.5 mg lablets cantain red iron

oxtde the 2 mg lablets contain FD&C Yellow Na. 8 Aluminum Lake; the 3 mg and 4 mg tablels conialn

DAC Yellow Na. 10; the 4 mgtablets contain FD&C Blue Na. 2 Aluminum Lake,

RISPERDAL® s also available as & 1 mg/ml ora! solution.- The inactive ingredients for this solution

srelararic acid, benzoic acid, sodivm hydmxida and purified waler,

CLINICAL PHARMACOLOGY
Phamacodynamics
The mechanism of action of RISPERDAL® (nsperldone) as wlih othar drngs used to tnaal

PLAINTIFF’S
EXHIBIT

Rate and Gender Fifacis: No
and pender efieds, bui a populalbn phanmacokinetic analysis did not identiy

specific pharmacokinefic sludy was conducted 1o investigate race
important cifferences
in the disposition of rispenidone due io genter (whether comecied for body weight or not) or mce.

Clinical Trials

Theeﬂizl:yn!‘RlSPERDAL‘ln!he ofschi Ll in four shori+t
{4 10 B-week) trials of psy i ients who met DSM Hll-R criteria for schizophrenia.
Several insbuments were used for ic signs and in these studies,

amony them the Brief Psychistric Raﬂng Scaie {BPRS), a2 multi-item inventory of genem[
psydmpalhdngy had‘lﬁons\ly used 1o zvaluale the effec!s of drug treatment in schizophrenia
BPRS cluster { y behavior, sus . and
unusual thought coi s considered a particularly usefu suhssi for assessing aclively psychuﬂc
scmzophrenn: patients. A second traditional assessment, the Clinical Global Impression (CGI),
reflects the impression of a skilled observer, fully familiar with the manffestations of schizophrenla,
about the overall clinical siate of the patient. In addiion, two more recently developed, but less well
evaluated scales, were empioyed; these included the thz and Negative Syndrome Scale
{PANSS) and the Scale for Assessing Negative Sympbms {SAN
The resulis of the trials follow:
(1) In 2 B-week, ph:zbn-cmtmned trial {n=180)involving fitration of RISPERDAL® in dases up i 10
mpiday (BID s:hsdule) RISPERDAL® was generally suparior to placebu on the BPRS intal score,
on the BPRS psychosis cluster, and ruarginally superiorin placebo on the SANS.
R) ln an B-weel!. gm bD-I:DnIID“Bd lml {n=513) involving 4 fixed doses of RISPERDAL® (2, 6, 10, and
day, on a schedule), all 4 RISPERDAL® oroups were gsnsmlly supeior o placebo pn the
BPRS 1otal score, BPRS psy:husis cluster, and CGI severity score; the 3 highest RISPERDAL® dose
groups were genalally superior 1o placebo on the PANSS negative subscale. The most cansistently
posive responses on all measures were sean forthe 8 mg dose oroup, and there was no supgestion
of increased heneft from larger dosn
(3} In an B-week, dose comparison trial (=1356) Involving & fixed doses of RISPERDAL® (1, 4, B, 12,
and 16 my/day. on a BID schedule), the four highesl RISPERDAL® dose groups were gena-ally
superioriothe 1 mg RISPERDAL® dose group on EPRS 1otal score, BPRS psychosis chuster, and GGl
severfly score. None of the dose groups were superior fo the 1 mg group an the PANSS negative
b The positive resp were seen for the 4 mg dose group.
(4) In a 4-week, placebnmmm]led dose comparison inial (n—2482 involving 2 fixed doses of

schizophrenia, Is urknown. However, & has been prop: Is drug's th {4 and B mo/day on & QD schedule), both RISPERDAL® dose groups were generally
. schiz Is thmugh a ination of dnvamlna H“\,:pe 2 (D) and serotonin type 2 mpmnrm placeho on several PANSS meastres, holuding a response measure {> 20% redustion

(BHT,) piors other than D, and SHT, may explein some of the other in PANSS totat score), PANSS infal score, ard the BPRS psychosss cluster (darivad fiom PANSS).

effects of RJSPERDAL‘ The nesults were. generally s{mngﬂrbrthe B mg than for the 4 mg dose group.

tR{};ISPERDAL‘;sa 2'(5:”_] = i j xda (b)‘ w:&ah!gh afinity (K‘ nfnhzh 7.3 pi) for =

e serotonin type 2), dopamine type 2 (Da), “-E" o, ad inal term irial, 365 adult outpatients predominantly meeting DSM-IV criteria fo

receplors. RISPERDAL® antagonizes other re it with lower potency. RISPERDAL® has s::hlzophmma and who had been clinically stable for at least 4 waeh on an anupsyéhnilé

low mﬁdﬂ;ﬁf;ggg%f:&;" 253 ni) f"" 1heusea:;monkn 5HTee, BHTo, 20 tng S, an g i o RISP [2-B mgiday) or to an acfive comparator, fof 1 to 2

Weak S =3 D

b by 3 years Dfubsewaizmivr relapse. Patients receiving RISPERDAL® experianced a signficanty |
Bﬁ"")’ f'"hEﬂ ’10'5 M) for cf o or &, and B, £l time 1o relapse over this time period 1o those receivi ﬁ\?a P S ey oney
Pharmacukm efics INDICATIONS AND USAGE
is well absorbed, as fil d by a mass balance study involving 2 single 1 mg oral RISPERDAL® {risperitione) is indicaled for the trestment of schizophrenla.

dnse of ‘C-nspendnne &s a solution in three healthy male volunteers. Total recovery of radicactivity
at one weekms 85% inciuding 70% in the urine and 15% In the fecﬁ.

Risperidone is } bolized in the fiver by Puxl(D, 10 2 major active metaboliie,
S X which i the ing specie, and ‘appears appmxmtely a:)ul-
effective with risperidone wiil: respect fo receptar binding activity and some effeds in animals. (A

frnrn

i

second minor ’psﬂmay is Ndealkylaﬁnn). Cunaeqhusenly the clinical efiect uﬁhe :Irug Tikely rsul&nsf
P’

[ lone, and rpert i Dehyspagaanidine 20 tea proporional

over the dosing range of 1 1o 16 my daily (0.5 to 8 mg BID). The relative aral bioavailability of

eridone from & tablet was 54% {CV=10%) when compared fo a soludion. Food daes not affect

Ezr the rate or extent of absorption of risperidone. Thus, risperidone can be piven with or without

maals. The absalute pral biaavailability of nsperidone was 70% {Cv=25%).

The enzyme catalyzi hy I of risperi 1o S is cytochome P,
also called debrisoqul lase, the enzyme ible for of man,

antidepres-sants, anbanhy‘hmlcs and other drugs. Cytochrome P_,,llD is subject to penetic

pub'morpblsrn {about 6-B% of Caucasins, and a very low percent of Asians have Iitlle or no activity

Do,

LINICAL PHARMACO!

