RISPERDAL® regss
(risperidone) 01RS2000

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the infermation needed to use RISPERDAL®
safely and efiectively, See full prescribing information for RISPERDAL®.
RISPERDAL® (risperidone) tablets, RISPERDAL® (risperidone) oral solution,
RISPERDAL® M-TAB? {risperidone) orally disintegrating tablets

Inltial U.S. Approval: 1993

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-
RELATED PSYCHOSIS

See full preseribing informalion for complele boxed warning.

Elderly patients with dementia-related psychosis treated with aiﬁpical antipsychotic
drugs are at an increased risk of death compared to placebo. RISPERDAL® is not
approved for use in patients with dementia-related psychosis. (5.1)

RECENT MAJOR CHANGES

Indications and Usage, Schizophrenia/Adoleseents (1.1) 08/2007
Indications and Usege, Bipolar Mania/Pediatrics (1.2) 08/2007
Indications and Usage, Autistic Disorder (1.3) 10/2006
Dosage and Administration, Schizophrenie/Adolescents (2.1) 08/2007
Dosage and Administration, Bipolar Mania/Pediatrics (2.2) 08/2007
Dosage and Adminisiration, Autistic Disorder (2.3) 10/2008
Warnings and Precautions, Hyperprolactinemia (5.6) 10/2006

INDICATIONS AND USAGE

RISPERDAL® Is an atypical antipsychotic agent indicated for:

+ Treaimen of schizophrenia in adults and adolescents aged 13-17 years (1.1)

« Alone, or in combination with lithium or valproate, for the shorl-lerm treatment of acute
manic or mixed episodes associated with Bipolar | Disarder in adults, and alone in
children and adolescents aged 10-17 years (1.2)

« Treatment of irritability associated with autistic disorder in children and adolescents aged
5-16 years (1.3)

DOSAGE AND ADMINISTRATION

Intlial Target Effective

Dose Titration Dose Dase Range
Schizophrenia— 2mg 1-2 mg 4-3mg 4-16mg
adults (2.1) | /day dai dally [day
Schizophrenia— 0.5 mg 051 mg amg 1-6mg
adolescanis(2.1) Iday daily [day Jday
Bipolar mania- 23 mg 1mg 1-6mg 1-6mg
adults (2.2) Iday | daily lday [day
Bipolar mania in children/ 0.5mg 051 mg 25mg 05-6 mg
adolescents (2.2) Iday dally [day Iday
Inritability associated 0.25 mg 025-06mg | 0.5mg 05-3 mg
with aulistic disorder {2.3) [day at=2 weeks | /day {day

(<20 kg) (<20 kg)

0.5 mg 1mg

Iday Iday

(220 kg) {=20kg)

DOSAGE FORMS AND STRENGTHS
+ Tablets: 0.26 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)
+ Oral solution: 1 mg/mL (3)
» Orally disintegrating fablets: 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)
CONTRAINDICATIONS
« Known hypersensitivity to the product (4)
WARNINGS AND PRECAUTIONS
* Cerebrovascular events, including stroke, in elderly patients with dementia-related psychosis.
RISPERDAL® is not approved for use in patients with dementia-related paychosis (5.2)
* Neuroleptic Malignant Syndrome (6.3)
» Tardive dyskinesia (5.4)
s Hyperglycemia and diabetes mellitus (5.5)
o Hyperprolasiinemia (5.6)
¢ Orthostatic hypotension (5.7)
+ Potential for cognitive and motor impairment (5.8)
* Sejzures (5.9)
+ Dysphagla (5.10)
* Priapism (5.11)
« Disruption of body temperalure regulation (5,12)
+ Antiemetic Effect (5.13)
» Suicide (5.14)
« Increased sensilivity in patiants wilh Parkinson's disease or those with dementia with
Lewy bodies (5.15)
+ Diseases or condifions ihat could affzct metabolism or hemodynamic responses (5.15)
ADVERSE REACTIONS
The most common adverse raaciions in clinical frials (=10%) were somnolence, appslite
Increased, fatigue, rhinitls, upper respiratory fract infection, vomiting, coughing, urinary
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incontinence, saliva increased, constipation, fever, Parkinsonlsm, dystonia, abdominal

pain, anxiely, nauses, dizziness, dry mouih, iremor, rash, akathisie, and dyspepsia. ()

Tha most common adverse reaclions that were asseciated with discontinuation from

clinical trials were somnolence, nausea, abdominal pain, dizziness, vomiting, agitation,

and akathisia, (8)

To report SUSPECTED ADVERSE REACTIONS, contact Janssen, L.P. al 1-800-JANSSEN

(1-800-526-7736) or FDA at 1-800-FDA-1088 or www.fda.qov/inedwatch

DRUG INTERACTIONS

¢ Due to CNS effects, use caufion when administering with other cenirally-acting drugs.
Avoid alcahol, (7.1)

¢ Due to hypolensive effects, hypotensive effects of other drugs with this potential may be
enhansed, (7.2)

+ Effasts of lavodopa and dopamine agonists may be antagonized, (7.3)

+ Cimelidine and ranifidine increase the bioavailability of risperidone. (7.5)

+ Clozapine mey decrease clearance of risperidone. (7.6)

* Fluoxetine and paroxeline increase plasma concentrations of risperidone, (7.10)

» Carbamazepine and olher enzyme inducers decreasa plasma concentrations of
risperidone. (7,11)

USE IN SPECIFIC POPULATIONS

« Nursing Mothers: should not breast feed. (8.3)

» Padiatric Use: safely and effectiveness not established for schizophrenia less than 13
years of age, for bipolar mania less than 10 years of age, and for aulistic disorder less
than 5 years of age. (8.4)

« Elderly or debilitated; severe renal or hepafic impairment; predisposition to hypolension
or for whom hypotension poses a risk: Lower initial dose (0.5 mg twice daily), followed by
increases in dose in increments of no more than 0.5 mg twice dally. Increases o
dosages above 1,5 mg twice daily should ccour at intervals of at least 1 week. (8.5, 2.4)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 08/2007
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-

RELATED PSYCHOSIS

Elderly gatients with dementia-related psychosis treated with atypieal
ipsychotic drugs are at an increased risk of death compared to placedo,

antj
Anaﬁrses of soventeen placebo controlled thals {modal durafion of 16 weeks) in
these patients revéaled a risk of death in the diug-ireated patients of hetweer 1.6
to 1.7 times that seen in placehodreated patfents, Over the course of a lypicel 19
week controlied teal, the rate of death in drugreated patianls was about 4.5%,
comﬁared fo a rafe of about 2.6% In the placebo group, Afthough the vauses of
death were varied, most of the deaths appeared fo be ither cardiovascular E’e.{g
heart failure, sudden death) or infectious {e.g., pneumonia) in pature, RISPERDA

risperidione) is not approved for the treatment of pationts with Dementia-Related

sychiosis, [See Wamings dnd Precautions {5.1)]

1 INDICATIONS AND USAGE
1,1 Schizophrenia

Adults

RISPERDALY {risparidore) is Indicated for the acule and mainlenanca ireatmenl of
schizophrania fsea Clinical Studies (14,1} :

Adolescants

RISPERDAL® is Indicatet! for the treaiment of schizophrenia in adelescents aged
13-17 ysars fsee Clinical Sludies (14.1)}. ’
1.2 Blpolar Manta

Monotharapy - Adults and Pediatrics

RISPERDAL? is indicated for the shorlerm fraatment ol acule manfc or mixed
episcdes associaled with Bipolar | Disorder in adulis and in children and adolescents
aged 10-17 years {see Clinfcal Studies (14.2)).

Combination Therapy - Adulls )

Tha combination of RISPERDAL? with lithium er valproate s indicated for the short-
term traaliment of acute manic or mixed episodés associated with Bipolar | Disorder fsee
Clinicaf Stidies (14.3}].

13 Irritability Associated with Autistic Disorder

Pedialics

RISPERDAL® is indicaled for the trealment of initability associated with autisiic
disorder in childien and edolescents aged 5~16 years, including symploms of aggression
towards others, deliberate self-injuriousness, temper tanirums, and quickly changing
meeds fsee Clinical Studies (14.4)].

2 DOSAGE AND ADMINISTRATION
21 Schizophrenia

Adults

Usuad Inifizl Dase

RISPERDAL® can be administered once or fwice dally. Iniial desing is genarally
2 mofday. Dose increases should then ocour at Inlervals not less than 24 gours. in
increments of 1-2 mofday, as lolerated; 1o a recommended dose of 4-8 mg/day. In some
pafients, slower ftration may be appropriate, Efficacy has been demonstraled n s tange of
4-16 mofday (see Clinical Shidies {14, T}, Howaver, dosas above 6 mo/day for twice daly
dosing were noi demonsirated ‘o ba more efficacious than lower doses, were associated
with more exlrapyramidal symploms and other advarse eflests, and are generafly nol
recommendad. In & single study supsorling once-daily dosing, the efficacy resulls were
generally sironger for 8 mg than for 4 mg. The safely of doses above 16 mg/day has not

een evaluated in clinical frials.

taintenanca Therapy

Whila it is unknown how Ion? 2 patient with schizophrenia should remain on
RISPERDAL®, the efisctiveness of RISPERDALY 2 mo/day to 8 mg/day al delaying
refapss was demonstrated in a conlolied ial in patients who had been clinically stable
for at least 4 weeks and were {hen followed Jor a period of 1 10 2 years [sea Clinical
Sludies (14.1)]. Palients should be pericdically reassessed {o delermine te need for
mainfenance frealment with an appropriate dose,

Adalescenls

The n‘oea?e of FISPERDAL® should ba inffiated a1 0.5 mg once dally, administered
as a single-daily dose in either the morning or evening, Dosage adjustments, if indicated,
should oogur al intervals not less than 24 hours, in increments of 0.5 or 1 mgday, as
loleraied, to a recommended dose of 3 ma/day, Athough efficacy has been demonstrated
in studies of adolescent pafients with schizophrenia al doses betwaen 1 and & mg/day, no
additional benelit was seon above & mghiay, and higher doses were asseciated with more
adversa evenls. Doses higher than & mgilay have not been sludied.

Pabients experiencing parsistent somnolence may benefit from administering half the
daily dosa fwlce daliy

There are no conirolled data to support the longer term use of RISPERDAL® beyond
8 weels in adolescents with schizophrenia. The physician who elects lo use RISPERDAL®
for extended periods in adclescents with schizophrenia should periodically re-evalusle the
long-term usefuiness of Ihe drug for the individual patient.

Aeinitiation of Treaimend in Patients Previously Disconlinued

Afthough: there are no data o specifically address reinitiation of treatman, it is
recommendad that afler an interval off RISPERDAL?, the inilia! fitration schedula should
be lollowed.

Switehing From Other Antipsycholics

There are no systemailcally coflecled deta fo specifically address swiching
schizaphrenic patients friom other aniipsysholics fo RISPERDAL®, or freating patients wilh
concomitant anfipsychotics, White immediate discontinuation of the previous antipsychofc
frealment may be acceptable for some schizophrenic patients, more gradual
discontinuation may be most appropriale for others. The period of overlapping
antipsychatic adminisiration should be minimized. Whan swilching schizophranic patients
lrom depot anlipsychotics, initiate RISPEADAL® therapy in place of the next scheduled
injection. The need lar continuing existing EPS medication should ba re-evaluated
pericdicatly.

2.2 Bipolar Mania

Usual Dose

duiis

RISPERDAL® should be administered on a once-daily schedule, siarting with 2 mg lo
3 mg per day. Desage adiustments, if indicated, should ceeur at infervals of nof less than
24 hours and in dosage increments/decrements of 1 mg per day, as studiad in the short-
ferm, placebo-cenirolled frals, In these irals, short-term (3 week) anfi-manic sfficacy was
damonstraled in & fiexible dosage range of 1-6 mg per day {see Clinical Siudies (14.2,
14.3)], RISPERGAL® doses higher than € mg per day were nol studled,

Pediatrics

The dosage of RISPERDAL? should be initiated ai 0.5mg ance daiy, administered as
a single-dally dose in silfier the moming or evening. Dosage adjustments, il indicaled,
shoutd eccur al intervals not less than 24 hours, in increments of D.5 b1 mgilay, as
tolarated, to a recommendad dose of 2.5 mg/day. Although sfficacy has been
demonsirated in sludies of pediatric pafients with bipolar mania at doses befween 0.5 and
6 mg/day, nc additional benefii was sean above 2.5 mg/day, and higher doses were
assoclaled with more adversa events, Dasas higher than 6 mg/day hava nol been sludiad.

Patients experiencing persislant somnolence may benefit frots edministering hall the
daily dase twice daily.

iaintenance Therapy

There is ne body of evidence available from controlied triafs o guide a clinician In the
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longer-tarm management of a patient who improves during treatment of an acule manic
apisode ‘with RISPERDAL®. Whila il is generally agreed thal pharmacological reatmant
beyond an acule response in mania is desirable, both for maintenance of the initial
response and for prevenfion of new manic episodes, there are no systamedcally oblained
dala fo support the use of RISPERDAL?® in such longerferm freatment {i.e., bayond 3
waeks}. The physician who elecis {o use RISPERDAL® for exiended periods should
perlodically re-evalizate the long-term risks and benafits of the drug for tha Individua!
palient.

2.3 Irritability Associated with Autistic Disorder - Pediatrics (Children and
Adplescents)

The safely and effectivaness of RISPERDALS In padiatric patients with autisfic
disorder lass than 5 yaars of age have hot been established.

The desage of RISPEADAL® should be individualized according to the response and
tolerability of the patient, The total daily dose of RISPERDAL® can b administered once
daily, or half the folal dally dose can be adminisiered iwice dally.

Dosing should be inifiated al 0.25 mg per day for patisnis < 20 kg and 0.5 my per day
for patients = 20 ky. Afler a minfmum of four days from kregiment iniliafion, the dose may
be increased jo the recommended cose of 0.5 my e day lor palients < 20 %g and 1 mg
per day for palients = 20 kg. This dose should be maintained for a minimum of 14 days. In
patients not achieving sufiiclent clinival response, dose inoreases may be considered at
= Z-week intervals in incremenls of 0.25 myg per day for patients < 20 kg or 0.5 mg per day
%or patisnts 2 20 kg, Caution should be exercised wilh dosage for smalier children who
waigh less than 15 kg,

In elinical trials, 50% of patienis who showed & responss (based on &t least 25%
improvement on ABC-}, [saa Clinical Studies {14.4)] receivad doses of RISPERDAL®
batween 0.5 mg.and 2.5 mg per day. The maximum daily dose of RISPERDAL® in one of the
pivotal iiels, when the therapautic affest reached plafean, was 1 my in patiants < 20 kg,
2.5 my in patents = 20 kg, or 3 mg in patents > 45 kg, No dosing dala is available for
childnan who weighed less than 15 kg.

