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(RISPERIDONE)
TABLETS/ORAL SOLUTION

RISPERDAL® M-TAB®

(RISPERIDONE) e
ORALLY DISINTEGRATING TABLETS e

Increasad Mortallty in Elderly Patents with Demanila -Related Psychosis

Eldarly patients with dementia-relzted psychosls treated with atypical antipsychotic drugs are
at an ind d risk of death d to placebo. Analyses of placabo controliad
trials (modal duration of 10 weaks) in thesa patierts revaalad a risk of death in the drug-treated
patients of batwean 1.6 to 1.7 times that ssan In placebo-traated patients. Over the course of a
typlcal 10 week contrefled trial, the rate of death In drug-treated patients was about 4.5%,
compared fo a rate of abowt 2.6% In the placebo group, Although {he causes of death were
varled, most of the deaths appeared to be elthar cardl @.g., heart tallure, sudden
death) or infactious {e.g., pneumonia) In nature. RISPERDAL® {risparidons) is not wprovad tor
the treatmant of patients with Demantla-Related Psychesis,

DESCRIPTION

RISPERDAL® {risperidone) is a psychotropic agent belonging to the chemical class of benzisoxazole
dervatives. The chemical designation is 34{2-[4-{6-tluoro-1,2-benzisoxazol-3-yl}-1-pipendinyljethyl)-6,7.8 9-
tetrahydro- 2-methy-4H-pyrido{1,2-ajpyrimidin-4-one. ts motecular tormuta is CoHpFNLQ; and its molecudar
weight is 410.49. The structural formuda is:

CKN GHy

N

\I M
o

CH,—CH:—N

F

Risperidone is a white to stightly beige powder. It is practically insofuble in water, freely soluble in methylene
chioride, and soluble in methanol and 0.3 N HCL.

RISPERDAL® tablets are available in 0.25 mg (dark yeliow), 0.5 mg (red-brown), 1 mg (white), 2 mg
(orange), 3 mg (yellow), and 4 mg (green) strengths. inactive ingredients are colloidal silicon dioxide,
hypromellose, lactose, magnesium stearate, microcrystalline cellulose, propylene glycol, sodium lauryl
sulfate, and starch {com). Tablets of 0.25, 0.5, 2, 3, and 4 mg aiso contain talc and titanium dioxide, The
0.25 mg tablets contain yellow iron oxide; the 0.5 mg tablets contain red iron oxide; the 2 mg tablets contain
FD&C Yeliow No. 6 Aluminum Lake; the 3 mg and 4 mg tablets contain D&C Yellow No. 10; the 4 mg tablets
contain FD&C Blue No. 2 Aluminum Lake.

RISPERDAL® is also avaflable as a 1 mg/mL oral solution. The inactive ingredierts for this solution are tartaric
acid, benzoic acid, sedum hydroxide, and puriied water.

RISPERDAL® M-TAB* Orally Disintegrating Tablets are available in 0.5 mg, 1 mg, and 2 mg strengths and are
light coral in color.

RISPERDAL® M-TAB® Orafly Disintegrating Tablets cortain the following inactive ingredienis: Amberite® resin,
gelatin, mannitol, glycine, simethicone, carbomer, sodium hydroxide, aspartame, red feric oxide, and
peppenmint ol,

CLINICAL PHARMACOLOGY

Pharmacodynamics

The mechanism of action of RISPERDAL® {risperidone), as with other drugs used to treal schizophrenia, is
unknawn. However, it has been proposed that the dug’s therapeutic activity in schizaphrenia is mediated
through a combination of dopamine Type 2 {D,) and serotonin Type 2 (SHT,) receptor antagonism.
Antagonism at receptors other than D, and 5HT, may explain some of the other eftects of RISPERDAL®,
RISPERDAL® is a sefective monoaminergic antaganist with hgh affinity (Ki of 0.12 1o 7.3 nM) for the sertonin
Type 2 (5HT,), dopamine Type 2 (D,), a, and a, adrenergic, and H, histaminergic receptors. RISPERD_AL“

(about 8%-8% of Caucasians, and a very low percentage of Asians, have little or no activity and are *poor
metabolizers”) and to inhibition by a variety of substrates and some non-substrates, notably quinidine.
Extensive CYP 2D6 metabolizers convent dsperidone rapidly into 9-hydroxyrisperidone, Whereas poor CYP
2D6 metabolizers convert it much more slowly. Although extensive me\abollzers have lower
risperidone and higher 9-hydroxyrisp conce than poor i the p
of the active moiely, after single and multiple doses, are similarin extensive and poormeabo!azers.
Risperidone cotid be subject to two kinds of drug-drug interactions (see PRECAUTIONS - Drug interactions),
First, inhbitars of CYP 206 interfere with conversion of risperidone to §-hydroxyrisperidone. This ocours with
quinidine, gving essentially all recipients a fisperidone pharmacokinetic profite typical of poor metabalizers,
The therapeutic benefits and adverse effects of risperidone in patients receiving quinidine have not been
evaluated, but observations in a modest number {n=70) of poor metabolizers given risperidone do not
suggest important difterences between poor and extensive metabolizers. Second, co-administration of known
enzyme inducers {e.g., phenytoin, ifampin, and phenobarbital) with risperidene may cause a decrease in the
combined plasma concentrations of risperidone and 8-hydroxyrisperidone. It would also be possible for
risperidone to intertere with metabolism of other drugs metabolized by CYP 2D6. Relatively weak binding of
lisperidane to the enzyme suggests this is unlikely.
In a drug interaction study in schizophrenic patients, 11 subjects received risperidone titrated to 6 mg/day
for 3 weeks, foliowed by concurrent administration of carbamazepine for an additional 3 weeks,
During co-administration, the plasma concentrations of risperidone and its pharmacalogically active
metabolite, 8-hydroxyrisperidone, were decreased by about 50%. Plasma concentrations of cabamazeping
did nat appear to be atfetted. Co-administration of other known enzyme inducers {e.g., phenytoin, ritampin,
and phenobarbital} with risperidone may cause similar decreases in the combined plasma concentrations af
idone and 9-hydroxyrisperidone, which could tead to decreased efficacy of risperidone treatment {see
PRECAUTIONS - Drug Interactions and DOSAGE AND ADMINISTRATION ~ Co-Administration of
RISPERDAL® with Certain Other Medications).
Fluoxetine (20 mg QD) and paraxetine (20 mg QD) have been shown to increase the plasma concentration
of risperidone 2.5-2.8 told and 3-9 fold respectively. Fluoxetine did not attect the plasma concentration
of 9-hydroxyrisperidone. Paroxetine lowered the concentration of 9-hydroxyrisperidone an average of 13%
{see PRECAUTIONS - Diug Interactions and DOSAGE AND ADMINISTRATION - Co-Administration of
RISPERDAL® with Certain Other Medications).
Repeated oral doses of risperidone {3 mg BID) did not affect the exposure {AUC) or peak plasma
concentrations (Ca..) of lithitam (n=13) (see PRECAUTIONS - Drug Interactions).
Repeated oral doses of risperidone (4 mg QD) did not affect 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 concentration (Cy,,} after concomitant
administration of risperidone (see PRECAUTIONS — Dug Interactions).
There were no significant interactions between risperidone {1 mg QD) and erythromycin (500 mg QID) {see
PRECAUTIONS - Drug interactions).
Excretion
Risperidone and its metabolites are efiminated via the urine and, 1o a much lesser extent, via the feces, As
ilustrated by a mass balance study of a single 1 mg oral dose of “C-fisperidone administered as solution to
three healthy male volurteers, total recovery of radioactivity at 1 week was 84%, including 70% in the urine
and 14% in the feces.
The apparent half-life of risperidone was 3 hours (CV=30%) in extensive metabolizers and 20 hours
{CV=40%) in poor metabolizers. The apparent half-ite of 9-hydroxyrisperidone was about 21 hours {CV=20%)
in extensive metabolizers and 30 hours {CV=25%) in poor lizers. The p ics of the active
maiety, affer single and muttiple doses, were simifar in extensive and peor mezabuhzers. with an overall mean
elimination hatf-ife of about 20 hours.

Spacial Populations

Renal Impaimment

In patients with moderate 1o severe renal disease, clearance of the sum of risperidone and its active
metabolite decreased by 60% compared to young healthy subjects. RISPERDAL® doses should be reduced in
patients with renal disease (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Hepatic Impairment

While the phamacakinetics of risperidone in subjects with liver disease were comparable to those in young
healthy subjects, the mean free fraction of risperidone in plasma was increased by about 35% because of the
diminished concentration of both albumin and «-acid glycoprotein. RISPERDAL® doses should be reduced in
patients with liver disease (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Elderly

In healthy elderly subjects, renal clearance of both risperidone and 8-hydroxyrisperidone was decreased, and
elimination half-lives were prolonged tompared to young healthy subjects. Dosing should be madified
accordingly in the elderly patients (see DOSAGE AND ADMINISTRATION).

Race and Gender Effecis

No specific phammacokinetic study was conducted to investigate race and gender effects, but a population

etics

acts as an antagonist at ather receptors, but with lower potency. RISPERDAL® has low to moderate affinity
{Ki of 47 1o 253 nM) for the serotonin 5HT ¢, SHTm and 5HT,, receptors, weak affinity (Ki of 620 to 800 nM)
for the dopamnine D, and haloperidol-sensitive sigma site, and o affinity {(when tested at concentrations >10° M)
for chofinergic muscarinic or B, and B, adrenergic receptors,

Pharmacokinetics

Absomption

Risperidone is well absorbed. The absofute oral bicavaiiability of nsperidone is 70% (CV=25%). The relative
oral binavailabiity of risperidane from a tablet is 34% (CV=10%} when compared 10 a soluiion,
Phamacokinefic studies showed that RISPERDAL® M-TAB*® Orally Disintegrating Tablets and RISPERDAL®
Oral Sofution are bivequivalent to RISPERDAL® Tablets,

Plasma concentrations of risperidone, its major metabalite, 8-hydroxyrisperidone, and risperidane plus
9-hydroxyrisperidone are dose proportional over the dasing range of 1o 16 mg daily (0.5 to 8 mg BID).
Following oral administration of solution or tablet, mean peak plasma concentrations of fisperidone occurred at
about 1 hour, Peak concentrations of 3-hydroxynspendone occurred at about 3 hours in extensive
metabolizers, and 17 hours in paar metabolizers. Steady-state concentrations of risparidone are reached
in 1 day in extensive metabolizers and would be expected to reach steady-state in about 5 days in poor
metabolizers. Steady-state concentrations of 9-hydroxyrisperidone are reached in 5-6 days (measured in
extensive metabolizers).

Food Effect

Food does not affect either the rate or extent of absomplion of risperidone. Thus, fsperidone can be given with
or without meals,

Distribution

Risperidone is rapidy distdbuted. The volume of distribution is 1-2 kg, In plasma, risperidane is bound to
albumin and «,-add giycoprotein, The plasma protein binding of risperidone is 90%, and that of its major
metabolite, 9-hydmxyrispendone, is 77%. Neither risperidone nor 8-hydroxyrisperidone displaces each other
from plasma binding sites. High therapeutic concentrations of sulfamethazine {100 mcg/mt),
wararin (10 meg/mL), and carbamazepine {10 meg/mL) caused only a stight increase in the tree fraction of
fisperidone at 10 ng/mL and 9-hydroxyrisperidone at 50 ng/mL, changes of unknown clinical significance.
Metabolism

Rispendone is extensively metabolized in the fiver. The main metabolic pamway is through hydroxylation of
nsperidone 10 8- hydrnxynspendone by the enzyme, CYP 2D6. A minor metabolic pathway is
through N-dealkylation, The main ite, S-hydroxyrisp has similar phamacological activity as
fisperidone. Consequenﬁy, the clinical effect of the drug (e.g., the active moiety) resuls from the combined
concentrations of risperidone plus 9-hydroxyrisperidone.