The efficacy of RISPERDAL® in delaying relapse was demonsirated in s..hnznphvemc patients who

had been clinically stable for at least 4 weeks before inftiation of treaiment with RISPERDAL® or an

active comparsior and who were then pbserved for relapse during a period of 1 1o 2 years (See

Clinical Tnais unger CLINICAL PHARMACOLOGY). Neverfheless, the physician who ejecis fo use

RISPERDAL€ for extended periods should periodically re-ev re-evalyate the long-term usefulness of the

drug for the individiz! palier {See DDSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

RISPERDALS {risperidane) is contraindicated in patients with a known hypersensitivity to

the product.

WARNIHGS

Meumiapﬂc Malignant Syndroms {(NMS}
fatal complex refemred 10 es Neurolepfic Malignant Syndiome

(NMS) has hem reporied in 2ssociation with antlpsychatic drups. Clinical manifestations of NMS

muscle riglddy, sliered maral status and evidence of aulonomic nstabilty (ireg~

The efficacy of RISPERDAL® in s:hmph(rgl: was established in shnrHerm (€ io B-weeks)
‘riaks of

&and are “poor metabolizers”) and o ishibifion by & variety of and some
aotably gui convest risperidone rapidly into S-hydioxyrisperidane,
whie poor mdabuizms converl & much more slowly. Extensive metabolizers, themfore, have lower
her 8-hyd: than poor Foliowing oral

admmisﬂ-auon n‘suimm or tabiei, mean peak plasma concentrations occurred at about 1 hour.
Peak S hydmxynspendane accurred at about 3 hours in extensive metabolizers, and 17 hours in
pool The nt half-iife of risperidone was three hours {CV=30%) in extensive
metahollzers and 20 hours {CV=4D0%) in poor metabolizers. The apparent half-life of
S-hydi risperidone was about 21 hours {CV=20%) in extensive metabolizers and 30 hours
in poor m lizers. Steady-state concentrations of risperidone are reached in 1 day in
exiensive metabuhzers and waitild be expected to reach steady state In about 5 days in poor
Stea y-sta of S-hydroxyrisperidane are reached in 5-6 days

Because risperidone ant S-hydroxyrisperidone are approximatel equi-effeclive, the sumr of their
concentrations is pemnent. The pharmacoki-nefics of the sum of nsperidone and

8-hydroxyrisperidone, sfter single and mulliple doses, were similar in exlensive and poor

uhr puise or blood pressuire, lachycardiz, diaphoresis and candiac dysrtqﬂhmxe). Addilional signs
may inclnde elevated creatine phosp {rh ), and acuie renal
Tailume,

The diagnostic evaluation of patients with this s{ndmrne is complicated. In ariving at a diagnosis, it
is important 1n identify cases where the cliniea prsamanon mc]udas both sarlous medical liness
fes- pnaunmna systemic infection, etc.) and ly treated exi

signs and symptoms {EPS). Other important wnsxdera!mns in the differential diagnosis include
cenh:lll antichofinergic toxicity, beat stroke, drug fever, and primary teniral nevous system
palhology.

The management anMS shoule inclode: 1) immediate di of hofic drugs and
pther drugs not therapy; 2) i mplomatic tmilmen( and medxml
monilaring: and 3) 1rzaimeni of any concomiiant serious medi cal problems for wvhich specmc
‘treatmers are available. There ks no general about spediiic phar

regimens for uncomplicated NMS.

Ka paﬂem leqmres antipsychotic trug treatment afler recovery from NMS, the potentia!

metabolizers, with an overal mean elimination hali-lire of ebout 2D hours. In
adverse reaction rates In ext and poer n |

)m;nﬂam tifererTes were seen.
me could be sul (‘emin two kmﬁs of drug-drug ln(em:hnns . First, inhibfors ufcylnchrmne
P.,, 1D, could interfere wit nv:rsan pericione fo 8-hydrox- This in fact pceurs

with giving kinetic profile typical of poor
metabolizers. The favorable and ad\revse =ﬁads of fisperidone in patients receiving qumndme have
not been evaluated, but observations in a modest nurnber (rv-70) of poor meb gwen

and open siudies, no -

monilored, since recumences of NMS have been reported.

Tardive Dyskinesia

A syndrome of potentially imeversible, involuntary, dyskinatic movements may develop in patients
freated with anlipsychoiic drugs. Although the prevalence of the syndrome appears o be highest
among the Qﬂeﬂy specla!]y elderly vmmen, # is impossible 1o rely upon prevalence estimates to
predici, at m which paiients are likely fo develop the

risperidone do not snggm Impodiant differences bet oor 2! i

9 drug prududs differ in their potential to causa fardive dyskinesia

p
wauld also be possble for risperidone io interfere with metabolism uf other drugs rnatabulmd hy
cytochrome P,lID;. Relatively weak binding of risperidone 1o the enzyme suggests this is unfikely
{See PRECAUTIONS and DRUG INTERACTIONS).

The plasma protein bindmg of risperidone was about 80% overthe i |n vllm conceniration range of 0.5 o
200 ng/mi.and | a,=3cid gi in. The plasma binding of
ione was 77% Neither the parert nunhe membome dxsplaxzd each other from the
plasma binding sites. High of {101 pw.) warfarin (10
po/mL) and mrbnmszepme {10 pp/ml) causes only a slight increase In the fres fraction of risperidone
&t 10 ng/mland S-hydroxyrispendone a1 50 na/mL, changes of unknown clinica! s;gnﬁwm
Speelal Populations
Renal impairment: In palients with moderate to severe renal disemse, clearance of the sum of
risperidane and its active melabolite decreased by 60% compared to young healthy subjects.
RISPERDAL€ doses should be reduced in patients with renal disease (See PRECAUTIONS and
DOSAGE AND ADMINISTRATION)

Hepafi While o it in subjects with fver disease were
compamble to those in young heaﬂh) suhjeds the mean free frection of risperidone in plasma was
increased by aboul 35% ion of both albumin and e-acid

glycoprotein. RISPERDAL® duses shuuld be reduced in p with liver d {See
PRECAUTIONS and DDSAGE AND ADMINISTRATION).
Eiderfy: in healthy elderly subjects renal “of both i and Shyd idone

was decreased, and elimination hali-lives were polonged cumparzd o young healhy subjecis.
Dasing shoutd be modrﬂed accordingly in the elderly patients (See DOSAGE AND
ADMINISTRATION).

PLAINTIFF’S
EXHIBIT

p

The risk uf develupmg tardlve dyskines:a and the Jikakhood that it will becoma Imeversible are
befheved of and the total cumulative dosa of entipsychotic
dgs admrsl:ved b the pa‘llsrﬂ increase. However, the syndrome can develop, athouph moch
fess afler periods al low doses.

