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RISPERDAL is indicated for the management of schizophrenia, and
manifestations of psychotic disorders. The antipsychotic efficacy of Risperdal
was established in short-term (6 to 8-weeks) controlled trials of schizophrenic
in-patients.

RISPERDAL is also effective in maintaining the clinical improvement during
continuation therapy in patients who have shown an initial treatment response.
RISPERDAL is indicated for the short-term treatment (up to 6 weeks) of
persistent aggression in patients with moderate to severe Alzheimer’s
dementia unresponsive to non-pharmacological approaches and when there is
a risk of harm to self or others.

Conduct and other disruptive disorders:

Treatment of behavioral disorders expressed by impulse control disorders or
self-alienated- aggressive or treatment-requiring behavioral disorders with
reduced or substandard intelligence. Treatment should not be given to children
under the age of 5 years.

RISPERDAL is indicated for the treatment of mania in bipolar disorder. These
episodes are characterized by symptoms such as elevated, expansive or
irritable mood, inflated self-esteem, decreased need for sleep, pressured
speech, racing thoughts, distractibility, or poor judgment, including disruptive
or aggressive behaviors.
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4. CLINICAL PARTICULARS

4.2  Posology and method of administration

Renal and Hepatic Impairment

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction
than—nermal in adults with normal renal fraction. Patients with impaired hepatic function
have increases in plasma concentration of the free fraction of risperidone.

4.4  Special warnings and precautions for use

Paediatric population

Weight Gain

Risperidone was associated with mean increases in body weight and body mass index (BMI).
Baseline weight measurement prior to treatment and regular weight monitoring are
recommended. Changes in height in the long-term open-label extension studies were within
expected age-appropriate norms. The effect of long-term risperidone treatment on sexual
maturation and height has not been adequately studied.

Data on mean changes in body weight and the proportion of subjects meeting the criterion of
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>7% gain in body weight from nine placebo-controlled, 3-to 8-week, fixed-dose studies in
children and adolescents with schizophrenia (13-17 years of age), bipolar mania (10-17
years of age), autistic disorder (5-17 years of age), or other psychiatric disorders (5-17 years
of age) are presented in the table below.

Table: Mean Change in Body Weight (kg) and the Proportion of Subjects With >7%
Gain in Body Weight From Nine Placebo-Controlled, 3-to 8-Week, Fixed-Dose Studies
in Children and Adolescents With Schizophrenia (13-17 Years of Age), Bipolar Mania
(10-17 Years of Age), Autistic Disorder (5 to 17 Years of Age) or Other Psychiatric
Disorders (5-17 Years of Age)

Placebo RISPERDAL® 0.5-6 mg/day
(n=375) (n=448)

Weight (kg)

Change from baseline 0.6 2.0

Weight Gain

>7% increase from baseline 6.9% 32.6%

In longer-term, uncontrolled, open-label extension pediatric studies, RISPERDAL® was
associated with a mean change in weight of +5.5 kg at Week 24 (n=748) and +8.0 kg at
Week 48 (n=242).

In a long-term, open-label extension study in adolescent patients with schizophrenia, weight
increase was reported as a treatment-emergent adverse event in 14% of patients. In 103
adolescent patients with schizophrenia, a mean increase of 9.0 kg was observed after 8
months of RISPERDALT treatment. The majority of that increase was observed within the
first 6 months. The average percentiles at baseline and 8 months, respectively, were 56 and
72 for weight, 55 and 58 for height, and 51 and 71 for body mass index.

Hyperglycemia and Diabetes Mellitus

Data from the placebo-controlled 3-to 6-week study in children and adolescents with

schizophrenia (13-17 years of age), bipolar mania (10-17 years of age), or autistic disorder

(5 to 17 years of age) are presented in the table below.

Table: Change in Fasting Glucose from Three Placebo-Controlled, 3-to 6-Week,

Fixed-Dose Studies in Children and Adolescents with Schizophrenia (13-17 years of

age), Bipolar Mania (10-17 years of age), or Autistic Disorder (5 to 17 years of age)
RISPERDAL®

Placebo 0.5-6 mg/day

Mean change from baseline (mg/dL)

n=76 n=135

Serum Glucose 13 26

Proportion of patients with shifts
Serum Glucose 0% 0.8%

(<100 mg/dL to =126 mg/dL) (0/64) (1/120)

In longer-term, uncontrolled, open-label extension pediatric studies, RISPERDAL® was
associated with a mean change in fasting glucose of +5.2 mg/dL at Week 24 (n=119).
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Dyslipidemia

Pooled data from 3 placebo-controlled, 3-to 6-week, fixed-dose studies in children and
adolescents with schizophrenia (13-17 years of age), bipolar mania (10-17 years of age), or
autistic disorder (5-17 years of age) are presented in the table below.

