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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlightsdo not include all the information needed to use
RISPERDAL® safely and effectively. See full prescribing information for

RISPERDAL®.

RISPERDAL® (risperidone) tablets, for oral use

RISPERDAL® (risperidone) oral solution

RISPERDAL® M-TAB® (risperidone) orally disintegrating tablets
Initial U.S. Approval: 1993

WARNING:

INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS

Seefull prescribing information for complete boxed warning.
*Elderly patientswith dementia-related psychosistreated with
antipsychotic drugsare at an increased risk of death.
*RISPERDAL ®isnot approved for usein patientswith dementia-related

psychosis. (5.1)

INDICATIONS AND USAGE

RISPERDAL® isan atypical antipsychotic indicated for:

e Treatment of schizophrenia (1.1)

e Asmonotherapy or adjunctive therapy with lithium or valproate, for the
treatment of acute manic or mixed episodes associated with Bipolar |

Disorder (1.2)
e Treatment of irritability associated with autistic disorder (1.3)

o Recommended daily dosage:

Initial Dose Target Effective
Dose Dose Range
Schizophrenia | 2mg 4to8mg 4t016 mg
sadults (2.1)
Schizophrenia | 0.5 mg 3mg 1to 6 mg
: adolescents
(21
Bipolar 2to3mg lto6mg 1to 6 mg
mania: Adults
(2.2)
Bipolar 0.5mg 1t025 lto6mg
mania in mg
children and
adolescents
(2.2)
Irritability 0.25mg 0.5mg 0.5to 3mg
associated (Weight < (<20 kg)
with autistic 20 kg)
disorder (2.3) 1mg
0.5mg (=20 kg)
(Weight
>20 kg)

e Severe Renal or Hepatic Impairment in Adults: Use alower starting dose of
0.5 mg twice daily. May increase to dosages above 1.5 mg twice daily at
intervals of at least one week. (2.4)

e Ora Solution: Can be administered directly from calibrated pipette or

mixed with beverage (water, coffee, orangejuice, or low-fat milk). (2.6)

o M-TAB Orally Disintegrating Tablets: Open the blister only when ready to
administer, and immediately place tablet under tongue. Can be swallowed

with or without liquid. (2.7)

e Tablets: 0.25 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)
e Oral solution: 1 mg per mL (3)

e Ordly disintegrating tablets: 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)

CONTRAINDICATIONS
e Known hypersensitivity to RISPERDAL® (4)

. Cerebrovascular events, including stroke, in elderly patients with
dementia-related psychosis: RISPERDAL® is not approved for usein
patients with dementia-related psychosis. (5.2)
. Neuroleptic Malignant Syndrome: Manage with immediate
discontinuation of RISPERDAL® and close monitoring. (5.3)
e  Tardivedyskinesia: Consider discontinuing RISPERDAL® if clinicaly
indicated. (5.4)
. Metabolic Changes: Atypical antipsychotic drugs have been associated
with metabolic changes that may increase cardiovascular/
cerebrovascular risk. These metabolic changes include hyperglycemia,
dyshpldemla, and weight gain. (5.5)
0 Hyperglycemia and Diabetes Mellitus: Monitor patients for
symptoms of hyperglycemia including polydipsia, polyuria,
polyphagia, and weakness. Monitor glucose regularly in patients with
diabetes or at risk for diabetes. (5.5)

o Dydlipidemia: Undesirable alterations have been observed in patients
treated with atypical antipsychotics. (5.5)

o Weight Gain: Significant weight gain has been reported. Monitor
weight gain. (5.5)

e  Hyperprolactinemia: Prolactin elevations occur and persist during
chronic administration. (5.6)

e  Orthostatic hypotension: For patients at risk, consider alower starting
dose and slower titration. (5.7)

. Leukopenia, Neutropenia, and Agranulocytosis. Perform complete blood
counts in patients with a history of clinically significant low white blood
cell count (WBC). Consider discontinuing RISPERDAL® if aclinically
significant declinein WBC occurs in the absence of other causative
factors. (5.8)

. Potential for cognitive and motor impairment: Use caution when
operating machinery. (5.9)

. Seizures: Use cautioudly in patients with a history of seizures or with
conditions that lower the seizure threshold. (5.10)

ADVERSE REACTIONS
The most common adverse reactionsin clinical trials (>5% and twice placebo)
were parkinsonism, akathisia, dystonia, tremor, sedation, dizziness, anxiety,
blurred vision, nausea, vomiting, upper abdominal pain, stomach discomfort,
dyspepsia, diarrhea, salivary hypersecretion, constipation, dry mouth,
increased appetite, increased weight, fatigue, rash, nasal congestion, upper
respiratory tract infection, nasopharyngitis, and pharyngolaryngeal pain. (6)
Toreport SUSPECTED ADVERSE REACTIONS, contact Janssen
Pharmaceuticals, Inc. at 1-800-JANSSEN (1-800-526-7736) or FDA at 1-
800-FDA-1088 or www.fda.gov/medwatch

DRUG INTERACTIONS

o Carbamazepine and other enzyme inducers decrease plasma concentrations
of risperidone. Increase the RISPERDAL® dose up to double the patient’s
usual dose. Titrate slowly. (7.1)

o Fluoxetine, paroxetine, and other CY P 2D6 enzyme inhibitors increase
plasma concentrations of risperidone. Reduce the initial dose. Do not
exceed afinal dose of 8 mg per day of RISPERDAL®. (7.1)

e Pregnancy: Based on animal data, may cause fetal harm. (8.1)
e Nursing Mothers: Discontinue drug or nursing, taking into consideration
the importance of drug to the mother. (8.3)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 04/2014
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTSWITH DEMENTIA-
RELATED PSYCHOSIS

Elderly patientswith dementia-related psychosistreated with antipsychotic drugsareat an

increased risk of death. RISPERDAL® (risperidone) is not approved for the treatment of

patients with dementia-related psychosis. [See Warnings and Precautions (5.1)]

1 INDICATIONS AND USAGE

1.1 Schizophrenia

RISPERDAL® (risperidone) is indicated for the treatment of schizophrenia. Efficacy was
established in 4 short-term trials in adults, 2 short-term trials in adolescents (ages 13 to 17 years),
and one long-term maintenance trial in adults [ see Clinical Studies (14.1)] .

1.2 Bipolar Mania

Monotherapy

RISPERDAL® is indicated for the treatment of acute manic or mixed episodes associated with
Bipolar | Disorder. Efficacy was established in 2 short-term trials in adults and one short-term
trial in children and adolescents (ages 10 to 17 years) [see Clinical Sudies (14.2)] .

Adjunctive Therapy

RISPERDAL® adjunctive therapy with lithium or valproate is indicated for the treatment of
acute manic or mixed episodes associated with Bipolar | Disorder. Efficacy was established in
one short-term trial in adults [ see Clinical Studies (14.3)] .

1.3 Irritability Associated with Autistic Disorder

RISPERDAL® is indicated for the treatment of irritability associated with autistic disorder,
including symptoms of aggression towards others, deliberate self-injuriousness, temper tantrums,
and quickly changing moods. Efficacy was established in 3 short-term trials in children and
adolescents (ages 5to 17 years) [see Clinical Sudies (14.4)].

2 DOSAGE AND ADMINISTRATION




Table 1. Recommended Daily Dosage by I ndication

Initial Dose Titration Target Dose Effective Dose
(Increments) Range
Schizophrenia: adults 2mg lto2mg 4t0 8 mg 4t016 mg
(2.1
Schizophrenia: 0.5mg 0.5to 1 mg 3mg lto6mg
adolescents
(2.2
Bipolar mania: adults 2to 3 mg 1mg l1to6mg 1to6mg
(2.2
Bipolar mania: 0.5mg 0.5to 1 mg 1to2.5mg lto6mg
children and
adolescents
(2.2
Irritability in autistic 0.25mg After Day 4, at 0.5mg: 0.5to 3 mg
disorder (2.3) Canincrease to intervals of > 2 (body weight less
0.5 mg by Day 4: weeks: than 20 kg)
(body weight less 0.25mg
than 20 kg) (body weight less 1 mg:
than 20 k) (body weight
0.5mg greater than or
Can increase to 0.5mg equal to 20 kg)
1 mg by Day 4: (body weight
(body weight greater than or
greater than or equal to 20 kg)
equal to 20 kg)

Severe Renal and Hepatic Impairment in Adults: use a lower starting dose of 0.5 mg twice daily.
May increase to dosages above 1.5 mg twice daily at intervals of one week or longer.

2.1 Schizophrenia

Adults

Usual Initial Dose

RISPERDAL® can be administered once or twice daily. Initiad dosing is 2 mg per day. May
increase the dose at intervals of 24 hours or greater, in increments of 1 to 2 mg per day, as
tolerated, to a recommended dose of 4 to 8 mg per day. In some patients, slower titration may be
appropriate. Efficacy has been demonstrated in a range of 4 mg to 16 mg per day. However,
doses above 6 mg per day for twice daily dosing were not demonstrated to be more efficacious
than lower doses, were associated with more extrapyramidal symptoms and other adverse effects,
and are generally not recommended. In a single study supporting once-daily dosing, the efficacy
results were generally stronger for 8 mg than for 4 mg. The safety of doses above 16 mg per day
has not been evaluated in clinical trials [see Clinical Sudies (14.1)] .

Adolescents
The initial dose is 0.5 mg once daily, administered as a single-daily dose in the morning or
evening. The dose may be adjusted at intervals of 24 hours or greater, in increments of 0.5 mg or

4



1 mg per day, as tolerated, to a recommended dose of 3 mg per day. Although efficacy has been
demonstrated in studies of adolescent patients with schizophrenia at doses between 1 mg to 6 mg
per day, no additional benefit was observed above 3mg per day, and higher doses were
associated with more adverse events. Doses higher than 6 mg per day have not been studied.

Patients experiencing persistent somnolence may benefit from administering half the daily dose
twice daily.

Maintenance Therapy

While it is unknown how long a patient with schizophrenia should remain on RISPERDAL®, the
effectiveness of RISPERDAL® 2 mg per day to 8 mg per day a delaying relapse was
demonstrated in a controlled trial in adult patients who had been clinically stable for at least 4
weeks and were then followed for a period of 1 to 2 years [see Clinical Sudies (14.1)]. Both
adult and adolescent patients who respond acutely should generally be maintained on their
effective dose beyond the acute episode. Patients should be periodically reassessed to determine
the need for maintenance treatment.

Reinitiation of Treatment in Patients Previously Discontinued
Although there are no data to specifically address reinitiation of treatment, it is recommended

that after an interval off RISPERDAL®, the initial titration schedule should be followed.

Switching From Other Antipsychotics
There are no systematically collected data to specifically address switching schizophrenic

patients from other antipsychotics to RISPERDAL®, or treating patients with concomitant
antipsychotics.

2.2 Bipolar Mania

Usual Dose

Adults

Theinitial dose rangeis 2 mg to 3 mg per day. The dose may be adjusted at intervals of 24 hours
or greater, in increments of 1 mg per day. The effective dose range is 1 mg to 6 mg per day, as
studied in the short-term, placebo-controlled trials. In these trials, short-term (3 week) anti-manic
efficacy was demonstrated in a flexible dosage range of 1 mg to 6 mg per day [see Clinical
Sudies (14.2, 14.3)] . RISPERDAL® doses higher than 6 mg per day were not studied.

Pediatrics

The initial dose is 0.5 mg once daily, administered as a single-daily dose in the morning or
evening. The dose may be adjusted at intervals of 24 hours or greater, in increments of 0.5 mg or
1 mg per day, as tolerated, to the recommended target dose of 1 mg to 2.5 mg per day. Although



efficacy has been demonstrated in studies of pediatric patients with bipolar mania at doses
between 0.5 mg and 6 mg per day, no additional benefit was observed above 2.5 mg per day, and
higher doses were associated with more adverse events. Doses higher than 6 mg per day have not
been studied.

Patients experiencing persistent somnolence may benefit from administering half the daily dose
twice daily.

Maintenance Therapy

There is no body of evidence available from controlled trials to guide a clinician in the longer-
term management of a patient who improves during treatment of an acute manic episode with
RISPERDAL®. While it is generally agreed that pharmacological treatment beyond an acute
response in mania is desirable, both for maintenance of the initial response and for prevention of
new manic episodes, there are no systematically obtained data to support the use of
RISPERDAL® in such longer-term treatment (i.e., beyond 3 weeks). The physician who elects to
use RISPERDAL® for extended periods should periodically re-evaluate the long-term risks and
benefits of the drug for the individual patient.

2.3 Irritability Associated with Autistic Disorder — Pediatrics (Children and
Adolescents)

The dosage of RISPERDAL® should be individualized according to the response and tolerability
of the patient. The total daily dose of RISPERDAL® can be administered once daily, or half the
total daily dose can be administered twice daily.

For patients with body weight less than 20 kg, initiate dosing at 0.25 mg per day. For patients
with body weight greater than or equal to 20 kg, initiate dosing a 0.5 mg per day. After a
minimum of four days, the dose may be increased to the recommended dose of 0.5 mg per day
for patients less than 20 kg and 1.0 mg per day for patients greater than or equal to 20 kg.
Maintain this dose for a minimum of 14 days. In patients not achieving sufficient clinical
response, the dose may be increased at intervals of 2 weeks or greater, in increments of 0.25 mg
per day for patients less than 20 kg, or increments of 0.5 mg per day for patients greater than or
egual to 20 kg. The effective dose range is 0.5 mg to 3 mg per day. No dosing data are available
for children who weigh less than 15 kg.

Once sufficient clinical response has been achieved and maintained, consider gradually lowering
the dose to achieve the optimal balance of efficacy and safety. The physician who elects to use
RISPERDAL® for extended periods should periodically re-evaluate the long-term risks and
benefits of the drug for the individual patient.



Patients experiencing persistent somnolence may benefit from a once-daily dose administered at
bedtime or administering half the daily dose twice daily, or areduction of the dose.

2.4 Dosing in Patients with Severe Renal or Hepatic Impairment

For patients with severe renal impairment (CLcr < 30 mL/min) or hepatic impairment (10-15
points on Child Pugh System), the initial starting dose is 0.5 mg twice daily. The dose may be
increased in increments of 0.5 mg or less, administered twice daily. For doses above 1.5 mg
twice daily, increase in intervals of one week or greater [ see Use in Specific Populations (8.6 and
8.7)].

2.5 Dose Adjustments for Specific Drug Interactions

When RISPERDAL® is co-administered with enzyme inducers (e.g., carbamazepine), the dose
of RISPERDAL® should be increased up to double the patient’s usual dose. It may be necessary
to decrease the RISPERDAL® dose when enzyme inducers such as carbamazepine are
discontinued [see Drug Interactions (7.1)]. Similar effect may be expected with co-
administration of RISPERDAL® with other enzyme inducers (e.g., phenytoin, rifampin, and
phenobarbital).

When fluoxetine or paroxetine is co-administered with RISPERDAL®, the dose of
RISPERDAL® should be reduced. The RISPERDAL® dose should not exceed 8 mg per day in
adults when co-administered with these drugs. When initiating therapy, RISPERDAL® should be
titrated slowly. It may be necessary to increase the RISPERDAL® dose when enzyme inhibitors
such as fluoxetine or paroxetine are discontinued [ see Drug Interactions (7.1)] .

2.6 Administration of RISPERDAL® Oral Solution

RISPERDAL® Oral Solution can be administered directly from the calibrated pipette, or can be
mixed with a beverage prior to administration. RISPERDAL® Oral Solution is compatible in the
following beverages. water, coffee, orange juice, and low-fat milk; it is NOT compatible with
either colaor tea.

2.7 Directions for Use of RISPERDAL® M-TAB® Orally Disintegrating Tablets
Tablet Accessing

RISPERDAL” M-TAB” Orally Disintegrating Tablets 0.5 mg, 1 mg, and 2 mg
RISPERDAL” M-TAB" Orally Disintegrating Tablets 0.5 mg, 1 mg, and 2 mg are supplied in
blister packs of 4 tablets each.

Do not open the blister until ready to administer. For single tablet removal, separate one of the
four blister units by tearing apart at the perforations. Bend the corner where indicated. Peel back
foil to expose the tablet. DO NOT push the tablet through the foil because this could damage the
tablet.



RISPERDAL® M-TAB® Orally Disintegrating Tablets 3 mg and 4 mg
RISPERDAL® M-TAB® Orally Disintegrating Tablets 3 mg and 4 mg are supplied in a
child-resistant pouch containing a blister with 1 tablet each.

The child-resistant pouch should be torn open at the notch to access the blister. Do not open the
blister until ready to administer. Peel back foil from the side to expose the tablet. DO NOT push
the tablet through the foil, because this could damage the tablet.

Tablet Administration
Using dry hands, remove the tablet from the blister unit and immediately place the entire

RISPERDAL® M-TAB® Orally Disintegrating Tablet on the tongue. The RISPERDAL® M-
TAB® Orally Disintegrating Tablet should be consumed immediately, as the tablet cannot be
stored once removed from the blister unit. RISPERDAL® M-TAB® Orally Disintegrating Tablets
disintegrate in the mouth within seconds and can be swallowed subsequently with or without
liquid. Patients should not attempt to split or to chew the tablet.

3 DOSAGE FORMS AND STRENGTHS

RISPERDAL® Tablets are available in the following strengths and colors: 0.25 mg (dark
yellow), 0.5 mg (red-brown), 1 mg (white), 2 mg (orange), 3 mg (yellow), and 4 mg (green). All
are capsule shaped, and imprinted with “JANSSEN” on one side and either “Ris 0.25”, “Ris 0.5”,
“R17,“R2",“R3", or “R4” on the other side according to their respective strengths.

RISPERDAL® Oral Solution isavailablein a1 mg/mL strength.

RISPERDAL® M-TAB® Orally Disintegrating Tablets are available in the following strengths,
colors, and shapes: 0.5 mg (light coral, round), 1 mg (light coral, square), 2 mg (coral, square),
3 mg (coral, round), and 4 mg (coral, round). All are biconvex and etched on one side with
“R0O.5", “R1", “R2", “R3", or “R4” according to their respective strengths.

4 CONTRAINDICATIONS

RISPERDAL® is contraindicated in patients with a known hypersensitivity to RISPERDAL®.
Hypersensitivity reactions, including anaphylactic reactions and angioedema, have been
observed in patients treated with risperidone.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks),
largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated



patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course
of atypical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%,
compared to a rate of about 2.6% in the placebo group. Although the causes of death were
varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death)
or infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical
antipsychotic drugs, treatment with conventional antipsychotic drugs may increase mortality.
The extent to which the findings of increased mortality in observationa studies may be attributed
to the antipsychotic drug as opposed to some characteristic(s) of the patientsis not clear.

In two of four placebo-controlled trials in elderly patients with dementia-related psychosis, a
higher incidence of mortality was observed in patients treated with furosemide plus
RISPERDAL® when compared to patients treated with RISPERDAL® alone or with placebo plus
furosemide. No pathological mechanism has been identified to explain this finding, and no
consistent pattern for cause of death was observed.

RISPERDAL® (risperidone) is not approved for the treatment of dementia-related psychosis [see
Boxed Warning] .

5.2 Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients
with Dementia-Related Psychosis

Cerebrovascular adverse reactions (e.g., stroke, transient ischemic attack), including fatalities,
were reported in patients (mean age 85 years; range 73-97) in trias of risperidone in elderly
patients with dementia-related psychosis. In placebo-controlled trials, there was a significantly
higher incidence of cerebrovascular adverse events in patients treated with risperidone compared
to patients treated with placebo. RISPERDAL® is not approved for the treatment of patients with
dementia-related psychosis. [ see Boxed Warning and Warnings and Precautions (5.1)]

5.3 Neuroleptic Malignant Syndrome

Antipsychotic drugs including RISPERDAL® can cause a potentially fatal symptom complex
referred to as Neuroleptic Malignant Syndrome (NMS). Clinical manifestations of NMS include
hyperpyrexia, muscle rigidity, altered mental status, and autonomic instability (irregular pulse or
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include
elevated creatine phosphokinase (CPK), myoglobinuria, rhabdomyolysis, and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, it isimportant to identify cases in which the clinical presentation includes both serious
medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS). Other important considerations in the differential



diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and primary central
nervous system pathology.

The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs
and other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and
medical monitoring; and (3) treatment of any concomitant serious medical problems for which
specific treatments are available. There is no general agreement about specific pharmacological
treatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential
reintroduction of drug therapy should be carefully considered. The patient should be carefully
monitored, since recurrences of NM S have been reported.

5.4 Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in
patients treated with antipsychotic drugs. The risk of developing tardive dyskinesia and the
likelihood that it will become irreversible are believed to increase as the duration of treatment
and the total cumulative dose of antipsychotic drugs administered to the patient increase.
However, the syndrome can develop, although much less commonly, after relatively brief
treatment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia, athough the syndrome
may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the
syndrome and thereby may possibly mask the underlying process. The effect that symptomatic
suppression has upon the long-term course of the syndrome is unknown.