Trereis no known mtmentfm asfablished cases berdwe  dyskineska, although the syndroms may
vemit, pardially or complsiely, if antipsychotic treatroent, itself,
hawever, may suppress (or partially the signs am:l ptoms of the synd and thereby
may possibly mask the undedying pmm The efiect that symptomatic suppression has upon the
Iong-term course of the syndrome is unknown

Glven these considerations, RISPEFIDAL' (nsperﬂ:mz) sl'nuld be prescribed in 2 manner that is most
Ikely to minimize the of tand houtd generally
be reserved for paiients who suifer lrun a chionic xI&nﬁ lhal (1) is known to respond b antipsychotic
drugs, and (2) for whom atternative, equally effective, bt pulerlhally less harmful treafments are nat
awalable orappropisle. I patients who To require chionic reatmenl, the smallest dose and the shortest
duration of ry clinical respoase should be sought. The need for

g8
should be re2 ]
If signs and sympioms of tardive dyskinesia appear in a patient on RISPERDAL®, drug discon-
tinuation should be considered. However, some palienis may require freatment with RISPERDALS
despite the presence pf the syndrome,
Patential for Proarhwthmic Effecis: Risperidone and/or S-hydroxyrisperidone appears fo
lengthen the QT imerval in some pafients, aliimugh there is no average increase in treated patients,
:ven a1 12-16 mpfday, well atl;:ve the recommended dose. Other drups tha prolorg the QT intarval

besn

of de pointes, 2 life-dhreatening an'hythrma

JJRE 00290174
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of drug therapy should be carefully considered. The patient shauld be carefully
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Bradycardia, ek lyie imb jtani use with nlherdrugs lhatpn:dung QT, or the Chronic administration of dazapine with risperidone may the ol ufxispuﬂnne.

F of prok in QT can increzse the risk for Fluoxetine may increase the piasma ofthe enfi-psychotic fraction (1 pis B
PRECAUTIONS hydroxyri by naising the ion of risperid Ithough net the aciive ma.shume,
General S-hydmyrsperidone.

Orﬂlas!at:: Hypotenswn. R!SPERDAL' (ri ) may induce orth
o with df and In s:ume patients, SYRCOpE, _especially dunng the lnmal
dose-itration period, probably refi é, Syncope was
reported in 0.2% ({6/2607) of RISPERDAL ireaied patients in phese 2-3 studles. The risk of
orthostatic hypotension and syncope may be minimized by limitin k?eihe initia! dose 1o 2 mg total
{either QD or 1 mg BID) in normal adutts and 0.5 mg BID in the elderly and patients with renal or
hepatic impairment {See DOSAGE AND ADMINISTRATION,). Monitoring of nrlhoshn: vital signs
should be considered in patients for whom this is of concern. A dose reduction should be
canstdered § hypotension occurs. RISPERDAL® should be used with particular caution in patients
with known cardiovascular disease (hstnry of myotardial infarciion or ischemia, heart failure, or
alities), ce disease, and conditions which would predispose
patients 1o b eg., and ia. Clinically sik has
been abserved with mn:umﬁan{ use of RISPERDAL‘ ang antihypertensive medication.
Seizures: Durmg premarketing testing, seizures occumed in 0.3% {9/2507) of RISPERDALS treated
patients, two in associlion with hyponatremia, RISPERDAL® should be used caufiously in patients wilh
& history of selzures.
Dysphagia: Esophageal dysmoifiy and aspirafion have been ited with antipsychotic drug use.
Aspiration pneumnonia is 2 common cause of morbidity and maortality in patients with advanted
Azheimer's dementia. RISPERDAL® and other antipsychofic dugs should be ssed cautiously in patients

Drugs that inhibit Cytacfm:m BwlID; and Other Py, Isozymes: Risperidone is metabolized 1o
9-hydroxyrispe: by cylochome PuliD,, an erzyme'lhat is polymorphic in the population and that
can be hhlbr‘bd bya vanety of pwnhmplc and other drugs (See CLINICAL PrlARMACOLDGYL
Drug intersciions that reduce the would i increase
ihe plasma concentrations of risperidone and lower the ions of 8-h

of clinical studies involving 2 modest number of poor metabolizers {7=70) does not suggest
that poor and exiensive metabpiizers have difterent rates of adverse effects. No comparison of

in the two groups has been made.

in vito studies showed that drugs metabolzed by ciher P.. isozymes, including 1A1, 1A2, 1IC8,
MP, and lllAd, are only weak i of ri g 2
Drugs Metabolized by Cytochrome B fD,: lnvﬂmstudls nditate that rspendcm'samlalweym
Inhibitor of qlnchrume PesolIDy. Thzr!fug tExIsSPERDAL' is nol expected to substantially inhibit the

of dugs fhat are pathway. However, clinical data to confirm
this expecialion are nol available.
Carci i i i of Fertility
Carci is: Carci icity siudies were conducled in Swiss albino mice and Wistar rats.

Risperidone was adminisiered in the diet at doses of 0.53, 2.5, and 10 mg/kg for 18 monlhs 1 mice
and for 25 months to rats. These Boses are equivalent to 2.4, 9.4 and 37.5 times the maximum
human dose (16 mglday) on 2 mg/kg basis or 0.2, 075 and 3 times the maximum human dose

al riskfor aspirafion pnetmania_ {mice) or 0.4, 1.5, and 6 imes the maximum humnn dose (rats)ona mg/m? basis. A maximum

perprolactinemia: As with other drugs thal antagont idone elevates iolerated dose was nat ax:hxeved in male mice. There were statistically s(gnnmm mcrgass in

ladm levels and the elevation persists during chronic administration. Tissue culture pituttary gland 3 par and gland
r‘glcate mat approxmaiely one-thid of human breast cancers are piactin dependernt invar, a factor of The fable the multiples of tha human dose on e mg/m= {mg'kg) basis 2t which
pfion o these drugs is ¢ plaied in a patient wih pmvmus}y teiested these tumors ocoured.
wm:er Alﬂ'nugh disturb such es
have been reported wih prolactin-levating the clinlcal sipai d serum MULTIPLE ?ﬂF MAXIMUM HUMAN DOSE
piolactin levels is unknown far mos! patients. As is common with compaunds whz:h lncrease prolactin mg/m? {mglkg)
release, an increase in Pltuifary ghnd memmary giand, and pam:vearn isket cell hyperplasia andior LOWEST HIGHEST
nenplasia was In  in mice and rats {See TUMOR TYPE SPECIES SEX EFFECT NO EFFECT
CARC!NOGENESS) Huwever neither clinicat studies nor epldemnlngc studies conducted fp date LEVEL LEVEL
have shown &n essociation between chionic adminisiration of this class of drups and tumor in Prtuiory 50 - Tomal 075 12,
humans; the avalable evidence Is considered oo limited 1o be conclusive atthis time. Ty BOBTRNTRG matse e 75 (9.4) 0224
Potential for Cognifive and Motor impa wasa y reporied adverse Enduc(ine pancreas rat male 15 (8.4 04 (2.4)
event assochied with RISPERDAL® ially when ined by direcl .
of patierts. This adverse even is dose reiated, and in a sludy tilizing & checkist to delect adverse Mammary gland mouse female 02 (2.4) none
events, 41% of the high dose patients (RJSPERDAL‘ 16 mwday] Teported i
1o 16% of placebo patents. Direct v.L ioning is more senstive for detecling adverse events than rat femele 04 (24 none
spontaneols reporting, by which 8% ot RISPERDAL' 16 mgfday patients and 1% of placebp rat male 6(37.5) 15(9.4)
patients reported somnolence as an adverse event. Since RISPERDAL® has the poiential to impair Ma: olang - male 15 (0. 0
judgmeat, thinking, or motor sklls, pahenls should be cautioned about operaling hazardous Dﬂglﬂry ) 4 4(24)
il they are ly certain thai RISPERDAL® therapy Lo i

does not aﬁect them adversely.
Priapism: Rare cases of prk have been rep While the i of the events 1o Antipsychofic drugs hava been shnwg o chmmmlly elevate prolactin levels i m mdents. Serum