Onee sufficient cfinical response has been achieved and mainteined, considerafion
should be given to gradualy iowering the dese 1o achieve the optimal balance of efficacy
and safety. The physician who slects lo use RISPERDAL® for éxlended pericds should
pericdically ra-evaluate the leng-term risks and benefits of tha drug lor the individual
patient,

Patients experiancing persistent somnolence may benefit from a once-tally dose
?hdménislera'd al bedlime o administaring half the ddily dose twice daily, ér a reduciion of

e dosa.,
2.4 Dosage in Special Populations

~ The recommended initia? dose is 0.5 myg twiee dally in pafienls who are elderly or
dabiliteted, patients with severa renal or hepatic impairment, and patients either
pradisposad 1o hypotension ar for whom hypotension would pose a risk. Dosage
Increases in these patients should be in increments of no mere than 0.6 mg fwice daily,
Increases fo dosages above 1.5 my ice deily should generally ocotr at infervals of al
least 1 waek, in soma paiiants, slower fitrafion may bs medically appropriate,

Elderly or debilitated patients, and patienls with renal impairment, may have less
abifity {o sliminate RISPERDAL® than normal adults. Pafients with impaired bepatic
functicn may have increasss in the free fraction of risperidone, possibly Tasulting in an
enhanced effast [see Clinical Pharmacolagy (12.3)), Palients with a predispostion fo
hypolensive reactions or for whom such reactions would pose a parlicutar risk likewice
naed to be titrated cautiously and carefully menfiored fsee Warnings and Procautions
(5.2, 5.7, £.15]]. H a once-daily desing ragimen in the elderly or dabilitaied patient is bsing
cangidered, it is recommendad that the patient be fitrated on a twice-daily regimen for 2-2
dhays aii the 1arget dose, Subsequent switches to a once-dally dosing regimen can be done
thereafter.

25 Co-Administration of RISPERDAL® with Certain Other Medications

Co-administration of carbemazepine and ofher enzyme inducers {e.g., phanyloin,
ritamgpin, phencbarbitad) with RISPERDAL® would be expected o cause decreases i the
plasma concentrations of the sum of risparidene and S-hydraxyrisperidone combined,
which could lead fo decreased efficacy of RISPERDAL® treatment. The doss of
RISPERDAL® nesds lo be Hisaled accordingly for palients receiving these enzyme
inducers, especially during inifiaion or discontinuation of therapy with these inducers fsee
Drug Intetactions (7.11)],

Fluoxetine and Farcxetine have been shown 1o incresse the plasma concentration of
risperidone 2.5-2.8 fold and 3-9 %old, respectively, Fluoxefine did not alfect the plasma
concentration of S-hydroxyrisperidone, Paroxetine lowerad the concentration of
9-hydroxyrisperidone by about! 10%. The dose of RISPERDAL? needs 1o be firaled
?ccc);?ingly when fluoxetine or paroxeline is co-administerad [ses Drug Intoractions
7. 100
2.6 Adminlstration of RISPERDAL® Oral Solution

RISPERDAL® Crat Solution ¢an be administered directly from the callbrated pipstte,
or ¢an be mixed with & hevarage prior to administration. RISPERDAL® Oral Solition is
compatible in the foilowing beverages: water, cofles, orange juice, and low-fat milk: % is
NOT compatible with eithier cola or tea.

2.7 Directions for Use of RISPERDAL® M-TAB® Orally Disintegrating Tablets
Tablet Accassing
RISPERDAL® M-TAB? Crally Disinfegrating Tablets 0.5 mg, 1 mg, and 2 mg
- RISPERDAL® M-TAB® Orally Disintegrating Tablets 0.5 mg, 1 mg. end 2 mg are
supplied in blister packs of 4 tablets each,

De not open the biister untif ready o administer, For single lablet removal, separale
one of the four blister units by tearing apart &t the perorations. Bend the comar where
indicated, Peel back jol o expose the fablet. DO NOT push the fbist through the foil
because this could damage the iablet,

RISPERDAL® M-TAB® Orafly Disintograting Tablets 3 mg and 4 mg

RISPERDAL® M-TAB® Orally Cisintegraling Tablels 3 mg and 4 g 2 supplied in &
child-resistant pouck condaining a Hister with 1 fablet each,

The child-resistant pouch should be form open at the nofch 1o access the blister, Do
not open the blisfer until ready 1o administer, Pesl back &l from the side fo expose the
tablet. DO NOT push the tablet through the feil, because this couid damage the fablet,

Tablet Administration

Using dry hands, remove tha. tablet from the biister unit and immediately place the
endire RISPERDAL® M-TAR® Qrally Disintegrafing Tablet on the tongue, The RISPERDAL®
M-TAB® Qrally Disinlegrating Tabiel should be consumed fn?media!gl!, as 1he tablel cannet
be stored once removed from the Blister unit. RISPERDAL® M-TAB® Orally Disintegrating
Tablets disinlegraie in 1e mouth within seconds and can be swaliowed subsequently with
or without liquic, Padents should nof alterpt 16 spilor to chew the table,

3 DOSAGE FORMS AND STRENGTHS .
PRISPERDAL® Tabiets are available in the lollowing sirengths and colors: 0.25 mg

{dark yellow), 0,5 mg (rec-brown), 1 mg ({while), 2 mg forange), 3 iy (yellow), and 4 mg

{graer), Al ara capsule shaped, and imprinted with “JANSSEN" on one side and either
“His 0.25", "Ris 0.5", "R1", “R2", "R, or "R4* on the other side acsording to their
raspeciiva sirengths,

RISPERDAL® Orat Solulion is available in a 1-mgfml. strength.

RISFERDAL® M-TAB® Crally Disintegraiing Tablels are available in thé lolowing
strengths, cologs, and shapes: 0.6 mg (light coral, round), 1 mg (light coral, square), 2 mg
(coral, square), 3 mg {coral, round), and 4 mg (coral, round). Al are bisonvex and elchad
on one sidewith “R0.5°, “R1", "R2", "Ra", or "Re” according to thelr respettive sirengths.

4 CONTBAINDICATIONS

Hygersensil'wity reaclions, inluding anaphylactic reactions and angioadema, have
been obsarved in patients tredled with nsperidone, Therefors, RISPERDALS is
contraindicated in patients with a known hypersensilivily to e product,

§ WARNINGS AND PRECAUTIORS
3.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderiy patients with dementia-related psychosis treated with atypical
anlipsychotic drugs are al an increased risk of death compared fo placebo,
RISPERDAL?® (risperidorie} Is not approved for the treatment of dementia-related
psychosis fsee Baxed Warning].

5.2 Cerebrovascular Adveise Events, Including Stroke, in Elderly Patiants with

Damentia-Related Psychosis

Cerebrovascular adverse evenls {e.g., stroke, Iransient ischemic atiack), including
fatalities, were reported in patients {mean age 85 years; range 73-87) in irials o
risperidone in elderly patienls with demientia-related peychosis. In placebo-conirolied
Friels, there was & significantly higher incidence of cerebrovascular adverse svanls in

fienls treated with risperidone compared to patients irealed with placebe, RISPERDALY
1 not approved for the ireatmant of pafients wilh dementiarelafed psychosis, [See akso
Boxad Warnings end Wamings and Precaulions {5.7)]
53 Newroleptic Malignant Syndrome (NMS) .

A potentially fatal symplom complex.somalimes referrad to es Neurolepfic Mafignant
Byndrome {NMS) has been reporied in associafion with antipsycholic drugs, Clinical
manifestations of NMS are hyperpyrexia, muscla rigidity, akiered mental siatus, and
avidence of autonomic instebilily (iregular pulse or blood pressure, lashyoardia,
diaghorasis, end cardiac dysrhythmia). Additional signs may include slevaled creatinine
phosphokinase, myoglobindria {habdomyclysis}, and acule renal faiure,

The diagnostic evalualion of paiients with this syndrome is complicated, In arriving al
a diagnosis, il is Important fo identily cases in whish the ofinfoal presentation includes
both sarious madical #iness {e.g., preumonia, systemic infection, ele) and untrasisd o
inadegualely ireated exirapyramidal signs and symploms (EPS). Other imporfant
considerations in the ditlerential diagrosis include central antichelinergic kndeily, heal
sitoka, drug fver, and primary central nervous system pathology,

The managemeni of NMS should Include: (1) immediate discontinuation of
antipsychotic drugs ant other drugs not essential to concurrent therapy; (2) infansive
symplomalic ireatment and medical monitoring; and (3) treatmenl of any consomitant
serious medical problems for which specific reatments are avalieble, There ts no general
agreement about specific pharmasolegical treatment regimans lor uncomplicated NMS,

fl a palient requires antipsycholic drug treatment afler racovary from NMS, he
potential reintrodiction of drug therapy should be carefully considered, The patient should
be carefuily monitored, since recurrences of NMS have bean reported,

5.4 Tandive Dyskinesia .

A syndrome of potentially irrevarsible, involuntary, dyskinetic movements may
develop in pafients treated with anilpsycholic drugs. Although ihe prevalence of the
syndrome appears fo be highest among the elderly, espesially elderly woman, it is
impossible lo rely tpon pravalence estimalss lo prediol, ul the inosplion of antipsychotia
freatment, which patients are likely lo develop he syndrome., Whether antipsycholie drug
products differ in their potential to cause terdiva dyskinesia Is unknown,

The risk of developing jardive dyskinasta and the likelihood that it will become
Ireversible are beliavad to incraase as the duration of treatment and the tofal cumulative
dose of anfipsychotic drugs administered to tha patient increase. However, the syndrome
can develop; athough much less commonly, afier refalively brief treatment periods at low
doses.

There Is ao known Heatment for established cases of tardive dyskinesia, although
the syndrome may remil, partially or completely, if anfipsycholic frealment is withdrawn.
Antipsycho¥ic freatmen, ilself, howsver, may suppress (or partialy suopress) the signs
and symptoms of the syndrome and thereby may possibly mask the underlying procass.
The eflect that symptomatic suppression has upon fhe lang-term course of the syndrome
is unknown,
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Given these considerations, RISPERDAL® should be prescribed in & manner thaf is
most likely 1o minimize the ocourrence of tardive dyskinesia. Chronic anfipsychotic
treatment should generally be reserved lor patients who sulfer from a chronic ilness that:
{1} is known o respond to anfipsychotic drugs, end (2) for whony alfernalive, equally
elfective, but polentially less harmful freaiments are nof available or appropriate, in
pafisnts who do require chronic treatment, the smallast dose and the shorlast duration of
freatmeit producing a satislaclory clinicat response should be sought, The nead for
continued freatment shotld be reassessed perindically.

1# signs and symploms of lardive dyskinesia appear in a palienl trealed wilh
RISPERDAL®, drug discontinuation should be considered. However, some patients may
raquire treatment with RISPERDAL® despile the presence of e syndrome,

5.5 Hyperglycemia and Diabetes Melifius

Hypergiycemis, in some cases extreme and essocialed with ketoacidosis or
hyperosmolar come or death, has been reporied in patients frealed with atypical
antipsychotics including RISPERDAL®. Assessment of the relafionship between alypical
anfipsychetic use and glucose abnormalifies Ts complicaied by the possibility of an
Incraased background risk of ciabetes mellitus in patients with schizophrenia and fhe
inereasing incidence of diabetas mellitus In the general population. Givan these
conlounders,. the relationship belwean atypical antipsychotic use and hyperglycemia-
refated edverse events is not complstely undarstood. Howsver, epidemiological studies
suggest an increased risk of reatment-emargent hyperglycemia-related adverse avents in
patients treated with the atypicel antipsyshotics, Preciss fisk edtimales for hyperglysemia-
relaied edversa events in palients treatad with atypical antipsychotics are not availasie.

Patients with an established tapinosls of diabetes matltus who are started an
atypical anlipsychotics should be monitored ragularly for worsening of glusese control.
Patients with risk factors for diabates mellitus (2.9, ebesity, family history of dlabeles) who
are slarfing {reziment with atypical anfipsychotics should undergo fasting blood glucose
testing at the beginning of treatment and periodically during Ireatment. Ary patient freated
with atypical anfipsycholics should be monitored for symptoms of hyparglycemia including
polydipsia, polyuria, polyphagia, and weakness. Patiants who develop symploms of
hyperglycemia during treatment wilh atypical anlipsychotics should endergo fasting blood
glucosa testing, In soma casas, hyperglycemia has resolved when the alypical
antipsychotic was discontinued; howsver, seme patients required continuation of anfl-
dizbetic treatment despite dissontinuation of the suspect drug,

5.8 Hyperprolactinemia

As wilh ather drugs thal antegonize dopamine D, receptors, RISPERDAL? elevates
prolactin levels and the elevation persists dwring ehronie administration. RISPERDAL® is
associated with highar evels of prolactin elevation than other antipsychotic agents.

Hyperprolaclinemia may suppress hypothalamic GnRH, resulling in reduced pituitary
gonadolropin secrelion, This, in turn, may inhibit reproductive function by impairing
gonadal steroldogenesis in both fomale and male palients, Galastorthes, smenorrhea,
gynecomastia, and impotence have beeh reporled in patients recaiving prolaciin-elevaling
compounds. Long-standing hyperprelactineria when associatad with hypogonadism may
lead to decreased bone dansity in both femala and male subjects,

Tissua oulture experiments indicate that appraximately one-third of human breast
cancars ate prolacin dependant in vifr, a factor of polential importance # the prescription
of these drugs is contemplated in a patient with previously delected breast cancer. An
increase in pituilary gland, mammary glant, and pancrealic isfet cell necplasia (mammary
adenccarcinomas, piluitary and pancreatic adenomas) was observed in the risperidone
cacinogenicity studies cenductod in mics and rats fsea Non-Clinical Toxicology {15.1))
Neither clinicat studies nor epidemiologic studies condusled to dale have shown an
associafion betwean chronic administration of this class of drugs end tumorigenesis in
humans; the available svidence is considered oo limded 10 be conclusive af s time.