Given these considerations, prescribe RISPERDAL® in a manner that is most likely to minimize
the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be
reserved for patients who suffer from a chronic illness that: (1) is known to respond to
antipsychotic drugs, and (2) for whom alternative, equally effective, but potentially less harmful
treatments are not available or appropriate. In patients who do require chronic treatment, the
smallest dose and the shortest duration of treatment producing a satisfactory clinical response
should be sought. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient treated with RISPERDAL®,
consider drug discontinuation. However, some patients may require treatment with
RISPERDAL® despite the presence of the syndrome.
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5.5 Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascular/cerebrovascular  risk. These metabolic changes include hyperglycemia,
dyslipidemia, and body weight gain. While al of the drugs in the class have been shown to
produce some metabolic changes, each drug has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia and diabetes mellitus, in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, have been reported in patients treated with atypical antipsychotics
including RISPERDAL®. Assessment of the relationship between atypical antipsychotic use and
glucose abnormalities is complicated by the possibility of an increased background risk of
diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus
in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epidemiologica studies suggest an increased risk of treatment-emergent
hyperglycemia-related adverse events in patients treated with the atypical antipsychotics. Precise
risk estimates for hyperglycemia-related adverse events in patients treated with atypical
antipsychotics are not available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics, including RISPERDAL®, should be monitored regularly for worsening of
glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history
of diabetes) who are starting treatment with atypical antipsychotics, including RISPERDAL®,
should undergo fasting blood glucose testing at the beginning of treatment and periodically
during treatment. Any patient treated with atypical antipsychotics, including RISPERDAL®,
should be monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical
antipsychotics, including RISPERDAL®, should undergo fasting blood glucose testing. In some
cases, hyperglycemia has resolved when the atypical antipsychotic, including RISPERDAL®,
was discontinued; however, some patients required continuation of anti-diabetic treatment
despite discontinuation of RISPERDAL®.

Pooled data from three double-blind, placebo-controlled schizophrenia studies and four double-
blind, placebo-controlled bipolar monotherapy studies are presented in Table 2.
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Table2. Changein Random Glucose from Seven Placebo-Controlled, 3- to 8-Week, Fixed- or Flexible-Dose
Studiesin Adult Subjectswith Schizophrenia or Bipolar Mania

RISPERDAL®
Placebo 1-8 mg/day >8-16 mg/day
M ean change from baseline (mg/dL)
n=555 n=748 n=164
Serum Glucose -1.4 0.8 0.6

Proportion of patientswith shifts

Serum Glucose

>
(<140 mg/dL to >200 mg/dL) 0.6% 0.4% 0%

(3/525) (3/702) (0/158)

In longer-term, controlled and uncontrolled studies, RISPERDAL® was associated with a mean
change in glucose of +2.8 mg/dL at Week 24 (n=151) and +4.1 mg/dL at Week 48 (n=50).

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 Table 3.

Table 3. Changein Fasting Glucose from Three Placebo-Controlled, 3- to 6-Week, Fixed-Dose Studiesin

Children and Adolescents with Schizophrenia (13-17 year s of age), Bipolar Mania (10-17 years of
age), or Autistic Disorder (5to 17 years of age)

RISPERDAL®
Placebo 0.5-6 mg/day
M ean change from baseline (mg/dL)
n=76 n=135
Serum Glucose -1.3 2.6

Proportion of patientswith shifts

Serum Glucose
(<100 mg/dL to >126 mg/dL) 0% 0.8%
(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).

Dyslipidemia
Undesirable alterations in lipids have been observed in patients treated with atypical
antipsychotics.
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Pooled data from 7 placebo-controlled, 3- to 8- week, fixed- or flexible-dose studies in adult
subjects with schizophrenia or bipolar mania are presented in Table 4.

Table 4. Changein Random Lipids from Seven Placebo-Controlled, 3- to 8-Week, Fixed- or Flexible-Dose
Studiesin Adult Subjectswith Schizophrenia or Bipolar Mania

RISPERDAL®
Placebo 1-8 mg/day >8-16 mg/day
M ean change from baseline (mg/dL)
Cholesterol n=559 n=742 n=156
Change from baseline 0.6 6.9 1.8
Triglycerides n=183 n=307 n=123
Change from baseline -17.4 -4.9 -8.3
Proportion of patients With Shifts

Cholesterol
(<200 mg/dL to >240 mg/dL) 2.7% 4.3% 6.3%

(10/368) (22/516) (6/96)
Triglycerides 1.1% 2.7% 2.5%
(<500 mg/dL to >500 mg/dL) (2/180) (8/301) (3/121)

In longer-term, controlled and uncontrolled studies, RISPERDAL® was associated with a mean
change in (a) non-fasting cholesterol of +4.4 mg/dL at Week 24 (n=231) and +5.5 mg/dL at
Week 48 (n=86); and (b) non-fasting triglycerides of +19.9 mg/dL at Week 24 (n=52).
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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 Table 5.Table5. Changein Fasting Lipidsfrom Three Placebo-
Controlled, 3- to 6-Week, Fixed-Dose Studiesin Children and Adolescentswith Schizophrenia
(13-17 Yearsof Age), Bipolar Mania (10-17 Years of Age), or Autistic Disorder (5to 17 Years of

Age)
RISPERDAL®
Placebo 0.5-6 mg/day

M ean change from baseline (mg/dL)
Cholesterol n=74 n=133
Change from baseline 0.3 -0.3
LDL n=22 n=22
Change from baseline 3.7 0.5
HDL n=22 n=22
Change from baseline 1.6 -1.9
Triglycerides n=77 n=138
Change from baseline -9.0 -2.6

Proportion of patientswith shifts

Cholesterol 2.4% 3.8%
(<170 mg/dL to >200 mg/dL) (1/42) (3/80)
LDL 0% 0%
(<110 mg/dL to >130 mg/dL) (0/16) (0/16)
HDL 0% 10%
(>40 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).

Weight Gain
Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of weight is

recommended.

Data on mean changes in body weight and the proportion of subjects meeting a weight gain
criterion of 7% or greater of body weight from 7 placebo-controlled, 3- to 8- week, fixed- or
flexible-dose studies in adult subjects with schizophrenia or bipolar mania are presented in Table
6.
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Table 6. Mean Change in Body Weight (kg) and the Proportion of Subjects with >7% Gain in Body Weight
From Seven Placebo-Controlled, 3- to 8-Week, Fixed- or Flexible-Dose Studies in Adult Subjects
With Schizophrenia or Bipolar Mania

RISPERDAL®
Placebo 1-8 mg/day >8-16 mg/day
(n=597) (n=769) (n=158)
Weight (kg)
Change from baseline -0.3 0.7 2.2
Weight Gain
>7% increase from baseline 2.9% 8.7% 20.9%

In longer-term, controlled and uncontrolled studies, RISPERDAL® was associated with a mean
change in weight of +4.3 kg at Week 24 (n=395) and +5.3 kg at Week 48 (n=203).

Data on mean changes in body weight and the proportion of subjects meeting the criterion of
>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 Table 7.

Table 7. 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
RISPERDAL® 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.

In long-term, open-label trials (studies in patients with autistic disorder or other psychiatric

disorders), a mean increase of 7.5 kg after 12 months of RISPERDAL® treatment was observed,
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which was higher than the expected normal weight gain (approximately 3 to 3.5 kg per year
adjusted for age, based on Centers for Disease Control and Prevention normative data). The
majority of that increase occurred within the first 6 months of exposure to RISPERDAL”. The
average percentiles at baseline and 12 months, respectively, were 49 and 60 for weight, 48 and
53 for height, and 50 and 62 for body mass index.

In one 3-week, placebo-controlled trial in children and adolescent patients with acute manic or
mixed episodes of bipolar | disorder, increases in body weight were higher in the RISPERDAL®
groups than the placebo group, but not dose related (1.90 kg in the RISPERDAL® 0.5-2.5 mg
group, 1.44 kg in the RISPERDAL® 3-6 mg group, and 0.65 kg in the placebo group). A similar
trend was observed in the mean change from baseline in body mass index.

When treating pediatric patients with RISPERDAL® for any indication, weight gain should be
assessed against that expected with normal growth.

5.6 Hyperprolactinemia

As with other drugs that antagonize dopamine D. receptors, RISPERDAL® elevates prolactin
levels and the elevation persists during chronic administration. RISPERDAL® is associated with
higher levels of prolactin elevation than other antipsychotic agents.

Hyperprolactinemia may suppress hypothalamic GnRH, resulting in reduced npituitary
gonadotropin secretion. This, in turn, may inhibit reproductive function by impairing gonadal
steroidogenesis in both female and male patients. Galactorrhea, amenorrhea, gynecomastia, and
impotence have been reported in patients receiving prolactin-elevating compounds. Long-
standing hyperprolactinemia when associated with hypogonadism may lead to decreased bone
density in both female and male subjects.

Tissue culture experiments indicate that approximately one-third of human breast cancers are
prolactin dependent in vitro, a factor of potential importance if the prescription of these drugsis
contemplated in a patient with previously detected breast cancer. An increase in pituitary gland,
mammary gland, and pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and
pancreatic adenomas) was observed in the risperidone carcinogenicity studies conducted in mice
and rats [see Nonclinical Toxicology (13.1)]. Neither clinical studies nor epidemiologic studies
conducted to date have shown an association between chronic administration of this class of
drugs and tumorigenesis in humans; the available evidence is considered too limited to be
conclusive at thistime.
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5.7 Orthostatic Hypotension

RISPERDAL® may induce orthostatic hypotension associated with dizziness, tachycardia, and in
some patients, syncope, especially during the initial dose-titration period, probably reflecting its
apha-adrenergic antagonistic properties. Syncope was reported in 0.2% (6/2607) of
RISPERDAL ®-treated patients in Phase 2 and 3 studies in adults with schizophrenia. The risk of
orthostatic hypotension and syncope may be minimized by limiting the initial dose to 2 mg total
(either once daily or 1 mg twice daily) in normal adults and 0.5 mg twice daily in the elderly and
patients with renal or hepatic impairment [see Dosage and Administration (2.1, 2.4)].
Monitoring of orthostatic vital signs should be considered in patients for whom this is of
concern. A dose reduction should be considered if hypotension occurs. RISPERDAL® should be
used with particular caution in patients with known cardiovascular disease (history of myocardial
infarction or ischemia, heart failure, or conduction abnormalities), cerebrovascular disease, and
conditions which would predispose patients to hypotension, e.g., dehydration and hypovolemia.
Clinically significant hypotension has been observed with concomitant use of RISPERDAL® and
antihypertensive medication.

5.8 Leukopenia, Neutropenia, and Agranulocytosis

Class Effect: In clinical tria and/or postmarketing experience, events of |eukopenia/neutropenia
have been reported temporally related to antipsychotic agents, including RISPERDAL®.
Agranulocytosis has also been reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell count
(WBC) and history of drug-induced leukopenia/neutropenia. Patients with a history of a
clinically significant low WBC or a drug-induced leukopenia/neutropenia should have their
complete blood count (CBC) monitored frequently during the first few months of therapy and
discontinuation of RISPERDAL® should be considered at the first sign of aclinically significant
declinein WBC in the absence of other causative factors.

Patients with clinically significant neutropenia should be carefully monitored for fever or other
symptoms or signs of infection and treated promptly if such symptoms or signs occur. Patients
with severe neutropenia (absolute neutrophil count <1000/mm3) should discontinue
RISPERDAL® and have their WBC followed until recovery.

5.9 Potential for Cognitive and Motor Impairment

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

5.10 Seizures
During premarketing testing in adult patients with schizophrenia, seizures occurred in

0.3% (9/2607) of RISPERDAL®-treated patients, two in association with hyponatremia
RISPERDAL® should be used cautiously in patients with a history of seizures.

5.11 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced
Alzheimer’s dementia. RISPERDAL® and other antipsychotic drugs should be used cautiously in
patients at risk for aspiration pneumonia. [see Boxed Warning and Warnings and Precautions

(5.1)]

5.12 Priapism
Prigpism has been reported during postmarketing surveillance. Severe priapism may require
surgical intervention.

5.13 Body Temperature Regulation
Disruption of body temperature regulation has been attributed to antipsychotic agents. Both

hyperthermia and hypothermia have been reported in association with oral RISPERDAL® use.
Caution is advised when prescribing for patients who will be exposed to temperature extremes.

5.14 Patients with Phenylketonuria

Inform patients that RISPERDAL® M-TAB® Oraly Disintegrating Tablets contain
phenylalanine. Phenylalanine isacomponent of aspartame. Each 4 mg RISPERDAL® M-TAB®
Orally Disintegrating Tablet contains 0.84 mg phenylalanine; each 3 mg RISPERDAL® M-
TAB® Orally Disintegrating Tablet contains 0.63 mg phenylalanine; each 2 mg RISPERDAL®
M-TAB® Orally Disintegrating Tablet contains 0.42 mg phenylalanine; each 1 mg
RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.28 mg phenylalanine; and each
0.5 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.14 mg phenylalanine.
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6 ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:

I Increased mortality in elderly patients with dementia-related psychosis [ see Boxed Warning
and Warnings and Precautions (5.1)]

I Cerebrovascular adverse events, including stroke, in elderly patients with dementia-related
psychosis [ see Warnings and Precautions (5.2)]

I Neuroleptic malignant syndrome [ see Warnings and Precautions (5.3)]
I Tardive dyskinesia[see Warnings and Precautions (5.4)]

I Metabolic Changes (Hyperglycemia and diabetes mellitus, Dyslipidemia, and Weight Gain)
[ see Warnings and Precautions (5.5)]

I Hyperprolactinemia [ see Warnings and Precautions (5.6)]

I Orthostatic hypotension [ see Warnings and Precautions (5.7)]

I Leukopenia, neutropenia, and agranulocytosis [ see Warnings and Precautions (5.8)]
I Potential for cognitive and motor impairment [ see Warnings and Precautions (5.9)]
I Selzures [ see Warnings and Precautions (5.10)]

I Dysphagia[see Warnings and Precautions (5.11)]

I Priapism [ see Warnings and Precautions (5.12)]

I Disruption of body temperature regulation [ see Warnings and Precautions (5.13)]

I Patients with Phenylketonuria [ see Warnings and Precautions (5.14)] .

The most common adverse reactions in clinical trials (>5% and twice placebo) were
parkinsonism, akathisia, dystonia, tremor, sedation, dizziness, anxiety, blurred vision, nausea,
vomiting, upper abdominal pain, stomach discomfort, dyspepsia, diarrhea, salivary
hypersecretion, constipation, dry mouth, increased appetite, increased weight, fatigue, rash, nasal
congestion, upper respiratory tract infection, nasopharyngitis, and pharyngolaryngeal pain.

The most common adverse reactions that were associated with discontinuation from clinical
trials (causing discontinuation in >1% of adults and/or >2% of pediatrics) were nausea,
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somnolence, sedation, vomiting, dizziness, and akathisa [see Adverse Reactions,
Discontinuations Due to Adver se Reactions (6.1)] .

The data described in this section are derived from a clinical trial database consisting of 9803
adult and pediatric patients exposed to one or more doses of RISPERDAL® for the treatment of
schizophrenia, bipolar mania, autistic disorder, and other psychiatric disorders in pediatrics and
elderly patients with dementia. Of these 9803 patients, 2687 were patients who received
RISPERDAL® while participating in double-blind, placebo-controlled trials. The conditions and
duration of treatment with RISPERDAL® varied greatly and included (in overlapping categories)
double-blind, fixed- and flexible-dose, placebo- or active-controlled studies and open-label
phases of studies, inpatients and outpatients, and short-term (up to 12 weeks) and longer-term
(up to 3 years) exposures. Safety was assessed by collecting adverse events and performing
physical examinations, vital signs, body weights, laboratory analyses, and ECGs.
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in clinical practice.

Commonly-Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical
Trials — Schizophrenia

Adult Patients with Schizophrenia
Table 8 lists the adverse reactions reported in 2% or more of RISPERDAL®-treated adult
patients with schizophreniain three 4- to 8-week, double-blind, placebo-controlled trials.

Table8. Adverse Reactionsin >2% of RISPERDAL ®-Treated Adult Patients (and greater than placebo)
with Schizophrenia in Double-Blind, Placebo-Controlled Trials
Per centage of Patients Reporting Reaction

RISPERDAL®
System/Organ Class 2-8 mg per day >8-16 mg per day Placebo
Adverse Reaction (N=366) (N=198) (N=225)
Cardiac Disorders
Tachycardia 1 3 0
EyeDisorders
Vision blurred 3 1 1
Gastrointestinal Disorders
Nausea 9 4 4
Constipation 8 9 6
Dyspepsia 8 6 5
Dry mouth 4 0 1
Abdominal discomfort 3 1 1
Salivary hypersecretion 2 1 <1
Diarrhea 2 1 1
General Disorders
Fatigue 3 1 0
Chest pain 2 2 1
Asthenia 2 1 <1
Infections and I nfestations
Nasopharyngitis 3 4 3
Upper respiratory tract infection 2 3 1
Sinusitis 1 2 1
Urinary tract infection 1 3 0
I nvestigations
Blood creatine phosphokinase increased 1 2 <1
Heart rate increased <1 2 0
Musculoskeletal and Connective Tissue
Disorders
Back pain 4 1 1
Arthralgia 2 3 <1
Pain in extremity 2 1 1
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Per centage of Patients Reporting Reaction

RISPERDAL®

System/Organ Class 2-8 mg per day >8-16 mg per day Placebo
Adverse Reaction (N=366) (N=198) (N=225)
Nervous System Disorders

Parkinsonism* 14 17 8
Akathisia* 10 10 3
Sedation 10 5 2
Dizziness 7 4 2
Dystonia* 3 4 2
Tremor* 2 3 1
Dizziness postural 2 0 0
Psychiatric Disorders

Insomnia 32 25 27
Anxiety 16 11 11
Respiratory, Thoracic and Mediastinal

Disorders

Nasal congestion 4 6 2
Dyspnea 1 2 0
Epistaxis <1 2 0
Skin and Subcutaneous Tissue Disorders

Rash 1 4 1
Dry skin 1 3 0
Vascular Disorders

Orthostatic hypotension 2 1 0

* Parkinsonism includes extrapyramidal disorder, musculoskeletal stiffness, parkinsonism, cogwheel rigidity,
akinesia, bradykinesia, hypokinesia, masked facies, muscle rigidity, and Parkinson’s disease. Akathisia includes
akathisia and restlessness. Dystonia includes dystonia, muscle spasms, muscle contractions involuntary, muscle

contracture, oculogyration, tongue paralysis. Tremor includes tremor and parkinsonian rest tremor.
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Pediatric Patients with Schizophrenia
Table 9 lists the adverse reactions reported in 5% or more of RISPERDAL®-treated pediatric
patients with schizophreniain a 6-week double-blind, placebo-controlled trial.

Table9. Adverse Reactionsin 5% of RISPERDAL ®-Treated Pediatric Patients (and greater than
placebo) with Schizophreniain a Double-Blind Trial

Per centage 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.

Commonly-Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical
Trials — Bipolar Mania

Adult Patients with Bipolar Mania
Table 10 lists the adverse reactions reported in 2% or more of RISPERDAL®-treated adult
patients with bipolar maniain four 3-week, double-blind, placebo-controlled monotherapy trials.
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Table10. AdverseReactionsin >2% of RISPERDAL®-Treated Adult
Patients (and greater than placebo) with Bipolar Maniain
Double-Blind, Placebo-Controlled Monotherapy Trials

Per centage of Patients Reporting Reaction
System/Organ Class RISPERDAL® Placebo
Adverse Reaction 1-6 mg per day (N=424)
(N=448)

EyeDisorders
Vision blurred 2
Gastrointestinal Disorders
Nausea

Diarrhea

Salivary hypersecretion
Stomach discomfort
General Disorders

Fatigue

Nervous System Disorders
Parkinsonism*

Sedation

Akathisia*

Tremor*

Dizziness

Dystonia*

L ethargy

N Wwo
A\
sBEPENN =

N
=

BN
NOo oo R
PR OWwho

* Parkinsonism includes extrapyramidal disorder, parkinsonism, musculoskeletal stiffness, hypokinesia, muscle

rigidity, muscle tightness, bradykinesia, cogwheel rigidity. Akathisia includes akathisia and restlessness. Tremor

includes tremor and parkinsonian rest tremor. Dystoniaincludes dystonia, muscle spasms, oculogyration,
torticallis.
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Table 11 lists the adverse reactions reported in 2% or more of RISPERDAL®-treated adult
patients with bipolar mania in two 3-week, double-blind, placebo-controlled adjuvant therapy
trias.

Table 11. Adverse Reactions in >2% of RISPERDAL®-Treated Adult Patients (and greater than placebo)
with Bipolar Mania in Double-Blind, Placebo-Controlled Adjunctive Therapy Trials
Percentage of Patients Reporting Reaction

RISPERDAL® + Mood Stabilizer Placebo +

System/Organ Class Mood Stabilizer

Adverse Reaction (N=127) (N=126)
Cardiac Disorders

Palpitations 2 0
Gastrointestinal Disorders

Dyspepsia 9 8
Nausea 6 4
Diarrhea 6 4
Salivary hypersecretion 2 0
General Disorders

Chest pain 2 1
Infections and Infestations

Urinary tract infection 2 1
Nervous System Disorders

Parkinsonism* 14 4
Sedation 9 4
Akathisia* 8 0
Dizziness 7 2
Tremor 6 2
Lethargy 2 1
Psychiatric Disorders

Anxiety 3 2
Respiratory, Thoracic and Mediastinal
Disorders

Pharyngolaryngeal pain 5 2
Cough 2 0

* Parkinsonism includes extrapyramidal disorder, hypokinesia and bradykinesia. Akathisia
includes hyperkinesia and akathisia.