RISPERDAL® use hes nof been estahlished, other drugs with alpha-adlenswlc blocking effecls
have been reported 1o induce priapism, and ki is possibie that RISPERDAL® may share this
capachy. Severe priapism may require surgml intervention,

Thrombaofic Thrombocytopenic Purpara (TTF): A single tase ufTTF was repoﬂsd in 2 28 year-
old female pafiert receiving RISPERDAL® in 2 large, open
1300 patients). She experienced ;aund):z. fever, and brusmg. but eventually recovered afier

The PERDAL therapy is unknown.
has an effect in animals; this effect may also occur in
humans, and may mask signs antd symploms of overdaosage with cartain drugs or of conditions
such as inteslina! obstruction, Reye's syndmme, and brain tumor.

2 b " .+ Risperid

prolactin jevels were not g the risp

measurements during subchronic toxicty studes showed that nspem!one slevated semm prolactin

ievels 5 tn 6 fold in mice end rats Btfh: same doses used m the carcinogenicity studies. An

y, pituitary, and been found in rodents

after r.hmruc admmamn of other antipsychofic drugs and is considered 1 be profactin mediated.

The relevance for human risk of the findings of pmiattin-medizted endocrine tumors in rodents i

unknown {See Hyperprolacinemia under: PRE:AU‘I’IONS,

is: No evid of for i was found in the Ames reverse

mutation test, mouse lymphoms assay, In vitro rat hepatncyte DNA-repair assay, in vivo

micronugieus test in mice, the sex-linked resessive lethal test in Drosophila, or the chromesomal
ion test in human Iymphoc\n_g or Chinese hamster

Body 7 Regulation: Distuption of bo: has been atiri 110
anhpsy-hullc agents. Both hyperlherm(a snd hypothermia have been feported in assaciation with
RISPERDAL® use. Caution is advised when prescribing for patients who will be exposed 1o
iempemture exiremes,

Swicite: The possibliity of 2 suicide attemnpt is Inherent in nd close n of
high risk patients should accompany drug therapy. Prescriplions far RISPEHDAL“ shnuld bz wrﬂen
for the smallest guantity of tablets i with good patiend in order to reduce the
risk of overdose.

Use in Paffents with Concomitant Hiness: Clinical expetience with RISPERDALS in patients with
certaln concomitant systemic linesses is limited. Caution is advhable In using RISPERDAL® in

of Ferfility: R {0.16 to 5§ mg/kg) was shown to impair mating, bt not feriity, in

Ws!ar Ials in ﬂu'ae reproguctive studies (wo Segment | and a mumgenaahonal study) at doses 0,110 3

times the maximum recommentded human dose on a mg/m? basis. The effect appeared o be in females
stnce impaired wating behavior was not noted in the Segment 1 study in which males only were freated.
In a subchmnic study in Beagle dogs in which risperidone was adminisiered a1 doses of 0.31 10 5 mglkg,

sperm motiliy and concentration were decreased at doses 0.5 10 10 times the human dose on & mp/m?
basis. Dose-related decreases were also noled in serum {eslosterone at the same doses. Serum

d afler was

and spemm parfially but
dlswrlhnued. No no-efieci doses were noted in either rat or dog.

patients with diseases or condttions that could affect
RISPERDAL® has not been evaluated or used 1o any appreclable exient in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were exctuded
trom clinical studjes during the product's premarket testing. The electrocardiograms of appraximately 380
pahents wio received RISPERDAL® and 120 patients who received placeba in two double-blind,

trials wene eval and the data revealed one finding of polential concem, i.e.,
a patients laking FiiSF’ERDALa whose basefine QTc interval wes less than 450 msec were observed

Pregnancy Category C- The ! i was stydied in three Segment Il
s(uda in Sprague-Dawiey and Wistar rais and in one Segment Il study in New Zeaiand rabbits. The

ot was nal i d to contro! in offspring of rats of rabbits given
0.4 1o 6 times the humen tose on a mg/? basis. In three reproducive studies in rats (wo Segment 1l
antz muligenertional sludy), there was an increase in pup Seaths during the first 4 days of lactation at
doses 0.1 13 fimes the human tuse on a mg/m? basls. It 5 not known whether thesa deaihs wefe due
’mamredeﬁaﬂun the fetuses or p ups or 1o efiects on the dams. There was no no-&fiect dose for

4o have QTc intervals greater than 450 msec during 70 such prok ¥ m in the

smaller placeba group. There were 3 such episodes in the appmxma\e)y 125 patients who received

haloperidol Because of the risks of orthostalic hypotension and QT pmhlgam caution shouid be

nbservud in camdiac patients (See WARNINGS and PRECAUTIONS).
d phsma ions of risperidone ‘and S-hydrmxyrisperidone m:cur ‘in pmeraswrth

severe renal t { <30 mUmin/1.73 m*), and an increase in the free

fraction of the nspendnnz Is seen in palients with severe hepatic impaiment. A lower siarting dose

shouid be used n such patlents {See DOSAGE AND ADMINISTRATION).

Information for Palients

};Jhysiclan;fre advised 1o discuss the following issues with patients for whom they prescribe

Orthostatic Hypotension: Patlents should be anvised of the risk of orthostatic hypolension,
spemally during the period of inal dnse tirati
With C: and Motor Py

Judgmet, Lhinking, or “motar skils, palients should be
including awtomobiles, wntil they are reasonably certain that RISPERDAL® therapy does not affect
them adversely.
Pregnancy: Petients should be advised 1o notify their physician if they become pregmant or intend to
become pregnant during therapy.
Nursing: Patients should be advised not {o breast feed an infant Fthey are taking RISPERDAL®.
Concomitant Medication: Patients should be advised to inform their physicians If they are taking, or
plan lo take, any prescription or overthe-counter drugs, since there is a potentiel for inleracfions.
Ajcohol- Pafients should be advised to avoid eleohol while taking RISPERDALS.
Laborstory Tests
Np spezific
Drus interaclions

The imeractions Df RISPERDAL® and other drups have nol been systematically evatuated. Given the
primary CNS effects of risperidone, caution should be used when RISPERDALS is taken in
!‘.:!mblnatbn wﬂh other centrally acting drugs ard alcohol.
B ntial for inducing hy ion, RISPERDAL® mey enhance the hypolensive
wffecis u‘cﬁher therapeutic agents wﬂh ﬂus potential. .
RISPERDAL® may anlagonize the effecls of levodopa and dopamine agonists.