57 Orthostatic Hypolension

HISPERDAL® may induce orthostalls hypotensian associated with dizziness,
lachycardia, and in soms palients. syncope, especially during the initidl dose-litration
period, probably reflecting its alpha-adrenergic antagonistic properties, Syncope was
reported in 0.2% (6/2607) of RISPERDAL®trealed pefients In Phase 2 and 3 studies in
adults with schizophrenia, The risk of srthostatic hypolension and syncope may be
minimized I:?riimi'!ing the initial dose lo 2 mg ote {either once dally or 1 mg tice daily) in
normal aduits and 0.5 mg twice daily in the elderly and patisnis wiih renal or hepatic
impairment (see Dosage and Administration (2.1, 2.4)). Moniloring of orthostalic vital
signs should be considered in patients for whom this Is of concern. A dose reducton
sholtd be considered if hypolensioh oceurs, RISPERDAL® should be used with particular
caution in patients with known cardiovascufar disease {histery of myocardial infarction or
ischemie, hearl falure, or conduction abnormalities), serebrovasoular disease, and
conditions which would predispose patients 10 hypotension, e.g., dehydration and
hypovelemia, Clinically significant hypotension has been observed with concomitant use
of RISPERDAL® and anfifypertensive medicafion.

5.8 Polential for Cognitive and Motor Impairment

Somnalance was s commonly reported adverse event asscclated with RISPERDAL®
treatment, especlally when ascertained by direct quastioning of patienls. This adverse
event is dose-relaled, and in & study utilizing 2 checklist to detect adverse events, 41% of
the high-dose patients (HISPERDAL? 16 mgiday) repurted somnolence compared 1o 16%
of piacabo patients, Direct questioning is more sensiive for datecting adverse events than
spontanaous reporting, by which 8% of RISPERDAL® 16 mg/day palients and 1% of
placebo patients reporled somnolenca as an adverse event, Since RISPERDAL® has the
polentied to impalr judgment, thinking, or motor skilis, patients should be cautioned about
operafing hazardous machinery, including automobiles, until they are reasonably cerlain
thet RISPERDAL® theragy doss nof alfect them adversely,

59 Seizures

During premarkeling testing in adult patients wilh schizophrenia, selzures occured In

0.3% (9/2607) of RISPERDAL®-reated palients, two in associalion with hyponatremnia,

RISPERDAL® should be used cauliously in palients with a istory of seizures,
5.10 Dysphagia

Esophageal dysictility and aspiraion have been assoclated with antipsyohofic drug
use. Aspiration priaumonia is & common cause of morbidity and morlalily i patients wilh
advanced Alzheimer's demandia. RISPERDAL® and ofher antipsycholic drugs should be
used cautiously in patients af risk for aspiration pneumonia. [S2e also Boxed Warning and
Wernings and Precautions (5.1)]

511 Priaplsm

Rere 0aseés of priepism have been reported. While the refationship of the evenis to
RISPERDAL® use has nol been eslablished, other drugs wilh alpha-adrenergic blocking
effasls have been reporled to induce priapism, and i-is possible that AISPERDAL® may
share this capacity, Severe priapism may require surgical intervention. .

512 Body Temperalure Regulation

Disrupfion of body temperalure regulation has been aflributed o anfipsychotic
agents. Both hyparthermia and hypotharmia have bean reported in assoclation with oral
RISPERDAL® use, Caution is advised when prescribing for pafients who will be exposed
to lemperefire sxiremes.

5,13 Antiemetic Effect

Risperidone hag an antiemeic elfect in animals; this effect may also ocour in
humens, snd mey mask signs and symploms of overdosage with ceriain drugs or of
condilions such as infestinal obstruction, Reya's syndrome, and brain lumor,

5.14 Suleide

The pessibility of a suicide atiempl is inherent in palients wilh schizophrenia and
bipolar maniz, including children and adelessant patients, and close sipervision of high-
risk patients should accompany drug therapy, Prestriptions fr RISPERDAL? should be
writen for e smallest quaniity of tablets, consisient with good palient management, in
older o feduce the risk of averdosa. '

5,15 Use In Patlents with Concomitant lliness

Clinical experience with RISPERDAL® in patients with cerlain concomitant systemic
illnesses is fimited, Patients with Parkinsor's Disease or Demenlia wilh Lewy Bodies who
recelve antipsychotics, including RISPERDALE, are reparled 1o havs an. incieasad
sensilivity to antipsychotic medicalions, Manllestafions of this increased sensitivity have
baen reported fo include confusion, oblundation, postural instabiliy with frequent falls,
extrapyramidal syraploms, and clinkal festures consistent with the neurolentic malignant
syndrome,

Caution is advisable in using RISPERDAL® in patients with diseases or condifions
that could aflect metabolism or hemodynamic responses, AISPERDAL® has nof bean
evaluated or used fo any appracizble exient in patienls with a recent histery of myocardial
infarcfion or unslable heart dissase. Palients with lhese diagnoses were excludad from
clinical sfudies during the product's premacket fasting.

{ncreased plasma soncenirations of risperidone and S-hydroxyrisperidone aceur in
patients wiil severe renal Jmpairmeni (creatining clearance <30 mUimin/1.73 m?), and an
increase in the frae fraction of risperidone is seen in patients with severe hepatic
impairment. A lower starling dose should be used in sush patiants fsee Dosage and
Adminisiration (2.4)). ’

.16 Monitoring; Laboratory Tests

No specific laboratory tests are recommended,

& ADVERSE REACTIONS )

The following are discussed in more datallin other sections of the labeling:
¢+ Increased mortality in elderly patients with dementia-refated psychosis fses Baxed
Warning end Warnhgs and Precawtions (8.1)}

Cerebrovascular adverse events, including siroke, In eldery pafients with dementia-
related psychosis fsee Warnings and Precaufions (5.2)]

Neuroleptic malignant syndrome {sea Warnings and Precautions [5.3}}

Tardive dyskinesta fsee Warnings and Pracautions (5.4)]

Hyparglycemia and dlabstes mellitus fsee Warnitngs and Presaufions (5.5)]
Hyperprolactinernia [see Warnings and Precaulions (5.6]]

Orihostatic hypotension [soe Warnings and Pracaufions (5.7)]

Potential for cognitive and mator impairment [see Wamings and Precatifions [5.8)]
Seizures fsee Warnings and Precaufions (5.9)]

Dysphagha fsee Wamings and Precautions (5,10}]

Priapism fses Warnings and Precautions {5.11)] )

Disruption of body lemparaure regulation [see Wamings and Precautions (5,12}
Antiemetic effoct fsee Warnings and Precautions (5.13))

Suicide fses Warnings and Pracautions (5. 14)]

Increased sensitivily in patients with Parkinson's disease or thosa with dementia with
Lewy bodiss [see Warnings and Frecautions (5.15}]

Diseasss or copditions that could affect metabolism or hemodynamic responses fses
Warnings and Precautions [5.15}]

The most comman adverse reactions in. clinival tials {2 10%) ware somnolence,
appsfile increased, faligue, thiniffs, upper respimtory irast infection, vomiting, coughing,
urinery inoontinence, saliva increased, constipation, fever, Parkdnsanism, dystonia, abdominal
pain, anxiely, nauses, dizziness, dry mouth, lremer, rash, akathisia, and dyspepsia.

The most common adverse reactions thal were associated with disconfinuation from
clinical trials (causing discontinuation in >1% of adulls and/or >2% of pediakics) were
somnolence, nausea, abdominal pain, dizziness, vomiling, agilation, and akalhisia fsae
Advarse Raactions (5.5))

The data described in his section are derived from a clinica! trial database consisting
0t 9712 aduli and pediatric patients exposed o one or more doses of RISPERDAL® for The
treatment of schizophreniz, bipclar mania, autistic disorder, and other psychiatric disoidars
in pediatrics and elderly palients with dementia. Of these 8712 pafienis, 2626 were paliants
who recaived RISPEHDAL® while parficipating in double-blind, placebo-contiolied trials,
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The conditions and durafion of treatmant with FISPERDAL® varied greally and inchided (i
overlapping calegories) double-blind, fixed- and flexible-dose, placebo- or attive-controlled
studies and apen-label phases of siudies, inpatients-and oytpatients, and short-term (up 1o
12 weeks) and longer-term {up to'3 years) axposures, Salely was assessed by collecting
advarse events and parforming physical examinafions, vital signs, body waights, laboratory
analyses, and ECGs. .

Adverse events during exposure fo study treatment werd oblained by general inquiry
and recarded by clinical Investigalors using thelr awn ferminology. Censaquantly, to
provide a mearingful estimale of the proporfion of individuals experiencing adverse
evanls, avenis wete grouped in siandardized calegories using WHOART terminalogy,

Throughout this section, adverse reactions are raported, Adverse reactions ars
adverse evenls thal were considored 1o be reasonsbly associated with the nse of
RISPERDAL® (adverse drug reacions) based on the comprehensive assessmient of he
avallable adverse event infermation. A causal associaiion for RISPERDAL® offen cannot
be reliably established in individual cases. Further, because dinical frials are conducled
Under wiaely varying condifions, adverse reaction rates observed in the clinical tials of a
g cannot be directly compared to rales in the elinicat tials ol another drug and may net
teflect the matas obsatved in clinical praciica,

The majority of all adverse reactions were mild to moderale in severfy.,

§1 Commenly-Chserved Adverse Reactions in Double-Blind, Placshe-Controlled

Clinical Trials - Schizophretia -

Adult Patienits with Schizaphtenia )

Table 1 fists the adverse reaslions reportad in 1% or more of RISPERDALS-treafed adull

patients with sehizaphrenia in three 4- o Swesk, double-blind, placebio-controlied trials,

Table 1. Adverse Reactions in = 1% of RISFERDALTreated Adult Patlents with
Schizophrenia in Double-Blind, Placebo-Controllad Trials
’ Percentage of Patients Reporting Everd
: RISPERDAL®

Body Sysiem 2-8mg perday >8-16 mg perday Placebo
Advgrsg Reagtion {N=368) (N:%;B? (8=225)
Body as a whele - generaf disorders )
Back pain 3 2 <1
Faligue 3 1 0
Chest pain a i 2
Faver 2 i i
Asthenia 1 1 <l
Syncope <1 1 <]
Edema <f 1 4]
Cardiovascular disorders, genaral
Hypolenslon postural 2 <1 0
Hypotension <i 1 ]
Central and paripheral petvous system disorders
Parkinsonism* 12 17 [
Dizzinass 18 4 2
Dystonia® 5 5§ 2
Akathisia® & § 2
Dryskinesia 1 1 <1
Gastrointestinal system disorders
Dyspapsia 0 7 8
Nausea 9 4 4
Constipation 8 9 7
Abdominal pain 4 3 0
Mouth dry 4 <1 <1
Saliva increased 3 1 <1
Diarrhea 2 <t 1
Hearing and vestibular disorders
Earache i 1 )
Heart rate and shythm disorders
Tachycardia 2 5 ¢
Arrhythmia 1 1]
Metabolic and nutritiona! disorders
Welght increase 1 <1 0
Crealine phosphokinase increased <1 2 <1
Musculoskeletal systen disorders
Arthralgia 3 <f
Myalgia i 0 0
Platelet, bleeding and clotiing disorders
Epistaxis <i 2 ¢
Psychiatric disorders
Amxiety 18 12 1!
Somnolence 14 B 4
Anorexia : 2 ] <1
Red blood cel disorders
Anemia <1 i 0
Reproductive disordars, male
Ejaculalion failure < 1 o
Respiralory system disorders
Rhdnitis 7 1 6
Coughing 3 3 3
Upper respiralory fract infection 2 3 <1
Dyspnea 2 2 0

«

Table 1. Adverse Reactions in = 1% of RISPERDAL®Treated Adull Patients with
Schizophrenia In Double-Blind, Placebo-Centrolled Trials Jeonlinued)
) Percentage of Patients Raporiing Event
q

RISPERDALS
Body Systam ‘2-Bmgperday >838 myperday  Placebe
Adverse Reastion (N=368} {N=198) {N=225)
Skin and appendages disordera ’
Rash 2 4 2
Seborrhes <1 2 ]
Usinary system disorders ’
Urinary fract infection <1 3 0
Vision disorders - K
Vision abnormal 3 § <1

* Parkinsonism includes exirapyramidal disorder, hypokingsia, and bradycardia. Dysionia
includes dystonia, hypertonia, octiagyric orlsis, muscla contractions involuary, tetany,
laryngismus, fengue paralysis, and toriicollis, Akathisia cludes hyperkinesia and
akahisia,

Pediatric Patients with Schizophrenia

Table 2 lists tha advarse reaclions reported in 5% or more of RISPERDALS-Irealad
pediatic patients with.schizophrenta In a 6-week double-bind, placebo-controlied iial,

Table 2, Adverss Reactions in = 5% of RISPERDAL*-Treated Pedialtic Patishts with
Schizaphrgnia'in a Double-Blind Trial

Parcentage of Patlents Reporting Evend
RISPERDAL®

Body System 1-3myperday 4-Emgperday  Placebo
Adverse Reaclion {N=55} {N=51) (N=54)
Central and paripheral nervous system disorders T
Perkinsonism® 13 18 [
Tremor 1 10 [
Dysionia® 9 iB 7
Dizziness 7 it 2
“Akathisia* 7 10 ]
Gaslrointectinal system disarders ‘

. Salivaincreased 0 ) 2

. Psychiatric disorders

Somnolence ] 12 4
Anxiety 7 § ]

* Parkinsenism incluges extrapyramidal disorder, hypokinesia, and bradykinesia, Dysionia
includes dyslonia, hyparlenia, oculogydis erisis, muscle contractions involunlary, teteny,
faryngismus, fongue paralysis. and torlicoflis. Akathisia Includas hyperkinesia and
akathisia,
6.2 Commonly-Observed Adverse Reactions in Double-Biind, Placebo-Controfled
Clinical Trials ~ Bipolar Mania
Adult Patients with Bipolar Mania
Table 3 fists tha adverse reactions reporled in 1% or more of RISPERDALirsated
adull ﬁa{ianis with bipolar mania in four 3-week, double-blind, placabo-conirelied
monotherapy frials,
Table 3, Adverse Reactions fn = 1% of RISPERDAL®-Treated Adult Patlents with
Bipolar Mania in Double-Blind, Placebo-Controlled Monotherapy Trials
Percentage of Patients Reporiing Event
RISPERDAL®
1-6 mg pet day
{N=ddg)