Pediatric Patients with Bipolar Mania
Table 12 lists the adverse reactions reported in 5% or more of RISPERDAL ®-treated pediatric
patients with bipolar maniain a 3-week double-blind, placebo-controlled trial.
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Table12. AdverseReactionsin 25% of RISPERDAL ®-Treated Pediatric Patients
(and greater than placebo) with Bipolar Mania in Double-Blind, Placebo-

Controlled Trials

Per centage of Patients Reporting

Reaction
RISPERDAL ®
System/Organ Class 0.5-25mgper 3-6 mgper Placebo
Adverse Reaction day day (N=58)
(N=50) (N=61)
EyeDisorders
Vision blurred 4 7 0
Gastrointestinal Disorders
Abdominal pain upper 16 13 5
Nausea 16 13 7
Vomiting 10 10 5
Diarrhea 8 7 2
Dyspepsia 10 3 2
Stomach discomfort 6 0 2
General Disorders
Fatigue 18 30 3
M etabolism and Nutrition Disorders
Increased appetite 4 7 2
Nervous System Disorders
Sedation 42 56 19
Dizziness 16 13 5
Parkinsonism* 6 12 3
Dystonia* 6 5 0
Akathisia* 0 8 2
Psychiatric Disorders
Anxiety 0 8 3
Respiratory, Thoracic and Mediastinal Disorders
Pharyngolaryngeal pain 10 3 5
Skin and Subcutaneous Tissue Disorders
Rash 0 7 2

* Parkinsonism includes muscul oskeletal stiffness, extrapyramidal disorder, bradykinesia, and nuchal rigidity.
Dystonia includes dystonia, laryngospasm, and muscle spasms. Akathisiaincludes restlessness and akathisia.
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Commonly-Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical
Trials - Autistic Disorder

Table 13 lists the adverse reactions reported in 5% or more of RISPERDAL ®-treated pediatric
patients treated for irritability associated with autistic disorder in two 8-week, double-blind,
placebo-controlled trials and one 6-week double-blind, placebo-controlled study.

Table13. Adverse Reactionsin 25% of RISPERDAL ®-Treated Pediatric
Patients (and greater than placebo) Treated for Irritability
Associated with Autistic Disorder in Double-Blind, Placebo-
Controlled Trials

Per centage of Patients Reporting Reaction

RISPERDAL®
System/Organ Class 0.5-4.0 mg/day Placebo
Adver se Reaction (N=107) (N=115)
Gastrointestinal Disorders
Vomiting 20 17
Constipation 17 6
Dry mouth 10 4
Nausea 8 5
Salivary hypersecretion 7 1
General Disordersand Administration Site Conditions
Fatigue 31 9
Pyrexia 16 13
Thirst 7 4
Infections and I nfestations
Nasopharyngitis 19 9
Rhinitis 9 7
Upper respiratory tract infection 8 3
I nvestigations
Weight increased 8 2
M etabolism and Nutrition Disorders
Increased appetite 44 15
Nervous System Disorders
Sedation 63 15
Drooling 12 4
Headache 12 10
Tremor 8 1
Dizziness 8 2
Parkinsonism* 8 1
Renal and Urinary Disorders
Enuresis 16 10
Respiratory, Thoracic and Mediastinal Disorders
Cough 17 12
Rhinorrhea 12 10
Nasal congestion 10 4
Skin and Subcutaneous Tissue Disorders
Rash 8 5

*Parkinsonism includes muscul oskeletal stiffness, extrapyramidal disorder, muscle rigidity, cogwheel rigidity, and muscle
tightness.
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Other Adverse Reactions Observed During the Clinical Trial Evaluation of Risperidone
The following additional adverse reactions occurred across all placebo-controlled, active-
controlled, and open-label studies of RISPERDAL® in adults and pediatric patients.

Blood and Lymphatic System Disorders: anemia, granulocytopenia, heutropenia

Cardiac Disorders: sinus bradycardia, sinus tachycardia, atrioventricular block first degree,
bundle branch block left, bundle branch block right, atrioventricular block

Ear and Labyrinth Disorders: ear pain, tinnitus
Endocrine Disorders: hyperprolactinemia

Eye Disorders: ocular hyperemia, eye discharge, conjunctivitis, eye rolling, eyelid edema, eye
swelling, eyelid margin crusting, dry eye, lacrimation increased, photophobia, glaucoma, visual
acuity reduced

Gastrointestinal Disorders: dysphagia, fecaoma, fecal incontinence, gastritis, lip swelling,
cheilitis, aptyalism

General Disorders: edema peripheral, thirst, gait disturbance, influenza-like illness, pitting
edema, edema, chills, duggishness, malaise, chest discomfort, face edema, discomfort,
generalized edema, drug withdrawal syndrome, peripheral coldness, feeling abnormal

Immune System Disorders: drug hypersensitivity

Infections and Infestations: pneumonia, influenza, ear infection, viral infection, pharyngitis,
tonsillitis, bronchitis, eye infection, localized infection, cystitis, cellulitis, otitis media,
onychomycosis,  acarodermatitis,  bronchopneumonia,  respiratory  tract  infection,
tracheobronchitis, otitis media chronic

Investigations: body temperature increased, blood prolactin increased, alanine aminotransferase
increased, electrocardiogram abnormal, eosinophil count increased, white blood cell count
decreased, blood glucose increased, hemoglobin decreased, hematocrit decreased, body
temperature decreased, blood pressure decreased, transaminases increased

Metabolism and Nutrition Disorders: decreased appetite, polydipsia, anorexia

Musculoskeletal and Connective Tissue Disorders: joint stiffness, joint swelling,
musculoskeletal chest pain, posture abnormal, myalgia, neck pain, muscular weakness,
rhabdomyolysis
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Nervous System Disorders: balance disorder, disturbance in attention, dysarthria,
unresponsive to stimuli, depressed level of consciousness, movement disorder, transient ischemic
attack, coordination abnormal, cerebrovascular accident, speech disorder, syncope, loss of
consciousness, hypoesthesia, tardive dyskinesia, dyskinesia, cerebral ischemia, cerebrovascular
disorder, neuroleptic malignant syndrome, diabetic coma, head titubation

Psychiatric Disorders: agitation, blunted affect, confusional state, middle insomnia,
nervousness, sleep disorder, listlessness, libido decreased, and anorgasmia

Renal and Urinary Disorders: enuresis, dysuria, pollakiuria, urinary incontinence

Reproductive System and Breast Disorders: menstruation irregular, amenorrhea,
gynecomastia, galactorrhea, vaginal discharge, menstrual disorder, erectile dysfunction,
retrograde egjaculation, g aculation disorder, sexual dysfunction, breast enlargement

Respiratory, Thoracic, and Mediastinal Disorders: wheezing, pneumonia aspiration, sinus
congestion, dysphonia, productive cough, pulmonary congestion, respiratory tract congestion,
rales, respiratory disorder, hyperventilation, nasal edema

Skin and Subcutaneous Tissue Disorders: erythema, skin discoloration, skin lesion, pruritus,
skin disorder, rash erythematous, rash papular, rash generalized, rash maculopapular, acne,
hyperkeratosis, seborrheic dermatitis

Vascular Disorders: hypotension, flushing

Additional Adverse Reactions Reported with RISPERDAL® CONSTA®
The following is a list of additional adverse reactions that have been reported during the
premarketing evaluation of RISPERDAL® CONSTA®, regardless of frequency of occurrence:

Cardiac Disorders: bradycardia

Ear and Labyrinth Disorders: vertigo

Eye Disorders: blepharospasm

Gastrointestinal Disorders: toothache, tongue spasm

General Disorders and Administration Site Conditions: pain

Infections and Infestations: lower respiratory tract infection, infection, gastroenteritis,
subcutaneous abscess

Injury and Poisoning: fall
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Investigations: weight decreased, gamma-glutamyltransferase increased, hepatic enzyme
increased

Musculoskeletal, Connective Tissue, and Bone Disorders: buttock pain
Nervous System Disorders: convulsion, paresthesia

Psychiatric Disorders: depression

Skin and Subcutaneous Tissue Disorders: eczema

Vascular Disorders: hypertension

Discontinuations Due to Adverse Reactions

Schizophrenia - Adults

Approximately 7% (39/564) of RISPERDAL®-trested patients in double-blind, placebo-
controlled trials discontinued treatment due to an adverse reaction, compared with 4% (10/225)
who were receiving placebo. The adverse reactions associated with discontinuation in 2 or more

RISPERDAL ®-treated patients were:

Table 14. Adverse Reactions Associated With Discontinuation in 2 or More RISPERDAL ®-
Treated Adult Patientsin Schizophrenia Trials

RISPERDAL®

2-8 mg/day >8-16 mg/day Placebo
Adver se Reaction (N=366) (N=198) (N=225)
Dizziness 1.4% 1.0% 0%
Nausea 1.4% 0% 0%
Vomiting 0.8% 0% 0%
Parkinsonism 0.8% 0% 0%
Somnolence 0.8% 0% 0%
Dystonia 0.5% 0% 0%
Agitation 0.5% 0% 0%
Abdominal pain 0.5% 0% 0%
Orthostatic hypotension 0.3% 0.5% 0%
Akathisia 0.3% 2.0% 0%

Discontinuation for extrapyramidal symptoms (including Parkinsonism, akathisia, dystonia, and
tardive dyskinesia) was 1% in placebo-treated patients, and 3.4% in active control-treated
patients in a double-blind, placebo- and active-controlled trial.

Schizophrenia - Pediatrics

Approximately 7% (7/106), of RISPERDAL ®-treated patients discontinued treatment due to an
adverse reaction in a double-blind, placebo-controlled trial, compared with 4% (2/54)
placebo-treated patients. The adverse reactions associated with discontinuation for at least one
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RISPERDAL ®-treated patient were dizziness (2%), somnolence (1%), sedation (1%), lethargy
(1%), anxiety (1%), balance disorder (1%), hypotension (1%), and pal pitation (1%).

Bipolar Mania - Adults

In double-blind, placebo-controlled trials with RISPERDAL® as monotherapy, approximately
6% (25/448) of RISPERDAL®-treated patients discontinued treatment due to an adverse event,
compared with approximately 5% (19/424) of placebo-treated patients. The adverse reactions
associated with discontinuation in RISPERDAL ®-treated patients were:

Table 15. Adverse Reactions Associated With Discontinuation in 2 or More RISPERDAL ®-
Treated Adult Patientsin Bipolar Mania Clinical Trials

RISPERDAL®

1-6 mg/day Placebo
Adver se Reaction (N=448) (N=424)
Parkinsonism 0.4% 0%
L ethargy 0.2% 0%
Dizziness 0.2% 0%
Alanine aminotransferase increased 0.2% 0.2%
Aspartate aminotransferase increased 0.2% 0.2%

Bipolar Mania - Pediatrics

In a double-blind, placebo-controlled trial 12% (13/111) of RISPERDAL®-treated patients
discontinued due to an adverse reaction, compared with 7% (4/58) of placebo-treated patients.
The adverse reactions associated with discontinuation in more than one RISPERDAL ®-treated
pediatric patient were nausea (3%), somnolence (2%), sedation (2%), and vomiting (2%).

Autistic Disorder - Pediatrics

In the two 8-week, placebo-controlled trials in pediatric patients treated for irritability associated
with autistic disorder (n = 156), one RISPERDAL®-treated patient discontinued due to an
adverse reaction (Parkinsonism), and one placebo-treated patient discontinued due to an adverse
event.

Dose Dependency of Adverse Reactions in Clinical Trials

Extrapyramidal Symptoms

Data from two fixed-dose trials in adults with schizophrenia provided evidence of dose-
relatedness for extrapyramidal symptoms associated with RISPERDAL® treatment.

Two methods were used to measure extrapyramidal symptoms (EPS) in an 8-week tridl
comparing 4 fixed doses of RISPERDAL® (2, 6, 10, and 16 mg/day), including
(1) aParkinsonism score (mean change from baseline) from the Extrapyramidal Symptom Rating
Scale, and (2) incidence of spontaneous complaints of EPS:
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Table 16.

Dose Groups Placebo RISPERDAL®2  RISPERDAL®6 RISPERDAL®10 RISPERDAL® 16
mg mg mg mg

Parkinsonism 1.2 0.9 1.8 2.4 2.6

EPS Incidence 13% 17% 21% 21% 35%

Similar methods were used to measure extrapyramidal symptoms (EPS) in an 8-week tria
comparing 5 fixed doses of RISPERDAL® (1, 4, 8, 12, and 16 mg/day):

Table 17.
Dose Groups RISPERDAL®1 RISPERDAL®4 RISPERDAL®8  RISPERDAL® RISPERDAL®
mg mg mg 12mg 16 mg
Parkinsonism 0.6 1.7 24 29 4.1
EPS Incidence 7% 12% 17% 18% 20%
Dystonia

Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may
occur in susceptible individuals during the first few days of treatment. Dystonic symptoms
include: spasm of the neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur
at low doses, they occur more frequently and with greater severity with high potency and at
higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia is
observed in males and younger age groups.

Other Adverse Reactions

Adverse event data elicited by a checklist for side effects from a large study comparing 5 fixed
doses of RISPERDAL® (1, 4, 8, 12, and 16 mg/day) were explored for dose-relatedness of
adverse events. A Cochran-Armitage Test for trend in these data revealed a positive trend
(p<0.05) for the following adverse reactions. somnolence, vision abnormal, dizziness,
papitations, weight increase, erectile dysfunction, e€aculation disorder, sexual function
abnormal, fatigue, and skin discoloration.

Changes in Body Weight

Weight gain was observed in short-term, controlled trials and longer-term uncontrolled studiesin
adult and pediatric patients [ see Warnings and Precautions (5.5), Adverse Reactions (6), and Use
in Specific Populations (8.4)] .
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Changes in ECG Parameters

Between-group comparisons for pooled placebo-controlled trials in adults revealed no
statistically significant differences between risperidone and placebo in mean changes from
baseline in ECG parameters, including QT, QTc, and PR intervals, and heart rate. When all
RISPERDAL® doses were pooled from randomized controlled trials in several indications, there
was a mean increase in heart rate of 1 beat per minute compared to no change for placebo
patients. In short-term schizophrenia trials, higher doses of risperidone (8-16 mg/day) were
associated with a higher mean increase in heart rate compared to placebo (4-6 beats per minute).
In pooled placebo-controlled acute mania trials in adults, there were small decreases in mean
heart rate, similar among all treatment groups.

In the two placebo-controlled trials in children and adolescents with autistic disorder (aged
5-16 years) mean changes in heart rate were an increase of 8.4 beats per minute in the
RISPERDAL® groups and 6.5 beats per minute in the placebo group. There were no other
notable ECG changes.

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.

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of risperidone.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure. These adverse reactions include: alopecia, anaphylactic reaction, angioedema, atrial
fibrillation, cardiopulmonary arrest, diabetic ketoacidosis in patients with impaired glucose
metabolism, dysgeusia, hypoglycemia, hypothermia, ileus, inappropriate antidiuretic hormone
secretion, intestinal obstruction, jaundice, mania, pancreatitis, pituitary adenoma, precocious
puberty, pulmonary embolism, QT prolongation, sleep apnea syndrome, sudden death,
thrombocytopenia, thrombotic thrombocytopenic purpura, urinary retention, and water
intoxication.
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7 DRUG INTERACTIONS

7.1 Pharmacokinetic-related Interactions

The dose of RISPERDAL® should be adjusted when used in combination with CY P2D6 enzyme
inhibitors (e.g., fluoxetine, and paroxetine) and enzyme inducers (e.g., carbamazepine) [see
Table 18 and Dosage and Administration (2.5)]. Dose adjustment is not recommended for
RISPERDAL® when co-administered with ranitidine, cimetidine, amitriptyline, or erythromycin
[see Table 18].

Table 18 Summary of Effect of Coadministered Drugs on Exposureto Active Moiety
(Risperidone + 9-Hydroxy-Risperidone) in Healthy Subjectsor Patientswith

Schizophrenia
Coadministered Drug | Dosing Schedule Effect on Active Risperidone Dose
Moiety Recommendation
(Risperidone + 9-
Hydroxy-
Risperidone
(Ratio’)
Coadministered Drug | Risperidone AUC Cmax
Enzyme (CY P2D6)
Inhibitors
Fluoxetine 20 mg/day 2or3mgtwice |14 15 Re-evaluate dosing. Do
daily not exceed 8 mg/day
Paroxetine 10 mg/day 4 mg/day 1.3 - Re-evaluate dosing. Do
20 mg/day 4 mg/day 1.6 - not exceed 8 mg/day
40 mg/day 4 mg/day 1.8 -
Enzyme (CYP3A/
PgP inducers)
Inducers
Carbamazepine 573 + 168 mg/day 3mgtwicedaly | 0.51 0.55 Titrate dose upwards.
Do not exceed twice the
patient’ s usual dose
Enzyme (CYP3A)
Inhibitors
Ranitidine 150 mg twice daily 1mgsingledose | 1.2 14 Dose adjustment not
needed
Cimetidine 400 mg twice daily 1mgsingledose | 1.1 1.3 Dose adjustment not
needed
Erythromycin 500 mg four times 1mgsingledose | 1.1 0.94 Dose adjustment not
daily needed
Other Drugs
Amitriptyline 50 mg twice daily 3mgtwicedaly | 1.2 1.1 Dose adjustment not
needed

"Change relative to reference




Effect of Risperidone on other drugs

Lithium

Repeated oral doses of RISPERDAL® (3 mg twice daily) did not affect the exposure (AUC) or
peak plasma concentrations (Cma) Of lithium (n=13). Dose adjustment for lithium is not
recommended.

Valproate

Repeated oral doses of RISPERDAL® (4 mg once daily) did not affect the pre-dose or average
plasma concentrations and exposure (AUC) of valproate (1000 mg/day in three divided doses)
compared to placebo (n=21). However, there was a 20% increase in valproate peak plasma
concentration (Cra) after concomitant administration of RISPERDAL®. Dose adjustment for
valproate is not recommended.

Digoxin
RISPERDAL® (0.25 mg twice daily) did not show a clinically relevant effect on the
pharmacokinetics of digoxin. Dose adjustment for digoxin is not recommended.

7.2 Pharmacodynamic-related Interactions

Centrally-Acting Drugs and Alcohol

Given the primary CNS effects of risperidone, caution should be used when RISPERDAL® is
taken in combination with other centrally-acting drugs and a cohal.

Drugs with Hypotensive Effects
Because of its potential for inducing hypotension, RISPERDAL® may enhance the hypotensive
effects of other therapeutic agents with this potential.

Levodopa and Dopamine Agonists
RISPERDAL® may antagonize the effects of levodopa and dopamine agonists.

Clozapine
Chronic administration of clozapine with RISPERDAL® may decrease the clearance of

risperidone.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

Risk Summary

Adequate and well controlled studies with RISPERDAL have not been conducted in pregnant
women. Neonates exposed to antipsychotic drugs (including RISPERDAL®) during the third
trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following
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delivery. There was no increase in the incidence of malformations in embryo-fetal studiesin rats
and rabbits at 0.4-6 times MHRD. Increased pup mortality was noted at all doses in peri-
postnatal studies in rats. RISPERDAL® should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Clinical Considerations
Fetal/Neonatal Adverse Reactions

Monitor neonates exhibiting extrapyramidal or withdrawal symptoms. Some neonates recover
within hours or days without specific treatment; others may require prolonged hospitalization.

Data
Human Data

There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory
distress, and feeding disorder in neonates following in utero exposure to antipsychatics in the
third trimester. These complications have varied in severity; while in some cases symptoms have
been self-limited, in other cases neonates have required intensive care unit support and prolonged
hospitalization.

There was one report of a case of agenesis of the corpus callosum in an infant exposed to
risperidone in utero. The causal relationship to RISPERDAL® therapy is unknown.

Animal Data

The teratogenic potential of risperidone was studied in three Segment 11 studies in Sprague-
Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6 times the maximum recommended human
dose [MRHD] on amg/m? body surface area basis) and in one Segment |1 study in New Zealand
rabbits (0.31-5 mg/kg or 0.4 to 6 times the MRHD on a mg/m? body surface area basis). There
were no teratogenic effects in offspring of rats or rabbits given 0.4 to 6 times the MRHD on a
mg/m? body surface area basis. In three reproductive studies in rats (two Segment 11l and a
multigenerational study), there was an increase in pup deaths during the first 4 days of lactation
at doses of 0.16-5 mg/kg or 0.1 to 3 times the MRHD on a mg/m? body surface area basis. It is
not known whether these deaths were due to a direct effect on the fetuses or pups or to effects on
the dames.

There was no no-effect dose for increased rat pup mortality. In one Segment 111 study, there was
an increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the MRHD on a mg/m? body
surface area basis. In a cross-fostering study in Wistar rats, toxic effects on the fetus or pups
were observed, as evidenced by a decrease in the number of live pups and an increase in the
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number of dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-treated
dams. In addition, there was an increase in deaths by Day 1 among pups of drug-treated dams,
regardless of whether or not the pups were cross-fostered. Risperidone also appeared to impair
maternal behavior in that pup body weight gain and survival (from Day 1 to 4 of lactation) were
reduced in pups born to control but reared by drug-treated dams. These effects were all noted at
the one dose of risperidone tested, i.e., 5 mg/kg or 3 times the MRHD on a mg/m? body surface
areabasis.

Placental transfer of risperidone occursin rat pups.

8.2 Labor and Delivery
The effect of RISPERDAL® on labor and delivery in humans is unknown.

8.3 Nursing Mothers

Risperidone and 9-hydroxyrisperidone are present in human breast milk. Because of the potential
for serious adverse reactions in nursing infants from risperidone, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into account the importance of
the drug to the mother.

8.4 Pediatric Use

Approved Pediatric Indications

Schizophrenia

The efficacy and safety of RISPERDAL® in the treatment of schizophrenia were demonstrated in
417 adolescents, aged 13 — 17 years, in two short-term (6 and 8 weeks, respectively) double-
blind controlled trials [see Indications and Usage (1.1), Adverse Reactions (6.1), and Clinical
Sudies (14.1)]. Additional safety and efficacy information was also assessed in one long-term
(6-month) open-label extension study in 284 of these adolescent patients with schizophrenia.

Safety and effectiveness of RISPERDAL® in children less than 13 years of age with
schizophrenia have not been established.