CYP 2D8, also called debrisoquin hydroxylase, is the enzyme responsible for metabolism of many
neurleptics, antidepressants, antiarhythmics, and other drugs. CYP 206 is subject fo genetic pofymorphism

ph jc analysis did not idertify important differences in the dispasition of risperidone due 1o gender

{whether corrected for body weight or nat) or race.

CLINICAL TRIALS

Schizophrenia

Short-Tem Efficacy

The efficacy of RISPERDAL® in the t ‘of schizop in four shoni-term

{4- to 8-week) controlled trials of psychotic inpatients who met DSM-Ii- R cmena for schizophrenia.

Several instruments were used for ing psychiatric signs and symp! in these studies, among them

the Briet Psychiatric Rating Scale (BPRS), a mult-em lnventory of general psychopathology traditionally used

lo evaluate the eﬁecls of drug treatment in schizophrenia. The BPRS psychosis cluster {conceptual

ization, halt y behavior, i ess, and unusual thought content) is considered a
pamcu|ar1y useful subset for assessing actively psychotic schxzophremc patients. A second traditional
assessment, the Clinical Global Impression (CGI), reflects the impression of a skilled observer, fully famiiar
with the manifestations ot schizophrenia, about the overall clinical state of the patient. In addtion, the Positive
and Negative Syndrome Scafe (PANSS) and the Scale for Assessing Negative Symptoms (SANS] were
employed.

The resuits of the trials follow:

(1) In a G-week, placebo-controlled triaf (n=160) involving titration of RISPERDAL® in doses up 1o 10 mg/day
(BID schedule), RISPERDAL® was generally superior 1o placebo on the BPRS total score, on the BPRS
psychoss cluster, and marginally superior to placebo on the SANS.

{2) In an B-week, placebo-controlied trial {n=513) involving 4 fixed doses of RISPERDAL® (2, 6, 10, and
16 mg/day, on a BID schedute), all 4 RISPERDAL® groups were generally superior to placeba on the
BPRS total score, BPRS psychosis cluster, and CGl severity score; the 3 highest RISPERDAL® dose
groups were generally superior o placebo on the PANSS negative subscale. The most consistently
positive responses on all measures were seen for the 6 mg dose group, and there was no suggestion of
increased benefit from larger doses.

(3) In an B-week, dose comparison trial (n=1356) involving 5 fixed doses of RISPERDAL® (1, 4, 8, 12, and
16 mg/day, on a BID schedule), the four highest RISPERDAL® dose groups were generally superior to the
1 mg RISPERDAL® dose group on BPRS total score, BPRS psychosis cluster, and CG) severity score.
None of the dose groups were superior to the 1 mg group on the PANSS negative subscale. The most
consistently postive responses were seen for the 4 mg dose group.

(4} In a 4-week, placebo-controlled dose comparisan trial {n=246) involving 2 fixed doses of RISPERDAL®
(4 and 8 mg/day on a QD schedule}, both RISPERDAL® dose groups were generally superior to placebo
on several PANSS measures, including a response measure (> 20% reduction in PANSS total score),
PANSS total score, and the BPRS psychosis duster (derived from PANSS). The resuits were generally
stronger for the 8 mg than for the 4 mg dose group.

Hlichpd
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Long-Tem Efficacy

In a longer-tem trial, 365 aduft outpatients predeminantly meeting DSM-IV ciiteda for schizophrenia and who
had been clinically stable for at least 4 weeks on an antipsychotic medication were randomized to
RISPERDALY (2-8 mg/day) or 1o an aciive comparator, for 1 to 2 years of observation for relapse. Pauems

Tardive Dyskinasla

A syndrome of potentiafly | , involuntary, dy may develop in patients treated with

antipsychotic drugs. Although the prevalence of me syndrome appears to be highest among the eldery,

especnaﬂy eldeny women, it is impossible t rely upon prevalence estimates to predict, at the inception of
1

receiving RISPERDALY experienced a significantly longer time to relapse over this time period
those receiving the active comparator.

Bipolar Manla
Manotherapy

which patients are likely to develop the syndrome. Whether antipsychatic drug
pmducts difier in their potential to cause tardive dysiinesia is uninown.

The risk of developing tardive dyskinesia and the likelihood that it will become rreversible are betieved to
increase as the duration of ind the total Hative dose of hotic drugs administered to the
patiert increase. However, the syndrome can develop, atthough much less commonly, after relatively brief

The efficacy of RISPERDAL® in the treatment of acute manic or mixed ep lished in 2 shon-

ferm (3-week) placebo-controlled trials in patients who met the DSM-IV criteria 1nr Bipotar | Disorder with

manic or mixed episodes. Thes frials included patients with or without psychofic features.

The primary rating instrument used for assessing manic symptoms in these trals was the Young Mania Rating

Scale (Y- MRS) an 11-item clinician-rated scale traditionally used to assess the degree of manic

gy (imitability, disruptive/aggressive behavior, sleep, elevated mood, speech, increased activity,

sexua! interest, language/!hought disorder, mought contert, appearance, and insight) in a range from 0 {no

manic features) to 80 (maximum score). The primary outcome in these trials was change from baseline in the

Y-MRS total score. The resuits of the trials foflow:

{1} In one 3-week placebo-controlled trial (n=246), limited to patients with manic episodes, which involved a
dose range of RISPERDAL® 1-6 mg/day, once daily, starting at 3 mg/day (mean modal dose
was 4.1 mg/day), RISPERDAL® was superior to placebo in the reduction of Y-MRS total score.

{2) In anather 3-week placebo-controfied trial (n=286), which involved a dose range of 1-6 mg/day, once dally,
staring at 3 mg/day (mean modal dose was 5.6 mg/day), RISPERDAL® was superior to placebo in the
reduction of Y-MRS total score,

Combination Therapy

The efficacy of risperidone with cor fithium or of acute manic or mixed

episodes was established in one controfied tral in patients who met the DSM-IV criteria for Bipolar | Disorder.

This trial included patients with or without psychotic features and with or without a rapid-cycling course.

{1} In this 3-week placebo-controfied combination trial, 148 in- or outpatients on ithium or valproate therapy
with inadequately controfled manic or mixed symptoms were randomized to receive RISPERDALT,
placebo, or an active comparator, in combination with their original therapy. RISPERDAL?, in a dose
range of 1-6 mg/day, once daily, starting at 2 mg/day (mean modal dose of 3.8 mg/day), combined with
lithium or valproate (in a therapeutic range of 0.6 mEgA to 1.4 mEgL or 50 mcg/ml. to 120 meg/mi,
respectively) was superior to fthium or valproate alone in the reduction of Y-MRS total score.

periods at low doses.
There is no known treatment for establfished cases of tardive dyskinesia, although the syndrome may remit,
partially or completely, if antipsychotic treatment is withdrawn, Anfipsychotic treatment, itselt, however, may
suppress (or partiafly suppress) the signs and symptoms of the syndrome and thereby may possibly mask the
underlying process. The effect that symptomatic suppression has upon the tong-tem course ot the syndrome
is unknown,
Given these considerations, RISPERDAL® (risperidone) should be prescribed in a manner that is mast likely to
minimize the occumrence of 1ardive dyskinesia. Chronic antipsychatic treatment should generally be reserved
for patients who suffer from a chronic ifiness that (1) is known to respond to antipsychotic drugs, and (2) for
whom altematfve, equally effective, but potentally less hamnful treatments are not available or appropriate. In°
patients who do require chronic treatmert, the smallest dose and the shortest duration of treatment producing
a satistactory clinical response should be sought. The need for continued treatment should be reassessed
periodicatly.
if signs and symptoms of tardive dyskinesia appear in a patient treated on RISPERDAL®, dnig discontinuation
shoud be considered. However, some patients may require treatment with RISPERDAL® despite the presence
of the syndrome.
Carebrovascular Adverse Events, Including Stroke, in Elderly Patients With Dementia-Related
Psychosis
Cerebrovascular adverse events (e.g., stroke, translent ischemic attack), including fataliies, were reported in
patierts {mean age 85 years; range 73-97} in tials of risperidone in elderly patients with dementia-related
psychosis. In placebo-cortrolied trials, there was a significantly higher incidence of cerebrovascular adverse
events in patients-treated with risperidone compared to patients treated with placebo. RISPERDAL® is not
approved for the treatment of patients with dementia-related psychosis, (See also Boxed WARNING,
WARNINGS: Increased Mortality in Elderly Patients with Damentia-Related Psychosis.)
Hyperglycemla and Dlabstes Mellitus

yperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, has

{2} In a second 3-week placebo-controlled combination trial, 142 in- or on lithium, vaip , o
carbamazepine therapy with inadequately controlled manic or mixed symptoms were randomized 1o
receive RISPERDAL® or placebo, in combination with their original therapy, RISPERDALS®, in a dose range
of 16 mglday once daily, stamng at 2 mg/day (mean modal dose of 3.7 mg/day), combined with lithium,

epine (in therapeutic ranges of 0.6 mEg/L 1o 1.4 mEgL for lithium, 50 meg/ml. 1o
125 mogImL for valproate, or 4-12 mchmL for carbamazepine, respectively) was not superior to lithium,
valproate, or carbamazepine alone in the reduction of Y-MRS 1atal score, A possible explanation for the
failure of mls mal was induction of risperk and 9-hydroxy idone clearance by carbamazepine,

leading to sub sic Jevels of risperidone and 9- -hydroxyrispendone,
INDICATIONS AND USAGE
Schizephrenia

RISPERDAL® (risperidone) is indicated for the of schizophrenia.

The efficacy of RISPERDAL® in schizophrenia was established in short-tem {6- 1o 8-weeks) controlled trials of
schizophrenic inpatients (see CLINICAL PHARMACCLOGY).

The efficacy of RISPERDAL® in delaying relapse was demonstrated in schizophrenic patients who had been
clinically stable for at least 4 weeks before initiation of freatment with RISPERDAL® or an active comparator
and who were then observed for relapse during a period of 1 1o 2 years {see CLINICAL PHARMACOLOGY -
Clinical Trials). Nevertheless, the physician who elects to use RISPERDAL® for extended periods should
perniodically re-evaluate the long-term usefulness of the drug for the individuat patient (see DOSAGE AND
ADMINISTRATION).

Bipotar Mania

Monotherapy

RISPERDAL® is indicated for the short-term treatment ot acute manic or mixed episodes associated with
Sipolar | Disonder,

The efficacy of RISPERDALY was established in two placebo-controlled trals (3-week) with patients meeting
DSM-IV criteria for Bipolar | Disorder who curently displayed an acute manic or mixed episode with or without
psychotic features (see CLINICAL PHARMACOLOGY).

Combination Therapy

been reported in patients treated with atypical antipsychotics induding RISPERDALS. Assessment of the
relationship between atypical antipsychatic use and glucose abnomalities is complicated by the possibifity of
an increased background sk of diabetes meliitus in patients with schizophrenia and the increasing incidence
of diabstes meliitus in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is nat completely understood. However,
epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse
everts in patients treated with the atypical antipsychotics. Precise risk estimates for hypergycemia-related
arverse events in patients treated with atypical antipsychotics are not available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should
be monitored requlary for warsening of glucose control. Patients with risk actors for diabetes melfiitus (e.g.,
abesity, family history of diabetes) who are staring with atypical ant wtics should undergo
fasting blood giucose testing at the beginning of treatment and periodically during treatment. Any patient
treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia including polytipsia,
polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during treatment with
atypical antipsychotics shoutd undergo fasting blood glucose testing. n some cases, hyperglycemia has
resolved when the atypical antipsychotic was discantinued; however, some patients required continuation of
anti-diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS

General

Orthostatic Hypotension

RISPERDAL® (risperidone} may induce onhostatic hypotension associated with dizziness, tachycardia, and in
some patients, syncope, especially during the initial dose-titration period, probably reflecting its alpha-
adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of RISPERDAL®-treated patients
in Phase 2 and 3 studies. The risk of orthostatic hypotension and syncope may be minimized by fimiting the
initial dose to 2 mg total {either QD or 1 mg BID) in nomal adufts and 0.5 mg BID in the elderly and patients
with renal or hepatic impairment (see DOSAGE AND ADMINISTRATION). Monitoring of orthostatic vital signs
should be considered in patients for whom this is of concem. A dose reduction should be considered if
hypotension occurs. RISPERDAL® should be used with particular caution in patients with known
cardiovascutar disease (history of myacardial infarction or ischemia, heart failure, or conduction abnormalities),
cerebre iar disease, and condtions which would predispose patients to hypotension, e.g., dehydration

The combination of RISPERDAL® with lithium or valproate is indicated for the short-term of acute

manic or mixed episodes associated with Bipolar | Disorder.