Placeho

Body System
{H=424)

Adverse Raastion
Bacly as a whole -general disorders
Faligue
Fever
Asthenia
Edema
Central and peripheral nervous sysiem disorde:
Parkinsonlsm*
Dyslonia®
Akalhisia"
Tratmor
Olzziness
Gastrolntestinal systam disorders
rg;usea )
spapsia
Sailva ?ncreased
Diarrhea
Meuth dry
Heart rate and rhythm disorders
Techyorrdia
Liver and billary system disorders
SGOT increased
Muscufoskeletal disarders
iyaigia 2 2
Psychiatric disorders
Somnolence i2 4
Arely 2 2
Reproductive disorders, femals
Lectation nonpuerperal 1
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Table 3. Adverss Reactions in = 1% of RISPERDAL®-Treated Adult Patients with
Bipolar Mania in Double-Blind, Placeba-Contretled Monotherapy Trials {continued)

Percentaga of Patlents Reporting Event
RISPERDAL®

Table 5. Adverse Reactions In 2 5% ¢f RISPERDAL®-Trealed Pediatrio Pafients with
Bipolar Manid fn Souble-Blind, Placebo-Controlled Trials (sontinuad)
Percentage of Patisgts Reporting Event

RISPERDAL

Body System 1-6 mg per day Plagebo Body $ystem 0,525 mgperday 35mgperday  Plasebo
Adverse Reaction (N=448) {N=424) Adverss Reaction (N=50} (N=61) {N=58)
Respiratory disorders ) ) Heart rate and rhythm disorders

Rhinitis 2 2 Tachycardia 0 § 2
Skin dntl appendages disorders Psychiatric disordars

Aone 1 i Somnglence 42 58 18
Vision disorders Appetits increased 4 7 4
Vision abnormal 2 <1 Aniety il 8 3

* Parkinsonism jncludes exlrapyramidal disorder, hypolinesiz, and bradycardis, Dystonia, ~ eproductive disarders, female

includes dystonia, hypertonie, oculogyric crisis, muscle coniractions irvolunlary, telany,  Lectafion nenpuerparel 2 5 0
laryngismus, fongue pasalysis, and forticoliis, Akathisia, ncludes hyperkinesia and ~ Respiratory system disarders
akethisia. I[?}Iy‘alnlns 124 153 ?00

Table 4 lists e adverse reactions reported In 2% o more of RISPERDAL® trealed fspnea ;
aduft patiersts with bipolar mania in two 3-weak, double-blind, placebo-controllad adjuvant Sﬂkausahand appendages disorders 0 7 2
Hherapy trials, ) Urinary system disarders
Table 4, Adverse Reactions In = 2% of RISPERDAL®-Treated Adult Patients with Urinary incontinence 0 5 [
Bipolar Masnia in Double-Blind, Placebe-Controlled Adjuvant Therapy Trials Vision disofders
Percentage of Patients Reporling Event Vision abnormel 4 7 0

RISPERDAL®. Plaseho +

. Body Syaltem Mood Stabilizer  Mood Stabilizer
- Adverse Reaction {N=t27} {N=126)

Body as a whole — general disorders

{hast pain 2 2

Faligue 2 2

Gentral and peripheral netvous system disorders

Parkinsonism* 94

Dizziness - 8 2

Dysionia” [ 3

Akathisia® 8 i}

Tremor 5 2

Gastrointestinal system disorders

Nausea [ §

Diarthaz [ 4

Saliva inoreased 4 0

Abdominal pain 2 0

Hear! rate and rhythm disorders

Palpitation 2 0

Melabolic and nulritional disorders

Welght increase 2 2

Psychiatric disorders

Somnofence 12 5

Ariely 4 2

Respiratory disorders

Pharyngitis [ 2

Coughing 3 1

Skin and appendages disorders

Rash 2 2

Urinary sysiem disarders )

Urinary insontinence 2 i

Urinary tract infection ? i

* Parkinsenism includes extrapyramidal discrder, hypokinesia and bradykinesia, Dystona
Incfudes dystonia, hyperionia, aculogyric erisis, muscle conlrastions inveluntary, tetany,
faryngismus, fongue paralysis, and torticoliis, Akathisla includes hyperkinesia and
akathista,

Pediatric Patfents with Bipolar Mania
Table & fisls the adverse reactions reported in 5% or more of RISPERDALS-treated
pediatric pafisnts with bipolar mania in a 3-week double-blind, placebe-sonirolled trial,

Table 5. Adverse Reactions in 2 5% of RISPERDAL®-Treated Pediatric Palients with

Bipolar Mania in Double-Biind, Placebo-Contrelled Trials

Percent_a?e of Patients Reporiing Evert
RISPERDAE®

Body System 0525 mgperday 3-8mgperday Placobo
Adverse Reaction (N=50) {N=51) {N=58}
Body as a whole - general disorders

Fatigue 18 el 3
Central and peripherat narvous system disorders

Dizziness 16 i3 5
Dysionia® 8 13 2
Parkinsonism® 2 7 2
Akathisia* 0 7 2
Gasfrointestinal system disordars

Abteminal pain ' 18 15 5
Cyspapsia 16 5 ]
Neusea 18 i3 7
Voniting 12 10 7
Diarrhea 8 7 2

*Dyelonia includea dystonia, hypertenie, ceulogyric orisis, muscle coniraglions
involunlaty, felay, leryngismus, fongte paralysts, and lorticolls. Parkinsoniss includes
extapyramidat disorder, %rypokinesia. and bradykinesia, Akathisia incldés Ryperiinesia
and akathisia,

8.3 Commanly-Observad Adverse Reactions in Double-Blind, Placebo-Contralled

Clinical Trials - Autistic Disorder

Table 6 lists the adverse reactions reported in 5% or more of RISPERDAL Sreated
pedialric palients realed for itrilability associgfed with aulistic disorder in two 8-week,
doutle-biind, placebo-contrallad trials,

Table 6, Adverse Reactions in 2 5% of RISPERDAL®.Trealed Pediatric Pationts

Treated for Irritability Assoclated with Awtistic Disorder in Double-Blind, Placebe-

Controlied Trials

Percentage of l:atients Reporting Event

RISPERDAL

Body Systam 0.5-4.9 mg per day Placebo
Adverse Heaction (N=78) (N=80}
Sody as a whole - gensral disorders

Faligue 42 13
Fever 2 19
Ceniral and peripheral nesvous system disorders

Dysfonia* ) 12 8
Trantor 12 i
Dizziness 9 3
Parkinsonism® 8 0
Aulomatism 7 1
Dyskinesis 7 0
Gastroinlestinal system dizorders

Vomiling 25 2
Salha increased 2 8
Constipation 21 8
Mouth dry 13 8
Nausea 8 8
Heart rate and rhythm disorders

Tachycartia 7 0
Metabolic and nutritional diserders

Weight increase 5 ]
Psychiatrie disorders

Sarnolence 67 23
Appeite Increased 49 19
Anxiaty 16 15
“Anorexia 8 8
Conlusion ’ 5 0
Respleatoty system disordess

Finitis 36 23
‘Uppar respiratory tiact infaclion 34 15
Coughing 24 8
Skin and appendages disorders

Resh A 8
Urinary system disorders

Urinazy incontinenca 22 20

* Dystenia includes dysionia, hypertonia, oculogyric crisis, muscle contraclions
involundary, telany, faryngismus, tongue paralysis, and torticollie, Parkinsonism includes
axtrepyramidal disorder, hypokinesia, and bradycardia.

6.4 Other Adverse Reactions Observed During ihe Premarketing Evaluation of

RISPERDAL®

The following adverse reactions cecurred in < 1% of the adull patients and In < 5% of
the pediairic pafients wrealed with RISPERDALY in the above double-hiind, placeho-
conlrofled clinical triaf data sets. In addilion, the fofiowing also includas adverse reactions
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reported in RISPERDAL®lrealed patienls who participaled in other studies, inoluding
double-blind, aclive-centrofed and open-iabel siudies In schizophrenia and bipolar mania
siudies in pediatric palients with psychiakie disorders ofter than sehizophrenia, bipolar
maniz, or auksiic disorder, and studies in elderly pafients with dementia, )

Body as a Whole, Sensral Disorders: edema peripheral, pain, influanza-like
symploms, leg pain, malsise, allargy, crying abnormal, allergic reaction, rigors, allergy
aggravated, -anaphytactoid reaction, hypothermia

Central Nervous System Disofclers: gait abnormal, speech disorder, coma, alaxia,
dysphonia, stuper, cramps legs, verifgo, hypoesthesia, tardive dyskinesia, neuroleptic
mafignant syndrome

Endocrine Disprders: hypaeprolactinemia, gynetomastiz

Gastrolnteslinal Syatam Disorders: dysphagia, #alvlsnce

Hearl Rate and Rhythn Disorders: AV Block, bundle branch block

Liver and Biliary Disordars: SGPT increasad, hepatic enzymes increased

Metabolic and Nuirifional Disordars; thirst, hyperglycemia, xerophthalmia,
generafizad edema, diabetes meflitus aggravated, diabatic coma

Musculoskeletal Disorders: mussle weakness, rhabdomyalysis

Piatelet, Bleading, and Clolfing Disorders: purpura

Psychiatrie Disorders: Insomnia, agilaiion, emetional lability, apathy, nerveusness,
concenteation impaired, impotence, decreased libido

Reproductive Disorders, Female: amencsrhea, menstrual disorder, leukotrhea

. Reproductive Disorders, Mala: ajaculation discrder, abnormal sexual function,

priapism

Resistance Mechanism Disordars: ofiis media, viral infaction

Respiratory Disorders: respiratory disorder

Skin and Appendages Oisorders: skin ulceration, skin discoloration, rash
aerythemaious, skir exfofialicn, rash macutopapular, erythema muliiforme

Urinary Disorders: micturition frequehey

Vaselitar Disorders: cerebrovasculer disarger

Vislen Disordars: conjunctivitis

White Cell Disorders: leucapenia, granuloaytopania
65 Disconilnuations Due to Adverse Reactions

Schizophrenia - Adults

Approximately 7% (39/584) of RISPERDALS-treated patients in double-blind,
placebo-controlied frials discontinued trealment due lo an adverse event, compared with
4% {10/225) who were recsiving placebo. The adverse reaclions associated wilh
discontinuation in 2 or more RISPERDAL®-freated patients Were:
Table 7. Adverse Beactions Associaled With Discontinuation in 2 o1 More
RISPERDAL®-Treated Adult Pafients in Schizophrenia Trials

RISPERDAL®

28 malday 816 me/day Piacebo
Adverse Reacfion {N=368) [{N=198) {N=225)
Dizzingss 1.4% 1.0% 0%
Nausea 1.4% 0% 0%
Agitation 1.1% 1.0% 0%
Parkinsonism 0.8% 0% 0%
‘Somnolence 0.8% 05% 0%
Dystonia 0.5% 0% 0%
Abdominal pain 0.5% 0% 0%
Hypolension poslural 0.3% D.5% 0%
Tashycardia ¢.3% 0.5% 0%
Akathlsla 0% 1.0% 0%

Disconlinuation for exirapyramidal symptoms (including Parkinsonism, akathisia,
dyslonia, and lardive dyskinesia) was 1% in placebo-raated patients, and 3.4% in aciive
control-treated patients in a double-blind, placebo- and ective-controfled trial.

Schizophrania - Fediarics

Approximately 7% (7/106), of AISPERDAL®{reated patients disconfinued treaiment
due fo an adverss avan! in & double-blind, placebo-cenirolled irial, compared with 4%
(2/54} placebo-realed pafients. Tha advarse reastions associated wilh discontinuation for
at least one RISPERDAL®-treated patient were somnolenca (2%), dizziness (2%),
uanoraxia (196}, anxiety { 1%), alexia (1%), hypolansion (1%}, and palpilafion (1%).

Bipclar Mania - Aduits

in dodble-blind, placebo-conirolied trials with RISPERDAL® as monciherapy,
approximalely 6% (25/448) of RISPEADAL®frealed pailents disconiinuad frealmeni dis
to an adverse event, compared wilh approximalely 5% (18/424) of placebo-realed
patignts. The adverse reactions associated with discontinuation in RISPERDAL®-treated
patients were;

Table 8. Adverse Reaclions Associated With Disoontirwaﬁoniin 2 or More
RISPERDAL®-Treated Adult Patients in Bipolar Mania Clinical Triefs

RISPERDAL®

-6 mg/day Placebo
Adverse Reaction (N=448) (N=424)
Parkinsonism 0.4% 0%
Semnolence 0.2% 0%
Dizzinass 0.2% 0%
Dystonia 0.2% 0%
8607 increased 0.2% 0.2%
SGPT increased 0.2% 0.2%

Bipolar Maria - Pedialrics

In'a double-blind, placebo-contralied irial 12% (13/111) of RISPERDAL®-treated
patients discontinued due fo an adverse event, compared with 7% {4/58) of placsbo-
franied palients. The adverse reactions associated wilh discontinuation in mors than cne
RISPERDAL®-realed padialric pafient wera somnolence (5%), nausea {3%), abdaminal
paln (2%}, and vomiting. (2%). . y

Autistic Disorder - Padialrios

in the two B-wesk, placebo-conirolied Iriais In pediatric patients freated for imitability
agsociatod with autistis disorder (n = 156), one RISPERDAL®lreated pafient discontinyed
due o an adverse reaction {Parkinsonism), and cne placebo-treated patient disconiinuad
due to an adverse eyent.
6.6 Dose Dependerioy of Adverse Reactions in Glinical Trials

Extrapyramidal Symptoms

Dala from twe fixec-dose frials in adults with schizophrenia provided evidence of
dose-relaledness for extrapyramidal symploms associsied with RISPERDAL trealment.