Since RJEngDAL‘)zs the pmamnl‘h: n-npar
ut

y tests are rece ded

18t pup morialty. In one Sgnent 1l study, ﬂmc was an increase in stillbom rat ala
dose 1.5 times hlgharthan the human dose on & mg/m? ba: Rips

Placenta! transfer of risperidone occurs in 1zt pups. There are no adequate and well-controlied

in an infart d 10 rif

.. sludies in pregnant women_ Hnwever there was one report of a case of egenesis of 1 1heE§-%rRus,

in wtero, The ceusal relationship fo RISP.
therapy is unimown

RISPERDAL® should be ised during pregnancy only If the potential banefit justifies the potential
risk to the fetus.

Labor and Delivery

The effed 11fRISPERDA].° on laborand delivery in humans Is unknown.

Nursing Mothers

ln snimal :iudls perid nd 8-hydi ispesid were excreled in breast mik. It has been
3! risperid S-hyd also d in human breast milk,

Therefore, women receiving RISPERDAL‘ shoub not bl-sﬁeed.

Pediatric Use

Safety and effectiveness i children have not been established

Geratric Use

Clinice] studies of RISPERDAL® dni not mdude sufﬁmem numbers of patients aged 65 and over o

de{ermlne whether they resp fromy Other reported clinical
ience has nof identified differences in raspunss between eiderly and younger patients, In

qenem| a lower starling dose is recommended far an elderly patient, reflecting a decraseu

pharmacokinetic cleamance in the elderly, as well as a greater frequency of decreased

renal, or candiac funclion, and of concomktant disease or other drug therapy (See CL)N!CAL

- PHARMACOLOGY and DOSAGE AND ADMINISTRATION). While elderly patients exhibit &

greater fendency 1o odhosiatic hypotension, iis risk in the elderly may be minimized by limiting the
initial dose to 0.5 mg BID fnllnwed.hy careful titration {See’ PRECAUTIONS). Monitoring of
orthostatic vital signs showld be considered in patients far whom this is of concem.

This Brug is known 1o be substantially excreted by the kidney, and the tisk of foxic reacfions to this
drug may be grealer in patients with impaires renal function. Because elderly patients are more
fikely to have decreased renal function, care shauld be taken in dose selection, and & may be
useful to monitor renal function {See DOSAGE AND ADMINISTRATION)-

ADVERSE REACTIDHS

oF T
Approxi 9% {24412607) of R!SPBRDAL‘ [risperidone)-{reated patients in phase 2-3 studies

Chmonic administration of carhamazepine with risperidone may increase the ci o rispert

discontinued ireatment due 1o an adverse event, compared with abourl 7% on placebo end 10% op
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active control drugs. The more common evenls (2 0.3%) assotiated with discontinuation and
considered 1o be possibly or probably drug-relaled inciuded:

Adverse Even RISPERDAL®  Placebo
Extrapyramidal symptoms 21% %
Digziness D.7% 0%
Hyperkinesia DB% %
Somnolence 05% 0%
Nausea 0.3% 0%

Stiicide atiempt was associates with discontinuation in 1.2% of RISPERDAL®-treated patients

compared to 0.6% of pla:ebu patients, but, glven the almost 40-fold greater expesure time Iy

RISPERDAL® compared to Elal:sz atients, i is unlikely that suicide attempt i isa RISPERDAL'
e

fixed doss uﬁs;:endone ﬂ. 6, 10, ant! 16 mo/day), lndudlrg {1) & parkinsonism score (mean change
from k from ymp Ratinp Scale and {2) incidence of spontaneous

complaints of EPS. i
Dose Groups Piacebo Ris 2 Ris B Ris 10 Ris 16
Parkinsonism 12 0s 1.8 4 25
EPS incidence 13% 13% 16% 20% 31%

Similar methods wars used fo measure exirapyrarmdal symptoms {EPS) in an B-week irlal
comparing five fixed doses of risperidone (1, 4, §, 12, and 16 mo/day):

related adverse event (See PRECAUTIONS). Discantinuation for P
0% in placebn patients but 3.8% in active-control patients in the phase 2-3 frials.
Incidence in Condrofled Trials

Commaonly Dbserved Adverse Events in Controlled Clinical Trials: n two B to B-week placeho-
conbolled tials, spootaneously-reparied, ireatment-emergent adverse events wilh an incidence of 5‘%
orgrealer in al ‘least e of the RiSPERDAJ.‘ groups and ¢ ut]easttm.e thal nf placebo were: anxi
somnolence, exirapyramidal nausea, dyspepsia, thinifis,
and tachycardia.

Dose Groups Ris 1 Ris4 Ris 8 Ris12 - Ris 16
Parkinsomism 0.6 17 24 29 4.1
EPS incidence P 12% 18% 1B% 21%

Dther Adverse Events: Adverse event dala eficted by a checkis! for sife effects from a lage study
2§am195’ﬁzaddnsst|SPERDAL“(‘l .4, 8, 12, and 16 np/day) were explored for dose-reltedness
events, A Cochran-Ammitage Testforfrend in these dala revealed a positive frend {p<D.05)

for the following adverse events: sleepiness, increased duration of sleep, accommuodetion

dverse evenis were also ellzited in one of these two trials {i.e, in the fixed-dose trial pari
RtSPEZDAL‘ at doses of 2, 6, 10, and 16 magiday with planebu) uiliizing & checklist for detecling
adverse events, 2 method that is more itive fhan By this method, fhe
foliowing additional common end drug-related adverse events were present at al least 5% and twice

- rate of ph:zhu dream actruﬁy, durstion of sleep, accommodation d:surhanm
reduced diarthea, weight galn menunhag;a diminished sexual
desire, esectiie dysiunclion, gjacvlato and orgastic

Adverse Events Occuwiring at an Inc:dem:e of 1% or More Among RISPERDALS-Treated
Patients: The table thal follows enumerales adverse events that occurred &t an incidence of 1% or
more, and were at least as frequant among RISPERDALS-reated patients ireated at doses of < 10
mglﬂaylhan among placel d palients in the pooled results of two 6 1o B-week contled trials.
Pailents recevved RISPERDAL' dnss nf 2 6, 10 or 16 mu/day in the dose. mmpansnn trial orup o
& maxianin Bose OF 10 mgluay W the Tation study. This bz shows the peentage of palistis in
each dose group (< 10 mghday or 16 mykday) who spantaneously reporied at least one episode of an
event at some time during thelr treatmenl. Patientts given doses of 2, B, or 10 mg did not differ
materialy It these raies. Reported adverse evenis were classified using the World Health
Organization preferred ferms.