The efficacy of RISPERDAL® in combination with lithium or valproate was established in one placebo-
controlled (3-week) trial with patients meeting DSM-IV criteria for Bipolar | Disorder who cumently displayed an
actrte manic or mixed episode with or without psychotic features (see CLINICAL PHARMACOLOGY).

and hypovolemia. Clinically significant hypotension has been observed with concomitant use of RISPERDAL®
and anthypentensive medication.

Seizures

During premarketing testing, seizures occurred in 0.3% ({9/2607) of RISPERDALS-treated patients, two in
iation with hyponatremia. RISPERDAL® should be used cautiously in patients with a history of seizures.

The effectiveness of RISPERDAL® for longer-term use, that is, for more than 3 weeks ot of an acute

episode, and for prophylactic use in mania, has not been systematically evaluated in controlled clinical trials.

Therefore, physicians who elect to use RISPERDAL® for extended periods should pedodically re-evaiuate the

long-term risks and benefits of the drug for the individual patient (see DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

RISPERDAL® {risperidone) is contraindicated in patients with a known hypersensilivity to the product.

WARNINGS

Increasad Mortallty in Elderly Patients with Dementia-Related Psychosls

Elderly patiants with dementla-related psychosis treated with atyplcal antipsychetic drugs are at an

incraased rlsk af death cumpared to placebo. RISPERDAL® (risparidene) is not approved for the
is (sea Boxed Warning).

Neurolepﬁn Malignant Syndmme (MMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Mafignant Syndrome (NMS) has
been reported in association with anfipsychotic drugs. Clinical manifestations of NMS are hyperpyrexia,
muscle rigidity, altlered mental status, and evidence of autonomic instabifity (iregular putse or biood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia), Additional signs may include elevated creatining
phosphokinase, myoglobinuria {thabdomyolysis}, and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is
important to identify cases in which the clinical presentation includes both serious medical dlness (e.g.,
pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and
symptoms (EPS). Other important considerations in the differential diagnosis include central anticholinergic
toxicity, heat stroke, drug tever, and primary central nervous system pathology.

The management of NMS should include: (1) immediate discentinuation of antipsychotic drugs and other
drugs not essential to concurrent therapy; (2} intensive symptomatic treatment and medical monfioring; and (3)
treatment of any concomitant sericus medical problems for which specific treatments are available. There is no
general ag) 1t about specific ph logical regimens for tncomplicated NMS.

It 2 patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug
therapy should be carefully considered. The patient should be carefully monitored, since recumences of NMS
have been reporied.

Dysphagia

Esophageal dysmatility and aspiration have been associated with antipsychotic drug use. Aspiration
pneumonia is @ cammon cause of morbidity and mortality in patients with advanced Alzheimer's dementia,
RISPERDAL® and other antipsychotic dnigs should be used cautiously in patients at risk for aspiration
pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patlents with
Dementia-Related Psychosls.)

Hypemprolactinemia

As with other drugs that antagonize dopamine D, receptors, risperidone elevates prolactin levels and the
elevation persists during chronic administration, Tissue culture experiments indicate that approximately one-
third of human breast cancers are prolactin dependent in vitro, 2 factor of potential importance it the
prescription of these drugs is contemplated in a patient with previously detected breast cancer. Although
distubances such as galactorhea, amenorea, gynecomastia, and impotence have been reported with
prolactin-elevating compounds, the clinical significance of efevated serum profactin levels is unknown for most
patients. As is common with compounds which increase prolactin release, an increase in pituitary gland,
mammary gland, and pancreatic istet cell hyperplasia andlor neoplasia was observed in the risperidone
carcinogenicity studies conducted in mice and rats (see PRECAUTIONS - Cartinagenesis, Mutagenesis,
Impaiment of Fertifity). However, nefther ciinical studies nor epidemiologic studies conducted to date have
shown an association between chronic administration of this class of drugs and tumorigenesis in humans; the
available evidence is considered too fimited to be conclusive at this time.

Potential for Cognitive and Motor Impairment

Somnolence was a commonly reported adverse event associated with RISPERDAL® treatment, especially
when ascentained by direct questioning of patients. This adverse event is dose-related, and in a study utlizing
a checkiist 1o detect adverse events, 41% of the high-dose patients (RISPERDAL® 16 mg/day) reported
somnalence compared fo 16% of placebo patients. Direct questioning is more sensitive for detecting adverse
events than spontaneous reporting, by which 8% of RISPERDAL® 16 mg/day patients and 1% of placebo
patients reported somnolence as an adverse event. Since RISPERDAL® has the potential to impair judgment,
thinking, or motor skills, patients shoutd be cautioned about operating hazardous machinery, including
automobites, until they are reasonably certain that RISPERDAL® therapy does not affect them adversely.
Priapism

Rare cases of priapism have been reported. While the relationship of the events to RISPERDALS use has not
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been established, other drugs with alpha-adrenergic blocking etfects have been reported to induce priapism,
and it is possible that RISPERDAL® may share this capacity. Severe priapism may require surgical
intervention.
Thrambotic Thrombocytopenic Purpura (TTP)
A snge case of TTP was reported in a 28 year-old female patient receiving RISPERDAL® in a large, open
g exp {appmoxi ately 1300 patxems) She expemanced jaundice, fever, and bruising, but
y d after receiving p ap The relat p to RISPERDAL® therapy is unknown.
Antiemetic Effect
Risperidone has an antiemetic effect in animals; this effect may also occur in humans, and may mask signs
and symptoms of overdosage with certain drugs or of conditions such as intestinal obstruction, Reye's
syndrome, and brain tumer.
Body Temperature Regufation
Disruption of body temperature reguiation has been attributed to antipsychatic agents. Both hyperihemia and
hypothermia have been reporied in association with oral RISPERDAL® use, Caution is advised when
prescribing for patients who will be exposed to temperature exiremes.
Suicide
The possibifity of a suicide attempt is inherent in schizophrenia, and close supervision of high-risk patients
should accompany drug therapy. Prescriptions for RISPERDAL® should be written for the smallest quantity of
tablets, consistent with good patient management, in order to reduce the risk of overdose.
Use in Patients With Concomitant lEness
Clinical experience with RISPERDAL® in patients with certain concomitant systemic ilnesses is limited.
Patients with Parkinson’s Disease or Dementia with Lewy Bodies who receive antipsychotics, including
RISPERDAL®, may be at increased risk of Neuroleptic Malignant Syndrome as well as having an increased
sensitivity 1o antipsychotic medications. Manifestation of this increased sensitivity can include confusion,
obiundation, postural instability with frequent faffs, in addition to extrapyramidal symptoms.
Caution is advisable in using RISPERDAL® in patients with diseases or conditions that could affect metabolism
or hemodynamic responses. RISPERDAL® has naot been evaluated or used to any appreciable extent in
patients with a recent history of myacardial intarction or unstable heart disease. Patients with these diagnoses
were excluded from clinical studies during the product's premarket testing,
increased plasma concenirations of risperidone and §-hydroxyrisperidone occur in patients with severe renal
impaiment (creatinine clearance <30 mUmin/1.73 m?), and an increase in the free fraction of risperidone is
seen in patients with severe hepatic impainment. A lower staring dose should be used in such patients (see
DOSAGE AND ADMINISTRATION).
Information for Patients
Physicians are advised ip discuss the foliowing issues with patients for whom they prescribe RISPERDAL™
Orthosltatic Hypotension
Patients shoutd be advised of the sk of orthostatic hypotension, especially during the period of initial dose
titration,
Interference With Cognitive and Mator Performance
Since RISPERDAL® has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about operating hazardous machinery, including automobiles, until they are reasonably cerain that
RISPERDAL® therapy does not affect them adversely.
Pregnancy
Patients should be advised 1o notffy their physician if they become pregnant or intend to become pregnant
duiing therapy.
Nursing
Patients shouid be advised not to breast-feed an infant if they are taking RISPERDAL®.
Concomitant Medication
Patients should be advised to inform their physicians if they are taking, or plan to 1ake, any prescription or
overthe-counter drugs, since there is a potential for interactions.
Aleohol
Patients should be advised 1o avoid alcohot while taking RISPERDAL®.
Phenylketonurics
Phenylatanine is a component of aspaname. Each 2 mg RISPERDAL® M-TAB* Orally Disintegrating Tablet
contains 0.56 mg phenyfalanine; each 1 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.28 mg phenylalanine; and each 0.5 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.14 mg phenylalanine,
Laboratory Tests
No specific laboratory tests are recommended.
Drug Interactions
The interactions of RISPERDAL® and other drugs have not been systematically evaluated. Given the primary
CNS efiects of risperidone, caution should be used when RISPERDALS is taken in combination with other
centrally acting drugs and alcohat.
Because of its potential for inducing hypotension, RISPERDAL® may enhance the hypotensive effects of other
therapeutic agents with this potential.
RISPERDAL® may antagenize the effects ot levodopa and dopamine agonists.
Amytriptyline does not affect the pharmacokinetics of risperidone or the active antipsychotic traction.
Cimetidine and ranitidine increased the bioavailability of risperidone, but only marginally increased the plasma
concentration of the active antipsychotic fraction.
Chronic administration of ciozapine with risperidone may decrease the clearance of risperidone.
Carbamazepine and Other Enzyme Inducers
In a drug interaction study in schizophrenic patients, 11 subjects received risperidone titrated to 6 mg/day for
3 weeks, tollowed by concurrent administration ot carbamazepine for an additional 3 weeks,
Dunng co-administration, the plasma cnncemralluns of i and its pha I lly active
9-hydroxyrisp e, were d d by about 50%. Plasma concentratians of carbamazepine
did not appear to be affected. The dose of risperidone may need to be titrated accordingly for patients
receiving carbamazepine, particularly during initiation or discontinuation of carbamazepine
therapy. Co-administration of other known enzyme inducers (e.g., phenytoin, ritampin, and phencbarbital)
with nsperidone may cause similar decreases in the combined plasma concentrations of risperidone and
9-hydroxyrisperidone, which could lead to decreased efficacy of risperidone reatment.
Fluoxetine and Paroxetine
Fluoxetine {20 mg QD) and paroxetine {20 mg QD) have been shown 1o increase the plasma concentration of
fisperidone 2.5-2.8 fold and 3- foid respectively, Fluoxetine did not attect the plasma concentration of
9-hydroxyrisperidone. Paroxetine lowered the concentration of 9-hydroxyrisperidone an average of 13%.
When either concomitant fluoxetine or paroxetine is iniiated or discontinued, the physician should re-evaluate
the dosing of RISPERDAL®. The effects of discentinuation of concomitant fluoxetine or paroxeting therapy on
the pharmacakinetics of fisperidone and -hydr idone have not been studied.
Lithium
Repeated oral doses of risperidone (3 mg BID) did not affect the exposure (AUC) or peak plasma
concentrations {Ce,) of fithium (n=13).
Valproate
Repeated oral doses of risperidone (4 mg QD) did not aftect the pre-dese ar 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 concentration {C,.,) after concomitant administration of
fisperidone.