Twe methods were lised fo measure exirapyramidal symptoms (EPS) in an 8-waek
irial comparing 4 fixed dosas of RISPERDAL® (2, 6, 19, and 16 mg/day), including {1) a
Parkinsonlsm score {mean change from baseline) from the Extrapyramidal Symplom
Rating Seale, and (2} incidence of spentaneous compiaints of EPS:

RISPERDAL® RESPERDAL? RISPERDAL® RISPERDAL®

Dose Groups  Placebo 2y & mg 0 mg 16 mg
Parkinscnism 12 08 5.8 24 2.6
EPS Incidence  11% 15% 16% 20% 31%

Similer melhods were used fo measure extrapyramidal sym{rloms (EPS} in an 8-
week frial comparing £ fixad doses-of RISPERDAL® (1, 4, 8, 12, and 16 mg/day):

RISPERDAL® RISPERDAL® RISPERDAL® RISPERDAL® RISPERDAL®

Dose Greaps  1mg 4 myg B myg 12 my 16 mg

Parkinsonism 08 1.7 24 28 4,1

EPS Incidence 7% 11% 17% 10% 20%
Other Adverse Reactions

Adverse svent data eliciled by a shecklist for slde elfects from & large siudy
comparing § fixed doses of RISPERDAL® {1, 4, 8, 12, and {6 mgfday) were explored for
dose-relalecness of adverse evenis. A Cochran-Armitage Test for trend in these data
revealed a posilive lrend {p<0.08) for the foliowing adverge reactions: somnolance, vision
abnormal, dizziness, palpilalions, weight increase, ereclils dysfunation, sjaculafion
disarder, sexual funcfion abrormal, laligue, and skin discoloration.

67 Chanues.in Body Weight
The propestions of RISPERDAL® and placebo-treated adult patients with

. schizaphrenia meeling a weight gain criterion of = 7% of body welght were compared in a

pool of 8- f¢ 8-wosk, placeha-coniralied rials, revealing a siatistically significanily greater
incidence of weight gain for RISPERDAL® (18%} compared io placebo (9%). In & pool of
placebo-controlled 3-weak studies in adult pafienls with acute mania, the incidence of
weighl increase of = 7% at endpoint was comparabla In the RISPERDAL® (2.5%) and
placebo (2.4%) groups, and was sfighlly higher in the astive-control group (3.5%).

Changes-in body welght wete alse evaluated in pediatric palients jsee Use in
Specific Populations (8.4}
6.8 Changes i ECG

Between-group comparisons for pooled placebe-controlled Irials in adults revealed
no stafistically significant differences betwaen risperidone and placeba in mean changes
from baseline in EGG parameters, including QT, (Te, and PR inlervals, and hearl rate.
When all RISPERDAL® doses were pooled from randomized controlled Hials in sevarel
indicafions, thers was a mean increase in heart rate of 1 beat per minute compared to no
change for placsbo patients, In short-derm schizophrenia trials, higher doses of
tisperidons (8-16 mg/day) were associaled with a higher mean increase in heart rate
compared fo placebo {4-8 beats per minule). In pooled placebs-contralled aoule mania
trials in adults, thers were small decreases in mean heart rate, sinitar among all
treatment groups.

in the two plagebo-conirofled trials in children and adolascents with autisic disorder
(aged 5 - 18 years) maan changes In heart rals were an Increase of 8.4 beats per minute
in the RISPERDAL® groups and 6.5 beats par minute in the placebo group, There wers no

- other notable ECG changes.

in a placebo-controlled acule mania trial in ohildren and adolescenls {aged 10 - 17
years), there were no significanl changes in ECG paramelers, other fhan the effect of
RISPERDAL® 1o transiently increase puise rale (< & beals per minufe). I fwo controliad
schizophrenia frials in edolescents {aged 13 ~ 17 years}, here ware no clinically
meaningful changes in ECG paramsters including corrected QT Intervals between
trealment groups or within reaiment groups over fime, -

69 Posimarksting Experlence )

The foliowing adverse reactions have been fdeniified during poslapproval use of
RISPERDAL®; besause these reactions are teporled voluntarly from a population of
uncartain size, it is not possible to refiably estimats thelr freguancy: anaphylactic reaction,
angicadema, oirial fbrillation, diabotic keloasidosis in patients with impaited glugose
melabolism, intestinal obstruction, jaundice, mania, QT prolongation, and sleep epriea.

Other adverse evends reported since markat introduction, which were lemporally
rolated to RISPERDAL? bui not necessarily causally related, include the following:
pancreatitis, piluilery adenoma, pulmonary embolism, precocious puberty,
cardiopuimonary esrast, and sudden death.

T DRUG INTERACTIONS
7.1 Contrally-Acting Drugs and Alcohol

Given the primary CNS effects of risperidone, caution should be used when

RISPERDAL® is taken in combinatin with other sentrafly-aciing drugs asd alcohel,

JJRP 00930427
Confidential/Produced in Litigation Pursuant to Protective Order



7.2 ‘Drugs with Hypolensive Effects

Bacause of its potential for inducing hypotension, HISPERDAL® may enhance the
fiypolensive efiecis of olher therapeulic agents with this polential, .
7.3 Levodopa and Dopamine Agonlsts

RISPERDAL® may antagoniza the eflacis of lavodopa and dopamine agonlsts,
T.4 Amitriptyline

Amitriptyline did not atlec! the pharmacakinetics of risperidone of risperidons and
S-hydroxyrisperidone combined, .
7.5 Cimetidine and Ranitidine

Cimefdine and ranilidine increased the bioevailability of risparidene by 84% and
26%, respectively. However, cimelidine did not affect the AUG of risperidone and
9-hydroxyrisperidons combined, whereas raniiidine increzsed the AUC of risperidons and
S-hydroxyrisperidona combined by 20%,
7.6 Glozapine

Chronic administialion of clozapine wifh RISPERDAL® may decrease the clearance
of risparidone.
7.7 Lithium

Hepealed oral dosaes of RISPERDAL® (3 my twice dafly) did not affect the exposure
{AUC) or paak plasma concentrations (C,,.) of Ithium {n=13).
7.8 Velpmate

Repeated oral doses of AISPEANAL® {4 mg once dally) did nol affect the pre-doss
of average plasma concentiations and sxposure (AUC) of valproale {1000 mgfday in thres
divided doses) compared fo placebo (n=21), However, there was & 20% ncrease in
valproate pazk plasma concentration {C,,,) after concomitant administration of
RISPERDAL®.
7.¢ Digoxin

RISPERDAL® (0,25 mg Wwise daily} did not show a clinically relevant affect on the -

pharimacokinetics of digoxin,
7.16 Drugs That tnhibit CYP 206 and Other CYP lsozymes

Risparidone 1s metabokized lo O-hydroxyrisperidone by CYP 206, an enzyme that ls
polymorphic in the population and thal can ba inhibited by a varsty of psychotrepic and
other drugs [see Clinical Pharmacology (12.3)]. Drug interactions that reduce the
metabolism of risperidons to 9-hydroxyrisperidone would inorease the plasma
concenirations of risperidone and lower the conoentrations of 8-hydroxyrisperidone,
Analysis of clinical studies inwolving 2 modest number of metabolizers (n=70) does
oot suggest that poor and exlensive metabolizers have ditferent mics of adverse affects.
No comparison of eflsctiveness in the two groups has been made.

I vilro studies showed that drugs metabolized by other CYP Tsezymes, Including
1A1, 142, 2C8, 2G19, and 3Ad, are only weak inhiilors of risperidone metabolism.

Fluoxetine and Paroxeting

Fluoxetine {20 mg once dajly) and paroxeling (20 my once daily) have bean shown bo
increase the plasma concentrafion of risperidons 2.5-2.8 fold and 3-0 old, respectively.
Fluoxetine did not alfect the plasma concentralion of 9-hydroxyrisparidone. Peroxeline
fowerad the concentration of 9-hydroxyrisperidone by about 10%, When sither
concomilant flucxeling er paraxetine is inflinted or discontinued, the physician should re-
evaluate the dosing of RISPERDALS, The effecls of discontinuation of concomitant
fluoxetine or paroxeline therapy on the pharmacokinetics of risperidone and
S-hydroxyrisperidone have not baen studied.

Erythromyein

There were no signficant interactions between RISPERDAL® and erythromycin.

7.11 Carbamazepine and Other Enzyme Inducers

Carbamazepine co-administration decreased the stezdy-stals plasma concendrations
of risperidane and S-hydroxyrisperidone by aboul 50%. Plasma songeatrations of
carbamazspine did not appeer to be afiected, The dose of RISPERDAL® may need te be
lirated accordingly for pafients receiving carbamazepine, parfioulerly during initiakion or
discontinuation of carbamazepine therapy. Co-administration of ofher known enzyme
inducars {e.g., phenyloin, rifampin, and phenobarbital) with RISPERDAL® may cause
simitar decreases in the combined plasma concentrations of risperidons and
S-=hydroxyrisparidane, which could lead to decreased efficacy of RISPERDAL® ireatment.
7.12 Drugs Metabolized by CY® 2D8

fnn vitro sludies indicate that risparidone s a relalively weak inhibitor of CYF 206,
Therefote, RISPERDAL® is net expected to substantially inhibit the clearance of drugs that
ars metabelized by this enzymatic pathway. In drug interaction studies, AISPERDALS did
not significantly aflect the pharmacokinetics of donepezil and gafantamine, which are
melabolized by CYP 208,

8  USEIN SPECIRC POPULATIONS
&1 Pregnancy

Pregnancy Calegory C.

The terafogenic potential of risperidone was studied in three Sagment il studies in
Sprague-Dawley and Wistar rats {0.63-10 mg/kg or 0.4 to & fimes the maximum
recommended human dose (MRHD) on & mg/m? basis) and in one Segment Il study in
New Zealand rabbits {0.31-5 mg/kg or 0.4 1o 6 fimes the MRHD on & mg/m? basis). The
incidance of malformations was nol increased compared fo control in offspring of rals of
rebbits given 0.4 1o 6 imes the MAHD on a my/m? basis, Ir three reproducive studies in
rats {two Segment ili and & multigenerational study), there was an increase in pup deaths

dusing the first 4 days of lastalion at dosas ol 0.16-5 mg/kg or 0.1 o 3 Himes the MRHD on -

& mg/m? basis. It is nol known whether these deaths were dua 10 & direct effect on the
fetuses or pups or io effects en the dams.

There was no ne-affact dose for increased ral pup mortallly, in one Segment Il siudy,
there was an increass in stifborn ral pups at a dose of 2.5 mg/kg or 1.5 times the MRHD
on a mg/m® basis. In a cross-iostering study in Wistar rats, toxie affests on the fetus or
pups, a5 evidenced by a decrease in the number of five pups and an increase in the

rumber of dead pups at birth (Day 0}, and a decrease in birth weight in pups of drug-
frealed dams were observed, In addifion, there was an increase in deaihs by Day 1
among pups of drug-lrealed dams, regardless of whether or nol the pups were cross-

- fostered. Risperidone also appeared o irmpair maternal behavior in that pup body waight

gain and survival (froim Day 1 1o 4 of laclation) were reducad in pups born 1o control ul
feared by drug-realed dams. These effacts were all noled at the one dos of risperidone
lested, i.6., & mgiky or 3 times the MAKD on a mg/m? basis.

* Placantal ransfer of risperidone coours in rat pups, There are ne alaquate and wafl
conirolled studies In pregnant woman. However, tfwara was one feport of a case of
agenesis ¢f the corpus callosum in an infant exposed te risperidone m wiere. Tha causal
relationship {0 RISPERDALY therapy is unkaown. Reversible extrapyramidal symploms in
the neonate ware observed fellowing postmarksling use of RISPERDAL® during ihe fast
frimester of pragnanoy.

RISPERDAL® should be used during preghancy only if the polential benefil justifies
the potential risk to the fetus.

8.2 Labor and Delive

Tha effect of RISPERDAL® on labor and delivery in fumans js tnknawn,
83 Nursing Mothers

in ariimal studies, risperidone and 9-hydroxyrisperidone are excreted in milk,
Rigparidone and $-ydroxyrisperidona are also excreted in human braast milk. Tharelore,
womer: receiving RISPERDAL® should nol breast-feed.

8.4 Padiatrio Use

The efficacy and salety of RISPERDALS in the treatment of schizophrenia wara
demanslralad in-417 adolescents, aged 13~ 17 years, in two shorierm (6 and 8 weeks,
respectively} double-blind confrolled trials fsee Indicafions and Usage (1.1), Advarse
Reactions (6.1), and Chinical Studies (14,1), Addilional safely and efficacy information
was also assassed in ona long-term (6-month) open-label exiension study in 284 of thase
adolescent patients wilh schizophrenia,

Salely and eflecliveness of RISPERDAL® in children less fhan 13 years of ags with
schizophrenia have nol been established,

The efficacy and satety of RISPERDAL® in the shorf4arm treatment of acile manic o
mived apisodes assoclated Witk Sipofar | Disordsr in 169 children and adelescent patients,
aged 10~ 17 years, wera demonsirated in ene double-blind, placebo-conlrolind, S-wesk fiad
[sea Indications and Usage {1.2), Adversa Reactions (6.2}, and Clinical Siudies (14.2))

Salely and effecliveness of RISPERDAL® in children lass than 10 years of age with
bipolar disorder have nat bean established.

The efficacy and salely of RISPERDAL® In the treatmen of irlabiity associaled with
afistic disorder were establishad in fwo 8-week, double-blind, placebo-controlied trials in
156 children and adolescent pafienis, aged & fo 16 years [ses Indications and Usage
{1.3), Adverse Beactions {6.3) and Clinical Shudfes (14.4)]. Additional salety information
was also assessed in a long-lerm study in patients with actiste disordsy, or I short- and
long-term studias in more than 1200 pediatric patients with psyslatric disorders other
than aufistic disordar, schizophrenis, or bipolar mania who ware of. similas age and weight,
and who recefved similer dosages of HISPERDAL® as pationts treated for irrilabifity
associated with aulistic disorder,

The salely and effeciivaness of RISPERDALS in pediairic pafients [2es than § vears
of age with audistic disorder have not baen established.

Tardive Dyskinesia

In clinical iriafs in 1885 children and adolescents reated with RISPERDALS, 2 [0.1%)

tienls were reported lo have tardive dyskinesia, which resolved on disconinuafion of

ISPERDAL® treatment {sea alsc Warnings and Precaulions (5.4)),

Weighl Gain

It a long-term, dpen-label extension study in adolascent palients wilh schizophrenia,
waight increase was reporled as a {reatment-emergent adverse event in 14% of patients.
In 103 adolescent pafienis with schizophrenia, a mean incfease of 9.0 kg was observed
aflar 8 monlhs of RISPERDAL? ireatmeny. The majority of that increase was cbserved
wititin the first & months, The average percantifes at basefing and & months, respechively,
were 56 and 72 for weight, 55 and 58 for heighl, and 51 and 71 for body mass index.

in fong-lerm, open-label trials (studies in pafients with aulistic disorder or other
psyehiatrie disorders), a mean increase of 7.5 kg after 12 months of RISPERDALY
traatment was observad, which was higher than the expected normal waight gain
{approximately 3 1o 8.5 kg per year adjusted for age, based on Centers for Dissase
Centrol and Prevention normative data). The majority of that increasa cccurred within the
first 8 months of exposure to RISPERDAL®, The average percenliles al baseline and 12
months, respaclivaly, were 49 and 50 for weight, 48 and 53 for haighl, and 50 and 62 for
hody mass index.