Bipolar | Disorder

The efficacy and safety of RISPERDAL® in the short-term treatment of acute manic or mixed
episodes associated with Bipolar | Disorder in 169 children and adolescent patients, aged 10 — 17
years, were demonstrated in one double-blind, placebo-controlled, 3-week trial [see Indications
and Usage (1.2), Adverse Reactions (6.1), and Clinical Studies (14.2)] .

Safety and effectiveness of RISPERDAL® in children less than 10 years of age with bipolar
disorder have not been established.
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Autistic Disorder

The efficacy and safety of RISPERDAL” in the treatment of irritability associated with autistic
disorder were established in two 8-week, double-blind, placebo-controlled trials in 156 children
and adolescent patients, aged 5 to 16 years [ see Indications and Usage (1.3), Adverse Reactions
(6.1) and Clinical Sudies (14.4)] . Additional safety information was also assessed in along-term
study in patients with autistic disorder, or in short- and long-term studies in more than 1200
pediatric patients with psychiatric disorders other than autistic disorder, schizophrenia, or bipolar
mania who were of similar age and weight, and who received similar dosages of RISPERDAL®
as patients treated for irritability associated with autistic disorder.

A third study was a 6-week, multicenter, randomized, double-blind, placebo-controlled, fixed-
dose study to evaluate the efficacy and safety of a lower than recommended dose of risperidone
in subjects 5 to 17 years of age with autistic disorder and associated irritability, and related
behavioral symptoms. There were two weight-based, fixed doses of risperidone (high-dose and
low-dose). The high dose was 1.25 mg per day for patients weighing 20 to < 45 kg, and it was
1.75 mg per day for patients weighing > 45 kg. The low dose was 0.125 mg per day for patients
for patients weighing 20 to < 45 kg, and it was 0.175 mg per day for patients weighing > 45 kg.
The study demonstrated the efficacy of high-dose risperidone, but it did not demonstrate efficacy
for low-dose risperidone.

Adverse Reactions in Pediatric Patients

Tardive Dyskinesia

In clinical trials in 1885 children and adolescents treated with RISPERDAL®, 2 (0.1%) patients
were reported to have tardive dyskinesia, which resolved on discontinuation of RISPERDAL®
treatment [ see also Warnings and Precautions (5.4)] .

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

Data derive from short-term placebo-controlled trials and longer-term uncontrolled studies in
pediatric patients (ages 5 to 17 years) with schizophrenia, bipolar disorder, autistic disorder, or
other psychiatric disorders. In the short-term trias (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 trial's, 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 [ see Warnings and Precautions (5.5)
and Adverse Reactions (6.1)] .
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Somnolence

Somnolence was frequently observed in placebo-controlled clinical trials of pediatric patients
with autistic disorder. Most cases were mild or moderate in severity. These events were most
often of early onset with peak incidence occurring during the first two weeks of treatment, and
transient with a median duration of 16 days. Somnolence was the most commonly observed
adverse reaction in the clinical trial of bipolar disorder in children and adolescents, as well asin
the schizophrenia trials in adolescents. As was seen in the autistic disorder trials, these adverse
reactions were most often of early onset and transient in duration [see Adverse Reactions (6.1
and 6.2)]. Patients experiencing persistent somnolence may benefit from a change in dosing
regimen [ see Dosage and Administration (2.1, 2.2, and 2.3)] .

Hyperprolactinemia

RISPERDAL® has been shown to elevate prolactin levels in children and adolescents as well as
in adults [ see Warnings and Precautions (5.6)] . 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 generaly greater in females
than in males across indications.

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

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

Juvenile Animal Studies

Juvenile dogs were treated for 40 weeks with oral risperidone doses of 0.31, 1.25, or 5
mg/kg/day. Decreased bone length and density were seen, with a no-effect dose of 0.31
mg/kg/day. This dose produced plasma levels (AUC) of risperidone plus its active metabolite
paliperidone (9-hydroxy-risperidone) which were similar to those in children and adolescents
receiving the maximum recommended human dose (MRHD) of 6 mg/day. In addition, adelay in
sexual maturation was seen at al doses in both males and females. The above effects showed
little or no reversibility in females after a 12 week drug-free recovery period.

39



In a study in which juvenile rats were treated with oral risperidone from days 12 to 50 of age, a
reversible impairment of performance in a test of learning and memory was seen, in females
only, with a no-effect dose of 0.63 mg/kg/day. This dose produced plasma levels (AUC) of
risperidone plus paliperidone about half those observed in humans at the MRHD. No other
consistent effects on neurobehavioral or reproductive development were seen up to the highest
testable dose (1.25 mg/kg/day). This dose produced plasma levels (AUC) of risperidone plus
paliperidone which were about two thirds of those observed in humans at the MRHD.

8.5 Geriatric Use

Clinical studies of RISPERDAL® in the treatment of schizophrenia did not include sufficient
numbers of patients aged 65 and over to determine whether or not they respond differently than
younger patients. Other reported clinical experience has not identified differences in responses
between elderly and younger patients. In general, a lower starting dose is recommended for an
elderly patient, reflecting a decreased pharmacokinetic clearance in the elderly, as well as a
greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or
other drug therapy [see Clinical Pharmacology (12.3) and Dosage and Administration (2.4,
2.5)]. While elderly patients exhibit a greater tendency to orthostatic hypotension, itsrisk in the
elderly may be minimized by limiting the initial dose to 0.5 mg twice daily followed by careful
titration [see Warnings and Precautions (5.7)] . Monitoring of orthostatic vital signs should be
considered in patients for whom thisis of concern.

Thisdrug is substantially excreted by the kidneys, and the risk of toxic reactions to this drug may
be greater in patients with impaired renal function. Because elderly patients are more likely to
have decreased renal function, care should be taken in dose selection, and it may be useful to
monitor renal function [ see Dosage and Administration (2.4)].

8.6 Renal Impairment

In patients with moderate to severe (Clcr 59 to 15 mL/min) renal disease, clearance of the sum of
risperidone and its active metabolite decreased by 60%, compared to young healthy subjects.
RISPERDAL® doses should be reduced in patients with renal disease [see Dosage and
Administration (2.4)] .
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8.7 Hepatic Impairment

While the pharmacokinetics of risperidone in subjects with liver disease were comparable to
those in young healthy subjects, the mean free fraction of risperidone in plasma was increased by
about 35% because of the diminished concentration of both albumin and a;-acid glycoprotein.
RISPERDAL® doses should be reduced in patients with liver disease [see Dosage and
Administration (2.4)] .

8.8 Patients with Parkinson’s Disease or Lewy Body Dementia

Patients with Parkinson’s Disease or Dementia with Lewy Bodies can experience increased
sensitivity to RISPERDAL®. Manifestations can include confusion, obtundation, postural instability
with frequent falls, extrapyramidal symptoms, and clinical features consistent with neuroleptic
malignant syndrome.

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
RISPERDAL® (risperidone) is not a controlled substance.

9.2 Abuse

RISPERDAL® has not been systematically studied in animals or humans for its potential for
abuse. While the clinical trials did not reveal any tendency for any drug-seeking behavior, these
observations were not systematic and it is not possible to predict on the basis of this limited
experience the extent to which a CNS-active drug will be misused, diverted, and/or abused once
marketed. Consequently, patients should be evaluated carefully for a history of drug abuse, and
such patients should be observed closely for signs of RISPERDAL® misuse or abuse (e.g.,
development of tolerance, increases in dose, drug-seeking behavior).

9.3 Dependence
RISPERDAL® has not been systematically studied in animals or humans for its potential for
tolerance or physical dependence.
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10 OVERDOSAGE

10.1 Human Experience

Premarketing experience included eight reports of acute RISPERDAL® overdosage with
estimated doses ranging from 20 to 300 mg and no fatalities. In general, reported signs and
symptoms were those resulting from an exaggeration of the drug's known pharmacological
effects, i.e,, drowsiness and sedation, tachycardia and hypotension, and extrapyramidal
symptoms. One case, involving an estimated overdose of 240 mg, was associated with
hyponatremia, hypokalemia, prolonged QT, and widened QRS. Another case, involving an
estimated overdose of 36 mg, was associated with a seizure.

Postmarketing experience includes reports of acute RISPERDAL® overdosage, with estimated
doses of up to 360 mg. In general, the most frequently reported signs and symptoms are those
resulting from an exaggeration of the drug's known pharmacological effects, i.e., drowsiness,
sedation, tachycardia, hypotension, and extrapyramidal symptoms. Other adverse reactions
reported since market introduction related to RISPERDAL® overdose include prolonged QT
interval and convulsions. Torsade de pointes has been reported in association with combined
overdose of RISPERDAL® and paroxetine.

10.2 Management of Overdosage

For the most up to date information on the management of RISPERDAL® overdosage, contact a
certified poison control center (1-800-222-1222 or www.poison.org). Provide supportive care
including close medical supervision and monitoring. Treatment should consist of genera
measures employed in the management of overdosage with any drug. Consider the possibility of
multiple drug overdosage. Ensure an adequate airway, oxygenation, and ventilation. Monitor
cardiac rhythm and vital signs. Use supportive and symptomatic measures. There is no specific
antidote to RISPERDAL®.

11 DESCRIPTION

RISPERDAL® contains risperidone, an atypica antipsychotic belonging to the chemical class of
benzisoxazole derivatives. The chemical designation is 3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-
1-piperidinyl]ethyl]-6,7,8,9-tetrahydro-2-methyl-4H-pyrido[ 1,2-a] pyrimidin-4-one. Its molecular
formulais Cy3H27FN4O, and its molecular weight is 410.49. The structural formulais:
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Risperidone is awhite to slightly beige powder. It is practically insoluble in water, freely soluble
in methylene chloride, and soluble in methanol and 0.1 N HCI.

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

RISPERDAL® is aso available as a 1 mg/mL ora solution. RISPERDAL® Oral Solution
contains the following inactive ingredients. tartaric acid, benzoic acid, sodium hydroxide, and
purified water.

RISPERDAL® M-TAB® Orally Disintegrating Tablets are available in 0.5 mg (light coral), 1 mg
(light coral), 2 mg (coral), 3 mg (coral), and 4 mg (coral) strengths. RISPERDAL® M-TAB®
Orally Disintegrating Tablets contain the following inactive ingredients; Amberlite® resin,
gelatin, mannitol, glycine, simethicone, carbomer, sodium hydroxide, aspartame, red ferric
oxide, and peppermint oil. In addition, the 2 mg, 3 mg, and 4 mg RISPERDAL® M-TAB® Orally
Disintegrating Tablets contain xanthan gum.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of RISPERDAL®, in schizophrenia, is unknown. However, it has been
proposed that the drug's therapeutic activity in schizophrenia could be mediated through a
combination of dopamine Type 2 (D,) and serotonin Type 2 (5HT>) receptor antagonism. The
clinical effect from RISPERDAL® results from the combined concentrations of risperidone and
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its major metabolite, 9-hydroxyrisperidone [see Clinical Pharmacology (12.3)] . Antagonism at
receptors other than D, and 5HT, [see Clinical Pharmacology (12.1)] may explain some of the
other effects of RISPERDAL®.

12.2 Pharmacodynamics

RISPERDAL® is a selective monoaminergic antagonist with high affinity (Ki of 0.12 to 7.3 nM)
for the serotonin Type 2 (5HT,), dopamine Type 2 (D), a1 and o, adrenergic, and H;
histaminergic receptors. RISPERDAL® acts as an antagonist at other receptors, but with lower
potency. RISPERDAL® has low to moderate affinity (Ki of 47 to 253 nM) for the serotonin
5HT;c, 5HT1p, and 5HT;a receptors, weak affinity (Ki of 620 to 800 nM) for the dopamine Dy
and hal operidol-sensitive sigma site, and no affinity (when tested at concentrations >10° M) for
cholinergic muscarinic or $; and B, adrenergic receptors.

12.3 Pharmacokinetics

Absorption
Risperidone iswell absorbed. The absolute oral bioavailability of risperidone is 70% (CV=25%).

The relative oral bioavailability of risperidone from atablet is 94% (CV=10%) when compared
to a solution.

Pharmacokinetic studies showed that RISPERDAL® M-TAB® Orally Disintegrating Tablets and
RISPERDAL® Oral Solution are bioequivalent to RISPERDAL® Tablets.

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

Food Effect
Food does not affect either the rate or extent of absorption of risperidone. Thus, RISPERDAL®
can be given with or without meals.

Distribution
Risperidone is rapidly distributed. The volume of distribution is 1-2 L/kg. In plasma, risperidone

is bound to albumin and oy-acid glycoprotein. The plasma protein binding of risperidone is
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90%, and that of its major metabolite, 9-hydroxyrisperidone, is 77%. Neither risperidone nor
9-hydroxyrisperidone displaces each other from plasma binding sites. High therapeutic
concentrations of sulfamethazine (100 mcg/mL), warfarin (10 mcg/mL), and carbamazepine
(10mcg/mL) caused only a dlight increase in the free fraction of risperidone at 10 ng/mL and
9-hydroxyrisperidone at 50 ng/mL, changes of unknown clinical significance.

Metabolism

Risperidone is extensively metabolized in the liver. The main metabolic pathway is through
hydroxylation of risperidone to 9-hydroxyrisperidone by the enzyme, CYP2D6. A minor
metabolic pathway is through N-dealkylation. The main metabolite, 9-hydroxyrisperidone, has
similar pharmacological activity as risperidone. Consequently, the clinical effect of the drug
results from the combined concentrations of risperidone plus 9-hydroxyrisperidone.

CYP 2D6, aso caled debrisoquin hydroxylase, is the enzyme responsible for metabolism of
many neuroleptics, antidepressants, antiarrhythmics, and other drugs. CYP 2D6 is subject to
genetic polymorphism (about 6%-8% of Caucasians, and a very low percentage of Asians, have
little or no activity and are “poor metabolizers’) and to inhibition by a variety of substrates and
some non-substrates, notably quinidine. Extensive CYP 2D6 metabolizers convert risperidone
rapidly into 9-hydroxyrisperidone, whereas poor CYP 2D6 metabolizers convert it much more
sowly. Although extensive metabolizers have lower risperidone and higher
9-hydroxyrisperidone concentrations than poor metabolizers, the pharmacokinetics of
risperidone and 9-hydroxyrisperidone combined, after single and multiple doses, are similar in
extensive and poor metabolizers.

Risperidone could be subject to two kinds of drug-drug interactions. First, inhibitors of CYP 2D6
interfere with conversion of risperidone to 9-hydroxyrisperidone [see Drug Interactions (7)] .
This occurs with quinidine, giving essentially all recipients a risperidone pharmacokinetic profile
typical of poor metabolizers. The therapeutic benefits and adverse effects of risperidone in
patients receiving quinidine have not been evaluated, but observations in a modest number
(n=70) of poor metabolizers given RISPERDAL® do not suggest important differences between
poor and extensive metabolizers. Second, co-administration of known enzyme inducers (e.g.,
carbamazepine, phenytoin, rifampin, and phenobarbital) with RISPERDAL® may cause a
decrease in the combined plasma concentrations of risperidone and 9-hydroxyrisperidone [see
Drug Interactions (7)] . It would also be possible for risperidone to interfere with metabolism of
other drugs metabolized by CYP 2D6. Relatively weak binding of risperidone to the enzyme
suggests thisis unlikely [ see Drug Interactions (7)].

In vitro studies indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore,
RISPERDAL® is not expected to substantially inhibit the clearance of drugs that are metabolized
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by this enzymatic pathway. In drug interaction studies, RISPERDAL® did not significantly affect
the pharmacokinetics of donepezil and galantamine, which are metabolized by CY P 2D6.

In vitro studies demonstrated that drugs metabolized by other CYP isozymes, including 1A1,
1A2, 2C9, 2C19, and 3A4, are only weak inhibitors of risperidone metabolism.

Excretion

Risperidone and its metabolites are eliminated via the urine and, to a much lesser extent, via the
feces. As illustrated by a mass balance study of a single 1 mg oral dose of 14C-risperidone
administered as solution to three heathy male volunteers, total recovery of radioactivity at
1 week was 84%, including 70% in the urine and 14% in the feces.

The apparent half-life of risperidone was 3 hours (CV=30%) in extensive metabolizers and
20 hours (CV=40%) in poor metabolizers. The apparent half-life of 9-hydroxyrisperidone was
about 21 hours (CV=20%) in extensive metabolizers and 30 hours (CV=25%) in poor
metabolizers. The pharmacokinetics of risperidone and 9-hydroxyrisperidone combined, after
single and multiple doses, were similar in extensive and poor metabolizers, with an overall mean
elimination half-life of about 20 hours.

Drug-Druq Interaction Studies
[ See Drug Interactions (7)] .

Specific Populations
Renal and Hepatic Impairment
[ See Use in Specific Populations (8.6 and 8.7)] .

Elderly

In healthy elderly subjects, renal clearance of both risperidone and 9-hydroxyrisperidone was
decreased, and elimination half-lives were prolonged compared to young healthy subjects.
Dosing should be modified accordingly in the elderly patients [see Use in Specific Populations
(8.9)].

Pediatric
The pharmacokinetics of risperidone and 9-hydroxyrisperidone in children were similar to those
in adults after correcting for the difference in body weight.

Race and Gender Effects

No specific pharmacokinetic study was conducted to investigate race and gender effects, but a
population pharmacokinetic analysis did not identify important differences in the disposition of
risperidone due to gender (whether corrected for body weight or not) or race.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in Swiss albino mice and Wistar rats. Risperidone was
administered in the diet at doses of 0.63 mg/kg, 2.5 mg/kg, and 10 mg/kg for 18 months to mice
and for 25 months to rats. These doses are equivalent to approximately 2, 9, and 38 times the
maximum recommended human dose (MRHD) for schizophrenia of 16 mg/day on a mg/kg basis
or 0.2,0.75, and 3 times the MRHD (mice) or 0.4, 1.5, and 6 times the MRHD (rats) on a
mg/m? body surface basis. A maximum tolerated dose was not achieved in male mice. There
were dtatistically significant increases in pituitary gland adenomas, endocrine pancreas
adenomas, and mammary gland adenocarcinomas. The table below summarizes the multiples of
the human dose on amg/m? (mg/kg) basis at which these tumors occurred.

Multiples of Maximum Human
Dose in mg/m? (mg/kg)

Tumor Type Species Sex Lowest Effect Highest No-Effect
Level Level
Pituitary adenomas mouse female 0.75 (9.4) 0.2(2.4)
Endocrine pancreas adenomas rat male 1.5(9.4) 0.4 (2.4)
Mammary gland adenocarcinomas mouse female 0.2 (2.4) none
rat female 0.4 (2.4) none
rat male 6.0 (37.5) 1.5(9.4)
Mammary gland neoplasm, Total rat male 1.5(9.4) 0.4 (2.4)

Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents. Serum
prolactin levels were not measured during the risperidone carcinogenicity studies, however,
measurements during subchronic toxicity studies showed that risperidone elevated serum
prolactin levels 5-6 fold in mice and rats at the same doses used in the carcinogenicity studies.
Anincrease in mammary, pituitary, and endocrine pancreas neoplasms has been found in rodents
after chronic administration of other antipsychotic drugs and is considered to be
prolactin-mediated. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown [ see Warnings and Precautions (5.6)] .
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Mutagenesis
No evidence of mutagenic or clastogenic potential for risperidone was found in the Ames gene

mutation test, the mouse lymphoma assay, the in vitro rat hepatocyte DNA-repair assay, the in
vivo micronucleus test in mice, the sex-linked recessive lethal test in Drosophila, or the
chromosomal aberration test in human lymphocytes or Chinese hamster ovary cells.

Impairment of Fertility

Risperidone (0.16 to 5 mg/kg) was shown to impair mating, but not fertility, in Wistar rats in
three reproductive studies (two Segment | and a multigenerational study) at doses 0.1 to 3 times
the maximum recommended human dose (MRHD) on a mg/m? body surface area basis. The
effect appeared to be in females, since impaired mating behavior was not noted in the Segment |
study in which males only were treated. In a subchronic study in Beagle dogs in which
risperidone was administered orally at doses of 0.31 to 5 mg/kg, sperm motility and
concentration were decreased at doses 0.6 to 10 times the MRHD on a mg/m? body surface area
basis. Dose-related decreases were aso noted in serum testosterone at the same doses. Serum
testosterone and sperm parameters partialy recovered, but remained decreased after treatment
was discontinued. A no-effect dose could not be determined in either rat or dog.

13.2 Animal Toxicology

Juvenile dogs were treated for 40 weeks with oral risperidone doses of 0.31, 1.25, or 5
mg/kg/day. Decreased bone length and density were observed with a no-effect dose of 0.31
mg/kg/day. This dose produced plasma AUC levels of risperidone plus its active metabolite
paliperidone (9-hydroxy-risperidone) which were similar to those in children and adolescents
receiving the maximum recommended human dose (MRHD) of 6 mg/day. In addition, adelay in
sexual maturation was seen 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.

In a study in which juvenile rats were treated with oral risperidone from days 12 to 50 of age, a
reversible impairment of performance in atest of learning and memory was observed in females
only with a no-effect dose of 0.63 mg/kg/day. This dose produced plasma AUC levels of
risperidone plus paliperidone about half those observed in humans at the MRHD. No other
consistent effects on neurobehavioral or reproductive development were seen up to the highest
testable dose of 1.25 mg/kg/day. This dose produced plasma AUC levels of risperidone plus
paliperidone which were about two thirds of those observed in humans at the MRHD.
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14 CLINICAL STUDIES

14.1 Schizophrenia

Adults

Short-Term Efficacy

The efficacy of RISPERDAL® in the treatment of schizophrenia was established in four short-
term (4- to 8-week) controlled trials of psychotic inpatients who met DSM-I1I1-R criteria for
schizophrenia.