Yisp

Digoxin
RISPERDAL® {8.25 mg BID) did not show a clinically relevant effect on the phamacokinetics of digoxin,
Drugs Tl'm lnhmn CYP 2D6 and Other CYP |sozymes

ized to §-hydroxyrisperidone by CYP 2D6, an enzyme that Is polymorphic in the
populauun and that can be inhibited by a vanety aof psychotropic and other drugs (see CLINICAL PHARMA-
COLOGY). Drug interactions that reduce the metabolism of risperidone 10 8- hydroxynspendone would
increase the plasma concentrations of risperidone and lower the cor of 8-hydroxyrisp
Analysis of cknical studies invalving a madest number of poor metabolizers (n=70) does ot suggest that poor
and exiensive metabolizers have different rates of adverse effects, No comparison of effectiveness in the two
groups has been made.
In vitro studies showed that drugs metabalized by other CYP isozymes, including 1A1, 1A2, 2C8, 2C18, and
3A4, are only weak inhibitors of risperidane metabolism.
There were no significant interactions between risperidone and erythromycin (see CLINICAL
PHARMACOLOGY).
Drugs Metabalized by CYP 206
In vitro studies indicate that risperidone is a relatively weak inhibitor of CYP 2D86. Therefore, RISPERDALS is
not expected to substartially inhibit the dearance of drugs that are metabolized by this enzymatic pathway. tn
drug interaction studies, rsperidone did not significantly affect the pharmacolinetics of denepezil and

, which are bolized by CYP 2D6.

Carcinog is, M mpal of Ferfility
Cardnogenesis
Carcinogenicity studies were conducted in Swiss albino mice and Wistar rats. Risperidone was administered
in the diet at doses of 0.63, 2.5, and 10 mg/kg for 18 months 1o mice and for 25 months 1o rats. These doses
are equivalent to 2.4, 9.4, and 37.5 times the maximum recammended human dose (MRHD) (16 mg/day) an
a mg/kg basis or 0.2, 0.75, and 3 times the MRHD (mice} or 6.4, 1.5, and 6 times the MRHD (rats) on a
mg/m? basis. A maximum tolerated dose was not achieved in male mice. There were statistically significant
increases in pituitary gland adenomas, endocrine pancreas adenomas, and mammary gland
adenocarcinomas. The following table summarizes the multiples of the human dose on a mg/m? {mg/kg)
basis at which these tumors occurred.

Multiples of Maximum Human Dosa
in mg/m* (mg/kg)
Tumos T Species Sex Lowest Highest
¥ Effect No-Effect
Level Level
Pittary adenomas mouse fsmale 0.75(9.4) 02{24)
Endacrine pancreas rat male 15(94) 04(24)
adenomas
Mammary gland mouse fernals 0.2(24) none
adenocarcinomas rat female 04(24) nona
rat male 6.0(37.5) 1.5(9.4)
Mammary gland rat male 1.5(34) 04(2.4)
neoplasm, Total

Antipsychotic drugs have been shown 1o chvonzcalty eleva\a prolactin levels in roderts. Serum prolactin levels
were not d during the risp carcinog y studies; however, measurements during subchronic
toxicity studies showed that risperidone elevated serum prolatmn levels 5-6 fold in mice and rats at the same
doses used in the carcinogenicity studies. An increase in mammary, pituitary, and endocrine pancreas
neoplasms has been found in rodents affer chronic administration of other antipsychotic dregs and is
considered to be prolactin-mediated. The relevance for human risk of the findings of prolactin-mediated
endocring tumors in fedents is unknown (see PRECAUTIONS, General - Hyperprofactinemia).

Mutagenesis

No evidence of mutagenic potential for risperidone was found in the Ames reverse mutation test, mouse
lymphoma assay, in vifro rat hepatocyte DNA-repair assay, in vivo micronudleus test in mice, the sexdinked
recessive lethal test in Drosophila, or the chromosomal aberration test in human fymphocytes or Chinese
hamster celis,

impaiment of Fertility

Rispendone {0.16 to 5 mg/kg) was shown {o impair mating, but not fertility, in Wistar rats in three reproductive
studies (wo Segment | and a multigenerational study) at doses 0.1 to 3 times the maximum recommended
human dose (MRHD) on a mg/nv’ basis. The effect appeared to be in females, since impaired mating behavior
was not noted in the Segment | study in which males anly were treated. In a subchronic study in Beagle dogs
in which risperidone was administered at doses of 0.31 to 5 mg/kg, sperm motlity and concentration were
decreased at doses 0.6 to 10 times the MRHD on a mg/m? basis. Dose-related decreases were also noted in
serum testosterone at the same doses. Serum testosterone and spem parameters partially recovered, but
remained decreased after treatment was discontinued. No no-effect doses were noted in either rat or dog.
Pregnancy

Pregnancy Categary C

The teratogenic potential of risperidone was studied in three Segment Il studies in Sprague-Dawley and Wistar
rats (0.63-10 mgkg or 0.4 1o 6 times the maximum recommended human dose [MRHD) on a mghm? basis)
and in one Segment 1l study in New Zealand rabbits (0.31-5 mgkg or 0.4 1o § times the MRHD on a mg/m?
basis). The incidence of matformations was not increased compared to contro! in offspring of rats or rabbits
given 0.4 to 6 imes the MRHD on a mg/m? basis. in three reproductive studies in rats {two Segment !l and a
muttigenerational study), there was an increase in pup deaths during the first 4 days of lactation at doses of
0.16-5 mg/kg or 0.1 10 3 imes the MRHD on a mg/m? basis. 1 is not known whether these deaths wer due to
a direct etfect on the fetuses or pups or to effects on the dams,

There was no no-efiect dase for increased rat pup moriality, In one Segment Ill study, there was an increase
in stilbom rat pups at a dose of 2.5 mgkg or 1.5 times the MRHD on a mg/m? basis. in a cross-fostering study
in Wistar rats, foxic effects on the fetus or pups, as evidenced by a decrease in the number of live pups and an
increase in the number of dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-freated
dams were observed. In addition, there was an increase in deaths by Day 1 among pups of drugtreated
dams, regardless of whether or nat the pups were cross-fostered. Risperidone also appeared to impair
matemal behavior in that pup body weight gain and survival {from Day 1 1o 4 of lactation) were reduced in
pups bom to controf but reared by drug-ireated dams. These effects were all noted at the one dose of
fisperidone tested, i.e., 5 mgkg or 3 times the MRHD on a mg/m? basis.

Placental transfer of risperidone occurs in rat pups. There are no adequate and weli-controlled studies in
pregnant women. However, there was one report of a case of agenesis of the corpus caliosum in an infant
exposed to risperidone in uter. The causal relationship to RISPERDAL® therapy is unknown,

RISPERDAL® shoud be used during pregnancy only if the potential benefit justifies the potential risk to the
Ietus.

Laber and Dallvery

The effect of RISPERDAL® on labor and defivery in humans is unknown.

Nursing Mothers

In animal studies, risperidone and $-hydroxyrisperidone are excreted in milk. Risperidone and 9-hydroxyrisperidone
are also excreted in human breast milk. Theretore, women receiving risperidone should not breast-feed.
Pediatric Use

Satety and effectiveness in children have not been established.

Garlatric Use

Clinical studies of RISPERDAL® In the treatment of schizophrenia did not include sufficient numbers of
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patients aged 65 and over fo determine whether or not they respond dfferently than younger patients. Other Tabls 1. aof T margent Adv Events
reported clinical experience has not identified ditterences in responses between elderly and younger patients. in 6- to 8-Week Ci jlad Clinical Trials'
In general, a lower starting dose is recommended for an eldery patient, reflecting a decreased Body Systenv RISPERDAL®
pharmacokinetic clearance in the elderly, as well as & greater frequency of decreased hepatic, renal, or Preferrad Term <10 mg/day 16 mg/day Placebo
cardiac function, and of concomitant disease or other drug therapy (see CLINICAL PHARMACOLOGY and N=324) N=77) {N=142)
DOSAGE AND ADMINISTRATION). While elderly patients exhibit a greater tendency to orthostati
hypotension, its risk in the elderly may be minimized by limiting the iniial dose to 0.5 mg BID followed by Psychiatric . . .
careful tiraion (see PRECAUTIONS). Moriloring af arthostatic vtalsigns shouid be considered in patients for Insomnia 2% 2% 18%
whom this is of concem. Aghtation 2% 26:" 20:/"
This drug is substantially excreted by the Kidneys, and the risk of foxic reactions to this drug may be greater in gx;xmﬁ%ence ‘;:ﬁ' 28,,;" ?,,//:
patients with impaired renal function. Because eldery patients are more likely to have decreased renal Aqgressive reaction 1o 3,2 19,
function, care should be taken in dose selection, and it may be useful o monitor renal function (see DOSAGE 99! °
AND ADMINISTRATION). Central & paripheral narvz;tls system . ! .
Concomitant use with Fusosenide in Eldery Patients with Dementia-Related Psychasis EXvapyamidal symptom e bl bt
In placebo-controlied trals in eldery patients with dementia-refated psychosis, a higher incidence o mortality Dizziness 4% % 1%
was observed in patients treated with furosemide plus risperidone (7.3%; mean age 89 years, range 75-97) Gastrolntestinal
when compared 1o patients treated with risperidone alone (3.1%; mean age B4 years, range 70-36) or Constpation % 13% 3%
furosemide aone (4.1%; mean age 80 years, range 67-90}. The increase in montality in patients treated with Nausea 5% 3% 30
furosemide plus risperidone was observed in two of the four ciinical trials. Dyspepsia 5% 10.,/: 2%
Na pathophysiolagical mechanism has been identified to explain this finding, and no consistent pattern far Vomitng 5% 7% 4%
cause of death observed. Nevertheless, caution should be exercised and the risks and benefits of fhis Abdominal pain 4% 19, 0%
combipation shouid be considered prior to the decision to use. There was no increased incidence of mortality Saliva increased 0o, 0% 1%
among patients taking other diurefics as concomitant medication with risperidone. Irrespective of treatment, Toothache 29 0% 0%
dehydration was an overal risk factor for mortality and should therefore be carefully avoided in elderly patients Respiratory systam
with dementia-related psychosis. RISPERDAL® is not approved for the treatment of patients with demertia- Rhinitis 10% 8% 1
related psychosis. {See also Boxed WARNING, WARNINGS: Increased Mortality In Elderly Patiants with Coughiny 90, 39 1%
Dementia-Related Psychosls.) Smgsmsg o bty bt
ADVERSE REACTIONS i o o o
The following findings are based on the shorttem, placebo-controfled, North American, premarketing trials for glyu:gnegms 30//: gnﬁ gn:
schznphrema and acute bipolar mania. In patients with Bipolar | Disorder, treatment-emergent adverse events Body as a whola - general
are e ty tor risped as mor py and as adjunctive therapy to mood stablizers. Back pain 2% 0% 1%
Certain portions of the d:scussnon below relating 1o objective or numeric safety parameters, namely dose- Chest pain 0 99, I
dependent adverse evenis, vital sign changes, weight gain, iaboratory changes, and ECG changes are Fever o, 3% 0%
derived from studies in patients with schizophrenia. However, this information is also generally applicable to Dermatological
bipolar mani2. Rash 2% 5% 1%
Sch;zo;:»hrem‘z:,hh P ofTreabmert Dry skin 2:/, 4:/0 0:/0
Approximately 9% (244/2607) of RISPERDAL® (risperidone)-treated patients in Phase 2 and 3 studies [miizzT e 0% 0%
discontinued treatment due 1o an adverse event, compared with about 7% on placebo and 10% on active Unper respirato 3% 39 -
controt drugs, The more common events {=0.3%) associated with discontinuation and considered to be Vlsupaﬁ piratory
possibly or probably drug-related included: ‘Abnormal vision o9 " %
Adverse Fvent RISPERDAL® Placebo Musculo-Skeletal
Extrapyramidal symptoms 21% 0% Arthralgia 2% 3% 0%
Dizziness 0.7% 0% Cardlovasauiar
Hyperkinesia 06% 0% Tachycardia 3% 5% 0%
Somnolence 0.5% 0% ' Events reporied by at least 1% of patients treated with RISPERDAL® < 10 mg/day are included, and
Nausea 0.3% 0% are rounded 10 the neafest %. Comparative rates tor RISPERDAL® 16 mg/day and placebo are

Suicide attempt was associated with discontinuation in 1.2% of RISPERDAL®-tireated patients compared to
0.6% of placebo patiems but, given the almost 40-fold greater exposure time in RISPERDAL® compared 1o
piacebo patients, it is unlikely that suicide attempt is a RISPERDAL®-related adverse event (see

PRECAUTIONS). D nuation for & j s was 0% in placebo patients, bt 3.8% in
active-control patients in the Phase 2 and 3 \nals
Bipolar Mania

In the US placebo- commlled trial with risperidone as monotherapy, approximately 8% {10/134) of
RISPERDAL®-treated patients discontinued treatment due to an adverse event, compared with approximately
6% (7/125) of placebo-treated patients. The adverse events associated with discontinuation and considered to
be possibly, probably, or very likely dnrg-related induded paroniria, somnalence, dizziness, extrapyramida
disorder, and musde contractions involuntary. Each of these events occured in one RISPERDAL-treated
patient {0.7%) and in no placebo-treated patients (0%).

in the US placebo-contrulied trial with risperidone as adjunctive therapy to mood stabifizers, there was no
overall difference in the incidence of discontinuation due to adverse events (4% for RISPERDAL® vs. 4% for
placebo).