The prescriber should be aware that these figures cannot be usad io predict the incidence of side
effecks in the course of usual medical practice where patient charactensiics and other factors differ
from those which prevailed in this chnical trial. Simianly, the cited frequencies cannot be compared
with figures oblained fom other clinical ions i g difierent uses and
investigators. The cited figures, however, do provide the plescrlhm physician with some basis for

estimating the relative contribution of drug and nondrug factors 1o the side effec! incidence rate in

the population studied.
Table 1: T Emergent Adverse i incid
in E 10 8-Wesk Controlled Clinical Trials'
Body Syster/ RISPERDAL® Placebo
Preferred Term <10 mglday 16 mp/day
{N=324) WN=T7) {N=142)
Psychiatric Disorders
Insomnia 26% 23% 19%
Agitation 22% 2% 20%
Anxlety 12% 20% 9%
Somnolence 3% 8% 1%
Agoressive reaction 1% 3% 1%
Nervous St
Extrmpyramidal s)n'npﬁ:msz 7% 34% 16%
Headache &% 12% 12%
Dizziness 4% % 1%
Gestrointestinal System
Constlpafion % 13% %
Nayssa 6% 4% 3%
Dyspepsia 5% 10% 4%
Vomiting 5% T% . &%
Abdom |na| pain 4% 1% 0%
Saliva increased 2% 0% 1%
Toothache 2% 0% 0%
Respiriory System
Rhinilis 10% 8% 4%
Coughing 3% 3% 1%
Sinusitis 2% 1% 1%
Pharyngitis 2% 3% 0%
Dyspnea 1% 0% . 0%
Body as a Whole
Backpain .. . ... - o .. 2% o e 0% L 1%
Chest pain 2% 3% 1%
Fever % % 0%
Dermatological
Resh 2% 5% 1%
Dry skin = 2% 4% 0%
Seborrhea 1% . 0% 0%
Infections -
Upper respitatory 3% 3% 1%
Visual
Abnarmal vision 2% 1% 1%
Musculo-Skele| °
Arthralgia . 2% 3% 0%
Cardipvascular
Tachycardia 3% 5% 0%

1 Evenls reporied by at least 1% of pafients treated with RISPERDAL® < 10 mp/day are included,
and are munded 1o the nearest %. Compa:
are provided as well, Events for which the RISPERDALS incidence {in both dpse groups) was
equal to or less than placebo are not lisied in the table, but included 1he following:
nervousness, injury, and fungal infsction.

? inclubes tremor, dystonie, hypokinesia, hypertonia, hyperkinesta, ocuiogyric srisis,.ataxia,
abnormal gait, involuntary muscle contraclions, hyporefiexia, akathisia, and axtrapyram:dal
disorders. Although the incidence of ‘etlmpyramldal symptoms’ does nat appesrio difier for the
'< 10 mpfday' group and placebo, the data for Indivdual dose groups In ficed dose trials do
suggest a dose/response relationshlp (See DOSE DEPENDENCY OF ADVERSE EVENTS).

Dose Dependency of Adverse Events:

Extrapyramidal symptoms: Data from two 'ﬁxed dnse lnals provided evidence of dnse;

relatedness for extrapyremidal symptams
Two methods were used 10

svn-plnms (EPS] inan B-week iral compading four

d\smlura'hnn r:huieh!h:asrs tungue adama Nertu:u it

rafive raes for RISPERDAL® 16 moiday and plmzbn o

s, weight gain, eredile dysfunction, ejaculaiory dysfunc-

Tion, crpasic dyshmclion; asthenia iguabikty, P
Vial Sign Chanue: RISPERDAL® s vith orthoslatic hypotension end tachyeardia (See
PRECAUTIONS).

Weight Changes: The proporfions of RISPERDAL® and placebo-treated pafients meeﬂng 2 wmght
gain :m;nm of27% of bodywzlgh!ware compared ina poal of & D B-week placebo-control

2 statistically tly greater incid of weight gain for RJBPERDAL" (1 E%)
l:omparud to placebo (8%).

Ch : A between oy ison for 1o Bweek placebo-controlled trials revealed
nn statistically signfficant RISPERDAL%E@:: difierences in the proporiions of patients experiencing
potentially important changes in roustine serum chemisiry, hematology, or vrinalysis parameters.
Slmllarly, there were no RISPE AL Iplacebo dlﬁ:rzncu in the incidence of discontinuations for
l:nanges i seum cnemsxry. nzmaumgy, of ullﬂElySb HWCVEI “ID?‘E.KDI‘\I." Eﬂmlms"ﬂbﬂ was
associated with increases In serum prolactin (See PRECAUTIONS;

ECG Changes: The el liograms of 380 patients who received RISPERDAL®
and 120 pabents who received placabo in wo doubls-bling, placeho-controlled rials were evalusted and
revealed one fuﬁrg of p:iembl conceny; ie., 8 palients iahng RISPERDAL® whose baseline QTc interval
wes less than were observed to have QTc intervals greater than 450 msec during freatment
(See WARNINGS) Chauges af this fype were nol seen among about 120 placeho patents, but were
seen in paifents recefving haloperidal (31126).
Other Evenis Observed During the Pre-Marketing Evajuation of RISPERDAL®
During its premarketing assessment, multiple doses of RISPERDAL® (risperidone) were
administered to 2807 patients in phase 2 and 3 studlzs The conditions and durafion of exposure to
RISPERDAL® varied greatly, a ) open and double-blind
studies, uncontrolied and controlied dudtes lnpallent  and outpatient studies, fixed-dose and
hlmtmn stns;:t:s and shurHerm or lunger-ierm exposure. In most studies, untowasd events

report and } by clinical
|nv5l.ngshrs using bmmlogy nﬂhst ownR l:hunsmg. Consequently, it is nat pussible 10 provide 2
of the of i adverse events without first
grouping similartypes of untoward events info a smaller number of standardized event caegoties,
In two large studes, adverse evenls were aiso elicited utifizing the UKU {direct questioning) side
effect rating scale, and these events were not further cateporizes using standard terminclogy (Noter
Thisse events are marked with an asterisk in the listings that fallow).
ln the Iss1mgs that follow, spwrkaneu%sly reported adverse events were classifisd using World
lerms. the
pmpnmm ofthe 2607 patients exposed to mukiple goses of RISPERDAL® wha experienced an
event of the type cited on at least one occasion while recelving RISPERDALS. All reported events
are inciuded except those aiready listed in Table 1, those events for which a drug cause was
remote, and those event terms which were so geneml as to be uninformative. H is important to
emphasize that, athough the events reported occurred during ireatment with RISPERDALS, they
were not necessalily taused by it
Events are further categorized by body system and Fsted In order of decreasing frequenty according to
the following definifions: frequent adverse events sre occurring in at least /100 patients (only
those not already listed in the tabuleted resulis fiom placebo-contralied trials appear in this isting);
infrequent adverse events are thuse ocouning in 110D 1o 141000 patients; rare evems are those
occurming in fewer than 141000 pat
Psychiatric Drsnrders FrequenL Incveased dream adlvity*, drmlmshed sexuel deslrc‘

p pal.hy readlon 1l
increased libido, e Rere: ional labilty, nig , dellrium, X X
yawning.
Central and Peripheral Nervous System Disorders: Frequent: i sleep durafl
Infrequent: dysarthria, vertigo, stupor, paraesthesia, confusion. Rare: aphasia, chullnergu:
tongue p is, leg cramps, forlicollis, hypolonia, coma, migraine,
hypaneﬂena, ‘chorenathelosis,
- - Dicorders: ia. reduced salivation®. infe -
dran‘hea mm:.ased appehle siomaﬁhs melenz, dysphagla hzmurrhmds gaslnﬁs Rare: fecal
incontinenc: hageal reflux, g e Hiis, tongue

m_gmtls dsculored feces Gt

Badya: al Whole/General Disorders: Frequenr fatigue. Im‘naquent edema, rigars, malzise,

ymp Rare: pallor, allergic reaction, astiles, sarcoidosi
flushing. w B
ry System Dy Inﬁequent lati hospasm, | ia, stridor.
Ra.reaslhma increased sputum, aspiration.
Sidn and Apy Disorders: Frequent: i J fon®, ph b
alopeda, hyperk ,prunlus sk exfollaﬂun.