In one 3-week, placebo-controfled trial in children end adolescant pafien’s with soute
manis or mixad episodes of bipoler | disorder, incraases in body weight ware higher i the
RISPERDAL® groups than iﬁ: placebo grotp, bul not dose relfated (1,90 kg in the
FISPERDAL® 0.5-2.5 mg group, 1.44 kg in ths RISPERDAL? 2-6 mg group, and 0.85 kg
in the placebo group). A similar frend was obsarved in the mean changs from basefine in
body mass index, _

When treafing pediatric palients with RISPERDAL® for any indicalion, weight gain
should be assessed egamst that expected with normal growth. [Ses also Adverse
Reactions 6.7))

Somnolance

Somnclence was frequently observed in placebo-confralled clinical trials of pediatic
patients with aufisfic disorder. Most cases were mild or moderale in severity. Theso evenls
were mosi oflen of early erset with peak incidence oceurring during the firsf two weaks of
freatineni, and transient with a median duraficn of 16 days. Somnolence was the most
commenly observed adverse event in the clinical frial of bipolar disorder in children and
atiolesoents, a5 well as in the schizophrenia frials in adoleséenis. As was sean in the
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aulislic disorder Irials, these evenis were mosi often of sarly onsel and transient in
duration, [See also Adverse Reactions (6.1, 6.2, 6.3)] Palients experiencing persislent
somnalence may benefit from & change in dosing regimen [see Dosage and
Administration (2.1, 2.2, 2.3)).

Hyperpralactinemia, Growth, and Sexual Maturation

RISPERDAL® has been shown 1o elevate prolactin |levels in children and adolescents
as well &s in adults [see Warnings and Precautions (5.6}]. In double-blind, placabo-
conirolled studies of up to 8 weeks durafion in children and adolescents (aged & o 17
years) with aulistic disorder or psychiatric disarders other than autistic disorder,
schizophrenia, or bipolar mania, 49% of patients who received RISPERDAL® had
elevated prolactin levels compared to 2% of patienls who received placebo, Similady, In
placeba-conirolled trials in children and adolescents (aged 10 to 17 years) wilh bipolar
disorder, or adolescents {aged 13 fo 17 years) wilh schizophrenia, 82-87% of patients
who raceived RISPERDAL® had elevated levels of prolactin compared lo 3-7% of patignis
on placebo. Increases were dose-dependent and generally grealer in females than in
males across indications.

In clinical irials in 1885 children and adolescents, galactorhea was reported In 0,8%
of RISPERDAL®trealed patients and gynecomastia was reporied in 2,3% of
RISPERDAL*reated palients. ‘

The long-term effects of RISPERDAL® on growlh and sexual maturation have not
been fully evaluated,

8.5 Gerlatric Use

Clinical studies of RISPERDAL® in the freatment of schizophrenia did not include
suffiient numbers of patients aged 65 and over o determine whether or not they respond
differently than younger patients, Other reparted clinical experience has not identified
differences in responses beiween elderly and younger patients. In general, a lower
starfing dose is recommended for an elderly palient, reflecling a decreased

harmacokinetic clearance In the elderly, as well as a greater frequency of decreased

epalic, renal, or cardiac function, and of concomitant disease or other drug therapy [see
Clinical Pharmacology (12.3) and Dosags and Adminisiration (2.4, 2.5)]. While elderly
palients exhibit a grealer tendency lo orthostalic hypelension, Its risk in the alderly may
be minimized by limiting the inilial dose to 0.5 mg twice dally followad by careful tilration
[see Warnings and Precautions (5.7)). Menilering of orthostalic vital signs should be
oonsidared in palients for wher this is of concern.

This drug Is subslantially excreted by the Kidneys. and the risk of foxic reactions to
this drug may be greater in pafients with impaired renal function, Because elderly patients
are more likely to have decreased renal function, care should be faken In dose selsctlon,
and It may be useful to menitor renal function (see Dosage and Administration (2.4)].

Concomitan! use wilh Furosemide in Elderly Patients with Dementia-Related
Psychosis

In iwo of four placebo-controlled frials in eiderly palients with dementia-related
psychosis, a higher incidence of mortality was observed in patients ireated with
furosemide plus RISPERDAL® when compared to patients treated with RISPERDAL®
alone or with placebo plus furosemide. No pathological mechanlsm has baen identified to
explain this finding, and no consistent pattern for cause of dealh was observed. An
increase of mortallty in elderly patients with dementia-related psychosis was seen with the
use of RISPERDAL® regardless of concomitant use with furosemide. RISPERDALS is not
approved for the Ireaiment of patients with dementia-related psychosis. [See Boxad
Warning and Warnings and Precautions (5.1)]

9 DRUG ABUSE AND DEPENDENCE
8.1 Controlled Substance

RISPERDAL® (risperidong) is not & controlled substance.
9.2 Abuse

RISPERDAL® has nol been systemalically studied in animals or humans for ifs
potential lor abuse. While the clinical trials did not reveal any tendency for any drug-
seeking behavior, lhese observations were not systematic and itis not possible lo predict
on the basis of Ihis Imited experience the extent to which a CNS-active drug will be
misused, divarted, and/or abused once marketed, Consequently, patients should be
evaluated carefully for a history of drug abuse, and such patienis should be observed
closely for signs of RISPERDAL® misuse or abuse (e.g., development of folerance,
increases in dose, drug-seeking behavior),

9.3 Dependence

RISPERDAL® has not been systematically studied in animals or humans for ifs
potential for folerance or physical depentence,
10 OVERDOSAGE
10.1 Human Experience

Premarkeling experience included eight reports of acute RISPERDAL® overdosage
with esfimated doses ranging from 20 lo 300 mg and no faalifies, In general, reported
signs and symploms were those resulfing from an exaggerafion of the drug's known
pharmacological effects, i.e., drowsiness and sedation, tachycardia and fiypatension, and
exirapyramidal symptoms, One case, involving an estimaled ovardose of 240 mg, was
associaled with hyponatremia, hypokalamia, prolonged QT, and widened GRS, Another
case, involving an estimated overdose of 36 mg, was associated with a seizure.

Postmarketing experlence includes reports of acute RISPERDAL® overdosage, with
eslimaled doses of up lo 380 mg. In general, the most frequently reported signs and
symploms are lhose resulling from an exaggeration of the drug's known pharmacological
effects, l.e., drowsiness, sedalion, tachycardia, hypotension, and extrapyramidal
symptoms. Other adverse reactions reported since market introduction related lo
HISPERDAL® overdose include prolonged QT interval and convulsions. Torsade de
pointes has been reported in association with combined overdose of RISPERDAL® and
paroxefine.

10.2 Management of Overdosage

In case of acute overdosage, establish and maintain an aiway and ensure adequale
oxygenalion and.ventilafion, Gaslric lavage (after intubation, if patienl is unconscious) and
adminisiration of activated charceal together with a laxative should be considered.
Because of the rapid disintegration of RISPERDAL® M-TAB® Orally Disinlegraling Tablets,
plll fragments may not appear in gasiric contents cbtained with lavage.

The possiblliiy of oblundation, seizures, or dysfonie reaction of the head and neck
following overdosa may create & risk of aspirafion with inducad emesis. Cardiovaseular
monitering should commence immediately and should Include confinuous
electrocardiographic monitoring to detest possible archythmias. If antiarrhythmic therapy is
administered, disopyramide, procainamide, and quinidine carry a theoratical hazard of GT-
prolenging effects lhat might be additive lo those of risperidone, Simllarly, it is reasonable
fo expact that the alpha-blocking propertiss of bretylium might be additive 1o those of
risperidone, resulfing in problematic hypolension,

There is no specific anfidole lo RISPERDAL®. Therelore, appropriate supportive
measures should be instituled. The possibility of mulliple drug involvement should be
considered. Hypotension and circulatory collapse should be treated with appropriate
measures, sich es Intravenous fluids andfor sympathomimetic agents {epinephrine and
dopamina should not be used, since beta stimulation may wersen hypotension In the
setting of risperidone-induced alpha blockade). In cases of severe extrapyramidal
symptoms, anficholinergic medication should be administered. Close medical supervision
and monitering should continue untli the patient recovers,

11 DESCRIPTION

RISPERDAL® contzins risperidone, a psycholropic agent belonging to the chemical
class of benzisoxazole derivatives, The chamical designation is 3-[2-[4-(6-lluoro-1,2-
benzisoxazol-3-yl)-1-piperidinyljethyl]-6,7,8,9-tetrahydro-2-methyl-4H-pyrida[1 2-
alpyrimidin-4-one, its molecular formula is C,H,FN,O, and its molecular weight is 410,49,

The structural formula s
N CHy
oo oy
CHe—

o

Risparidone is a white to- slightly beige powder, It Is practically insoluble in water,
fresly soluble in methylens chiorids, and soluble in methanol and 0.1 N HCI.

RISPERDAL® Tablets are available in 0.25 mg (dark yellow), 0.5 mg (red-brown), | mg
(white}, 2 mg (orangs), 3 mg (yellow), and 4 mg (green) strengths. RISPERDAL® fablets
contain the following inactive ingradients: colloidal silicon dioxide, hypromellose, laclose,
magnesium slearate, microcrystalline cellulose, propylene glycol, sodium lauryl suliate,
and starch {corn). The 0.25 mg, 0.5 mg, 2 mg, 3 mg, and 4 mg lablels also contain taic
and fitanium dioxide. The 0.25 mg fablets confain yellow iron oxide; the 0.5 mg lablets
contain red iron oxide; the 2 mg fablets contain FD&C Yellow No. & Aluminum Lake; the
3 mg and 4 mg fablets contain D&C Yellow No. 10; the 4 myg tablats contain FD&G Blue
Ne.2 Aluminum Lake.

RISPERDAL® is also available as a 1 mg/mL oral sclution. RISPERDAL® Oral
Solution contains the following inactive ingredients: tartaric acid, benzoic acid, sodium
hydroxide, and purified water.

RISPERDAL® M-TAB® Orally Disinlegrating Tablets are available in 0.5 mg (light
coral), 1 mg (light coral), 2 mg (coral), 3 mg [coral), and 4 mg [coral) strengths,
AISPERDAL® M-TAB® Orally Disintegrating Tablets conlain the following inaclive
ingradients: Amberlite® resin, gelatin, mannitol, glycine, simethicane, carbomer, sodium
hydroxide, aspartame, red ferric oxide, and peppermint oil, In addition, fhe 2 mg, & mg,
and 4 mg RISPERDAL® M-TAB® Orally Disintegraling Tablets contain xanthan gum.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mechanism of action of AISPERDAL®, as with other drugs used to ireat
schizophrenia, Is unknown, However, it has been proposad that the drug's therapsutic
aciivily in schizophrenia is mediated through a combination of dopamine Type 2 (D) and
serotonin Type 2 (5HT,) receplor anfagonism.

RISPERDAL® is & seleclive monoaminergic antagenist with high affinity (Ki ol 0.12 lo
7.3 n) for the serotonin Type 2 (8HT,), dopamine Type 2 (Ds), e, and o, adrenergic, and
H, histaminergic receptors. RISPERDAL® acts as an antagonist al olher receplors, but
with lower potency. RISPERDAL® has fow to moderate affinity (K of 47 fo 253 aM) for the
seroonin 8HT,q, 5HT,p, and 5HT,, receplors, weak affinity (Ki of 620 to 800 nM) for the
dopamine D, and haloparidol-sensitive sigma site, and no allinity (when lesled at
concanfrations >10°% M) lor cholinergie musearinic or B, and B, adrenergic receptors.

12.2 Pharmacodynamics

The clinical efiect from RISPERDAL® results from Ihe combined coneentrations of
risperidone and its major melabolite, 9-hydroxyrisperidone [sea Clinical Pharmacology
(2.3)]. Antagonism at receplors other than D, and 5HT, fsee Clinical Pharmacology
(12.1}j may explain some of the other effects of RISPERDAL®,

12.3 Pharmacolkinstics

Absorplion

Risperidone is well absorbed. The absolute oral bivavailability oi risperidone is 70%
{CV=25%), The relalive oral bioavallabllity of risperidone from & tablet is 94% (CV=10%)
when compared fo a solution,

Pharmacokinetic studies showed that RISPERDAL® M-TAB® Orally Disintegrating
‘fablets and RISPERDAL® Cral Solution are bioequivalent to RISPERDAL? Tablats.

Plasma cancenirations of risperidone, its major metabolile, 8-hydroxyrisperidone,
and risperidene plus S-hydraxyrisperidone are doss proportional over the dosing range of
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% 1o 16 my daily (0.5 lo 8 mg iwice dafly). Followirg oral adminisimtion ol solution or
tablel, mean peak plasma concenlrations of risperidone occtirred &l sbout 1 hour. Peak
concenlrations of Q—hgdroxyrisperidone ocgurred gt about 3 hours in exlensive
metabolizers, and 17 hours in poor metabolizers, Sleady-state concanirations of
risparidone are reached in 1 day in extensive metabolizers and would be expected to
reash sieady-state in abowt 5 days in poor melabolizers, Sleady-slate concentrations of
B-hydroxyrisperidone are reached in 6-6 days {measured in extansiva melabolizers),

Food Effact

Food doas not affect sithar the rate or extenl of absorption of risparidone. Thus,
RISPERDAL® can be given with or without meals,

Distribution

Risperidone is rapidly distribuled, The volume of distribution % 1-2 Likg. In plasma,
risperidone is bound to aloumin and o-acid glycoproteln, The plasma protein kinding of
risperidone is 80%, and that of its major metabolile, -hydroxyrisperidone, is 77%. Neilher
risperidone nor B-hydroxyrisperidone displaces each other from plasma binding sitgs,
High therapeutic concenirations of sulfamethazine ‘100 meg/mL), warfaria {10 mcg/mi.),
and carbamazeping (10meg/ml.) caused only a slight ingrease in ihe free fracfion of
fisparidone at 10 ng/mL and 8-hydroxyrisperidona at 50 ng/mL, changes of unknown
clinical significante,

Metabolism and Drug Inferaclions

Risperidone ip axtensively metabolized in the lver, The main mefabolic pathway i
through hydroxylation of fispericone 1o 9-ydrexyrisperidone by the enzyme, CYP 206. A

- minor metabolic pathway is through N-dealkylation. The main meiabolite,
9-hydroxyrisperidone, has similar pharmacological activity as risperidane, Consequently,
the clinfcal edlect of Ihe drug rasults from the combined concantrations. of risperidone plus
8-hydroxyrisperidone, . .