Incidence In Controlled Trials

Commonly Observed Adverse Events in Contralied Clinical Trials

Schizophrenia

In two 6- to 8-week placebo-controfled trials, spontanecusly-reported, treatment-emergent adverse everts with
an incidence of 5% or greater in at least one of the RISPERDAL™ groups and at least twice that of placebo
were anxiety, somnolence, exirapyramidal symptoms, dizziness, constipation, nausea, dyspepsia, minttis,
rash, and tachycarda.

Adverse events were also elicited in one of these two triais (i.e., in the fixed-dose tral comparing
RISPERDAL® at doses of 2, 6, 10, and 16 mg/day with placebo) utilizing a checkdist for detecting adverse
events, 3 method that is more sensitive than spontaneous reporting, By this method, the {otiowing additional
common and drug-related adverse events occurred at an incidence of at least 5% and twice the rate of
placebo: increased dream activity, increased duration of sleep, accommodation disturbances, reduced
salivation, micturtion disturbances, diarthea, weight galn, menorthagia, diminished sexual desire, erectite
dysfunction, gjactiatory dysfunction, and orgastic dysh

Bipolar Mania

In the US placebo-controlied trial with nisperidone as monatherapy, the most commonly observed adverse
events assoaateri wnh the use of RISPERDAL® {incidence of 5% or greater and at least twice that of placebo)
were s e isia, dyspepsia, nausea, parkinsonism, vision abnomal, and saliva
increased. In the US placabocumrolled trial with risperidone as adjunctive therapy to mood stabifizers, the
most commonly observed adverse events associated with the use of RISPERDAL® were somnolence,
dizziness, parkinsonism, safiva increased, akathisia, abdominat pain, and urinary incortinence.

Adverse Events Occuming at an incidence of 1% or More Among RISPERDAL®-Treated Patients -
Schizophrenia

The table that follows enumerates adverse events that occurred at an incidence of 1% or more, and were
more frequent among RISPERDAL*-reated patients treated at doses of <10 mg/day than among placebo-
treated patients in the pooled results of two B- to 8-week contralied trials. Patients received RISPERDALS
doses of 2, 6, 10, or 16 mg/day in the dose comparison tral, or up to a maximum dose af 10 mg/day in the
fitration study. This table shows the percentage of patients in each dose growp (< 10 mg/day or 16 mg/day}
who spontaneousfy reported at least one episode of an event & some time during their treatment. Patients
given doses of 2, 6, or 10 mg did not differ materially in these rates. Reported adverse events were dassified
using the World Heafth Organization prefered terms.

The presciiber shoutld be aware that these figures cannat be used to predict the incidence of side efiects in the
course of usual medical practice where patient characteristics and other factors ditter from those which
prevailed in this clinical trial. Simitarly, the cited frequencies cannot be compared with figures obtained from
other clinicai investigations involving different treatments, uses, and investigators. The cited figures, however,
do provide the prescribing physician with some basis for estimating the refative contribution o drug and non-
drug factors to the side effect incidence rate in the popuiation studied.

provided as well. Events for which the RISPERDAL® incidence (in both dose groups) was equal 1o of
less than placebo are not fisted in the table, but included the following: nervousness, injury, and fungat
infection.

2 Includes tremor, dystonia, hypokinesia, hypertania, hyperdnesia, oculagyric crsis, ataxia, abnarmal
gat, involuntary muscle contractions, hyporetlexia, akathisia, and extrapyramidal disorders. Although
the incidence of ‘extrapyramidal symptoms' does not appear to differ for the ‘10 mg/day’ group and
placebo, the data for individual dose groups in fixed dose trials do suggest a dose/response
relationship (see ADVERSE REACTIONS - Duse Dependency of Adverse Events).

Adverse Events Occuning at an Incidence of 2% or More Among RISPERDAL®-Treated Patients - Bipolar
Mania

Tables 2 and 3 display adverse events that occurred at an incidence of 2% or more, and were more frequent
amang patients treated with flexible doses of RISPERDAL® (1-6 mg daily as monatherapy and as adjunctive
therapy to mood stabilizers, respectively) than among patients treated with placebo. Reported adverse events
were classified using the World Heatth Organization preferred terms.

Table 2. incidence ot Treatment-Emergent Adverss Events
In a 3-Waek, Placebo-Controlied Trial - Monotherapy In Bipolar Mania'
Body Systemy RISPERDAL® Placebo
Pretamed Term (N=134) (N=125}
Central & paripharal nervous system
Dystonia 18% 6%
Akathisia 16% 6%
Dizziness 1% 9%
Parkinsonism 6% 3%
Hypoaesthesia 2% 1%
Psychiatric
Somnolence 268% 7%
Agitation 8% 6%
Manic reaction 8% 6%
Anxisty 4% 2%
Concentration impaired 2% 1%
Gastrolntestinal system
Dyspepsia 1% 6%
Nausea 11% 2%
Saliva increased 5% 1%
Motith dry 3% 2%
Body as a whole - general
Pain 5% 3%
Fatigue 4% 2%
Injury 2% 0%
Resplratory system
Sinusitis 4% 1%
Rhinitis 3% 2%
Coughing 2% 2%
Skin and appendages
Acne 2% 0%
Pruritus 2% 1%
Musculo-Skelstal
Myalgia 5% 2%
Skeletal pain 2% 1%
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Table 2. o of T margent Adverse Events
in a 3-Wesl, Placebo-Conirelled Trial - Monotherapy In Bipolar Manta' continued)

Body System/ RISPERDAL® Placebo

Prefered Term {N=134) (N=125)
Metabolic and nuritional

Weight increase 2% 0%
Viston disordsrs

Vision abnormal 6% 2%
Cardiovascuiar, gensral

Hypertension 3% 1%

Hypotension 2% 0%
Heart rate and rhythm

Tachycardia 3% 2%

! Events reported by at Isast 2% of patients treated with RISPERDAL® are included and are munded fo the
nearest %. Events reported by at least 2% of patients treated with RISPERDALY that were less than the
incidence reponed by patients treated with placebo are not listed in the table, but included the {dllowing:
headache, tremor, insomnia, constipation, back pain, upper respiratory tract infection, pharyngtis, and
arthralgia.

Table 3. incld of Treatm Adverse Events
in a 3-Weak, Placebo-Conirolled Trial - Adjunctive Therapy in Blipolar Mania'
RISPERDAL? Placebo

Body System/ + Mood Stabllizer + Mood Stabillzer

Preferred Term {N=52) {N=51)
Gastrolntestinal system

Saliva increased 10% 0%

Oiarhea B% 4%

Abdominal pain 6% 0%

Constipation 6% 4%

Mouth dry 6% 4%

Tooth ache 4% 0%

Tooth disorder 4% 0%
Central & paripharal nervous system

Dizziness 14% 2%

Parkinsonism 14% 4%

Akathisia 8% 0%

Dystonia 6% 4%
Psychiatric

Somnolence 25% 12%

Anxiety 6% 4%

Contfusion 4% 0%
Rasplratory system .

Rhinttis 8% 4%

Pharyngitis 6% 4%

Coughing 4% 0%
Body as a whole - general

Asthenia 4% 2%
Urinary system

Urinary incontinence 6% 2%
Heart rate and rhythm

Tachycardia 4% 2%
Mstabolic and nutrltional

Weight increase 4% 2%
Skin and appendages

Rash 4% 2%

' Events reported by at least 2% of patients treated with RISPERDAL® are included and are rounded to the
nearest %. Events reported by at least 2% of patients treated with RISPERDAL® that were less than the
incidence reported by patients treated with placebo are not listed in the table, but included the following:
dyspepsia, nausea, vomiting, headache, tremar, insomnia, chest pain, fatique, pain, skeletal pain,
hypertension, and vision abnarmal.

Dose Dependercy of Adverse Events

Extrapyramidal Symploms

Data from twao fixed-dose trials provided evidence of dose-relatedness for extrapyramidal symptoms

associated with risperidone treatment.

Two methods were used 1o measure extrapyramidal symptoms (EPS) in an B-week trial comparing 4 fixed
doses of risperidone (2, 8, 10, and 16 mg/day), including (1) a parkinsonism score (mean change frem

RISPERDAL®/placebo differences in the proportions of patients experiencing potentially important changes in
routine serum chemistry, hematology, or usinalysis parameters. Simitarly, there were no
RISPERDAL®/placebo differences in the incidence of discontinuations for changes in sersm chemistry,
hematology, or urinalysis. However, RISPERDAL® administration was associated with increases in serum
prolactin (see PRECAUTIONS).

ECG Changes

Betviean-group comparisons for pooled placebo-controfied trials revealed no statistically significant ditferences
between fisperidone and placebo in mean changes from baseline in ECG parameters, including QT, QTc, and
PR intervals, and heart rate. When all RISPERDAL® doses were pooled from randomized controlled trals in
several indications, there was a mean increase in heart (ate of f beat per minute compared to no change for
placebo patients. In shon-temn schizophrenia trials, higher doses of risperidone (8-16 mg/day) were
associated with a higher mean increase in heart rate compared to placebo (4-6 beats per minute).

Other Events Obsarved During the Premarketing Evaluation of RISPERDAL®

During its premarketing assessment, multiple doses of RISPERDAL® were administered to 2607 patients in
Phase 2 and 3 studies, The conditiens and duration of exposure to RISPERDAL® varied greatly, and included
{in overtapping categories) open-abel and double-blind studes, uncontralled and controlied studies, inpatient
and outpatient studies, fixed-dose and titration studies, and short-term or longer-term exposure. In most
shudies, untoward events associated with this exposure were obtained by spontaneous report and recorded by
clinfcal investigators using terminology of their own choosing. Consequently, it is not passible to provide &
meaningtul estmate of the proporion of individuals experiencing adverse events without first grouping similar
types of untoward events into & smaller number of standardized event categories. In two large studies,
adverse events were also eficited ufilizing the UKU (direct questioning) side effect rating scale, and these
events were not further categarized using standard terminology. (Note: These events are marked with an
asterisk in the fistings that tollow.)