Several instruments were used for assessing psychiatric signs and symptoms in these studies,
among them the Brief Psychiatric Rating Scale (BPRS), a multi-item inventory of genera
psychopathology traditionally used to evaluate the effects of drug treatment in schizophrenia.
The BPRS psychosis cluster (conceptual disorganization, hallucinatory behavior, suspiciousness,
and unusual thought content) is considered a particularly useful subset for assessing actively
psychotic schizophrenic patients. A second traditional assessment, the Clinica Global
Impression (CGI), reflects the impression of a skilled observer, fully familiar with the
manifestations of schizophrenia, about the overall clinical state of the patient. In addition, the
Positive and Negative Syndrome Scale (PANSS) and the Scale for Assessing Negative
Symptoms (SANS) were employed.

The results of the trials follow:

(1) In a 6-week, placebo-controlled trial (n=160) involving titration of RISPERDAL® in doses
up to 10 mg/day (twice-daily schedule), RISPERDAL® was generally superior to placebo on
the BPRS total score, on the BPRS psychosis cluster, and marginally superior to placebo on
the SANS.

(2) In an 8-week, placebo-controlled trial (n=513) involving 4 fixed doses of RISPERDAL®
(2mg/day, 6 mg/day, 10 mg/day, and 16 mg/day, on a twice-daily schedule), all
4 RISPERDAL® groups were generally superior to placebo on the BPRS total score, BPRS
psychosis cluster, and CGI severity score; the 3 highest RISPERDAL® dose groups were
generally superior to placebo on the PANSS negative subscale. The most consistently
positive responses on all measures were seen for the 6 mg dose group, and there was no
suggestion of increased benefit from larger doses.

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

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

Long-Term Efficacy

In a longer-term trial, 365 adult outpatients predominantly meeting DSM-IV criteria for
schizophrenia and who had been clinically stable for at least 4 weeks on an antipsychotic
medication were randomized to RISPERDAL® (2-8 mg/day) or to an active comparator, for
1to2 years of observation for relapse. Patients receiving RISPERDAL® experienced a
significantly longer time to relapse over this time period compared to those receiving the active
comparator.

Pediatrics

The efficacy of RISPERDAL® in the treatment of schizophreniain adolescents aged 13-17 years
was demonstrated in two short-term (6 and 8 weeks), double-blind controlled trials. All patients
met DSM-1V diagnostic criteria for schizophrenia and were experiencing an acute episode at
time of enrollment. In the first trial (study #1), patients were randomized into one of three
treastment groups. RISPERDAL® 1-3 mg/day (n = 55, mean modal dose = 2.6 mg),
RISPERDAL® 4-6 mg/day (n = 51, mean modal dose = 5.3 mg), or placebo (n=54). In the
second trial (study #2), patients were randomized to either RISPERDAL® 0.15-0.6 mg/day
(n =132, mean modal dose = 0.5 mg) or RISPERDAL® 1.5-6 mg/day (n = 125, mean modal
dose = 4 mg). In all cases, study medication was initiated at 0.5 mg/day (with the exception of
the 0.15-0.6 mg/day group in study #2, where the initial dose was 0.05 mg/day) and titrated to
the target dosage range by approximately Day 7. Subsequently, dosage was increased to the
maximum tolerated dose within the target dose range by Day 14. The primary efficacy variable
in all studies was the mean change from baseline in total PANSS score.

Results of the studies demonstrated efficacy of RISPERDAL® in al dose groups from
1-6 mg/day compared to placebo, as measured by significant reduction of total PANSS score.
The efficacy on the primary parameter in the 1-3 mg/day group was comparable to the
4-6 mg/day group in study #1, and similar to the efficacy demonstrated in the 1.5-6 mg/day
group in study #2. In study #2, the efficacy in the 1.5-6 mg/day group was statistically
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significantly greater than that in the 0.15-0.6 mg/day group. Doses higher than 3 mg/day did not
reveal any trend towards greater efficacy.

14.2 Bipolar Mania - Monotherapy

Adults

The efficacy of RISPERDAL® in the treatment of acute manic or mixed episodes was
established in two short-term (3-week) placebo-controlled trials in patients who met the DSM-1V
criteria for Bipolar | Disorder with manic or mixed episodes. These trials included patients with
or without psychotic features.

The primary rating instrument used for assessing manic symptoms in these trials was the Y oung
Mania Rating Scale (YMRS), an 11-item clinician-rated scale traditionally used to assess the
degree of manic symptomatology (irritability, disruptive/aggressive behavior, sleep, elevated
mood, speech, increased activity, sexual interest, language/thought disorder, thought content,
appearance, and insight) in a range from 0 (no manic features) to 60 (maximum score). The
primary outcome in these trials was change from baseline in the YMRS total score. The results
of the trials follow:

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

(2) In another 3-week placebo-controlled trial (n=286), which involved a dose range of
1-6 mg/day, once daily, starting at 3 mg/day (mean modal dose was 5.6 mg/day),
RISPERDAL® was superior to placebo in the reduction of YMRS total score.

Pediatrics

The efficacy of RISPERDAL® in the treatment of maniain children or adolescents with Bipolar |
disorder was demonstrated in a 3-week, randomized, double-blind, placebo-controlled,
multicenter trial including patients ranging in ages from 10 to 17 years who were experiencing a
manic or mixed episode of bipolar | disorder. Patients were randomized into one of three
treatment groups. RISPERDAL® 0.5-2.5 mg/day (n = 50, mean modal dose = 1.9 mg),
RISPERDAL® 3-6 mg/day (n = 61, mean modal dose = 4.7 mg), or placebo (n = 58). In all cases,
study medication was initiated at 0.5 mg/day and titrated to the target dosage range by Day 7,
with further increases in dosage to the maximum tolerated dose within the targeted dose range by
Day 10. The primary rating instrument used for assessing efficacy in this study was the mean
change from baseline in the total Y MRS score.
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Results of this study demonstrated efficacy of RISPERDAL® in both dose groups compared with
placebo, as measured by significant reduction of total Y MRS score. The efficacy on the primary
parameter in the 3-6 mg/day dose group was comparable to the 0.5-2.5 mg/day dose group.
Doses higher than 2.5 mg/day did not reveal any trend towards greater efficacy.

14.3 Bipolar Mania — Adjunctive Therapy with Lithium or Valproate

The efficacy of RISPERDAL® with concomitant lithium or valproate in the treatment of acute
manic or mixed episodes was established in one controlled trial in adult patients who met the
DSM-1V criteria for Bipolar | Disorder. This trial included patients with or without psychotic
features and with or without a rapid-cycling course.

(1) In this 3-week placebo-controlled combination trial, 148 in- or outpatients on lithium or
valproate therapy with inadequately controlled manic or mixed symptoms were randomized
to receive RISPERDAL®, placebo, or an active comparator, in combination with their
origina therapy. RISPERDAL®, in adose range of 1-6 mg/day, once daily, starting at
2mg/day (mean modal dose of 3.8 mg/day), combined with lithium or valproate (in a
therapeutic range of 0.6 mEg/L to 1.4 mEg/L or 50 mcg/mL to 120 mcg/mL, respectively)
was superior to lithium or valproate alone in the reduction of YMRS total score.

(2) In a second 3-week placebo-controlled combination trial, 142 in- or outpatients on lithium,
valproate, or carbamazepine therapy with inadequately controlled manic or mixed symptoms
were randomized to receive RISPERDAL® or placebo, in combination with their original
therapy. RISPERDAL®, in a dose range of 1-6 mg/day, once daily, starting at 2 mg/day
(mean modal dose of 3.7 mg/day), combined with lithium, valproate, or carbamazepine
(in therapeutic ranges of 0.6 mEg/L to 1.4 mEg/L for lithium, 50 mcg/mL to 125 mcg/mL for
valproate, or 4-12 mcg/mL for carbamazepine, respectively) was not superior to lithium,
valproate, or carbamazepine aone in the reduction of YMRS total score. A possible
explanation for the failure of thistrial was induction of risperidone and 9-hydroxyrisperidone
clearance by carbamazepine, leading to subtherapeutic levels of risperidone and
9-hydroxyrisperidone.

14.4 Irritability Associated with Autistic Disorder

Short-Term Efficacy

The efficacy of RISPERDAL® in the treatment of irritability associated with autistic disorder
was established in two 8-week, placebo-controlled trials in children and adolescents (aged
5t0 16 years) who met the DSM-1V criteria for autistic disorder. Over 90% of these subjects
were under 12 years of age and most weighed over 20 kg (16-104.3 kg).
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Efficacy was evaluated using two assessment scales: the Aberrant Behavior Checklist (ABC) and
the Clinical Global Impression - Change (CGI-C) scale. The primary outcome measure in both
trials was the change from baseline to endpoint in the Irritability subscale of the ABC (ABC-I).
The ABC-I subscale measured the emotional and behavioral symptoms of autism, including
aggression towards others, deliberate self-injuriousness, temper tantrums, and quickly changing
moods. The CGI-C rating at endpoint was a co-primary outcome measure in one of the studies.

The results of these trials are as follows:

(1) In one of the 8-week, placebo-controlled trials, children and adolescents with autistic
disorder (n=101), aged 5 to 16 years, received twice daily doses of placebo or RISPERDAL"
0.5-3.5 mg/day on a weight-adjusted basis. RISPERDAL", starting at 0.25 mg/day or
0.5 mg/day depending on baseline weight (< 20 kg and > 20 kg, respectively) and titrated to
clinical response (mean modal dose of 1.9 mg/day, equivalent to 0.06 mg/kg/day),
significantly improved scores on the ABC-I subscale and on the CGI-C scale compared with
placebo.

(2) In the other 8-week, placebo-controlled trial in children with autistic disorder (n=55), aged
5to 12 years, RISPERDAL" 0.02 to 0.06 mg/kg/day given once or twice daily, starting at
0.01 mg/kg/day and titrated to clinical response (mean modal dose of 0.05 mg/kg/day,
equivalent to 1.4 mg/day), significantly improved scores on the ABC-I subscale compared
with placebo.

A third trial was a 6-week, multicenter, randomized, double-blind, placebo-controlled, fixed-
dose study to evaluate the efficacy and safety of a lower than recommended dose of risperidone
in subjects (N=96) 5 to 17 years of age with autistic disorder (defined by DSM-IV criteria) and
associated irritability and related behavioral symptoms. Approximately 77% of patients were
younger than 12 years of age (mean age = 9), and 88% were male. Most patients (73%) weighed
less than 45 kg (mean weight = 40 kg). Approximately 90% of patients were antipsychotic-naive
before entering the study.

There were two weight-based, fixed doses of risperidone (high-dose and low-dose). The high
dose was 1.25 mg per day for patients weighing 20 to < 45 kg, and it was 1.75 mg per day for
patients weighing > 45 kg. The low dose was 0.125 mg per day for patients weighing 20 to < 45
kg, and it was 0.175 mg per day for patients weighing > 45 kg. The dose was administered once
daily in the morning, or in the evening if sedation occurred.

The primary efficacy endpoint was the mean change in the Aberrant Behavior Checklist —
Irritability subscale (ABC-I) score from baseline to the end of Week 6. The study demonstrated
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the efficacy of high-dose risperidone, as measured by the mean change in ABC-I score. It did not
demonstrate efficacy for low-dose risperidone. The mean baseline ABC-I scores were 29 in the
placebo group (n = 35), 27 in the risperidone low-dose group (n = 30), and 28 in the risperidone
high-dose group (n = 31). The mean changes in ABC-I scores were -3.5, -7.4, and -12.4 in the
placebo, low-dose, and high-dose group respectively. The results in the high-dose group were
statistically significant (p< 0.001) but not in the low-dose group (p=0.164).

Long-Term Efficacy

Following completion of the first 8-week double-blind study, 63 patients entered an open-label
study extension where they were treated with RISPERDAL® for 4 or 6 months (depending on
whether they received RISPERDAL® or placebo in the double-blind study). During this open-
label treatment period, patients were maintained on a mean modal dose of RISPERDAL® of
1.8-2.1 mg/day (equivalent to 0.05 - 0.07 mg/kg/day).

Patients who maintained their positive response to RISPERDAL® (response was defined as >
25% improvement on the ABC-1 subscale and a CGI-C rating of ‘much improved’ or ‘very much
improved’) during the 4-6 month open-label treatment phase for about 140 days, on average,
were randomized to receive RISPERDAL® or placebo during an 8-week, double-blind
withdrawal study (n=39 of the 63 patients). A pre-planned interim analysis of data from patients
who completed the withdrawal study (n=32), undertaken by an independent Data Safety
Monitoring Board, demonstrated a significantly lower relapse rate in the RISPERDAL® group
compared with the placebo group. Based on the interim analysis results, the study was terminated
due to demonstration of a statisticaly significant effect on relapse prevention. Relapse was
defined as > 25% worsening on the most recent assessment of the ABC-1 subscale (in relation to
baseline of the randomized withdrawal phase).

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

RISPERDAL® (risperidone) Tablets
RISPERDAL® (risperidone) Tablets are imprinted JANSSEN on one side and either
“Ris0.25", “Ris0.5", “R1", “R2", “R3", or “R4” according to their respective strengths.

0.25 mg dark yellow, capsule-shaped tablets. bottles of 60 NDC 50458-301-04, bottles of 500
NDC 50458-301-50, and hospital unit dose blister packs of 100 NDC 50458-301-01.

0.5 mg red-brown, capsule-shaped tablets: bottles of 60 NDC 50458-302-06, bottles of 500
NDC 50458-302-50, and hospital unit dose blister packs of 100 NDC 50458-302-01.



1 mg white, capsule-shaped tablets: bottles of 60 NDC 50458-300-06, bottles of 500 NDC
50458-300-50, and hospital unit dose blister packs of 100 NDC 50458-300-01.

2 mg orange, capsule-shaped tablets: bottles of 60 NDC 50458-320-06, bottles of 500 NDC
50458-320-50, and hospital unit dose blister packs of 100 NDC 50458-320-01.

3 mg yellow, capsule-shaped tablets. bottles of 60 NDC 50458-330-06, bottles of 500 NDC
50458-330-50, and hospital unit dose blister packs of 100 NDC 50458-330-01.

4 mg green, capsule-shaped tablets: bottles of 60 NDC 50458-350-06 and hospital unit dose
blister packs of 100 NDC 50458-350-01.

RISPERDAL® (risperidone) Oral Solution

RISPERDAL® (risperidone) 1 mg/mL Oral Solution (NDC 50458-305-03) is supplied in 30 mL
bottles with a calibrated (in milligrams and milliliters) pipette. The minimum calibrated volume
i$0.25 mL, while the maximum calibrated volumeis 3 mL.

RISPERDAL® M-TAB® (risperidone) Orally Disintegrating Tablets

RISPERDAL® M-TAB® (risperidone) Orally Disintegrating Tablets are etched on one side with
“R0O.5", “R1”, “R2", “R3", or “R4" according to their respective strengths. RISPERDAL® M-
TAB® Orally Disintegrating Tablets 0.5 mg, 1 mg, and 2 mg are packaged in blister packs of
4 (2 X 2) tablets. Orally Disintegrating Tablets 3 mg and 4 mg are packaged in a child-resistant
pouch containing a blister with 1 tablet.

0.5 mg light coral, round, biconvex tablets. 7 blister packages (4 tablets each) per box,
NDC 50458-395-28, and long-term care blister packaging of 30 tablets NDC 50458-395-30.

1 mg light coral, square, biconvex tablets. 7 blister packages (4 tablets each) per box,
NDC 50458-315-28, and long-term care blister packaging of 30 tablets NDC 50458-315-30.

2 mg cora, sguare, biconvex tablets. 7 blister packages (4 tablets each) per box,
NDC 50458-325-28.

3 mg coral, round, biconvex tablets: 28 blisters per box, NDC 50458-335-28.
4 mg coral, round, biconvex tablets: 28 blisters per box, NDC 50458-355-28.
16.2 Storage and Handling

RISPERDAL® Tablets should be stored at controlled room temperature 15°-25°C (59°-77°F).
Protect from light and moisture.
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RISPERDAL® 1 mg/mL Ora Solution should be stored at controlled room temperature 15°-
25°C (59°-77°F). Protect from light and freezing.

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

Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
Physicians are advised to discuss the following issues with patients for whom they prescribe
RISPERDAL® and their caregivers:

17.1 Orthostatic Hypotension
Advise patients and caregivers about the risk of orthostatic hypotension, especially during the
period of initial dose titration [ see Warnings and Precautions (5.7)] .

17.2 Interference with Cognitive and Motor Performance

Inform patients and caregivers that RISPERDAL® has the potential to impair judgment, thinking,
or motor skills. Advise caution about operating hazardous machinery, including automobiles,
until patients are reasonably certain that RISPERDAL® therapy does not affect them adversely
[ see Warnings and Precautions (5.9)] .

17.3 Pregnancy
Advise patients and caregivers to notify their physician if the patient becomes pregnant or
intends to become pregnant during therapy [ see Use in Specific Populations (8.1)] .

17.4 Nursing

Inform patients and caregivers that risperidone and its active metabolite are present in human
breast milk; there is a potential for serious adverse reactions from RISPERDAL® in nursing
infants. Advise patients that the decision whether to discontinue nursing or to discontinue the
RISPERDAL® should take into account the importance of the drug to the patient [see Use in
Soecific Populations (8.3)] .

17.5 Concomitant Medication

Advise patients and caregivers to inform their physiciansif the patient is taking, or plans to take,
any prescription or over-the-counter drugs, because there is a potential for interactions [ see Drug
Interactions (7)] .
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17.6 Alcohol
Advise patients to avoid alcohol while taking RISPERDAL® [see Drug Interactions (7.2)] .

17.7 Phenylketonurics

Inform patients with Phenylketonuria and caregivers that RISPERDAL® M-TAB® Oraly
Disintegrating Tablets contain phenylalanine. Phenylalanine is a component of aspartame. Each
4 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.84 mg phenylaanine;
each 3 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.63 mg
phenylalanine; each 2 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains 0.42
mg phenylalanine; each 1 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet contains
0.28 mg phenylaanine; and each 0.5 mg RISPERDAL® M-TAB® Orally Disintegrating Tablet
contains 0.14 mg phenyla anine [ see Warnings and Precautions (5.14)] .

17.8 Metabolic Changes

Inform patients and caregivers that treatment with RISPERDAL® can be associated with
hyperglycemia and diabetes mellitus, dydipidemia, and weight gain [see Warnings and
Precautions (5.5)] .

17.9 Tardive Dyskinesia
Inform patients and caregivers about the risk of tardive dyskinesia [see Warnings and
Precautions (5.4)].

RISPERDAL® Tablets

Active ingredient is madein Ireland
Finished product is manufactured by:
Janssen Ortho, LLC

Gurabo, Puerto Rico 00778

RISPERDAL® Oral Solution
Finished product is manufactured by:
Janssen Pharmaceutica NV

Beerse, Belgium

RISPERDAL® M-TAB® Orally Disintegrating Tablets
Active ingredient is madein Ireland

Finished product is manufactured by:

Janssen Ortho, LLC

Gurabo, Puerto Rico 00778
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RISPERDAL® Tablets, RISPERDAL® M-TAB®
RISPERDAL® Oral Solution are manufactured for:

Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

Revised April 2014
© Janssen Pharmaceuticals, Inc. 2007

Oraly Disintegrating Tablets,

and
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HIFT05mg/H XiX1mg/HT D, AEMEL FEL’C?& HiEHED 1~25mg/H £ T
HETHZ LN TED, 05~6mg/H DA, /R @ﬂﬁ%ﬁf%%%ﬁ%kb
TR TN RES LTV AN, 2.5 mglH 28 % 5 B HIIIAI 72 b RIS Hiv T,
W%@%MK%Wﬁ%$%ﬁ%MLtO6mWH%ﬁzé%gf®ﬁ%iﬁbhfw
720N,

Rk 2 A4 2881213, 1 FEOFEL 1 H 2R GT 5 LORDHFEL L]
REPEDN & % o

HMERRIE 15
RISPERDAL®IZ L 2 AMEDMFE T t°Y — ROBE TR ENRD LN HBED LV E
IR 70 R B 2 BRI R\ CHE R B REL S, RTHRERBRDS 515 5TV 2R, WIHIEG D
BHEFHOBRTE Y — RO TEOM FIZx LT, BRO 2R % O Y IR
LELWZ EFBENICERO—ENAELNEN, TOLXH72EH (F72bb 3HM
) IR wTRmmmm@@ﬁ%%iﬁﬁé RTINSO NI T —Zid a0,
ERTiIE, RISPERDAL®DE-HIfH ] 284K 3 2 554, x O BEF KT 2 AK 0B 88
72U AT R O R RS R 2 BN B D,



2.3 HBFEMREEICEET 5 SHEE—/NEH (DNEROES)
RISPERDAL® D 5-&1%, BFEDORIG & DRI Lo T2 ICHET 20N D 5,
RISPERDAL®® 1 His#k5-8% 1 H 1 EHRET 50 Xd 1 B GEOY/E 1 H 2
5T ENTXD,

{REE 7N 20 kg Rili O BE TIE, 0.25mg/ B b &G 2 BtG+ 5, KED 20 kg UL EDHA
FTIE, 05my/ B bEGZBGT 5, &K 4 AR %E, (KEDS 20 kg A O B
Tl 05mg/H,20kg LA EDOEETIX1.0mg/B OHELEHEICHEET 5 Z LN TX 5,
Dl L 14 BIEIZZ O EZHMEFT D 2 &0 T ORBRDENESNRVEE T
%, 2@ EORNEZ B, KED 20 kg R OHE1X 0.25 mg/H 4>, 20kg UL E
DAL 05 mg/ BT OHEETHZ ENTE D, AREFHIX05~3 mg/H TH D,
REE 15 kg A O/NRIZBIT 2% 57 — Z 13720,