CYP 208, also called debrisoguin hydroxylase, is the enzyme responsibla for
metabolism of many neuroleplics, antidepressants, antiarthythmics, and oiher drugs, GYP
206 is subiject to genelic polymorphism (about 6%-8% of Caucasians, and a very low
percentage of Asians, have litlle or no activity and are “pocr metabolizers”) and o
inhibifion by a variely of subslrates and-some non-subsirates, nolably quinidine, Extensive
CYP 206 melabolizars conver! risperidons rapidly inte S-hydroxyrisperidone, whereas
ﬁoor CYP 208 metabolizers convarf it much more slowly. Although extansive metabalizers

ave lower risperidene and higher 8-hydroxyrisperidene eoncentrations than poor
metablizers, the pharmacokinefics of risperidone and s-hydroxyrisperidons combined,
after single and mulliple doses, are similar in extensive and poor melabolizers,

Risparidone could be subjest to two kinds of drug-drug interactions. First, inhibitors
of CYP 206 inlerfere with conversion of risparidone to g-hydrexyrisperidone [sea Drug
Interaclions (7.12}]. This ocours wilh quinidine, giving essentially all recipients a
risperidens pharmacokinelis profile typieal of poor metabolizers. The therapeutic bensfits
and adverse effects of risperidone in palients receiving quinidine have not been
evajuated, but observations in a modest number {(n=70} of poor mefabolizars given
RISPERDAL? do not suggest important differences between poor and extensiva
metabolizars, Second, co-administration of known enzyme inducars {e.g., carbamazeping,
shenytoin, rilampin, and phenobarbilal} with RISPERDAL® may causa a decrease in the
combined plasma concentrations of fisperidene and 9-hydroxyrisperidona fsee Drug
Interactions {7.11}j. It would also be possible for risparidons lo interere with matabolism
of other drugs melebolized by CYP 206, Aelatively weak binding of risperidone 1o the
enzyme suggests This is unkely fsoe Drug Interactions 7.12)]

Exaretion

Risparitone and its metaboltes are efiminated via the urine and, fo a much feaser
exiont, via the feces, As Hlustrated by a mass balance study of a single { mg oral dosa of
14C-risperidone administerad as solufion to three heafthy male volurteers, lalal recovary
of radioactivity at 1 week was 84%, hnoluding 70% In the urine and 14% in fhe feces,

The apparent hali-lile of risperidone was 3 hours {CV=30%} in extensive
metabofizers and 20 hours (CV=40%] in psor metabolizers. The appareni haltife of
e-hydroxyrisperidone was aboul 21 hours {CV=20%) in extensive metabolizers and 30
nours (GY=26%) in poor melabolizers, The pharmacekinatics of risperidons and
9-hydroxyrisperidotie combined, after single and muitiple doses, were similar In extensive
and poor melabolizers, with an overall mean efimination hali-ife of about 20 hours,

Renal Impairment :

In patients with maderate io severe rena! disease, clearancs of e sum of
fisperidone and ils aclive metabolite decreased by 80% compared to young healthy
subjects, RISPERCAL® doses should be teducad in pefients with renal disease fsee
Dosage and Adminfstrafion (2.4) and Wamings and Precautions (5.13)].

Hepetic impairment

While the pharmacokinefics of risperidone in subjecis with liver disease were
comparabls {0 {hose in young healthy subjects, the mean free fraction of risperidone in
plasma was increased by sbout 35% bacause of ihe diminishad concantration of hoth
albursin and ceacid glycoprodein, RISPERDAL® doses should be reduced in palients with
liver dissase [see Dosage and Adminisfiation (2.4} and Warnings and Precautions (5.15)),

Eldary

In healthy slderly subjacts, renal cleatance of both risperidone and
8-hydroxyrisperidone was dacreased, and efimination hali-lives were prolonged
compared to young heafthy subjects. Dosing shoutd ba modified accordingly in the elderly
patiens fsee Dosage and Administration (2,4)),

Pediatsic

The pharmacokinefics of risperidone and 9-hydroxyrisperidone in shildren were
simitar 1o those in adults after correcting for the difference In body weight,

Race and Gender Effscls

No specific pharmacokinelic study was conducied lo investigate race. and gender
effects, bul a poptdalion pharmacokinelic analysls did not entify Inportant differences in

the disposition of risperidone dus 1o gendar (whether cormected for body waight of ot} or
face

13 NONGLINICALTOXIGOLOGY .
131 Carelnogenesis, Mutagenesis, Impairment of Feifity

Carcinogenesis

Carcinogenicity studies were condusted in Swiss albino mice and Wistar rats,
Risperidone was adminstered in the diet at doses of 0.63 mg/kg, 2.5 mgkg, and 10 mghkg
for 18-months fo mice and for 26 months to rals. These doses are equivalon! [y 2.4, 9.4,
and 37.5 tmes the maximum recommendsd human dose (MAHD) br schizophreaia
(16 mg/day) on & mg#g basis of 0.2, 0.75, and 3 times the MRHD (mice) or 034, 15, and
6 times the MRHD (rals) on a mgfm? basis, A maximum folerated dose was nol achisved
in male mise. There wera stafstically significant increases In pituitary gland adenomas,
endecrine pancreas adenomas, and mammary gland adenccarcinomas. The following
table summarizes the mulliples of lhe human dose on & mg/m? (mgfg) basis at which
these fumors desurred,

Hultiples of Maximum
Human Dose in mgfe® {my/ky)

Lowest Highest
Tumer Type Species  Sex Effect Lovel No-Etfect Level

Phutiary adenomas mouse  femals 075(9.4) 02(2.4)

Endocrine pangreas adenomas ral male 1.6(9.4 0.4 {2.4)
Mammary gland mouse  lemale 0.2 (2.4] nonE
adenocarcinomas sat female 0.4 (2.4 nene

rat male 601375 15 (9.4)

Mammary giand neaplasm, Total  rat male 1.5 (9.4) 04 (2.4)

Antipsychotic drugs have bizen shown to chronically elevale prolastin fevels in
rodents, Serum prolactin levels were not measured during the risperidens carcinogenicity
studies: however, measuraments during subchronic foxicity studies showed that
risperidone eleveted serum prolactin levels 5-6 fold in mice and rls 4 the same doses
used in the carcinogenicily studies. An increase in mammary, piuitary, and endoctine
pancreas heoplasms has been found in redents efter chronic administration of olher
anipsycholic drugs and is cansidered fo be profaciin-medialed. The relevance for hurgan
risk of the findings of prolaciin-mediated endocrine fumars In rodents is unknown fsee
Warnings and Precautions (5.6)].

Mutagenasis

No evidence of mulagenic potentiat for risperidone was found in fhe Ames reverse
mutgfion tesl, mouse lymphoma assay, fn vitro rat hepatosyle DNA-Tepair assay, in vive
misronucleus test in mice, tha sex-linked recessive lethal test in Drosophila, or the
chremosomal abamration test in human lymphoeytes or Chinese hamster cafls,

Impalrmant ol Fertility .

Fisperidone {0.16 fo 5 mgikg) was shown to impair maling, but nol fortbty, in Wistar
rats in thres reproductive sludies {two Sagmeni | and & multigenerafional study) af doses
0.1 10 3 times the maximwim recommended human dose (MEHD) on a mo/e? basis, The
efiect appeared to be in lamalas, since impaired mating behaviorwas not noted in the
Segment | study in which maies enly wers treated, In a subchronic siudy in Beagle dogs
in which risperidons was adminisiered at doses of 0.31 o 5 mgfg, sperm molifiy and
concentration were decreased ai doses 0.6 fo 10 Timas the MRHD on a mg/m? basis,
Dose-relaled decreases were also noted in serum festostarone at e same doses, Serum
lestosterone and sparm parameders parfially recovered, but remained dacreased afler
treatment was discontinued. No no-efiest doses wera noted i sither 2 or dag.

14 CLINICAL STUDIES
14,1 Schizophrenia

Adults

ShartTerm Elficacy

The sfficacy of RISPERDAL® in the traatment of schizophrenia was aslablished in
four shotHerm ?ft fo 8-week) conlrolled trials of psychotic inpatients who me! DSM-Ili-R
criteria for schizophrenia.

Several instruments were used for assessing psychiatric signs and symptoms In
thess siudies, ameng them the Brief Psychiatric Raling Scale {BPRS), & multi-item
inventory of ganeral psychopathelogy raditionally used to evaluale the effecls of drug
traatmant in schizophrania. The BPRS psychosis cluster {conceplual disorganization,
hallucinatory behavior, suspiciousness, and unusual thought contenl) is considered a
parfieularly usefd subsal for assessing actively psychotic schizophrenic palienis. A
sacond Iraditional assessment, the Clinical Global Impression (CGI), reflocts the
impression of a skiled obssrver, fully familfiar with the manilestations-of schizophrenia,
about the overall clinical staie of the palient. In addition, the Positive and Negative
Syndrome Scale (PANSS) and the Scale for Assessing Negalive Symploms (SANS) were

. employed.

The results of tha trials foflow:

(1) In a B-wesk, placeba-controfled trial (=160} involving fitraion of RISPERDAL®
in doses up to 10 my/day (twice-tally schedule), RISPERDAL® was generally superior to
placeba on the BPRS tolal score, on the BPRS psychosis cluster, and marginafly suparior
fo placabo on the SANS.

{3 In an 8-week, placebo-controllad irial (n=513} involving 4 fixed dosas of
AISPERDAL® {2 mg/day, & mgiday, 10 mg/day, and 16 mg/day, on a iwlce-dally schedule),
all 4 RISPERDAL® groups were generally superior fo piacebo on the BPAS lolal score,
BPRS psyshosis cluster, and TG severily score; the 3 highest RISPERDAL® duse groups
wera genarally superior 1o placebe on the PANSS negalive subscale, The mest
consislently positive responses on all measires were seen {or ihe 8 mg dosa group, and
there was 1o suggestion of increased benefit from larger dosas,

(3) In an 8-week, dose comparison frial (n=1356) ivolving § fixed doses of
RISPERDAL® {3 mg/day, 4 mg/day, 8 mg/day, 12 mg/day, and 16 myfday, on a twice-dafly
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schedule), the four highast RISPERDAL® dose groups were generally superior o the 1 mg
RISPEADAL® dose group en BPRS folal score, BPAS psychosis cluster, and CGI severity
score, Nene of the dose groups were superior 1o the 1 mg group on the PANSS negative
subscate. The most consislenlly positive responses wera seen %t the 4 mg dose group.

(4 In a 4-week, placebo-controlled dose compatison irial (n=246) involving 2 fixed
toses of RIBPERDAL® (4 and 8 mgfday on a once-daily schedula), both RISPERDAL®
dose groups wata generally superior to placeto on sevaral PANSS measures, inciuding a
Tesponse meastre [>20% reduction in PANSS tolef score), PANSS folat soore, and the
BPRS psychoeis cluster {derived from PANSS). The resulls were generally stronger for the
8 mg fhan for the 4 mg dose group.

Long-Term Efficacy )

In & longer-term trial, 385 adull cutpatients predominanty meeting DSM-IV criteria
for schizophrenia and who had been clinically stable for at leas! 4 veeeks on an
antipsychotic medication were randomized to RISPERDAL? {2-8 mg/day} or'lo an aclive
comparator, for 1 o 2 years of obsarvalion lor relapse. Palients receiving RISPERDALS
experienced a significantly longer time to relapse over this fime period compared %o those
Tecilving the active somparator,

Padiatrics

The efficacy of RISPERDAL? in the frealment of schizophtenia in adolescents aged
13-17 years was demonstrated in two short-term (8 and & weeks), double-bind controlled
trials, All patients mal DSM-IV diagnosiie criteria for schizophrenia and were exparlencing
an ‘acliz episode el fime ol enrollment. In the first trial (study #1), palients were
randomized into one of lhree frsatment groups: RISPERDAL® 1-3 mgfday (b = 55, mean
modal doss = 2.6.mg), RISPERDAL® 4-6 mg/day Sn =51, mean modal dosa = 6.3 mg), of
placebo {i = 54), In the second frial {sludy #2}, patients wera randomized io sither
RISPERDAL®-0.16-0.6 mgfday (n = 132, mean modal dose = 0.5 mg) or HISPERDAL®
1.5-8 myfday {n = 125, mean modal dose = 4 mg}. In alf cases, sludy medication was
iniiated af 0.5 myfday (with the excepfion of the 0.15-0.56 mg/day group in study #2, whers
the initfal dosa was 0.05 me/day) and tirated 1o the targel dosags range by approximalely
Day 7. Subsagusnlly, dosage was increased lo the maximum‘toleraled dose within the
target dose range by Day 14, The primary efficacy veriable in ali studies was the mean
change from baseling in lolal PANSS score,

Resulls of the studies demonsiraled sfﬂcacé/ of RISPERDAL® in all dose groups from
1-6 mgfday compared fo placebo, as measured by significanl reduction of lotal PANSS
scora. The afficacy on the primary paramater in the 1-3 mg/day group-was comparable lo
the 4-8 mg/day group in study #1, and similar fo the efficacy demonsirats in the
1.5-8 mgfday group in siudy #2. n study 42, the sefficacy in the 1.5-6 mgiday group was
slatistically significantly groater than that in the 0.15-0.6 mgfday group, Doses figher than
3 myfday ditd not reveal any trend lowards greater efficacy.

14,2 szmiar fania - Monotherapy

Adults

The efficacy of RISPERDAL® In the treatment of acute manic or mixed episodes was
established in two shorterm (3-week) placebo-controlled frials in pafionts who met the
DSMAV criteda for Bipclar | Disordar with manic or mixed episodes, These rials inoluded
patients with or withoul psycholic features.