In the listings that follow, spontaneously reported adverse events were classified using World Health
Organization (WHO) preferred temms. The frequencies presented, therefore, represent the proportion of the
2607 patients exposed to multiple doses of RISPERDAL® who experienced an event of the type cited on at
least one occasion whie receiving RISPERDAL®. All reported events are included, except those aiready listed
in Table 1, those events for which a drug cause was remate, and those event terms which were so general as
to be uninformative. ! is imporiant to emphasize that, although the events reported occumed during treatment
with RISPERDAL®, they were not necessarily caused by it.

Events are further categorized by body system and listed in order of decreasing frequency according to the
following definitions: trequent adverse events are those occurting in at least 1/100 patients {only those not
already listed in the tabulated results from placebo-controlled trials appear in this listing); infrequent adverse
events are those occurring in 1/100 1o 1/1000 patients; rare events are those occurring in fewer than
11000 patients,

Psychiatric Disorders

Frequent: increased dream activity’, diminished sexual desire’, nervousness. Infrequent: impaired
concentration, depression, apathy, catatonic reaction, euphoria, increased fibido, amnesia. Rare: emotional
labiiity, nightmares, delifum, withdrawal syndrome, yawning.

Central and Peripheral Nervous System Disorders

Frequent: increased sfeep duration®. Infrequent: dysanhria, vertigo, stupor, paraesthesfa, confusion. Rare:
aphasia, cholinergic syndrome, hypoesthesia, tongue paralysis, leg cramps, torticollis, hypotonia, coma,
migraine, hyperrefiexia, choreoathetosis.

Gastrointestinal Disorders

Frequent: reduced salivation diarthea, increased appetite, stomatitis,
melena, dysphagia, hemorrhoids, gasﬂms Rare: fecal incontinence, eructation, gastroesophageal reflux,
gastiC hagitis, 1ongue dist ion, cholelithiasis, tongue edema, diverticulitis, gingivitis,
discolored feces, Gi hemon‘nage. hematemesis.

Body as a Whole/General Disorders

Frequeni: fatigue. Infrequent; edema, rigors, malaise, influenza-like symptoms. Rare: pallor, enlarged
abdomen, allergic reaction, ascites, sarcoidosis, flushing.

Respiratary System Disorders

Infrequent: hyperventilation, bronchospasm, pneumonia, stridor. Rare: asthma, increased sputum, aspiration.
Sidn and Appendage Dlsorders

Frequent: i d ion*, ph vy ing, acne, decreased
sweating, alopecia, hyperkera\uS!s pruritus, skin ex!uhanun Aare; bullous eruption, skin ulceration,
aggravated psoriasis, furunculosis, verruca, demmatitis lichenoid, hypentrichosis, genital pruritus, urticaria.
Cardovascutar Disorders

Infrequent: palpitation, hypertension, hypotension, AV block, myocardial infarction. Rare. ventricular
tachycardia, angina pectoris, premature atrial contractions, T wave inversions, ventricuar extrasystoles, ST
depression, myocarditis.

Vision Diserders

Infs

quent: dation, xerophthalmia. Rare. diplopia, eye pain, blepharitis, photopsia,
photophobia, abnommal lacrimation.
Metabolic and Nutritional Disorders

Infrequent: hyponatremia, weight increase, creatine phosphokinase increase, thirst, weight decrease, diabetes
mellitus, Rare: decreased serum iron, cachexia, dehydration, hypokalemia, hypoproteinemia,

baseling) from the Extrapyramidal Symptom Rating Scale, and {2} incidence of spontaneous complaints of ~ Pyperphosp hypertiglyceridemia, hyperuricemia, hypogtycemia.
EPS: Urinary System Disorders
Frequent; potyuria/polydipsia*. Infrequent: wrinary incontinence, hematuria, dysuria. Aare: urinary retention,
Dose Groups Placebo Ris 2 Ris & Ris 10 Ris 16 ﬁ'mji reral insutliclency.
A usculo-Skeletal System Disorders
Parkinsonism 12 08 18 24 z6 q myalgia. Rare: arthrosis, synostosis, bursitis, arthritis, skeletal pain,
EPS incidence 13% 13% 16% 20% 31% Reproductive Disorders, Female
Similar methods were used to extrapyramidal symp (EPS) in an 8-wesk trial comparing 5 Frequent: menonthagla®, orgastic dysfunction*, dry vagina’. Infrequent: nonpuerperat lactation, amenorthea,
fixed doses of risperidone (1, 4, 8, 12, and 16 mg/day): 1emale breasl pain, leukorthea, mastitis, dysmenorthea, female perineal pain, intermenstrual bleeding, vaginat
Dose Groups Ris 1 Ris 4 Ris 8 Ris 12 Ris 16 LNer and B»ﬁary Sys19m Disorders
Parkinsonism 06 17 24 29 41 i d SGOT, i d SGPT. Rare: hepatic failure, cholestatic hepatitis, cholecystitis,
EPS Incidence 7% 12% 18% 18% 21% Cho!emmﬂss, hepatitis, hepatocellular damage.
Piatelet, Bieeding, and Clotting Disorders
Other Adverse Evenls Infrequent: epistaxis, purpura. Rare: hemonvhage, superficial phlebitis, thrembophigbitis, thrombocytopenia,

Adverse event data elicited by a checklist for side effects from a large study comparing 5 fixed doses of
RISPERDAL® (1, 4, 8, 12, and 16 mg/day) were explored for dose-relatedness of adverse events. A Cochran-
Anmitage Test for trend in these data revealed a positive trend {p<0.05) for the following adverse events:
sleeplness. increased duration of sleep, accommodation disturbances, orthostatic dxzzmess, palpnauons.

Hearing and Vestibular Disorders

Rare: tinnitus, hyperacusis, decreased hearing.

Red Blood Cell Disorders

anemia, hypochromic anemia. Rare: nomocytic anemia.

weight gain, erectile dysfunction, ejacuiatory dystunction, ergastic dysfunction, ast creased
fatigability, and increased pigmentation.

Vital Sign Changes

RISPERDAL® is associated with orthostatic hypotension and tachycardia {see PRECAUTIONS).

Weight Changes

The proportions of RISPERDAL® and placebo-treated patients meeting a weight gain criterion of 27% of body
weight were compared in a pool of 6- to 8-week, placeba-conirolled trials, revealing a statistically signiticantly
greater incidence of weight gain for RISPERDAL® (18%) compared 1o placebo (9%).

Laboratory Changes

A between-group comparison for 6- to B-week placebo-controlied trials revealed no statisically significant

5

Reproductive Disorders, Male

Frequent: erectile dysfunction®. Inf 1 ejacul
White Celi and R%lslance Dusorders

Rare: leukocytosis, lymphadenopathy, leucopenia, Pelger-Huet anomaly.
Endocrine Disorders

Rare: gynecomastia, male breast pain, antiduretic hormone disorder.
Special Senses

Rare: bitter taste,

* Incidence based on eficited reports,

failure.
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Postintroduction Reports
Adverse events reported since market i which were liy {but not n ity causatiy)
related o RISPERDAL® therapy, include the following: anaphytactic reaction, angicedema, apnea, atrial
fibrillation, cerebrovascular disorder, including cerebrovascular accident, hyperglycemia, diabetes mellitus
aggravated, induding dabetic ketoacidosis, intestinal obstruction, jaundice, mania, pancreatitis, Parkinson’s
disease aggravated, pulmonary embolism. There have been rare reporis of sudden death and/or
cargiopuimonary amest in patients receiving RISPERDAL®. A causal relationship with RISPERDAL® has not
been established. It is important to note that sudden and unexpecied death may occur in psychotic patients
whether they remain untreated or whether they are treated with other antipsychotic drugs.
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class
RISPERDAL® {risp ) is not a
Physlical and Psychologlcal Depandence
RISPERDAL® has not been systematically studied in animals or humans for its potentiat for abuse, tolerance, or
physical dependence. While the clinical trials did not reveal any tendency for any dnig-seeking behavior, these
observations were not systematic and it is nat possible to predict on the basis of this imited experience the extent
to which a CNS-actve dnug wil be misused, diverted, andlor abused ance marketed. Consequertly, patierts
should be evafuated carefully for a history of drug abuse, and such patients shauld be observed closely for signs
of RISPERDAL® misuse or abuse {e.g., development of tolerance, increases in dose, diug-seeking behavior).
OVERDOSAGE
Human Exparience
Premarketing experience included eight reports of acute RISPERDAL® (risperidone) overdosage with
estimated doses ranging from 20 to 300 mg and no tatafities. In general, reported signs and symptoms were
those resuitmg frum an exaggeratlun of the drug's known pharmacnlogcal effects, i.e., drowsiness and
yp and extrapy . One case, mvolvmg an estimated
overdose of 240 mg, was associated with hyponatremia, hypokalemm prolonged OT and widened QRS.
Anather case, involving an estimated overdose of 36 mg, was assotiated with a seizure,
Postmarketing experience includes reports of actte RISPERDAL® overdosage, with estimated doses of up to
360 myg. In generdl, the must frecpenﬂy reported stgns and symptoms are those resulting from an exaggermtion

maintenance of the initial response and for prevention of new manic episodes, there are no systematically
abtained data to support the use of fisperidone in such fonger-term treatment i.e., beyond 3 weeks).

Pedlatric Use

Safety and effectiveness of RISPERDAL® in pediatric patients with schizophrenia or acute mania associated
with Bipolar | Disorder have not been established.

Dosage in Spacial Populations

The recommended initial dose is 0.5 mg BID in patients who are elderly or debilitated, patients with severe
renal or hepatic impairment, and patients either predisposed to hypotensicn or tor whom hypotension would
pose a risk. Dosage increases in these patients should be in increments of no more than 0.5 mg BID.
Increases to dosages above 1.5 mg BID should generally occur at intervals of at least 1 week. In some
patients, stower fitration may be medically appropriate.

Etdery or debilitated patients, and patients with renal impainment, may have less ability to eliminate RISPERDAL®
than nomal adutts. Patients with impaired hepatic function may have increases in the {ree fraction of risperidane,
passibly resulting in an enhanced effect (see CLINICAL PHARMACOLOGY). Patients with a predisposition to
hypotensive reactions or for whom such reactions would pase a particular risk likewise need to be titrated
cautiousfy and carefully monitored (see PRECAUTIONS). if a once-a-day dosing regimen in the eldery or
debilitated patient is being considered, it is recommended that the patient be titrated on a twice-a-day regimen for
2-3 days at the target dose. Subsequent switches to a once-a-day dosing regimen can be done thereafter,
Co-Administration of RISPERDAL® with Certain Other Madications

Co-administration of carbamazepine and other enzyme inducers {e.g., phenytoin, rifampin, phenobarbital) with
fisperidone wolld be expected to cause decreases in the plasma concentrations of active molety (the sum of
fisperidone and S-hydroxyrisperidone), which could lead 1o decreased efficacy of risperidone treatment. The dose of
risperidone needs to be tiirated accordingly for patients receiving these enzyme inducers, espedialy during initiation
or discontinuation of therapy with these inducers (see CLINICAL. PHARMACOLOGY and PRECAUTIONS).
Fuoxetine and paroxetine have been shown to increase the plasma concentration of risperidone 2.5-2.8 fold
and 3-9 fold respectively. Fluoxetine did not attect the plasma concentration of 9-hydroxyrisperidane,
Paroxetine lowered the concentration of 9-hydroxyisperidone an average of 13%. The dose of risperidone
needs to be titrated accordingly when fiuoxetine or paroxetine is co-administered (see CLINICAL
PHARMACOLOGY and PRECAUTIONS).

of the drug's known ph logical effects, i.e., dation, tachycardia, hyp , and

Diractions for Usa of RISPERDAL® ¥-TAB® Orally Disintegrating Tablets

extrapyramidal symptoms. Other adverse events reponed since market introduction which were lempuraﬁy {but
not necessarily causally) related to RISPERDAL® overdose, include torsade de pointes, prolonged QT interva,
convuisions, cardiopuimonary arrest, and rare fatality associated with mutiiple drug overdose.