Table Change in Fasting Lipids from Three Placebo-Controlled, 3-to 6-Week,
Fixed-Dose Studies in Children and Adolescents with Schizophrenia (13-17
Years of Age), Bipolar Mania (10-17 Years of Age), or Autistic Disorder (5
to 17 Years of Age)

RISPERDAL®
Placebo 0.5-6 mg/day
Mean change from baseline (mg/dL)
Cholesterol n=74 n=133
Change from baseline 0.3 03
LDL n=22 n=22
Change from baseline 3.7 05
HDL n=22 n=22
Change from baseline 1.6 1.9
Triglycerides n=77 n=138
Change from baseline 9.0 26

Proportion of patients with shifts

Cholesterol 2.4% 3.8%
(<170 mg/dL to 2200 mg/dL) (1/42) (3/80)
LDL 0% 0%
(<110 mg/dL to 2130 mg/dL) (0/16) (0/16)
HDL 0% 10%
(240 mg/dL to <40 mg/dL) (0/19) (2/20)
Triglycerides 1.5% 7.1%
(<150 mg/dL to 200 mg/dL) (1/65) (8/113)

In longer-term, uncontrolled, open-label extension pediatric studies, RISPERDAL® was
associated with a mean change in (a) fasting cholesterol of +2.1 mg/dL at Week 24 (n=114);
(b) fasting LDL of -0.2 mg/dL at Week 24 (n=103); (c¢) fasting HDL of +0.4 mg/dL at Week
24 (n=103); and (d) fasting triglycerides of +6.8 mg/dL at Week 24 (n=120).

For specific posology recommendations in children and adolescents see section 4.2.

Excipients

The film-coated tablets contain lactose. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this
medicine. (Pertains only to the film-coated tablets.)
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Contains orange yellow S aluminium lake (sunset yellow) (E110). May cause allergic
reactions. (Pertains only to the 2 mg film coated tablets).

The 1 ml oral solution contains benzoic acid (E210). Increase in bilirubinaemia following its
displacement from albumin may increase neonatal jaundice which may develop into
kernicterus (non-conjugated bilirubin deposits in the brain tissue).

The film-coated tablets contain less than 1 mmol sodium (23 mg) per dose, that is to say,
essentially ‘sodium free’.

4.8 Undesirable effects

The most frequently reported adverse drug reactions (ADRs) (incidence > 10%)
are: Parkinsonism, sedation/somnolence, headache, and insomnia.
The ADRs that appeared to be dose-related included parkinsonism and akathisia.

In a placebo-controlled acute mania trial in children and adolescents (aged 10 — 17 years),
there were no significant changes in ECG parameters, other than the effect of RISPERDAL®
to transiently increase pulse rate (< 6 beats per minute). In two controlled schizophrenia trials
in adolescents (aged 13 — 17 years), there were no clinically meaningful changes in ECG
parameters including corrected QT intervals between treatment groups or within treatment
groups over time.

Weight gain

Weight gain has been observed in children and adolescents during treatment
with RISPERDAL®. Clinical monitoring of weight is recommended during
treatment.

The proportions of RISPERDAL® and placebo-treated adult patients with
schizophrenia meeting a weight gain criterion of > 7% of body weight were
compared in a pool of 6- to 8-week, placebo-controlled trials, revealing a
statistically significantly greater incidence of weight gain for RISPERDAL®
(18%) compared to placebo (9%). In a pool of placebo-controlled 3-week
studies in adult patients with acute mania, the incidence of weight increase of
> 7% at endpoint was comparable in the RISPERDAL® (2.5%) and placebo
(2.4%) groups, and was slightly higher in the active-control group (3.5%).

In a population of children and adolescents with conduct and other disruptive
behaviour disorders, in long-term studies, weight increased by a mean of 7.3
kg after 12 months of treatment. The expected weight gain for normal children
between 5-12 years of age is 3 to 5 kg per year. From 12-16 years of age, this
magnitude of gaining 3 to 5 kg per year is maintained for girls, while boys
gain approximately 5 kg per year.

Data derive from short-term placebo-controlled trials and longer-term
uncontrolled studies in pediatric patients (ages 5 to 17 years) with
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schizophrenia, bipolar disorder, autistic disorder, or other psychiatric
disorders. In the short-term trials (3 to 8 weeks), the mean weight gain for
RISPERDAL-treated patients was 2 kg, compared to 0.6 kg for placebo-
treated patients. In these trials, approximately 33% of the RISPERDAL®
group had weight gain >7%, compared to 7% in the placebo group. In longer-
term, uncontrolled, open-label pediatric studies, the mean weight gain was 5.5
kg at Week 24 and 8 kg at Week 48.