+ 3 7R BRI R G S NHERF S L2 O, IR 2 I EZ S L THME & 2o
NG U ADEBR KT S 2 L, ERIT, RISPERDALSD £ Hif# ] 238184 5 534,
% OBF KT DABN ORI 2 U A7 O RE2 EMCHTMT 2 HEN B
60

FifeM IR 2 A 2 B 1L, sERIC I A 1 ERET 2205 LT 1 HEDOY-&%
1H2EHRGT D0, IHEZELTZ &L THRPGELNLWEEND D,

24 BEOBHBEREEINEEDHZBE~DOERE

BT OB EREREE (CLler <30 mL/min) IIAFREEE (F¥ A /L RE =2 — 53T 10~15
M) OB DHEETIE, PInBEGHELEZ 05mgl H2EETSH, HEFO0Smg AT
OHEL, LH2EE G352 T&5, 1.5mgl H 2[AI%#x 5 HE&TIE, 1M
VI EOMMEE & CTHET D 2 & [0 08E B ~D R 5(8.6 & 8.7/,

2.5 KR EYMEBEIERICK 2 HEFAE

RISPERDAL®# L E3HEK| (WA RN<wEB 72 8) LOHHT AB0%, RISPERDAL®

OHEZBEZFOBRFTHED 2HEFE THEHSLTHRERH L, WV BE I EOREET

R OG- 21 2 541%, RISPERDALYO I &2 O+ 2 E MM EREE L H 5
[ 7 (F/(1.1) 244 ], RISPERDAL® & DREFEFHHEA] (7 2=hA, V77

VEY, T Ve =) EOMFHTHLIRBEOIERPEZ D EEZLND,

TNFXEF oI \nFtF % RISPERDAL® & N3 5 F51%, RISPERDAL®D
MEZEOTVERD D, 205 DAL O 5E51%, RISPERDAL®D &I A
T8mg/HZBATIIR SR, IBEABGT 554, RISPERDAL®IZHE A 72 F T
W52 L, 7 A FvF o XIhuxwF o b oEEFEH oKL R IET 5
Yet1%, RISPERDAL®D & Z BT 2 ENMBERGEA G H D [EYHEE/H(T.1)
R,

2.6 RISPERDAL®HWHIED#E
RISPERDAL®PH HIEIE, #RIE SAL72 B2y R b E#: T 5B fok & IR TG
+T5HZ LN TE D, RISPERDAL®HNAHGIE, K, 23—k —, Lo IPa—2 K
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FEFL & DELEMEIZR WA, 3 —F LBEOWTNE bEEMHIZR R0,

2.7 RISPERDAL®M-TAB® O [N A ESE D H ik

BEFIOHEY KL

RISPERDAL®M-TAB® /4 #5142 0.5 mg, 1 mg & If2 mg
RISPERDAL®M-TAB® O e AR #ESE 0.5 mg, 1 mg KR 2 mg i, 4882 L D7 U =%
—pdECE SN D,

REOWEFENTELETT VAL —allGZ BT 22 &, 1HEZRY ML, 42
DT VALY —a=y FD 1% I RAIZT > TUY S, R EN TV L EFTOA
ZHT Do A VDY U CHEA 2 TR S E D BEA 2 B S D FTREME S & D 720,
AN A Z S 72 &

RISPERDAL"M-TAB" I A 5 1E4E 3 mg B Tf 4 mg
RISPERDAL®M-TAB® O N AR EESE 3 mg e (N4 mg i, 1E8ETHOA-7-7 ) 24 —%
Fx AN RLIAZ L MU AN THEGE IS,

Fx AN LAY MIEZY D IALER S Tik> TR, 7V A Z— 27 7R L%
FHUE7e b2, HEOMEENTEDLETT UV AXY a3 EZERIT RN &, B bR
ANERN L CERAZBHIED, SER 2R S5 8BERH D720, KA UL
IZBERI Z R S 702 &

sERl D5

W FTT Y A —2=y BRI ZEY H L, 4 <I2 RISPERDAL®M-TAB®
e ARESE 2 D E £ HFD LIZEE S, RISPERDAL®M-TAB® 0PN anstise s, —
BT IVAE—a2=y "RV T EREFTHZENTERNED, TITHEH LA
FAUE7R 5720y, RISPERDAL®M-TAB® A E AN AREESEIZ O N TP CTRIEE L, D%
TRIRDEEEIZ D DD S TERBIAT Z LN TEX S, BEFIIEEHAZDEILIZ VAT Y L
KoL TUI B0,

3 FEERUOEE

RISPERDAL®SEIZLL F O & B R AR HE SHTW5 025 mg (F ), 0.5 mg (f
Bta), 1mg (Hf), 2mg (ZW2WE), 3mg (GEf) KU4mg (b)), 33T
71 7 /O T, AANZ X Nanssen |, SHANZ X E N ZE O E &EICHE-> CTIRIis 0.25],
Ris0.5], TR1J, TR2J, [R3J, TR4] OWFTNHRLIHISN TS,

RISPERDAL®H 1% 1 mg/mL D& &R HE S TW5D,
RISPERDAL®M-TAB® O N AR EE4E XL F D& &, A ORI HE SN TW5: 05
mg Pk, M), 1mg (%PkE, 1IE5H), 2mg Bk, 1E5#), 3mg (B,
ME) kW4amg Bk, FE), 7 XCTilidh T, AMANZIZZEnEnoa&IiE->T IR
0.5), IR1J, TR2J, R3], TR4] OWTINMDBLIFIIN TS,

4 EHE



RISPERDAL®IE, RISPERDAL®IZ %9 2 MHUE DB EN & 2 BF 11322 Th 5,
TF T 4T — 0N OB R 2 S Tl BUE S SN Y AT R CTIRE %)
7~HRETCRD LT,

5 EBLERUMEHALEOBER

5.1 FRAEICEE L7ZBHREREZE T IRBEBE CORLERDO LA
FUREFI73 3R TR 52 1 T2 38 AE (S BB U 7 RS R ER 2 9 2 i R T, B
URAZ B EFT 5, L L THERIEHHRELIRH L TWARBEENRE LT T
TR 17 BBk (RO 10 B) 28T L7-fs R, ARG REFEOFR LY
xﬁﬁf??ﬁ&ﬁ%ﬁ@L&AJ%T%@:&ﬁ%%LkOﬁ@%@lﬁ@ﬁ@ﬁ
TREBRICEB W T, 7T RO RN 260 ThHo7=DIlox L, HFKEEEZD
FELRITK 45% TH o=, FERITEELX TH 7228, NEHIZOMER (AL, 24
IRIE72 &) NUTRYYE (W72 L) ITX BTN L) o7z, BN @%%,# 7l
PURS SR &[RRI, ERIPURMHRIRIC K D IREN LR e LR SE 5 RN H 5
T EDIRE I TWD, BE O —EORE & IIRHRRAGIC, BIERIFZE T ORI NPT
ORI DB FURE R ER k@&f&é@ﬁi?%f%é

FOFEIC BEE U 72 MR 2 B T 2 mimB & X & L 7 7 e A%t 4 o
56 2 RERTIE, 7rt I R& RISPERDAL® D ff F #% 5 D 3 = (1%
RISPERDAL®PHUM R G- # VL7 RE 7ut I NOFREGEBREICHTE
STz, O RZHT A HREAAOMFEIIRE SN TE O, BEHRKRO—E L7z
2 — b BIEIN o T,

RISPERDAL® (U 22U Ru) (&, FEVEIZERE L7 HRERIC W TEREZE T
UNTRUN [P B BRI

52 PRAEICEELZBHWERZETI2EHBEICKT 22 22 e %
HEDRIVEA

FRHVELC %@Ltﬁ@ﬁﬁﬁ%ﬁ?é%#$%%ﬁ%kLtUx&UPV@%@K
BT, R EFMmEEORITERN (4 , TIRMERNE M ER &) s S
W5 ($ﬁ¢ﬁ®5ﬂ,ﬁl?&@?m%L»«o#@f?tﬁﬁ%ﬁﬁ@ﬁ,Ux
XY KRG EREOMMEEAEFREIEN, 77 R EGEE IR THERILS
/3o 7-, RISPERDAL®IZ, FRENEIC B L 7 Bk 2 1 5 BE OIEHEIC W T
EKRBEFTWIR, [FRIAE R, B O oM E(B.1) M

5.3 EMAEME

RISPERDAL®7: & OHURS MR H 1T, HEMEEMEE (Neuroleptic Malignant Syndrome :
NMS) & W9 BEED a[REtEn & 2 EEIEIRZ 25| S Z T AlRetEn dH 5, NMS Dl
PRAEMRIE, B EEy, e, ReHREEOZE L OB B A2 e (IRIARIE IR
HAZe M, SR, FIT, RENR) REThD, BOMEZIE, 7V T7FUoRARS
JF—1 (CPK) M, IA 7w R, SEIHREEL CREB AR END D,

Z DIEEEE O BE OZWEHIIIEMTH 5, ZErd oBRI2I%, ERRESZRE (i
R, EHPMERGIE/R &) & RIGFESUTREYNTENR S 7 SRS e - SEdR (EPS)
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INRCRRIRFT S B ENDIEF 2R ET H Z ENEETH 5, EHZMNICBIT 52D
OEERFZFEFEE LT, P U o, B, EOMFsE, JRIerE i
FRRERIRIB R EDN D B,

NMS OEBIZIE, (1) HuEmmEE &k ODF ABRIEICMAE TR OWEXIORIREF 1E, (2)
P A S HERIE R NESRRT =2 ) 7, (3) FEtE+ 2 EERESMREICEI L T
KERIZ2IBRIEN B DG AII T DGR A2 GTe_& Th D, Bl NMS (213 2 KR 72
EYERETIEIZOWN T —RBI R B EIL R,

NMS 75 Al U728 DS PURHIRE ORI 2 29 556, EMEEOFEA D FIHE
PEZHEEICEETNETHD, NMS OFEEDHE SN TN LH7®, BEELEEICTE
=S =T DMEIND D,

54 BREMSAFZXTT

PUBHIRIE CIRIR 22 7238 C, Rl & b R 2 RBEE O P A X D7 #HE) OSE
REEDFBT D2 DD 5, BEMED AT XU T OREY 27 LN BRA[ R
72 % ATREMENE, BE~OTUFHE O GBI, BERGENE SISO TN S
EZEZDBNTWND, LaL, HEIED TR, RHE T o BRI O 165
%R CTHOAIEMRED BT D RN D 5,

TN SIUTCBRME D A X R DT ITKRT DIEFIETH S TW 2D, FURGHREE O
Hadikd 25L&, REFERIIMOMNEZITTRICERT L ENHDH, LrL, ik
PRI FE D 12 - B AR DS AIEARTE D15 S OVEAR 2 #ifill CUTE 2892 Hnd]) 325 2 &n
bHDOT, RIBOBITIN~ A7 INDHAREMED B 5, ATEMRE D EHIREIZ %3 2 0E
WHNH O BII R TH 5,

DX EEEETLHL, BRUEDAFIRU—DREANE/NBREERSL LI
RISPERDAL®Z AL+ 5 2 &, —fRENCHUS MR RO BB 503, 1B IEEBRICR- T
BY, ) PUBEMHRENRERNT LB 0hoT0D, o (2) FEOMREEHT
DA EFEEIMEL 720 2 DRBIER N 20 Y TR WEBEICRET H & T
H5H, BB E2ET HEFIE, WETXEIERDENE SN DRI &K O
BRI 2R TRETH D, M5 OB 2 EMMICHEMET 5 2 &,

RISPERDAL®# - (B (CIBFEME U 2 26 1 V7 OBl K OVER S BN 72354, $3EH IE
ERET AL, LavL, ANEGERESFEET S50 53, RISPERDAL®D £ 5-
MLETHLHEHEHLND,

55 RBEHEEL

FEERP BRI, DM KIS U R 7 % 5 S5 mlEetEn H A (EE2 i
B LT 5, 26 OREIMELR I mE b, e REELOMRERINEZ &, A7
T ADEYNIT XTI S OMNREMNEELE L7253 2 ERHLNITR > TWVD R, 3K
WZixEnEn, TNEKOBEEFDOY AT EERD B,

e A, HEPR AN
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RISPERDAL® % & o J AU HURE 05 K D¢ 5- % 52 1) 7= [ C i IR K2 OVHE PR 955 708 )t
HEEINTEY, —EOMERITIE, MERLOr N T ¥ R—3 A X T @i 5 N E
ZRED B D, UTFELEITWTZD HDORED SN TWD, A TIERE TITHERIE D
LR 27PN LTWAATREMEN 5 = &, 7= —EM T B RIFE R BLE N L5
LTWD 20D, EERPUREMBEROM A & 7 R kR ORRIC OV RS 5
DITHEHETH D, ZNOOFEEND, IHERPUEMIREOM A & &b Bd 57
EHELS L OERITEEICIIMHE I TWARY, L, E2AHEAE TIE, JECRIPUR
PRI BB T, WIPEICBET 2B ERFRO Y AT BHKT 5 ENRE I
T 5, FEEFRIGURS 5 2% 5. B T o @ I 2 B9~ 5 A ERHROIEM R U 2 7 #
EIIE LTV,

BRI O We 2 M & 5% 1T 72 83512 RISPERDAL® % & Te 3 E R BTk R K D $¢ 5- 4 B
W H56, 7 Rubiay o — B L L CTWOZR W EMICE =4 —3 2 L8N
b5, FERIEOMGREKT (0, BERBOFERE R L) 235 % BEE 1 RISPERDAL®
& T IEERBURS AN ERIC X 2 IRIR 2 BtAT D54, TRFRBALARE & ORI B E I
Ze R T > R B &2 T 5 2 &, RISPERDAL® % & e JE E RUGTRE hps 35 4 ¢
HBLTWLREFIZHOWNWT, ZIE, ZIK, @KL OWLI)72 & O & g DR 720
INE =X —3 % Z &, RISPERDAL® % & e E R HURS thps 5 0 $ G- vh (1 i MU BE IR 2
FEL U2 BT, ZEER L 7 R B A 2 T 5 Z &, RISPERDAL®% & e JE
ERIpUEM R EoREZ2FIET 22 L CHmbENREIE LZESNL H DD,
RISPERDAL®D# 5-Z ik L7212 & 237do B3, il IRIFTEE DM 2N L EE & 70 2 R
FHunie,

CHEM, 77 AR RO RIE 3 MBS _HEM, 77 Ak oM EE
HUMMRIE 4 RBROOE T — 2 2K 2187,

# 2. A LTE IITABREBR OB AN X R L Lz, IR B, 3~8HEM, BEHEX
AEHED TRBROOELNET VX LT RUBEDOEL

RISPERDAL®
77 'R 1-8 mg/H >8~16 mg/H
R—2 54 U bDOEREE
(mg/dL)
n=555 n=748 n=164
IR AN 3 -1.4 0.8 0.6
Tl DH > T-BEDOEIES
Mg~ R ok
(<140 mg/dL~>200 mg/dL) 0.6% 0.4% 0%
(3/525) (3/702) (0/158)

FEHIR O % BB K& OFEXRFREER 235\ T, RISPERDAL®TIL T R 7ML Z8 L 873
24 H C+2.8mg/dL (n=151), 48 # H T+4.1mg/dL (n=50) Th -7,

HAIGIE (13~17 5%), PUmMERRR (10~17 5%) X3 H BEMESE (5~17 ) O
INEROVEEEZXNRE L7 7 BRGR, 3~6 AORBROT —% %3 3 1R 7,
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* 3. HELFE (13~1758), THEMEER (10~17%) XiiHBEEESE 6~178) O/NNRER
CBEEZXHRE LT TR E, 3~6 8B, BEAED 3 BB, OHE LN 2R F
7 RulEDE

RISPERDAL®
77 R 0.5~6 mg/H

R—=2F A Vb DOEHE{E (mg/dL)

n=76 n=135
Mg~ Kokl -1.3 2.6
BlDHo - BEDEE
M=~ Ko
(<100 mg/dL~>126 mg/dL) 0% 0.8%
(0/64) (1/120)

EWIMOIEE, IESMH, IEE/NERERICI VT, RISPERDAL® CTIXZefgism e~ K
UHEDO AV BN 24 M H T+5.2mg/dL (n=119) TH -7,

NEE S HE
FEEHGHHRIE TR 2 Z T T2EE T, EE L RWIEEDOZE AR D b TV D,

e B FE STV ME R DR AN X SR & LTz, 77 BRI, 3~8 #[H, [EEH
BXIIAZEHED 7TRBROET — 2 2K 4177,

# 4. A LTE UITAREBIR OB AL XS L L., 7T RxtR, 3~8 @i, BEHEX
AERAED TRBRNOELNTET VX LAIREDEL

RISPERDAL®
AN 1-8 mg/H >8~16 mg/H
R T U bOEHELE
(mg/dL)
IV ATFu—)bv n=559 n=742 n=156
R—=2F A b DR 0.6 6.9 1.8
FUZUEY R n=183 n=307 n=123
R—=2F5 4 UINE OB E -17.4 -4.9 8.3
EbDH - - BEDEIS
IV AFr—)L
(<200 mg/dL~>240 mg/dL) 2.7% 4.3% 6.3%
(10/368) (22/516) (6/96)
KNV ZUEY R 1.1% 2.7% 2.5%
(<500 mg/dL~>500 mg/dL) (2/180) (8/301) (3/121)

B O %t BE K OFEXRT B ERBR 12 35U T, RISPERDAL® T2 81, (a) FEZEhE
Rf2 L A7 o — L% 24 H T+4.4 mg/dL (n=231), 48 H T+5.5 mg/dL (n = 86)
THY, (b) FHZEMER-ERNY 7YY R824 A T+199mg/dL (n=52) THo7o,

FHAEIIE (13~17 %), PUmMEESE (10~17 %) XX H AREMEESE (5~17 %) O
INRROHELE R E L7 T2 R% W, 3~6 i, FEEAED 3 BROHET—
R BT 5ITRT,
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& 5. HELFE (13~1758), THEMEER (10~17%) XiiHBEEESE 6~178) O/NNRER
CEEZXNRE LT T 2RNE, 3~6 8B, BEAED 3SBRBRMOE LN ZHERIEE

DEAL
RISPERDAL®
7T R 0.5~6 mg/H
R—=R T4 Vb DEEELE (mg/dL)
aVATFua—)b n=74 n=133
R—=ZAT A b b&E 0.3 -0.3
LDL n=22 n=22
R A b OE{V & 3.7 0.5
HDL n=22 n=22
R A b OE{V & 1.6 -1.9
FUZURY R n=77 n=138
R—=Z2F A4 N0 L& -9.0 -2.6
BALD B - - BEDEIE

a LA Fa—IL 2.4% 3.8%
(<170 mg/dL~>200 mg/dL) (1/42) (3/80)
LDL 0% 0%
(<110 mg/dL~>130 mg/dL) (0/16) (0/16)
HDL 0% 10%
(240 mg/dL~<40 mg/dL) (0/19) (2/20)
FUZUEYU R 1.5% 7.1%
(<150 mg/dL~>200 mg/dL) (1/65) (8/113)

REHIF ORI, FEEH, EE/NERBRICHBVT, RISPERDAL®TOIAZ b &I,
(a) Z2fERFa L AT o —/L78 243 H CT+2.1 mg/dL (n=114), (b) ZZiEMF LDL 25 24
1 B C-0.2mg/dL (n=103), (c) Z=jEKs HDL %% 24 # H T+0.4 mg/dL (n=103) & O
(d) ZefEmE R U 77U+ Y KA 24 H CT+6.8mg/dL (n=120) Th o7z,

(RN
HEE TR ORI (4 5 (RERUNAED 5T 5, KEOBKE=2 Y v/
PHERS NS,

A ITIE ST PURMEBIR O N Z2 65 & Uiz, 77 AR5, 3~8 M, [EiEH
B IR EHED T78R558 O N TIREO LB &L ORED 7%LL E L v 9 IR
NI A 7= TR N OBIGICEET 57 — & &£ 6 IT/RT,

# 6. A LTE UITAREBRE OB AN XS L Lz, 75 RxR, 3~8 @i, BEHEXX
FWERAED TRBRNOEONTAE (kg) DEHEIER CEEREMD 7% LD A DH
D

=

RISPERDAL®
AV N 1-8 mg/ H >8~16 mg/H
(n=597) (n=769) (n=158)
=E (ko)
R—=RAFT A UINEOEE -0.3 0.7 2.2
RE M
R=Z 54 U NEHDT%LL EOHE 2.9% 8.7% 20.9%
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E#RI O R L O JExHREER 235U T, RISPERDAL® TIIAE DXL &S 24 ¥
HT+4.3kg (n=395), 481 H T+5.3kg (n=203) Th-o7=,

HLaRAE (13~17 %), PUHsPERE (10~17 %), BPFEMEET (5~17 %) X
OGRS (5~177%) O/NEROFFEZRRE L7277 A%, 3~8 #HH,
EHED 9FER) O 15 5 NI REDO P AL B KL ORED T%LL E & 5 IREH N
Wil T HREORIGICET 27— 2R TITRT,

#17. HERPE (13~17 %), PUHBMEYR (10~17 %), BEEMEE (6~17 %) XiIthoks
WEE (5~17 %) O/NRROFELZHSRE L7 SRR, 3~8 B, BEHED 9
HRBINOEONTMEE (kg DOFEHELEROEERINS 7% EogkERE DEES

7R RISPERDAL®0.5~6 mg/H
(n=375) (n=448)

=& (ko)