Management of Overdosage

In case of acute overdosage, establish and maintain an axrway and ensure adequate oxygenatccm and
ventilation. Gastric lavage (atter intubation, if patient is ur and ion of activated charcoal
together with a laxative should be considered. Because of the rapid disintegration of RISPERDAL® M-TAB®
Orally Disintegrating Tablets, pil i may not appear in gastric contents obtained with lavage,

The possibility of obtundation, seizures, or dystenic reaction of the head and neck following overdose may
create a risk of aspiration with induced emesis. Cardiovascular monitoring should commence immediately
and should include continuous eiemrocardmgraphlc monitoring to detect possible arthythmias. it
ar therapy is admi pyramide, procainamide, and quinidine carry a theoretical hazard
of QT-prolonging effects that might be addnwe to those of risperidone. Similarly, t is reasonable 10 expect
that the alpha-blocking properties of bretylium might be additive 1o those of risperidone, resulting in
problematic hypotension.

There is no specific antidote to RISPERDALS. Therefore, appropriate supportive measures should be ingtituted.
The possibility of multiple drug involvement should be considered. Hypotension and circulatory cdlapse smuld
be treated with appropriate measures, such as intravenous fiuids and/or sympathomimetic agents (epinep

and dopamine shoutd not be used, since beta stimulation may worsen hypotension in the sefting of nspendon&
induced aipha blockade). In cases of severe extrapyramidal symptoms, anticholinergic medication shoud be
administered. Close medical supervision and manitoring should continue until the patient recovers.,

DOSAGE AND ADMINISTRATION

Schizophrenia

Usual Inttlal Dose

RISPERDAL® (fisperidone) can be administered on either a BID or a QD schedule. In early clinica tials,
RISPERDAL? was generally administered at 1 mg BID iniially, with increases in increments of 1 mg BID on the
second and third day, as tolerated, to a target dose of 3 mg BID by the third day. Subsequent confrolled trals
have indicated that 1otal dafly risperidone doses of up o 8 mg on a QD regimen are also safe and effective.
However, regardiess of which regimen is employed, in some patients a slower titration may be medicaily
appropriate. Further dosage adjustments, if indicated, should generally occur atintervals of not fess than 1 week,
since steady state for the active metabolite would not be achieved fnrapproxmatdy 1 week in the typical patiert.
When dosage adjustments are y, small dose i s of 1-2 mg are recommended.
Efficacy in schizophrenia was demonstrated in a dose range of 4 o 16 mg/day in the clinical trials supporting
effectiveness of RISPERDAL®, however, maximal effect was generally seen in a range of 4 to 8 mg/day.
Doses above 6 mg/day for BID dosing were not demonstrated to be more efficacious than lower doses, were
associated with more extrapyramidal symptoms and other adverse effects, and are not generally
recommended. In a single study supporting QD dosing, the efficacy resutts were generally stronger for 8 mg
than for 4 mg. The safety of doses above 16 mg/day has not been evaluated in clinical trials,

Malmtenance Therapy

While there is no body of evidence available 1o answer the question of how long the schizaphrenic patient
treated with RISPERDAL® should remain on 1, the effectiveness of RISPERDAL® 2 mg/day to 8 mg/day at
delaying relapse was demonstrated in a controlled trial in patients who had been clinically stable for at least 4
weeks and were then taflowed tor a period of 1 1o 2 years. In this tral, RISPERDAL® was administered on a
QD schedute, at 1 mg QD initially, with increases to 2 mg QD on the second day, and 1o & target dose of 4 mg
QD on the third day (see CLINICAL PHARMACOLOGY - Clinical Trals). Nevertheless, patients should be
periodically reassessed to determine the need for maintenance treatment with an appropriate dose.
Reinitiaiion of Treatment In Patients Previously Discontinued

Although there are no data o specifically address reinitiafion of treatment, it is recommended that when
restarting patienis who have had an interval off RISPERDAL®, the initial titration schedute should be foflowed,
Switching From Other Antipsychotics

There are no icalty collected data to sp y address switching schizophrenic patients from other
antipsychotics 1o RISPERDAL®, or conceming concomitant administration with other antipsychotics. While
immediate discontinuation of the previous antipsychotic treatment may be acceptable for some schizophrenic
patients, more gradual di ion may be most approp for others. In all cases, the period of over-
lapping antipsychotic administration should be minimized. When switching schizophrenic patients from
depot antipsychotics, it medically appropriate, inftiate RISPERDALS therapy in place of the next scheduled
injection, The need for confinuing existing EPS medication shauld be re-evaluated periodically.

Blpolar Mania

Usual Dose

Risperidone should be administered on a once daily schedule, staring with 2 mg o 3 mg per day. Dosage
adjustments, if indicated, should accur at intervals of not less than 24 hours and in dosage
increments/decrements of 1 mg per day, as studied in the short-tem, placebo-controlled trials. In these trials,
short-term (3 week) anti-manic efficacy was demanstrated in a flexible dosage range of 1-6 mg per day (see
CLINICAL PHARMACOLOGY - Clinjcal Trials), RISPERDALY doses higher than 6 mg per day were not
studied.

Malntenance Tharapy

There is no body of evidence avaifable from controlled trials to guide a clinician in the longertem
management cf a patient who improves during treatment of an acute maric episode with risperidone. While it
is generally agreed that pharmacological treatment beyond an acute response in mania is desirable, both for
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RISPERDALY M-TAB® Orally Disintegrating Tablets are supplied in blister packs of 4 tablet units each.

Tablat Accessing

Do not open the blister untit ready 1o administer. For single tablet removal, separate one of the four blister
units by tearing apart at the perorations. Bend the comer where indcated. Peel back foil to expose the !ableL
DO NOT push the tablet through the fail because this could damage the tablet,

Tabist Administration

Using dry hands, remove the tablet trom the blister unit and immediately place the entire RISPERDAL®
M-TAB® Orally Disintegrating Tablet on the tongue. The RISPERDAL® M-TAB® Orally Disintegrating Tablet
should be consumed immediately, as the tablet cannot be stored once remaved from the blister unit,
RISPERDAL® M-TAB* Orally Disintegrating Tablets disintegrate in the mouth within seconds and can be
swallowed subsequently with or without liquid. Patients shouid not attempt to split or 1o chew the tablet.

HOW SUPPLIED

RISPERDAL® (risperidone) tablets are imprinted “*JANSSEN, and efther *Ris” and the strength *0.25", "0.5", or
“R" and the strength 17,27, *%", or *4™,

0.25 mg dark yefiow tablet: bottles of 0 NDC 50458-301-04, bottles of 500 NDC 50458-301-50, hospital unit
dose packs of 100 NDC 50458-301-01.

0.5 mg red-brown tablet: botles of 60 NDC 50458-302-06, bottles of 500 NDC 50458-302-50, hospital unit
dose packs of 100 NDC 50458-302-01.

1 mg white tablet: bottles of 60 NDC 50458-300-06, blister pack of 100 NDC 50458-300-01, botties of 500
NDC 50458-300-50.

2 mg orange tablet: bottles of 60 NDC 50458-320-06, blister pack of 100 NDC 50458-320-01, bottles of 500
NDC 50458-320-50.

3 mg yellow tablet: bottles of 60 NDC 50458-330-08, blister pack of 100 NDC 50458-330-01, bottles of 500
NDC 50458-330-50.

4 mg green tablet: bmﬂes af 60 NDC 50458-350-06, blister pack of 100 NDC 50458-350-01.

RISPERDAL® {rispeddone) 1 mg/mL. oral solution {(NDC 50458-305-03} is supplied in 30 ml bottles with a
calibrated (in miligrams and mifliiters) pipetie. The minimum calibrated volume is 0.25 mL, while the maximum
calibrated volume is 3mL.

Tests indicate that RISPERDAL® (risperidone} oral solution is compatible in the foliowing beverages: water,
cofiee, orange juice, and low-fat milk; it is NOT compatible with either cola or tea, however.

RISPERDAL® M-TAB* {risperidone) Orally Disintegrating Tablets are etched on one side with “R0.5", *R1”, and
“R2". respectively, and are packaged in blister packs of 4 (2 X 2) tablets.

0.5 mg light coral, round, biconvex tablets: 7 blister packages per box, NDC 50458-395-28, long-temn care
packaging of 30 tablets NDC 504568-395-30.

1 mg light coral, square, biconvex tablets: 7 blister packages per box, NOC 50458-315-28, long-temn care
packaging of 30 tablets NDC 50458-315-30.

2 mg light coral, round, biconvex tablets: 7 blister packages per box, NDC 50458-325-28,

Storage and Handling

RISPERDAL® tablets should be stored af controlled room temperature 15°-25°C (59°-77°F). Protect from light
and maisture.

Keep air of reach of children,

RISPERDAL® 1 mg/ml. oral sofution should be stored at controlled room temperature 15%25°C (59°-77°F).
Protect from light and freezing.

Keep out of reach of children.

RISPERDAL® M-TAB® Orally Disintegrating Tablets should be stored at controlled room temperature 15°-25°C
(59°-77°F).

Keep out of reach of children.

7503229

US Patent 4,804,663
Revised April 2005
® Janssen 2003

RISPERDAL® tablets are manufactured by:
JOLLC, Gurabo, Pusrto Rico o
Janssen-Cilag, SpA, Latina, ltaly

RISPERDAL® oral soiution is manufactured by:
Janssen Phammaceutica N.V.
Beerse, Belgium

RISPERDAL® M-TAB® Orally Disintegrating Tablets are
manutactured by:
JOLLC, Gurabio, Puerto Rico

RISPERDAL tablets, RISPERDAL® M-TAB® Oralty
Disintegrating Tablets, and oral solution are distributed by:
Jansssn Pharmaceutica Products, L.P,

Tusville, NJ 08560
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4.1.

NAME OF THE MEDICINAL PRODUCT
Risperdal®
Risperdal® Quicklet® orodispersible tablets
QUALITATIVE AND QUANTITATIVE COMPOSITION
Risperdal® Tablets: risperidone 0.5, 1,2, 3, 4 and 6 mg.
Risperdal® Liquid: nisperidone 1 mg/ml.
Risperdal® Quicklet® orodispersible tablets: risperidone 0.5 mg, 1 mg and 2 mg
For excipients please see section 6.1
PHARMACEUTICAL FORM
Coated tablets:
0.5 mg: Brownish-red, oblong tablets, marked Ris|0.5.
1 mg: White, oblong tablets, marked Ris|1.
2mg: Pale orange, oblong tablets, marked Ris|2.
3mg: Yellow, oblong tablets, marked Ris|3.
4 mg: Green, oblong tablets, marked Ris|4.
6 mg: Yellow, circular tablets, marked Ris|6.
Oral solution
The solution is clear and colourless.
Orodispersible tablets
0.5 mg:Light coral, round, biconvex tablets, etched “R 0.5
1 mg: Light coral, square, biconvex tablets, etched “R1”
2 mg: Light coral, round, biconvex tablets, etched “R2”
CLINICAL PARTICULARS
Therapeutic indications
Risperdal® Tablets and Liquid and Risperdal® Quicklet® are indicated for the
treatment of acute and chronic schizophrenic psychoses, and other psychotic

conditions, in which positive symptoms (such as hallucinations, delusions, thought
disturbances, hostility, suspiciousness), and/or negative symptoms (such as blunted
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4.2.

affect, emotional and social withdrawal, poverty of speech) are prominent. Risperdal®
and Risperdal® Quicklet® also alleviate affective symptoms (such as depression, guilt
feelings, anxiety) associated with schizophrenia.

Risperdad@ and Risperdal® Quicklet® are also effective in maintaining the clinical
improvement during continuation therapy in patients who have shown an initial
treatment response.

stperdal® and Risperdal® Quicklet are indicated for the treatment of mania in bipolar
disorder. These episodes are characterized by symptoms such as elevated, expansive
or irritable mood, inflated self-esteem, decreased need for sleep, pressured speech,
racing thoughts, distractibility, or poor judgment, including disruptive or aggressive
behaviours.