Rare bullous emphon skin uiceration, aggravaled psurrasls, furuncuipsis, verruca, dermatitis

* TRtienoid, hypertrichosis, genftal pruritus, uriicaria.

Cardi uvns:nlarmsnrder: infrequent: palpitation, hyperiension, hypolension, AV block,
angina pectoris, premalure alrial contraciions,
y 5T depression, myncardis,

Twavei

Vrsion Disarders: Jfy = Rere: diplopia, eye pain,

.Mz!abuln: and Nufnfmnal Disorders: Infrequent: hyponatremia, weight increase, cxeaune
phosphokinase increase, thirst, WBIQ:]\FBGI’EESE dizbetes mellitus, Rare: decreased serum ion,
ol ceridemia,

hyperuricemia, hypugb/oemh.
Unnary System Disarders: Frequent pulyurﬂpulydlpsa Irfreguent: urinary incontinence, hematuria,
dysuria Rare: urinary retention, cystiiis, renal insufficiency.

Muscoio-skeleial System Disorders: inffequent myag:a Rare: arhiosis, synostosis, buvallis, sithiis, -

skeletal pain.
Reproductive Disorders, Female: Frequent Jia*, orgastic , dry vegina®.
Infrequent: nonpuerperal lactation, amenorrhea, female breast pain, leukurrhea mastitis,
dysmenonhes, flemale perineal paln, imermenstrual bleeding, vaginal hemorrhage.

Liver and Biliary System Disorders: maqu' it increased SGDT incieased SGPT. Rare: hepaiic
Fadiure, ch hepatitis, hepal damage.
Piatelet, .Ellﬁ[eﬂ:g and Clotting Drsnrders' Infrequent: emsiaxrs purpura. Rare: hemnrrhage

phie!

PRI .
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Hearing and Vestibuiar Disorders: Rare: finnfis, byp is, d d hearing.
Red Blood Cell Dis : Infrequent: anemis, ic anemia. Rare: viic anemiz.
Repmducﬁwbisurdrs,m Frequent: erectlle dysfunciion®. / i ion failure.
White Cell and Res: jers: Rare: i denopathy, levcopenia, Pelger-Huet
anomaly.

Endocrine Di: Rare: tia, male breast pain, antidiuretic harmone disorder.

Special Senses: Rare: bitier laste.
* Incidence based on eficited reporis,

Postintroduction Reports: Adverse events repored since market introducilon which were termpo-
rally (bui not necessarify causally) related to R.ISPERDAL“|harapy include the foliowing:
ctiz reaction, Bpnea, atrial ﬂmnrﬂer.
cerebrovascular accident, diabetes melitus agoravaled, i Siabellc tdosi: |
obstruction, jaundice, mania, pancreatilis, Parkinson's disease aggravaied, pulrncmnry embolistm,
There have been rare reports of sutkden death and/or ardiopulmonary arrest in patients recetving
RISPERDALS. A causal relationship with RISPERDALS has no! been established. 1t is important ©
note that sudden and unexpected death may occur In psychotic patients whether they remain

unireated or whether they are treated with other aniipsychalic drugs.

DRUG ABUSE AND DEPENDENCE X

Controlied Substance Class: RISPERDAL® (i ) is not a conlrolied

Physical and Psychologic Dependapce: RISPERDALS has not been syﬂemathzlly studied in

animals or humans for its potential for abuse, 1ok or physical While the clinical

trials did pot reveal any: landency or eny drug-seeking behavior, these observations were not

systematic and it is not posshle 1o predict on the basis of this limited experience the extent to which
a CNS-acfive drug will be misused, diveried and/or abused ence marketed. Consequently, palients

shuuld be evaluated careful dor a history of drup abuse, and such petients should be observed

closely for signs of RISPERDAL® misuse or abuse (e.g., of in

dose, drig-seeking behavior).

OVERDOSAGE

Human Experience: Premarkeﬂng experience included eight reports of acite RISPERDAL®

doses ranging from 20 to 300 my and no faaliies. In general,

reporied signs and sympmms were those rsumng from an exaggeration of the drug's lmawn

pharma:olngmal effects, i.e,, diz and hy; a

extrapyramidal sympioms, One case, maMngan stmar\ed overdose of 240 mg, was associated with

ovesdose of 36 mg, was associated with & selzure, Postmarketing experience includes reports of
aoute RISPERDAL® overdosage, with estimaled doses of 1p 10 360 mg. In gensral, the most frequently
reporied slgns and sympmms are those rasulung from an exappgeration of the drug's known

efiects, i. and T Bdverse events

sei
reponted since market imruﬂuclm which were tempomlly. (bm not necessarily cavsally) related fo

RISPERDAL® overdose, include prolonged QT interval, convulsions, cardiopulmonary arrest, and
rare Tatality associsted with muliiple drug overdose.
Management of Dverdosage: In case of acuie overdosage, establish and maintain an airway and
ensure adey DX, ang ilstion. Gastric lavage (after intubation, if patient Is
) and admi uf i charcoal together with a Bxative shouid be considered.
The possiblity of nbiundaton, selzures o1 dystonic raz:ucm of the hzaﬂ and neck foliowing overdose
may create a risk of aspimtion with Induced emesis. C; should
immediately Iand should mr:lude b us el AT o ’(n deted possile

therapy &
carny a theoretical hazard of QT-prolonging effects that might be additive o those uf nspendone.
Sxmﬂaﬂy it Is reasonable to expect that the alpha-blocking properties of bretylum might be addiive to
those of resuling in p hypotension,
There is no specic anfidote {0 RISPERDALS. Therefore apg;upnate supportive measures shauld he
instéied. The possibility of muitiple drug invol

cirpulainry collapse shovld be treated wih approp such as i J finids -ndlur
agents ind d i shuu}d nat be used, since beta stimulation may
warsen hypoiension in the setling of risperid induced alpha block In cases of severe