Paediatric population

In general, type of adverse reactions in children is expected to be similar to those observed
in adults. The following ADRs were reported with a frequency > 5% in paediatric patients (5
to 17 years) and with at least twice the frequency seen in clinical trials in adults:
somnolence/sedation, fatigue, headache, increased appetite, vomiting, upper respiratory tract
infection, nasal congestion, abdominal pain, dizziness, cough, pyrexia, tremor, diarrhoea,
and enuresis.

Somnolence was the most commonly observed adverse reaction in the clinical trial of
bipolar disorder in children and adolescents, as well as in the schizophrenia trials in
adolescents.

The effect of long-term risperidone treatment on sexual maturation and height has not been
adequately studied (see section 4.4, subsection “Paediatric population”).

Hyperprolactinemia

RISPERDAL® has been shown to elevate prolactin levels in children and adolescents as well
as in adults In double-blind, placebo-controlled studies of up to 8 weeks duration in children
and adolescents (aged 5 to 17 years) with autistic disorder or psychiatric disorders other than
autistic disorder, schizophrenia, or bipolar mania, 49% of patients who received
RISPERDAL® had elevated prolactin levels compared to 2% of patients who received
placebo. Similarly, in placebo-controlled trials in children and adolescents (aged 10 to 17
years) with bipolar disorder, or adolescents (aged 13 to 17 years) with schizophrenia, 82—
87% of patients who received RISPERDAL® had elevated levels of prolactin compared to 3-
7% of patients on placebo. Increases were dose-dependent and generally greater in females
than in males across indications.

In clinical trials in 1885 children and adolescents, galactorrhea was reported in 0.8% of
RISPERDAL®-treated patients and gynecomastia was reported in 2.3% of RISPERDAL-
treated patients.

Pediatric Patients with Schizophrenia

The table below lists the adverse reactions reported in 5% or more of
RISPERDAL®-treated pediatric patients with schizophrenia in a 6-week
double-blind, placebo-controlled trial.
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Table Adverse Reactions in >5% of RISPERDAL-Treated Pediatric
Patients (and greater than placebo) with Schizophrenia in a

Double-Blind Trial

-

Percentage of Patients Reporting Reaction

RISPERDAL
System/Organ Class 1-3 mg per day 4-6 mg per day Placebo
Adverse Reaction (N=55) (N=51) (N=54)
Gastrointestinal Disorders
Salivary hypersecretion 0 10 2
Nervous System Disorders
Sedation 24 12 4
Parkinsonism* 16 28 11
Tremor 11 10 6
Akathisia* 9 10 4
Dizziness 7 14 2
Dystonia* 2 6 0
Psychiatric Disorders
Anxiety 7 6 0

* Parkinsonism includes extrapyramidal disorder, muscle rigidity, musculoskeletal stiffness,
and hypokinesia. Akathisia includes akathisia and restlessness. Dystonia includes dystonia and
oculogyration.

Growth and Sexual Maturation
The long-term effects of RISPERDAL® on growth and sexual maturation have not been
fully evaluated in children and adolescents.

Juvenile Animal Studies

Juvenile dogs were treated with oral risperidone from weeks 10 to 50 of age (equivalent to
the period of childhood through adolescence in humans), at doses of 0.31, 1.25, or 5
mg/kg/day, which are 1.2, 3.4, and 13.5 times the MRHD of 6 mg/day for children, based on
mg/m?body surface area. Bone length and density were decreased with a no-effect dose of
0.31 mg/kg/day; this dose produced plasma AUC of risperidone plus its active metabolite
paliperidone (9-hydroxyrisperidone) that were similar to those in children and adolescents
receiving the MRHD of 6 mg/day. In addition, sexual maturation was delayed at all doses in
both males and females. The above effects showed little or no reversibility in females after a
12 week drug-free recovery period.

Juvenile rats, treated with oral risperidone from days 12 to 50 of age (equivalent to the
period of infancy through adolescence in humans) showed impaired learning and memory
performance (reversible only in females), with a no-effect dose of 0.63 mg/kg/day which is
0.5 times the MRHD of 6 mg/day for children, based on mg/m?body surface area. This dose
produced plasma AUC of risperidone plus paliperidone about half the exposure observed in
humans at the MRHD. No other consistent effects on neurobehavioral or reproductive
development were seen up to the highest tested dose of 1.25 mg/kg/day which is 1 time the
MRHD and produced plasma AUC of risperidone plus paliperidone that were about two
thirds of those observed in humans at the MRHD of 6 mg/day for children.
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