R—=2AT A4 PO EE 0.6 2.0

EERM

NR—2 5 A )5 DT%LL DN 6.9% 32.6%

EWIMOIESR, ESH, IEE/NRRERIZIHB VT, RISPERDAL® TILAE O FEHZL,
EN 24 1 H T+5.5kg (n=748), 48 H T+8.0kg (n=242) ThH o7,

HEMOFIPEREZ 2RISR L LEEMBOESHRIEERR T, 14%DHEET, 15K
HICRAE LT-AESES L U CRERINNHE Sz, 103 4 O FERE KRERE T
IZ, 8 # A ® RISPERDAL®D#5-1%, )T 9.0 kg DHNNAFRD Bz, ZDOHMOD
KEBIERWID 6 H HLNIZRO iz, XR—AT A K8 » A TOEE/ \—F
A ANWTENEI, KETIE56 KONT72, HETIXL5 LKNE8, AT 1« ~vA - A
T w7 ATEHBL KONT7L ThoTo,

EHM oI EEHRFR (A PAEMEREE MO BMEEDEE 255 L& L2lBR) I8
W, 12 % H @ RISPERDAL®D# 544, )T 7.5 kg DEIIAGED Sh, PRI
HIE S IRARENEIN (RIRXIR T o X —DIERET — 2 12 X 5 &, FlniiE s CH/
$13~35Kkg) LV KXDolm, ZOHIDKE YL RISPERDAL® ~DIREE D 4] D
6 » HUNIZRO bz, XN—RA T4 V12 5 A TORE — o A VidER
FH, RETIT 49 K160, R TIL48 L5, BT 4+ ~A AT v 7 ATl
50 V62 Th o7,

Mg | BREEOSMEOBYR T~ E Y — R XIIREGTE Y — RE2HFT5/MNEEOFED
BEExGRE Lz 3 MO T TR 1 3BT, (KERMNIEL RISPERDAL®EED
EONT T EREEL D RE o720, HEEEIZ2 2> 7~ (RISPERDAL®0.5~2.5
mg Tl 1.90 kg, RISPERDAL®3~6 mg #£ Tl 1.44 kg, 77 & RBETIL 0.65kg),
FIEEDMHIBI ISR T 4« A oA T v 7 AZBITFHRX—=AT A b DOV EET
LD BT,

W HOEIGAE Tdh > T, /MNEEFIC RISPERDAL®Z FIW- 1B A1T 5 & =13,
EFRRBRBFICE PHEICES U CREREMNZEMT 22 &,
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56 ®\7uTJFUMmEE

KRR v Dy ARSI PTT B0 Y & [, RISPERDAL®IC L »T7 T 7 F
MER EF L, BEEETHEESHEEF S5, RISPERDAL®IC L 5705 7 F o |
F-OFEFE M OHURFARFHRIE L D &,

BT a T F U MIEIC X o THIE TE GnRH 23l &, FTEIAKIF R o4y
WINPT DHZENDD, ZTOTEKIST N B Woicky, Bl iz
PR AT v A READEED - OAEFENILE S b, 7'u 7 7 F U BENGR WS
G U2 BE CIEFIHRME, AR, MLz, 1 o RT7T Vo ARHE I TY
%, BREIBlO®m 7 v 7 7 F U JEICHERAEREIR T 23BErE Lo & &, Bk b bITEREE
DIKTIZEDLZ END D,

R ERRIC LD &, v MBI 30D Lidin vitro TFr 7 7 F ARG TH
D, ZOFEETBEICHE IR SNTZEE BN e T 7 F U EFRT 53
HOBEENTFTHENOGEICEHETCHL, ~VAKDOT vy NTHEIELZY AXY K
DN AR CIX TR, R OWEEMAET Y (FLIRE, TR, PR
) OEMBHER SN TS [FEMEHFKZPR13.1) 2/ ], BIE £ TICE S - KR
BRCHEFETYH, ZOFDNIEICBT H2EAOEMEZE L & v FOEEEK L DR
DORIEMEN RSN Z &3 7 BRFATH LN TWNDE T —ZITFHEFITR LTV D
oREEmIIE oV E TIN5,

5.7 & xiEEfmE

RISPERDAL®IZ L v, Hro e 5918 o0 F B il 2 bt & U CESZPEIRMEA TR &
, FEMED E W, SR, —EE TR EES 2R D, INHDOHFRIIEBE
5< a7 RUF U UEHERICENT 5, AT ARA LRIERE 2R & LE
2 fH & O 3 HH#BR D RISPERDAL®#: 5-FH @ 0.2% (6/2607 ) (TG iz, K7
PEARIM T e OVRAH D U A 7 e AKIRIZIN 2. 5 729, el G Ea /g A ikl BA
Ftomg (1 B 1EHREG T Img 2 1 B 2 [E#5), mliia b O SUIATFFREE B T
05mg 1 H 2 [ GICHIRT 2 5RO E(R.1, 2.4)2/ ], IR E AN
INAHEE T, BYEONAL F VYA v O-ERZmHT 5, (RIMENRE L7-5E
TR EEBET D2 &, BRASRES (LIRS L TR, OAE, iz R
HOEEE), IMILE R, (KM FELEE & 722 50k0e (K, MigERAE R L) 2348
LTW5HEETIE, RISPERDALPIHEFEICH G4 % = &, RISPERDAL® & [/ E 3 ff
RV ERRIC EEE R E AR STV 5,

5.8 HIMEREE, HFHERBAE, HERIBRIE

LN BT TS A - BRI B O U R % o4 I R&BR T i, RISPERDAL®
%G Do PR AR O F G- & R BEE U 7= A i BRIV E I TR BRI E S R &
NTW5, MEEERIERIE &3S S 7,

H M ERIE AP ERIBED U A 7[R LE 2 bbb DL LT, BRI OFTE
95 A MERBARAE, A5 A BRI E /i BRI E O RENZE T 5, i
PRAIZ B35 7 WBC A AN 8 B BRI E, b T BRIV E DIRIFE D 8 5 B
%I, RISPERDAL®HRIEBAIAE I » A BII M ERE A BB HIE L, #hDJFK A 72
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RHE CHEPR I TS WBC b O BB AS I 3R B VT A CH 5 O A
R R

B R PN BB 7 4 PR BRI E A3 B U 72 BRI X B At DS DJE RS L < 131K
BEZDOWTHITBIE 21TV, 34 T DR I B L 7553 E BICIRE T
%, BEEOLHPERPEDE  (GF R ERGHE £ 1000/mm3 Adi) A EL L 72 B T
RISPERDAL® O G-tk L, [E{E4 % £ T WBC KDBHIZ1T 5,

5.9 BREKUEBEEDOR RN

fHARIT RISPERDAL®IEFEICIENE S AT SN DRITEH TH Y, KriCHEE~DOEEY
N> CRWERZER Lz L o <#HEsNnb, ZORWERITHEIZKFL, A
EEOMHEOZOOF = v 7 VA MM LR T, IR 2 HE L7 BE0E S
127 7 ARG EE D 16%I2%F L T & (RISPERDAL®16 mg/ H) DA TiE 41%
Thol, AEFEZORBICB O CEEEMITABRE LV BENEL, ARHEIC
AW AITHEIRSBIVEN & LTl Sz B4 13 RISPERDAL®16 mg/ H #:5-F8
F 8%, I AREERE 1% Th-7-, RISPERDAL®IZ L v HWr, JEHE | TEH) 2
XLAHNE KD FTRENEN & 5 728, RISPERDAL®IZ kB E/R BN & OFE(E
NEHMICELND E T, HEIEZ2 S5 a7 OBIEICET 2252 BE ICEH 2
HT k.

5.10 F&fE

RS RFIERE 2 5% L L= lReTR BT, RISPERDAL®# 5-HF D 0.3%
(9/2607 ) IZRIENFKEHAL TEBY, 0I5 200XKTF R U 7 AMIENFELE LT,

VEDIEIED b 5 B TlE, RISPERDALEIZIEE ICHEGT5 = &,

5.11 M TREE

PURE fh 53 3B G AR WVE B IR EN EENK T L ORRME N T EL L TN D, FamEME A& 13 &S T
L7eT WY A~ —RIEEREE B OMEIR A OBETIZ L <R LIVD RN TH 5, iRHi
PERRZS DV 2 7 D ¥ 5 B TlZ, RISPERDAL® K ML O FUIS RS ZIE EIC it 595
T & [HEHAER, B R O o EE (L) B,

5.12 FrGeEhEiE
TR % R CEH R E NS STV 5, B O 2 EAE IS IZAVEHO A AN 2 B3
HZENDH D,

5.13 {KIEFRE

FURSFRIS 3812 3 » TIRIEFAET O BB 2N BT %, &0 RISPERDAL®H G2 fE V521
CARRIROME NG SN TWD, BEIRERES RIAEN D BEF LT T 5 BI3E
BEET 5,

514 7 ==V b VIRIERE

RISPERDAL® M-TAB®OMENHIEESEIZ 7 ==V T F=v 26815 2 L 2 BEITE
2B, To=)VT T =L T AL TF— ADORKS T 5, RISPERDAL® M-TAB® 1)z
NHEAEESE 4 mg X 1 $ElcHOEX 7 ==L 7 5= 084 mg 54 L, RISPERDAL®
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M-TAB® O e HALESE 3 mg 1& 1 $EICH&E 7 ==L 7 5= 063 mg &AL,
RISPERDAL® M-TAB® Qe HREEEE 2 mg 1Z 1 $EIC D& 7 ==L T T =042 mg %
&4 L, RISPERDAL® M-TAB®MIENF#EEE 1 mg 137 = =/L'7 7 =028 mg =&
4 L, RISPERDAL® M-TAB® O JZEN A EEEE 0.5 mg 1Z 1 BEICH&E 7 ==L T T =2 0.14
mg *&HT 5,

6 EIEH
TREOBIWERIZRA CENORIOIH TIEMIZEEZ I TV 5,

o FRHVEICBIE LIKMIR AT o BE TORERD LR [ ES, B
K OMEH LD E(B.L) S/ ]

o FRAVEICERE LKA AT 5 EmEE TOMAET & a e M E R A EFHR
[ 2 B, B R OME I L D 72 E(5.2) 2 HE T

o EMIEWREE [BAEK O L DOMEBI) M
o BRMIAFZXTT [BEHERNMEN LOILEBA)ZH]

o RO (B L OWEIRIE, REEREIE, (KREHN) [ZHR OEH O E
(5.5) =4 ]

o mRTUFUMNE [EEERK N fD/EE(5.6) M

o ENIMARIME [EAR OME f o EB.T) S

o [HIMERAE, 4FHEREUE, BERERRIERIE [ZEA R OMEH F 0/ E(5.8) =]
o RN K ONEEBIEREREE O FTREM: [ZEA R OMEH F D7 E(5.9) M

o RIE [EBE KR OMEN L7 E(5.10) M ]

o WETNRETE [EAROMEH LoEEGLL) S

o FRRLEVEIE [BALR O F ot (B.12) B

o (NIEFMEN DI [BE R OMEN L DVEE(BA3) M

o Tx= )Ll NURIEDBRE [EEER ONMERH F o E(5.18) 2]

AR CHBL L= ERRIER 5%, 7227 78RO 2%) 133 —F V=X A,
TAYYT, VAR=T, R, EFE, FEMEDEW, KL, B, O, EH, b

JEFSIR, B, WALRE, T, T, (EE, DNEE, REOTE, (REH
o, e, %, R, EROERGE, SWHEAR, WHGREERR TH o T
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FRARFBR TGP IEIZE S Lo EREER (A D 1%#E, /NED 2% T b4
1EDOFRW) (L, MR, $EER, IR, FEED E W, T YT Thotlz [AIEA,
AITERIIZ o & #5-5711(6.1) 24,

AREIZFRRE T D7 — X%, HAKIE, BmPEREE (BRRRg), B BEM:RE & O'h
D/NRONEEEDTERED T~ RISPERDAL®D #5251 T 1= A R OV B, If
N REHEVE O = in FB 2 9803 32> & 72 B ERIRER T — # X— Xl kT 5, Z D 9803
Bl 5 5 2687 il “EHEWM T T B ARKERBROMWERE & L T RISPERDAL®D# 5. %
ZF B Th o 72, RISPERDAL G- O&MEROHIMIIZHETHY, “HEMR, [
ER ORI EHE, 77 vR ITFEEGREER, WONCRBROIEEMmE, APt Lk O¥hk
BEBE, BHEES (2#EMECT) RORMES GHEET) NaEnd (173
—IXEET LIRS D), BEEFAEEFROILEIINZ, FKRNZE, N4
YA AE, RERNE, FRERA L OV ERKBRA O I LV R L7,
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6.1 ERREBR TORE

BRI ZRE RS CER SN D720, & DY OEHFERR TR LI -REIER O
FBRE R OEY) OEHRARBR CORBR L ERELK T2 Z L3 T, - HERRR
TORBENZIETIG TORBLRIC BT 5 LITR 520,

“EERT T e A REERER TR bh i ERBIER — A KRE
RN G I B

F# 81 4~8 M D " EHER T T AR L HERER 3 35k T RISPERDAL® O # 5-% 5217 7~
XN A IFIE BT D 2% L, EICEE SNZEERHO—&ETH 5,

* 8. TEERTSERMBRRICBVWT RISPERDALO #5522 T - R ABES RFEBRE O
20648 (DO TS ERELVER) ICRHL-BEHR

BIER 2 G Sh-BEOEIE

RISPERDAL®

EBIRSE 2~8 mg/H >8~16 mg/ A 78R

RIVEH (N=366) (N=198) (N=225)
DfigikEE

HNR 1 3 0
IRfEE

Tt 3 1 1
= e

D 9 4 4

B Fi 8 9 6

HILARR 8 6 5

1PN 4 0 1

HEER A R 3 1 1

PRE % 2 1 <1

T 2 1 1
—i% - 2HEE

9% 57 3 1

[iopsa 2 2 1

A ) iE 1 <1
RRYLE B KL OVF A BUE

ENSIER/S 3 4 3

G R 2 3 1

FIEY TS 1 2 1

PR & e 1 3 0
ERRRE

s L7 F ok AREF—B RN 1 2 <1

BN <1 2 0
FERREB L O SERRREE

il 4 L !

BA iR 2 3 <1

VU e 2 1 1
R REE

IN—=H ) = A A* 14 17 8

THIT* 10 10 3

BEE 10 5 2

FEIED W 7 4 2

VA =T 3 4 2

PR H* 2 3 1
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ENVALRSEIN 2 0

0

BrHEE

N 32 25 27

PN 16 11 11
PR, MERI L OWERRREE

LhPH 4 6 2

- [ 5 1 2 0

S <1 2 0
BERER L OR THgES

F95 1 4 1

P2 v i e 1 3 0
mEREE

ST APEAR I 2 1 0

*ON—=F Y = X NTHERA R RETE, BERREEE, =Y =X N, ARG, ), EEhRE,
EEMET, REHRES, Bl %Y R al, TAVYT BT AT ROEBEE D
REEEty, YAM=TIEIVA =T, G, AREEIERINE, i, IRERIEERES), EORR
T2 Zde, IREITIRE M O —F 0 Y Ui RE 2 2 T,

20



N B TIERE
# 91X 6 MO _HER T T AR R 1 3% T RISPERDAL® D 5% 52 1F 7=/
WA IRIERE O 5%LL EICHE SNEITERO—&ETh 5,

#o. TEERABRICBUV T RISPERDAL®D# 5 %2 21T 1-/NEH A LRESRE D 5% E (5o
77 REELYEER) (CHHELZEIEA

BIER G ShcBE DRI

RISPERDAL®
HRERIRSE 1~3 mg/H 4~6 mg/H 7T R
I E (N=55) (N=51) (N=54)
BBEE
PRI % 0 10 2
R REE
bR 24 12 4
A A= WAL 16 28 11
PR 11 10 6
THIDT 9 10 4
FEMED 0 7 14 2
DA =T 2 6 0
ErREE
Rz 7 6 0

*ON=F Y S X NSRS, hENE, R, EBETE ST, TAVYTET VY
TROBELEE ORI ZEZT, VA F=TEVA =7 KOIREREIESES) 2 5 e,

—_EERZ 7 EAMREERERR TRD b 2R BIER — iR EE  (BRER)
JRAIBIEEEZRE (BRALEE)

# 101X 3 AE D " EHEWM T T & R L RREANRERBR 4 352 T RISPERDAL® D #¢ 5. %
ST T R APPSR (BRREE) @ 2%l FIc@S S -RIER O — & Th 5,
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% 10. THERT S AR REAREEREBRIC IV T RISPERDAL OB 5 % 5 1} 7= R AT AR M=
BE (BREE) D 2%8 (o758 RELYER) TR L-EIER

BIER 2 G ShicBEDFIES

EBIRSE RISPERDAL®
AIEH 1~6 mg/ B 7R
(N=448) (N=424)
R
Tt 2 1
B GRS
TN 5 2
I 3 2
Ve 2% 3 1
ERNISRS 2 <1
—fk - EHEE
i 2 1
R E
IR—F ) = R NF 25 9
P 11 4
THDT 9 3
IR 6 3
MDD F U 6 5
A R=T* 5 1
HEfR 2 1

* = Y S XA TR RS, N—F Y = XA, B REEE, EEVKN, AEE, R,
HEENRE, WHRENE G, THIITIET AT ROELEE ORI Gt RERITIRI K
OR—=F Y VIR ERRHRIE 2 G e, YA =TIV A =T, HHE, IREREEESD), MHE2 S
UO
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F 1L 3BEM O _EEHR T T & AR5 BB R ERER 2
2T T2 BB R R (MR A

B C RISPERDAL® D # 5. %
) O2%LL FICHESNT-RWERHO—&ETh 5,

# 11. THERTY S AR RABEERBRICI VT RISPERDAL O B 5% 52 1} 7= R A AB M fEE

BE (BB 02wl tE (o7 78R ELY HX)

WWRHRL-EHWER

FEBIRGE
il 1A

BER A #E SN-BEDES
RISPERDAL®+& 52 B 3K

(N=127)

T R+RSE
TEIR
(N=126)

L

%

o ks

WA B

o

T

HERS

i - 2 EREE
s

B R L OB/
R PRI

R RRE
IN—X ) = A A*
i

ThHIT
D £
R

VT

s E

Rz

PR, BER & UMERREE

WA M B A
CAL

2

N O O ©

2

0

o b~ b

0

* =Y = X N T HER AN R

T EETe,

NI EFEE (BRRRE)

BB A2 ET, T UTIX

WL RT3

:iuisﬁ%@*ﬁgﬁfﬁtﬁﬁ%ﬁﬁ1%@@Rmmmm@@&5%§ﬁtm

ROV

FEA (BRIR

&) D 5%l LIZHE SNIENWEHO—HTH D,
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# 12. “HERT S B RMBRERICIBUV T RISPERDAL®O# 5.5 2 1 7= /NR BB EE R E (B
REB) D 5%LULE (O FTFEARBELYER) ITRAL-BER

BIER S ME S BEDOEIS

BERIRGE RISPERDAL®
AIEH 05~25mg/H 3~6mg/H 7Tk
N
(N=58)
(N=50) (N=61)

IREE

FA 4 7 0

BREE

g 16 13 5

CIOVN 16 13 7

Mg - 10 10 5

TR 8 7 2

LR B 10 3 2

H AR 6 0 2

—g - 2FEE

I 57 18 30 3

R#B L OREEE

BT 4 7 2

R R IEE

P E 42 56 19

FEDME D F 16 13 5

IN—F ) = A L* 6 12 3

VA =T 6 5 0

THIT 0 8 2

ErEE

KL 0 8 3

TR SR, MERE K OWERREE

MK W B 10 3 5

RER L O THmkEE

®95 0 7 2

* oN—F Y S XA NI ESEEE, HEARON KRR, EERE, BEEMEAE ST, YA R=TIETV AR
=7, MEIHESE, TiEfEE Ete, TAHVIUTIRELEXOREKROT I IOT 25T,
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—EERT 7 ANRERRARCRD b EREIEA — B BREEE

F 131X 8 MO —EHER Y 7 AR 2 R A6 HE O —EHER T T A%
MEEER 1 3Bk T RISPERDAL® D 5% 521 F 7= /N o> [ B MERE 22 |2 B 5 5 il
ME 2T 5B O %L LI ESINTZRERHO—ETh D,

# 13. TEERT S EARMBRBRICBVT RISPERDAL O #5253 7-/NE D B FAREMEEIZE
HETA5HEMELETAIBRED %A E DO FSERBLYER) ITKELEZEER

BIER 2 G ShicBEDEIS

RISPERDAL®

ERIRSE 0.5~4.0 mg/H 75k R
BIYEH (N=107) (N=115)
BBEE

[ - 20 17
R Fi 17 6
1PN 10 4
D 8 5
MBI 7 1
—i% « £HEER X OS5 ORE

% 57 31 9
FEEN 16 13
M Ve 7 4
RRYWE R X OVE 4 BIE

EAFIER/S 19 9
% 9 7
A R 8 3
BERIR A

R EHE N 8 2
REB L OREREE

BT 44 15
R EE

BHE 63 15
L7=hn 12 4
GIEb 12 10
PRk 8 1
FFEIPED F 8 2
SN ) = A L* 8 1
BRI OREKES

R 16 10
FER 2R, HERE X OWERRREE

Iz ik 17 12
SR 12 10
s PA 10 4
BB X O THlfREE

¥®% 8

5
N=F Y = X NIHEREIE, SRR, i, RN, SERE ST,
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Y ARY R OEERRBRTICERD b= ZooBIER
TR OBMOEWERIZ, AN OVNREE 234 & Lz RISPERDAL® O+ XTH
TR, EHEEEOEERABR TRIA L,