Risperdal® and stperdal® Quicklet are not licensed for the treatment of behavioural
symptoms of dementia (see section 4.4).

Posology and method of administration
Risperdal Ligmd:

1 ml of Risperdal liquid contains 1 mg risperidone. If necessary Risperdal liquid may
be diluted with mineral water, orange juice or black coffee. When diluted in this way,
the product should be used immediately. The liquid should not be mixed with tea.

(See Section 6. Pharmaceutical Particulars).
4.2.a Schizophrenia:

Switching from other antipsychotics: where medically appropriate, gradual
discontinuation of the previous treatment while Risperdal® or Risperdal® Quicklet™
therapy 1s initiated is recommended. Where medically appropriate when switching
patients from depot antipsychotics, consider initiating Risperdal® or Risperdal®
Quicklet® therapy in place of the next scheduled injection. The need for continuing
existing antiparkinson medication should be re-evaluated periodically.

Adults

stperdal® or Rispcrdal® Quicklet® may be given once or twice daily. All patients,
whether acute or chronic, should start with 2 mg/day Risperdal® or Risperdal®
Quicklet®_ The dosage may be increased to 4 mg/day on the second day. Some
patients, such as first episode patients, may benefit from a slower rate of titration.
From then on the dosage can be maintained unchanged, or further individualised, if
needed. Most patients will benefit from daily doses between 4 and 6 mg/day although
in some, an optimal response may be obtained at lower doses.
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Doses above 10 mg/day generally have not been shown to provide additional efficacy
to lower doses and may increase the nsk of extrapyramidal symptoms. Doses above
10 mg/day should only be used in individual patients if the benefit is considered to
outweigh the risk. Doses above 16 mg/day have not been extensively evaluated for
safety and therefore should not be used.

Elderly

A starting dose of 0.5 mg bd is recommended. This dosage can be individually
adjusted with 0.5 mg bd increments to 1 to 2 mg bd.

Children

Use of Rusperdal for schizophrenia in children aged less than 15 years has not been
formally evaluated.

Renal and liver disease

A starting dose of 0.5 mg bd is recommended. This dosage can be individually
adjusted with 0.5 mg bd increments to 1 to 2 mg bd.

Risperdal® and Risperdal® Quicklet® should be used with caution in this group of
patients until further experience is gained.

4.2.b Bipolar Mania:

Adults

Risperidone should be administered on a once daily schedule, starting with 2 mg.
Dosage adjustments, if indicated, should occur at intervals of not less than 24 hours
and in dosage increments of 1 mg per day. A dosing range between 1 and 6 mg per

day is recommended.

As with all symptomatic treatments, the continued use of Risperdal must be evaluated
and justified on an ongoing basis.

Elderl

A starting dose of 0.5 mg bd is recommended. This dosage can be individually
adjusted with 0.5 mg bd increments to 1 to 2 mg bd.

Renal and liver disease

A starting dose of 0.5 mg bd is recommended. This dosage can be individually
adjusted with 0.5 mg bd increments to 1 to 2 mg bd.
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4.3.

4.4.

Risperdal should be used with caution in this group of patients until further
experience 1s gained.

Combined use with mood stabilisers

There is limited information on the combined use of Risperdal with carbamazepine m
bipolar mania. Carbamazepine has been shown to induce the metabolism of
risperidone producing lower plasma levels of the antipsychotic fraction of Risperdal
(see Section 4.5). It is therefore not recommended to co-administer Risperdal with
carbamazepine in bipolar mania patients until further experience is gained. The
combined use with lithium or valproate does not require any adjustment of the dose of
Risperdal.

Method of administration
Oral use.

Risperdal® Quicklet@;

The Risperda1® Quicklet® tablet should be placed on the tongue. It begins
disintegrating in the mouth within seconds and can be swallowed subsequently with
or without water. The mouth should be empty before placing the tablet on the tongue.

As the tablets are fragile, they should not be pushed through the foil as this will cause
damage. Open blister by pulling up the edge of the foil and peeling it off, then tip the
tablet out. After removal from its blister, the Risperdal® Quicklet®™ tablet should be
consumed immediately as it cannot be stored once removed. Risperdal® Quicklet®
tablets begin disintegrating within seconds when placed on the tongue and the use of
water is unnecessary. No attempt should be made to split the tablet.

Contraindications

Risperdal® and Risperdal® Quicklet® are contraindicated in patients with a known
hypersensitivity to risperidone or any other ingredients in the product.

Risperdal® Quicklet® contains aspartame and therefore should not be taken by
patients with phenylketonuria.

Special warnings and special precautions for use

Risperdal® and Risperdal® Quicklet® are not recommended for the treatment of
behavioural symptoms of dementia because of an increased nisk of cerebrovascular
adverse events (including cerebrovascular accidents and transient ischagmic attacks).
Treatment of acute psychoses in patients with a history of dementia should be limited
to short term only and should be under specialist advice.
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Data from randomised clinical trials conducted in elderly (>65 years) patients with
dementia indicate that there 1s an approximately 3-fold increased risk of
cerebrovascular adverse events (including cerebrovascular accidents and transient
ischaemic attacks) with risperidone, compared with placebo. Cerebrovascular adverse
events occurred in 3.3% (33/989) of patients treated with risperidone and 1.2%
(8/693) of patients treated with placebo. The Odds Ratio (95% exact confidence
interval) was 2.96 (1.33, 7.45).

Physicians should consider carefully the risk of cerebrovascular adverse events with
Risperdal (given the observations in elderly patients with dementia detailed above)
before treating any patient with a previous history of CVA/TIA. Consideration should
also be given to other risk factors for cerebrovascular disease including hypertension,
diabetes, current smoking, atrial fibrillation, etc. '

Due to the alpha-blocking activity of Risperdal® and Risperdal® Quicklet®, orthostatic
hypotension can occur, especially during the initial dose-titration period. A dose
reduction should be considered if hypotension occurs.

Risperdal® and Risperdal® Quicklet® should be used with caution in patients with
known cardiovascular disease including those associated with prolongation of the QT
interval and the dose should be gradually titrated. In clinical trials, Risperdal® was
not associated with an increase in QTc intervals. As with other antipsychotics,
caution 1s advised when prescribing with medications known to prolong the QT
interval.

If further sedation is required, an additional drug (such as a benzodiazepine) should
be administered rather than increasing the dose of Risperdal® or Risperdal®
Quicklet®.

Drugs with dopamine receptor antagonistic properties have been associated with the
induction of tardive dyskinesia, characterised by rhythmical involuntary movements,
predominantly of the tongue and/or face. It has been reported that the occurrence of
extrapyramidal symptoms is a risk factor for the development of tardive dyskinesia.
If signs and symptoms of tardive dyskinesia appear, the discontinuation of all
antipsychotic drugs should be considered.

Neuroleptic malignant syndrome, characterised by hyperthermia, muscle rigidity,
autonomic instability, altered consciousness and elevated CPK levels, has been
reported to occur with neuroleptics. In this event all antipsychotic drugs including
risperidone should be discontinued.

It is recommended to halve both the starting dose and the subsequent dose increments
in geriatric patients and in patients with renal or liver insufficiency.
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4.5.

Caution should also be exercised when prescribing Risperdal® or Risperdal®
Quicklet® to patients with Parkinson's disease since, theoretically, it may cause a
deterioration of the disease.

Hyperglycaemia or exacerbation of pre-existing diabetes has been reported in very
rare cases during treatment with Risperdal. Appropnate clinical monitoring 1s
advisable in diabetic patients and in patients with risk factors for the development of
diabetes mellitus (see also section 4.8 Undesirable effects).

Classical neuroleptics are known to lower the seizure threshold. Caution is
recommended when treating patients with epilepsy.

As with other antipsychotics, patients should be advised of the potential for weight
gain.

Acute withdrawal symptoms, including nausea, vomiting, sweating, and insomnia
have very rarely been described after abrupt cessation of high doses of antipsychotic
drugs. Recurrence of psychotic symptoms may also occur, and the emergence of
involuntary movement disorders (such as akathisia, dystonia and dyskinesia) has been
reported. Therefore, gradual withdrawal 1s advisable.

Use of Risperdal for schizophrenia in children aged less than 15 years has not been
formally evaluated.

Interaction with other medicinal products and other forms of interaction

Possible interactions of Risperdal® and Risperdal® Quicklet® with other drugs have
not been systematically evaluated. Given the primary CNS effects of nisperidone, it
should be used with caution in combination with other centrally acting drugs
including alcohol.

Risperdal® and Risperdal® Quicklet™ may antagonise the effect of levodopa and other
dopamine-agonists.

Carbamazepine has been shown to decrease the plasma levels of the antipsychotic
fraction of Risperdal® and Risperdal® Quicklet®. A similar effect might be anticipated
with other drugs which stimulate metabolising enzymes in the liver. On initiation of
carbamazepine or other hepatic enzyme-inducing drugs, the dosage of Risperdal® or
Risperdal® Quicklet® should be re-evaluated and increased if necessary. Conversely,
on discontinuation of such drugs, the dosage of Risperdal® or Risperdal® Quicklet®
should be re-evaluated and decreased 1f necessary.

Phenothiazines, tricyclic antidepressants and some beta-blockers may increase the
plasma concentrations of risperidone but not those of the active antipsychotic fraction.
Fluoxetine and paroxetine, CYP2D6 inhibitors, may increase the plasma
concentration of rispertdone but less so of the active antipsychotic fraction. When
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4.6.

4.7.

concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should
re-cvaluate the dosing of Risperdal. Based on in vitro studies, the same interaction
may occur with haloperidol. Amitriptyline does not affect the pharmacokinetics of
risperidone or the active antipsychotic fraction. Cimetidine and ranitidine increase the
bioavailability of risperidone, but only marginally that of the active antipsychotic
fraction. Erythromycin, a CYP 3A4 inhibitor, does not change the pharmacokinetics
of risperidone and the active antipsychotic fraction. The cholinesterase inhibitor
galantamine does not show a clinically relevant effect on the pharmacokinetics of
risperidone and the active antipsychotic fraction. A study of donepezil in non-elderly
healthy volunteers also showed no clinically relevant effect on the pharmacokinetics
of nisperidone and the antipsychotic fraction.

When Risperdal® or Risperdal® Quicklet® is taken together with other highly protein-
bound drugs, there is no clinically relevant displacement of either drug from the
plasma proteins.

Risperdal does not show a clinically relevant effect on the pharmacokinetics of
valproate. In patients on long-term lithium and older/typical neuroleptic therapy, no
significant change occurred in the pharmacokinetics of lithium after substitution of
the concomitant neuroleptic with risperidone.

Food does not affect the absorption of risperidone from the stomach. The effect of
food particles in the mouth on absorption from Risperda1® Quicklet® has not been
studied.

Pregnancy and lactation

Although, in experimental animals, risperidone did not show direct reproductive
toxicity, some indirect, prolactin- and CNS-mediated effects were observed, typically
delayed oestrus and changes in mating and nursing behaviour in rats. No teratogenic
effect of risperidone was noted in any study. The safety of Risperdal® and Risperdal®
Quicklet® for use during human pregnancy has not been established. Therefore,
Risperdal® or stperdal® Quicklet® should only be used during pregnancy if the
benefits outweigh the risks.

In animal studies, rispenidone and 9-hydroxyrisperidone are excreted in the milk. It
has been demonstrated that risperidone and 9-hydroxyrisperidone are also excreted in
human breast milk. Therefore, women receiving Risperdal® or Risperdal® Quicklet®
should not breast feed.

Effects on ability to drive and use machines
Risperdal® and Risperdal® Quicklet® may interfere with activities requiring mental

alertness. Therefore, patients should be advised not to drive or operate machinery
unti] their individual susceptibility 1s known.
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