extrapy i should be admini: d. Close medical
supervision ard mDnﬂnnng should continue unfil the pa1|ent TECOVErS. .
DOSAGE AND ADMIHISTRATION
Usual initial Dose: RISPERDAL® (risperidone) can be adminisiered on either a BID ora QD
schedule_ In early short-tetm clinical frials, RISPERDALS was generlly administered at 1 mg BID
inifially, v/th increases in increments of 1 mg BID on the second and third day, 2s tolerated, 1o & target
diose of 3 my BID by the third cay. Subsequent short-ierm conimlled triaks have indicated thattotal daily
nspendnne doses of up 1o 8 mg on & QD regimen are also sale and efieciive. in & Dng-tem controlled
trial in stzble patients, RISPERDAL® was administered on & QD schedule at 1 mg QD initially, with
increases fo 2 mp QD on the second day and o a argst dose of 4 mg QD on the third day. However,
regardiess of which neglmen is employed ln some pnhe:\ts 2 siuwer titration may be medically
appropriale. Further dosage wld g ly oocur &l intervals of not less
than 1week, since steay stale for the actwe mexabolnz would not be achieved for approximately 1
week in the fypical patlent. When dosage adjustments are necessary, small dose
increments/decrements of 1-2 mg are recommended.
Efficacy in schizophrenia was demonstrated in a dose range of 4 o 16 -mg/day in shorl-lerm
clinical irials supporting effecliveness of RISPERDALS, however, maximal effect was generally
seeninarange of 410 8 mulday Doses above 6 mg/dady for BID dosing were not demonstrated 1o
be more efficacious than lower doses, were associated wih mare extrapyramidal symptoms and
other ativerse effecis, and are not generlly recommended. In a single study supporting QD dosing,
the efficacy resulis were generally stronper for 8 mg then for 4 mg. The safety of doses above 16
mg/day tas not been evaluated in clinical irials,
Maintenance Therapy: Whik there is no body of evidence svaiiable 1o answenha giestion of haw
jong the schizophrenic pafient trested with RISPERDAL® should remain on &, the effectiveness of
RISPERDAL® 2 mg/day 1o 8 mg/dey &t delaying relapse was semonsirated in 2 controlled tial in
paiients who had been clinically stabie for at least 4 weeks and were then foliowed for 2 period of 4 o
2 years. In fhis frial, RISPERDAL® ws administered on & QD schedule, at 1 mg QD initially, with
increases o 2 m QDunthesem dayandtoahrgeldnsenﬂmgQDunthethrrdday(Sez
Glinical Tnals under CLINICAL PHARMACOLOGY) N_verlhelss patients shnuld be periodically
d1o the need for n
Pegiatric Use: Safety and effecliveness in pediatric patients havz not been eslabﬁsreu_
Daosape in Special Populations: The recommended inftial dose is 0.5 mg BID in patients who are
elderly or dablmated patients with severe renal or hepatic impairment, and patients elther
ion or for whom | ion would pose a risk. Dosage increases in these
pa’hurlis shnuld be in increments of o more than 0.5 mg BID. Increases fo dosages above 1.5 mg
BID shouwld generally octur at intervals of at Jeast 1 week In some patients, siower titration rmay be
megically appropriate.
Elderly or debifiaied patlents, and patients with renal impairment, may have Iess abfiiy to eliminaie
RISPERDAL® than normal adufls. Patiems with impaired hepatic ﬂ.m:tmn may have increases in
the free fraction of the risperid possibly _“' in an enh d efiect (See CLINICAL
PHARMACOLOGY). Patients with a ition 10 ASIVE ians or for whom such
reactions would pose & particular risk ikewise need o bemraxed cauliously and carefully monitored
{See PRECAUTIONS). If 2 once-a-day dosing regimen in the elderly or deblfiated patient is being
considered, it is recommended that the patient be titraied on 2 twice-a-day regimen for 2-3 days at
the Erge1 dose. g toa day dosing regimen can be done thereafier.
Reinitf nfT in Patients Previoasly D i) i: Although there are no date to
specifically address mmmatmn af Itis ded that when ing patients who
have had an interval off RIE;PEFLDALe the inftial tiration schedule shaulrs be followed_
Switching from Other Antipsy There are no icaly callected data to specifically
Bddress swi‘dnng schizophrenic patiemts from other anﬁpsyuhnins 1o RISPERDALS, or concering
cnncnmhnm omi ion with other antipsy .- Whil discontil of
revious antipsychotic may be ble for 5crme hrenic patients, more

ua' discontinuatian may be mos! appmprais for olhers. In all cases, ’the period of ovarlapping”

QT, and widened QRS. Another case, involving an estimated . A

ntipsyct ion should be minimized. When pafients fom
deput anhpsychu‘m:s if medically appropriate, initiale RlSPERDALgtherapy in place of
the next scheduled injection. The need for continuing existing EPS medication should be
reevalualed pericdically,
HOW SUPPLIED
RISPERDALS (rispetidone) fablets are i d "JANSSEN", ang elther "Ris” and
“025", *0.5", or "R- and the sirength *1", "2", "3, or 4" i StEnh
0.25 mg dark yellow ablet batiles of 50 NDC 50458-301-04, botiles of 500 NDC 50450-304-50.
0.5 mg red-brown tablet: hofties of B0 NOC 50458-302-08, hotiles of 500 NDC 50458-302-50.
1 mg while tablet; botiles of 50 NDC 50458-30-06, blister pack of 100 NDC 50458-300-01, bollies
of 500 NDC 50458-300-50.
2 mg orange tablet: batiles of 60 NDC 50458-320-08, blister pack of 100 NDC 50458-320-01, -
botlles of 500 NDC 50458-320-50.
3 mg yellow tablet botiles of §0 NDC 50458-330-06, biister pack of 100 NDC 50458-33001, botlles
of 500 NDC 50458-330-50.
4 mg green lablet: batiles of 80 NDC 50458-350-05, biister pack of 100 NDC 50458-350-01.
RISPERDAL® {risperidone) 1 mg/mL oral soludion (NDC 50458-305-03) is supplied in 30 mL bottles
with 2 calibrated {in miligrams and miliitters) pipetie. The minimum calibraied volume &5 0.25 mL,
while the maximum calirated volume is 3 mL.
Tests indicate thal RISPERDAL® (risperisone} oral solution is comp in the following beve rages:
water, coffes, prange juice, and owiat milk; it ks NOT compatible with either cola ortea, hmever
Storaga and‘Handlmg
RISPERDAL# fablets should be s‘cnzﬂ al controlied room {emparature 15°-25' 77
from fight and molsture. e e
Keep out of reach of chiidren.
RISPERDAL® 1 mg/mL. pral solution should be stored at cont; 25"
ol e gm el rolled room femperature 15°-25°C
Keep out of reach of children.
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RISPERDAL ®1ablets are manufaciured by:.
JOLLC, Gurabe, Puerio Rico or
Janssen-Cilag, SpA, Lafina, haly

RISPERDAL® omal solulion jn manufaciured by:
Janssen Phamaceutica N.V.
Beerse, Belgium

RISPERDAL®tablets and oral solution are distibuted by:
Janssen Pharmaceutica Products, LP.
Tiusville, NJ 08580
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