The primary rating instrument used for assessing manic symploms in these trials
was the Young Mania Haling Scale (YMRS), an 11-itam ofinician-raled scale Iradifionally
used o assess the degree of manic symptomaiology finitability, disruptivelapgressive
behavior, sleep, slevaled mocd, spesch, increased aclivily, sexual intorest,
languagefthought disorder, thaughi confent, appearance, and insight) in a fange fom 0
{110 manic features) o 80 (maximum score), The primary oulcome in these frials was
change from baseline in the YMRS Iolal score. The resuits of the trials follow:

(1) In one 3-week placebo-contralled irial (r=246), limited lo pafients with manic
spisodes, which involved a dose range of RISPERDAL® 1-6 mg/day, once daily, slarling at
3 myfday (mean moda! dose was 4,1 mg/day), RISPERDAL® was supericr to placebo In
the reduction of YMRS folal scora,

(2) in another 3-week plscebo-controfled irial (n=286}, which invoived & dose range
ol 1-6 mg/day, once daily, starting a3 3 mg/day {mean modal dose was 5.8 mg/day),
RISPERDAL® was superior to placebo in the reduction of YMRS foial score,

Padiatrics .

The sfficacy of RISPERDALY in the treaiment of mania in children or adolescents
with Bipolar | disorder was demonsirated in a 3-week, randomized, double-Hind, placebo-
controlied, multicenter tial inciuding paflents ranging in ages from 10 lo 17 yaars who
were experiencing a manic or rised episode of bipolar | disorder, Patients were
randemized into one of threa frealment groups; AISPERDAL® 0.5-2.5 mg/day {n = 50,
mean modal dose = 18 mg), RISPERDAL® 3-6 mg/day {n = 61, mean mode! dose = 4.7 my),
or placebo {1 = 58), In ali cases, study medication was infliated at 0.5 my/day and ttrated
to the target dosage range by Day 7, with furthar Increases in dosage lcalyxe maximur
lolerated dose within the targeled dose range by Day 10, The primary rafing instrument
used for assessing eflicacy in this study was the mean charge from baseline in the toiel
YMRS score.

Resulis of this study demenstraled efficacy of RISPERDAL® in both dose groups
compared with plasebo, as maasured by significant reduction of totel YMRS score, The
efficacy on the primary parameler in the 3-8 mg/day dose group was comparable o the
0.5-2.6 mo/day dose group. Doses higher than 2.5 mo/day did not reveal any trend
toveards greater sificacy.

4.3 Bipolar Mania - Combination Therapy

The eflicacy of RISPERDAL? with concomitant lithiur or valproate in the trealment of
actile manic or mixed spisodes was established in one controlied riat in adult patienis
who met the DSM-IV erileria for Bipclar | Disordar. This trial Included patients with or
withoul psychotic features and with or without a repid-cysling course,

{1) in this 3-week placebo-controlled combinalion kigl, 148 ih- or outpalients on

lithium or velproate therapy with inadequately confrollet manic or mixed symploms were
randomized {o receive RISPEADAL®, placebo, or &n aclive comparalor, in combination
with their original therapy. FISPEADALS, in a dose range of 1-6 mgiday, once dally,
starting at 2 mg/day (mean modal dose of 3.8 mglday), combined with lithium or valproals
{in a therapoutic range of 6.6 mEgfl. 1o 1.4 mEYL or 50 megimt to 120 meylml,
raspaclively) was superior lo lithium or velproate elone in the reduclion of YMRS iotal
scors,

{2) I a second 3-week placebo-conirolled combination trial, 142 in- or ouipatients

. on fithium, valproaie, or carbamazepine tharapy with inadequatsly conlrolled manie or

mixed symptoms wore randomized o recelve RISPERDALS or placebo, in combination
with their criginal therapy. RISPERDALY, in a dose range of i-6 my/day, once daily,
starling al 2 mg/day (mean modal dose of 8.7 mg/day), combined wilh litvium, valproate,
or carbamazepine (in therapeulis renges of 0.6 mEg/L o 1.4 mEq/, for fithium, 50 meg/mL
to 125 mog/mL for valproate, or 4-12 meg/ml for carbamazepine, respectively} was not
superiar lo {ithium, valprasle, or carbamazepine alona in the reductien of YMRS total
score, A possible explanation for the failure of thls tial was induction of risperidons and
S-hydroxyrisparidens clearance by carbamazepine, feading fo subtherapeutic levels of
risparidone and $-hydrexyrisperidone,

14.4 Irritability Associated with Aulistic Disorder

Short-Term Effisacy .

The sfficacy of RISPERDAL® in the ireatment of irritabiiity associaled with aufistic
disorder was eslabiished In twa 8-waek, placebo-confrolled trils ini chidren and adolescanls
{aged 5 1o 16 years) who mef the DSMHY crileria for aulislic disordar, Over 90% of thase
subjects were Under 12 years of age and mos! weighed over 20 kg {16-104.3 kg).

Effisacy was evalialed using two zssessment sceles; the Aberrant Behavior
Cheeklist (ASC) and the Clinicat Giobal Impression - Chiange {CGI-C) seaia, The primary
outeome measure in both trials was the chenge from basefine fo endnoint in the Iritabifity
subscale of the ABC {ABC-). The ASC-| subscale measured the emolional and behavioral
symploms of autsm, including aggressicn lowasds ofhers, defiberate seff-injuriousness,

- temper tantrums, and quickly changing moods. The CGH-C rating &l endpoint was a co-

primary autcome measiran ona-of he studies.

The resulls of these Irials are as follows:

(£} In ona of tha 8-week, placabo-conlrollad ¥ials, children and adelascents with
autistic disorder {n=101}, aged 6 fo 16 years, received twice caly doses of placebo or
RISPERDAL® 0.5-3.,6 mg/day on a weighi-edjusted basis. RISPERDAL®, stariing a
0.25 mgfday or 0.5 mg/day depending on basefine weighl (< 20 kg and = 20 kg,
respeclivaly) and fifraled Yo clinical response (mean modal dose of 1.8 mgfday, equivatent
to (.06 mgrkg/dey?, significantly Improved scores on the ABC- subseale and on the 8GI-C
scele compared wilh placebo.

(2} 1in the other 8-week, placsbo-controlled trial in children with autistic disordar
{n=55), aged 5 lo {2 years, AISPERDAL® 0.02 10 0.05 mgfkglday givan once or twice
dally, starting at 0,01 mg/kg/day and fitrated to clinical response {mean modal dose of
0.05 myfkg/ay, eqitvalent 1o 1.4 mg/day), signilicantly improved scores on the ABCH
subseale sompared with placsbo.

Leng-Term Efficacy

Following completion of tha first 8-weak double-blind sludy, 63 patients entered an
open-fabel study extension whers they were freated with RESPERDAL® for 4 or & monihs

depending on whather they received RISPERDAL® or placebo in the double-blind sudy).
uring this open-label freatmant period, palients ware mainlained on & mean modal dose
of RISPERDALY of 1.8-2.1 mg/day {aquivalent to .05 - 0.07 mgrkg/day).

Patients who mainteined their posilive response o RISPERDALS (response was
defined as = 25% Improvement on the ABC-l subscale and a CGI-G rating of 'much
improved’ o ery much improved'} during the 4-6 mondh open-abal irealment phase for
about 140 days, on average, were randomized ls receive RISPERDALY or placebo during
an 8-week, double-blind withdrawal study {r=33 of the 83 patiants). A pre-planned inlerim
analysis of data from palients who complated the withdrawal study (n=22), underiaken by
an Indepandent Data Safety Monfiaring Board, demonsirated a significantly lower refapsa
rale in the RISPERDAL® group compared with the plasebo group. Besed on the interim
analysis rasults, the study was terminated dus to demoenstralion of a statistically
significant effect on relapse prevention, Relapse was defined as 2 25% worsening on the
mosl recent assessment of lhe ABC-! subscale (in relation to baseline of the randomized
withdrawal phase).

16 HOW SUPPLIED/STORAGE AND HANDLING

RISPERDAL® (sisperidone) Tablets

RISPERDAL® {risperidone) Tablels are imprinfed “JANSSEN" on one side and either
“Ris 0.2, "Rls 0.8, “R1",“Re", "A3", or “Reaccording to their respective strangths.

©.25 mg datk yellow, capsile-shaped fablsls: bollles of 66 NDG 50458-301-04, boillss
of 500 NDC-50458-301-50, hospital un dose blister packs of 100 NDC 50458-2301-01.

0.5 mg red-brown, capsule-shaped lablets: boliles of 60 NDC 50458-302-08, bolfles
of 500 NDC 50458-302-50, hospital unit dose blister packs of 100 NDG 50458-302-01.

1 mg white, capsule-shaped tablats: botlles of 80 NDC 50458-300-06, hospilal unil
dose blister packs of 100 NDC 50458-300-01, botlles of 500 NDC 50458-300-56,

2 mg orange, capsule-shaped iablets: botiles of 80 NDC 50458-320-08, hospltal unit
dose blister packs of 100 NCC 50458-320-01, botties of 500 NDC 50458-820.50.

3 my yellow, capsule-shaped tablets: boldes of 60 NDG 50458-330-08, hospilal unit
dose blister packs of 100 NDC 50458-330-01, botites of 500 NDC 50458-330-50.

4 g grean, capstle-shaped fablsts: bollles of 60 NDC §0458-350-08, hospital unit
dose blister packs of 108 NDC 50458-350-01,

RISPERDAL® ifisperidone) Oral Solution

RISPERDAL® (risperidons) 1 mg#ml. Oral Sclution {NDC B0458-306-03) is supplied
in 30 ml botiles with & calibrated {in milligrams and millifters) pipatte. The minimum
calibrated volume s 0.25 mt, while the maximum calibraled volume is 3 mL.
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RISPERDAL® M-TAB® (risperidone) Crally Disinlegrating Tablets

RISPERDAL® M-TAB® (risparidone} Orally Disinteorating Tablels are.eiched on one
side with *R0.8", *R1", “R2", "AE", ar “R4" according to their respective streagths,
RISPERDALS M-TAB® Orally Disintegraling Tablsts 0.5 mg, 1 mg, and 2 mg are packaged
in blister packs of 4 {2 X 2) fablets. Orally Disinlegraling Tablels 8 mg and 4 mg are
packaged in a chiid-resistant pouch conlaining a blister with 1 fable.

0.5 mg light coral, round, hicorvex lablets: 7 blister packages (4 teblets each) par box,
NOC 60458-395-28, long-term care bistar packaging of 30 fablsts NDC 50458-395-30,

1 mg light coral, squere, bleanvex lablets: 7 blister packages (4 tablets each) per hox,
NDC 50458-315-28, long-ferm care blister packaging of 3¢ tablefs NDC 50458-315-30,

& mg coral, square, beonvex lablals: 7 blister packages (4 tailets each) per box,
NG 50458-326-28, - ’

3 my coral, round, bivonvex tablels: 28 blisters per box, NDC 50458-335-28,

4 mag coral, round, biconvex 1ablels: 28 blisters per box, NDC 50458-355-28,
-8lorage and Handlir:
( HISFP)ERDAL“ Tablets should be stered al eontrolled room temperature 15% 25°C
5O°-7T°F).

Prolect from light and melsture,

RISPERDAL® 1 mg/ml. Cral Solution should be slorad af contralled room temperature
15°-25°C (59*77°F), Protect from light end Ireezing. ]

RISPERDAL® M-TAB® Qually Disintegrating Tabfets should be slored at conlrolied
0am temperalure 15°-25"C (59°-77°F)

Keep out of raach of children, -
17 PATIENT COUNSELING INFORMATION .

Physicians are advised lo discuss the following issues with pafients for whom they
presciibe RISPERDALE: .
17.1 Qrthostatic Hypotension : .

Patienls should be advised of the risk of orthostalic hypotension, especially during
the period of iniflel dose fitration fsee Warnings and Precautions (5.7)]
17.2 Interference with Cognitive and Molor Performance

Since RISPERDAL® has the potentiel 1o impair jidgment, thinking, or motor siills,
patients should ba cautioned about operaling hazardous machinery, including
automobiles, uniil they are reasonably cartain that RISPERDAL® therapy does nof affact
them adversely [see Warnings and Precautions {5.8)].
17.3 Pregnancy

Patients should ba advised 1o notify their physician it they become pregrant or infend
1o becom pregnant during iherapy fsee Use in Specilic Papulalions (8.1))
17.4 Nursing '

Patients should be advised nol to breasl-feed an infant if they are taking
RISPERDALS [see Use in Specific Fopidations (8.3)].
17.5 Concomitant Medication

Patients should be advised to Inform fhelr physicians if they ara laking, or plan o
take, apy preseripion or over-the-counter drugs, since there is & polantial for Interacions
{soe Drug Interactions (7}
17.6 Afcoboi

Palients shauld ba advised lo avoid alcohol whileaking RISPERDAL® jsee Drug
Inlemclions (7,1)]
17,7 Phenylketonuyics

Phenylalanine & a component of asparfame. Each 4 mg RISPERDAL® M-TAR® Crally
Disintegrating Tablel cantalns 0.8¢ my phenylalaning; sach § mg RISPEADAL? M-TABE
Crelly Disintegraling Tablet conlsins 063 mg phenylalanine; each 2 mg RISPERDALS
M-TAB® Orally Disintegraliag Tablel contains 0.42 mg phenylalanine; each 1 mg
RISPERDAL® M-TAB® Orally Disinlegrating Tablet contains 0.28 mg phenylalanine; and
each 0,5 mg RISPEADAL® M-TAB® Crally Disintegrating Tablat sontalns 0.14 mg
phenylelaaine,
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RISPERDAL® Tablets are mamutactured by:

Janssen Ortho LLC, Gurebo, Puerio Rico 40778

RISPERDAL® Oral Solution is manufaciured hy:

Janssen Pharmaceulica N.V,

Beerse, Belgium

RISPERDAL® M-TAB® Orally Disintegrafing Tablets are manufaclired by:
Janssan Crlho LLG, Gurabo, Puarlo Aice 00778

RIS PERDAL® Tablels, RISPERDAL® M-TAS® Orally Disintegraling Tabiets, and Oral
Solution are distributed by:

Janssen, L.P.

Titusvilie, NJ 08550

Janssen.
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