MEFR XY >/ SREF - FERLERBAME, 4 P ERIDIE

DR  RPEARIR, TRYESR, R T Y 7, ERT ey, Ty 2,
FET 0y

ERBLUKRKESE . HW, HIG
NOWEE . 571 F 7 F U IfE

IRBEE : IRJcin, HRAR, #EARsc, ARERMEIGE, IRReVEiE, IRECMNR, ARMedmf, HREC
e, VRIFHEIN, ZEW, ReRE, RO

BABRRE - we TRE, L, MR BR, OEER DEX, ERXZ

—i% - EHFEE ORI, 08, BMTEE, A 7L o PRRIRER, R,
M, EOE, RIEZE, MRV, MOESANRER, BUHENE, PR, bV, HEE
DR, AR, FH R

SR RIEE - YR EUE

BRYUER L OVFEAERLE : iR, 17V, HEYE, A VRS, HEE, ”
PER, RESCR, IRIEYE, IRBPERGE, BEbtse, ¥Rk, |hHRK, NEEE, # =K
FE9, SEMigR, ROBRGE, KERE XK, BT ER

BRRMRE . (AIe L5, b r7Fon, 75=73I /) N5 A7 25—
m, DEKEE, HEREREEEM, AMmEREGED, 1T R o, o~ S o B
H, o ~< b7 U FEA, IRKIEART, mERT, TR TIF—F ER

RIS LORREE : RBIR, ZHUE, BANR

FhEHRE KON EHREE | B, PASINELR, FErcRiE, BERE, MR
T, BAESER, MK, AU A RAE

R | PENEE, TEEANEE, MR, ARIOE, Bl OET,
WREE, BN TR, BIEBR, R, SR, Joth, BN,
BRHE, BHYED AR ROT, VARRDT, WM, BEREE, BT,
BEIR TSI, ST

FERRRRTE - Dbk, T ENSIRR, SAELIRRE, PHIRIRAE, fhftii, MEIREE, ST,
U N—iBalt, AL T X LNE
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BB LORKESE : BR, JHRNE, SR, RIS

AFEREB XUHERESE  AHAARE, BAR, MbFE, FUHRHLE, Bou,
HikbesE, shid e, WATIESTRIE, SO, M r4e, FLEHK

FEREs, MIERER X OWERRRESE « inlf, ARmerEifize, BlslE > -, FAEE, miEx
Wk, Mo oll, X0ED oil, T, MREE, @K, SR

BER X OR THMIEE : AL, FfUEAE, REHA OEV BORG R, ALBEME
Bz, WBVERE, eHVERE, BRR LR, é Ak, MEIRMERRE %%

MmAEREEE « KT, W
RISPERDAL® CONSTA®IZfEWREE S - B D BIVEA

TFiIE RISPERDAL® CONSTA®O iR AT o 2 ¥ S B Mo EHER O —5 T
b5 (BEMEEZMDR),

DIRREE : TRIK

H35 & OBRBERES « [k £ 1

ARAEE - IR Agi

HBEE « R, S

—i - RHBES L OB EWALORE : 75

BYER K OVFAERSE « MROERY:, Y%, BHEK, BCPEMR

St

B, T ik

BEERRE . (KB, y— 7NV Z IV TR T =T —VHN, HEEEE
FEHR, etk X OERE B

PRERIEE R, GERCE

FEHEE : 5Ol

KRER LR THEMRES : w2

PR « w5 ifE

BIERIC L o8& 5k
PG RIIE — A
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THERY T ARLRABR CREMER OO E I LB T T B AR KRG EE
D 4% (10/225 f5l) 1%t LT RISPERDAL®H: 5B TlIH 7% (39/564 ) ToH-o7T,
RISPERDAL®# G- 85 d 2 Ll Eof Gk IcBE L-FWERIZRD LB Y Th -

7=,
# 14,  HEERWEORBRIZEB W TRISPERDALODIR 5 2521 ) 7= R ABE D 2FIPL Lo Efikiz
REE L7-BIERA
RISPERDAL®
2~8 mg/H >8~16 mg/ B A
BIVER (N=366) (N=198) (N=225)
BEIED F U 1.4% 1.0% 0%
B 1.4% 0% 0%
Mg I 0.8% 0% 0%
NR—F L V= AN 0.8% 0% 0%
fEH AR 0.8% 0% 0%
DA =T 0.5% 0% 0%
Bigens 0.5% 0% 0%
89w 0.5% 0% 0%
ST I E 0.3% 0.5% 0%
THIT 0.3% 2.0% 0%

BT T 2 ARk R OV BEGRBR 12 B WD TR EIE R (=% 0V = X A,
7’77 VUT, VAT, BREUECAFZIRIT AED) LB ERIEOESIT T T
TAREE 1%, FEIEIHEE 34% TH -7z,

BB TIE — /N

THEHEMT TR MERBRE CEEH OO S 2RI LEEBESIE T T ARG R
D 4% (2/54 f5]) 1Zxt LT RISPERDAL®H 5. 8.F ClIf 7% (7/106 #) T o7,
RISPERDAL®F 5- g5 0 1 I Lh_L oG- ik (2 B U 7= BIVE R 377 BiPE oD £ (2%),
IR (1%), i (1%), "B (1%), ~% (1%), FHEEES (1%), K+ (1%),
#E (1%) Tholz,

KEBEIEIEE (BELRE) — N

RISPERDAL®O B AIFRE L L THO _HEM Y 7 RA AR THEFLRO &G
ZHIE L7EHEIESIE T 7 R G-838 O 5% (19/424 ) 1Zxf LT R|SPERDAL®?£5$

FTIIKI 6% (25/448 ) T -7-, RISPERDALCH 5 D% 5. 1|2 B L 7= F

TERIZRDO EEBY Th-o7-,

F# 15,  PUBMEEE BRREE) OBKRBICIEV T RISPERDAL® DR 5% % F Tt RABE D 2 FiL
o5z BEE UBITEA

RISPERDAL®

1~6 mg/H 7SR
BIVER (N=448) (N=424)
NR—F o V= A 0.4% 0%
REHR 0.2% 0%
FEIMED 0.2% 0%
TI5=UT ) T UAT =T —EHEN 0.2% 0.2%
TANRGEUET I ) NI AT =T —E I 0.2% 0.2%
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RIEIEEE (BEKEE) —/NE

CHERY T EARMERR CRWER OO AL LEERIT T T e Rk E RS
D 7% (4/58 #]) (2%t LT RISPERDAL®# 5-H# Tlx 12% (13/111 f5l) TH -7,
RISPERDAL®H 58 » 1 HILL EoF G-k (C B L= FWEA X EL (3%), fEIR
(2%), #HF (2%), W& (2%) Thol-,

A BEIEIEE — N

H BAE MR B 9~ 5 Bl o ia iR &= = 1 /N EE T 8 HlM 7 7 & R xR
#ABE (n=156) (23T, RISPERDAL®HG-HE 1 BINREIER (S—Fr V=X 1)
DG EFIEL, 77 vREERE 1D AEERROLOEGE2FIE LT,

ERIREABRIC IS 1T B BIVEA @ B4R

BEENBEAER

RN A SR R O [ BBk 2 3BR DT — # 72 &, RISPERDAL®H - (21 5
{RAMEIE R D F EARAFNE OGS DT,

RISPERDAL®® 4 SO EEH & (2, 6, 10 X116 mg/H) Z Lbi L7- 8 @ faBxIC
BWT, $EARABIAER (EPS) ORIEEE LT (1) SRS R E D/ —%
VY ZANAAT (RN=AT A U bOYEEE) KDY (2) BIHE I EPS
DRFFDOFIERD 2 SO FiEZEHH LT,

7 16.

HER Z#5%3R RISPERDAL® RISPERDAL® RISPERDAL® RISPERDAL®
2 mg 6 mg 10 mg 16 mg

R—F V=L 1.2 0.9 1.8 2.4 2.6

EPSHEH =R 13% 17% 21% 21% 35%

RISPERDAL®® 5 >DEE A& (1, 4, 8, 12 K16 mg/H) % khilk L 7= 8 #filak5hk
T, SEARARIELR (EPS) ZHIET H7-DIZF U HEEMEH LT,

% 17.

e RISPERDAL® RISPERDAL® RISPERDAL® RISPERDAL® RISPERDAL®
1 mg 4 mg 8 mg 12 mg 16 mg

P A= N 0.6 1.7 2.4 2.9 4.1

EPSH =R 7% 12% 17% 18% 20%

PR p=T

HY IS TS (EH ORI R B FEIN TH LV A =713, ZRDOH 5
N TEGBIGH% OB A RICHERT RN H D, VA P =T IR & L TR DK
BN b, & & ISMAMERALR, wle T R, MR R O SOTERIBICETT 5,

INHOERITEAETHRI LSS OO, F—HREUSHIFIRO &M, &HE
T &Y EWBEEE, mOEIEE TRILT 5, DML ORI OFlmE Tarky 2
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F=T DU RTERPHRL ST D,

< D DEITEH

RISPERDAL®?D 5 > [EEME (1, 4, 8, 12 K16 mg/H) Z kil U 7= KA ER
TEWEHOF = v 7 VA MW TRESNTEAFESSRT — X2 A0, FEESZOH
BRIV EA R L, a7 50 -T—I 7 —VOMAREIC LY, BIR, R
FEIED F O, BB, (REHN, #iERe, FHEREE, SRR, 1Y, RELG
DRIWERIZOWTIED F L B (p<0.05) 23388 Bz,

AREOEL

(REHEINIRA K OVNE B 2%t 5 & U 72 1 R o bhfgesch BRGRER M OVE 1 [ o0 FE %t
HEEBR CHERR SN CW D [ B R OEH Lo/ E(B.5), AITEH), 455708521
TOEN(8.4) % Fa ]

DERANT A =2 DF4k

N ZEx G L Lic 77 Bk R 2 05 L CREM otk 2 Eia L= & Z A, QT,
QTc X O'PR Rl & & e LEXK ST A — X WO DR—R T A )b DR
{EEIZIZY AXRY RUBEE T TR E OMOHHICHEERZITRD LN -
720 O SIE T DN e IR ER 72 &9 T?D RISPERDAL®H &% (&
Lizs &, DT T ERBETEIAR L ThH-7-DICk LT RISPERDALYEE T
W 1 AN LT, IO E KIHERBRICB VT, U AT R o HEH
(8~16 mg/H) T OO FEEIEIMEN T TR LD Emr-o7z (A~6F1147), &
NEXGE L7 7 2 AXHRAMERHER 2 0F S Lic & &, B HE O b3 072
LRI GIL, TRTCOREHTHREE ChH -7,

H BEMEEE O/NE R OEFA (i 5~16 %) XI5 & L7 7 bR iR 2 35k
IZBWT, DO &1 RISPERDAL®EET 8.4 9/, 7o REET
X 65D TH -7, ZDOMDZEFE L WLEXKZEIITERD bivie o Tz,

INR R OVEE (Bl 10~17 %) 2Rt E L7777 AR xt iR rtbmilb 1 R Rkick
WTIE, RISPERDAL®TO—# M DARHIEIEI (6 FA/53AM) ZFRE, DEX/ ST A
— X DBEREAIT e o7, FHFE (Fln 13~17 %) x5 & Lzt ik s
FERRER 2 3R ClX, M1 QT Mg D&% G5-RER] OARE, &5 HEN ORI AL 2 & 0,
FERHIZER D & 5 LEXNT A —% OEAGIE 2o T2,

6.2 TR O FARRER

JARY R OEGRBZBEATICTROBEH R I N TV D, 2D ORIER I
BRI QLM S BHIEHNHmE SN2, FE OHEE UTHEA RS & ORI FEEGED
FERB N HIZ ATRE E TR B 72\, KGR ICHERR S NTZBEWER & LTIREIE, 777 4 7
X U— IS, METEIE, OEARE), DDEE L, BEREIREEEO B D BE BT DR RR
P N7V R—v A, BRRERR, KMPHE, KRR, 1 VoA, JURRFBLVE AR
B, MEEAZE, FEIE, B, R, TEARE, EERHAESRSE, MZERE, QT it
5, AR RF e REIR SE R, Z99R3E, M/ INRJB/E, e M /N s M SR B, TR BA,
KPBwRET BN 5,
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7 RWHEEEH

7.1 EyEhROEET S HEEER

CYP2D6 £ EZDHERK| (74Xt TF v, NuftTF ool ROEER (DL~
P2 y) 20T 5F51%, RISPERDAL®O &4+ 52 & [# 18, Witk
OHEQRSZM], =TT, 7%7/“‘/“/ TIRMNITFY L, YRV
EOFT BRI, mwamm?mm HTHERE S ey [£18 B,

7 18 RBENEZIIMERFEREFICBITAEEKS (U ARY FV + 9-B FrFdxv U AU R
V) BEICIT 3 FHEOREBOERN

DIREEES PG A Y 2 — )L &Ry (U AU 2RY Ry OHELE
UKy +9-v F [HE
B LY ALY
R ioxt4 58
B (1)
3 J2~2) Fv [AUC  [Cmax
f#% (CYP2D6) FH
FH
INFXET 20 mg/H 2¥i¥3mg, 1 |14 15 &R E DR, 8
H 2 =] mg/HLLF &35,
NaxkvFr 10 mg/ H 4mg/H 13 - FH SRR E O P, 8
20 mg/ A 4mg/H 1.6 - mg/ HEL R &%,
40 mg/ H 4 mg/H 1.8 -
%% (CYP3A/PGP #%
BAD) FHEA
T e e S 573 + 168 mg/ H 3mglH 2 (051 0.55 & OB ERIE,
BEOBEHED 2145
UTET 5,
Bt (CYP3A) FH5E
Ball
T=FV 150 mg 1 H 2 =] 1mg HEFL 1.2 1.4 FH SR E A 2
VAFY 400mg 1 H 2[q] 1mg HEFL |11 1.3 FH SR E A 2
Ty Zm<A > |500mgl H 4H 1mg Ha 5 |11 0.94 FH SR A2
Z DD FH|
7 FUZFU L |50mglH 2[aE 3mglH2[FE (1.2 11 FH S AN 2

MBI B AL

Y AXY RV DA OFEAN 3 5 58

VFoA

RISPERDAL®Z X iE#H 5 3 mg 1 H2E) LTH, VFULDEE (AUC) Xidhk
MRS (Cra) [ SXTT D EE L2200 o 7= (n=13), U F 7 20 M EFERIHELE
Y (AN

N7 R

RISPERDAL®% (45 (4 mg 1 H 1) LThH, TR EHEL TV g
(1000 mg/ H, 3\Q&Q)®E5ﬁ1ﬁ¥ﬁmﬁ$%§&@%ﬁ(mm)Kﬂ?é
R0 (n=21), LaL, »Sv7 v o & i e (Cmax)
RISPERDAL® % [RIHF (2 5 L 721412 20%900 U 7=, S0 7 1 g oD FH B i | T % éﬂ
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AN

CIF
RISPERDAL® (0.25 mg 1 H 2[8]) [T =% ‘//@;?;%@J* (2 L CREIRBIIC E R D
HOWBELERIES otz YAXF T ORAEREITHE SN,

7.2 FEHFEOBETHHEIEA

R RIER T 2R YR T V2 —)L

JARY Rl LT CONS ICEES 5 2 L2 EET 5L, RISPERDAL®A ot
AR RITAET T Y R T L a—L b L HIcET 5 & 2|\ IEEL2ET 5,

BEERZAETIIE YD
RISPERDAL®IHEIMLIE 2 3T 570, EIENER 2T 5 O 1EIEIK D W& EA/E M % 14
T HIEND D,

|20 \PAY) A0 WAV~ N (= P 3
RISPERDAL®IE LR RSN KX 2 RIREBN RO ERICH T 2 2 L b 5,

Juayry
RISPERDAL®E & (i 7 n HE L ARG TS &, U 22U R oidkenimfl Sn
AZENRH D,

8 Rl BAEEA~DORE

8.1 ik

FEHIRE R fERREE 5738 C

Y22 DEF

I 2 %4 & L7 RISPERDAL D)7 >+457e xR e L 23 BRITFEm S T
WU AR NS PR A 3K (RISPERDAL® 2 &rde) TR L= 9B T, itk
(ZHEARSNBEIER S O SUTBEBUE R N BLT 5V A7 B3 b, 7 BEROUHFO
IR - BRI A FEMEARER ClE, MHRD (R@E#fESEiERHE) © 04~6 (G2 &5 L TH
W ORAERTEIM L TWRY, 7 NOEER - HARREICO W TORBR TIIE
P G5B CRER DI ROBNNNFRD H A=, i~ RISPERDAL®D#5.1%, 18K
FOBERERBIRA~DfEBMEE BRI D GAICOAREwRTH L LT 5,

RS FR
Bl AR DEITER

HERIMEIESR SUIBEBUER 2358 B L7 A IR 2 B 2, B ER o Iz, FricinE
Zhi =9 & b EWFHEUIE A TEIET 5616 HiiE, RHIOABRZEZT L6016 H 5,

F—
E hDTF—%

PERS N = N CHUR AR SR I IR EE U787 AR R I, A BRaR i, MBaRIKT,
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Rk, R, MPREE N OWAEEREH LIZEOMENRH D, TN D DEIHEDE
TEFE TR % TH D, JEIRDS B CRREMEE WV O Bl b HiE, EFIBHRETOLER UK
HONGEZ B DB bH D

TEHNTY AXRY R ACEEE L2 IRICB T 2 MR ORERFIDS 1 s S Tu
%. RISPERDAL®# 5. & DR EBURIZIAHTH 5.

BT — 5

U 2~ R > OfdrEMEIL Sprague—Dawley & U Wistar 52 7 » b @ Segment 11 #5% 3
B (0.63~10 mg/kg, AR RIS < mg/m?® HAT & U Tk HESE G A ] 2 [MRHD ]
D 0.4~61%), N =2——F > K730 Segment 11505k 1505k (0.31~5 mg/kg,
(RRHEREICEES < mg/m? AT & LT MRHD @ 0.4~6 %) TRkl L 7=, AR mE I
< mg/m? {7 T MRHD D 0.4~6 {5425 L7~ 7 v b UL 7 X0 AR TRHTE
PRITHERR S e o Tz, 7 v MAEFEEMERER 3 3Bk (Segment 111 55k 2 38k, Zit(%
B 1B 1I2B W TIE 0.16~5 mg/kg, TR bIRKEREIZHES < mg/m? BifZ L L
CMRHD ® 01~3E CHANSOHE 4 HETORDECTEN EH L, ZoHAR
DIETHME IR AT AN T 2 EEER R B X 5 6 00, REMWIC KT 2 2T
LB HLDONIRHTSD 5,

7 v MHARIEC IO WEH &I R Th > 7=, Segment LT FERD 5 5 1 5AR T
IX 25 mglkg, T 7ebbEEREREIZHES< mg/m?Bif7 & LT MRHD @ 1.5 CF v k
DFEFEN OHIMHFRD B 7=, Wiatar 527~ ~ ORI F #RER Tl ORIz
HEMENEHELTRBY, VAXY RUaE L-REYO HARKORD, HAER

(Day 0) DOIEFEWREOEM, WARFOFAREORD & LRIz, £/, VX
ARY R ZHG L= REMW) O FE R TIEA XUHE A FEHE S 7= v MBIk 72 < Day 1
ETORRTENEEIN LT, HREEMW OFEREZ U ARY RBHREWICHE S &
X, WRoOREEMAIMmEI S, EFEMET LS (HF 1~4 H), BEMWOITE)
IO EEREENRSEEZ N, FROEBIITXCGHiiLZ) 22U Frol
&, +T72b5 5 mgkg (RFHEMIZHSL< mg/m? BALT MRHD @ 3 %) TR® L
niz,

7 v FOWRTIIY AU RUORBBBATIEZ 5,

8.2 ik O\HpE
t OO E O PEIZ %9 % RISPERDALS O A 1T RIACTH 5,

8.3 RImM~DKE

JANY FUED 9-8 Fadxv AT Fuide PAIPPICOME NS, U ANY
RAZ L > TRICEEZREWEH NI T 2 BN H D720, IHMmIZ L > TH Y A
NY FCOEEERZZE L LT, RAZTIET 2 0REZPIET S,

8.4 /hNER~DEE
/NRIZ BT B BEAROBE)SE
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B 5 RTIE

13~17 O FEMBE 417 fl2xtG L L2888 (ZnFh 6 BRI &8 ) — &
B RRER 2 BRSO TREARIRIEICKT 5 RISPERDAL® DA @i K OV
BYENHER SNV TV D EBAELL), AITEH6.1), R4 Z2HE), £, b
HEMAKIEREZT DO 284 il axtge L LT EH (6 7 H) IEEMIEERE 13
BRIZ B W TERM R OEZEICOWTOE 2R 53N Thi T 5,

13 A D/ NRFE S IGHAE BB T D AR Oz 2 K A RIS S v Tuvis
Uy,

FE | ZlfEE

10~17 B O/NE R OVFEMEE 169 fl 2 x5 L Lz 3 MO —_EEHR 7 7 A%
AR 1 BRI IO | U E O D SEE R — v Y — R X3 BMREED e Y —
ROEHTER L L TD RISPERDAL® DA M K OV A VE DS HERR S TN D [
(1.2), AIE/H6.1), MK EE14.2) ).

10 A /N BARME PR R 1 D AN D2 et R O PR IS S T
Uy,

H B EE

5~16 i& D /N R OVHFFHI BT 156 il 2%t & Lz 8 o “HEEMR T 7 A xR
B 2 RBRIC B T H BAMEREE L 5 SRIBEPEIC R4 % RISPERDAL® DA K OV
EMENHER STV A [EISIEL.3), BIEMG.1), BARRER14.4)SH], £7-, A
fEEAE R E LEEMRBRICE T, UTHMAMESE, SAKiRE, SR E
I X DR OFERRREE A A L, BB E ISR D BRIk 218 2% ) 7
BE RO ETABIOR G 2%1F, ThbOBFE LEBEOMKRENRETH D
1200 iz 2 5 /NEEE ZRG L Lz LOEHREBRICKE W T, ZeEkOE
IVEIZ SN T O T2 BRI ATt TV 5,

3OHDHERE LT, BAPAMESE & ZNITHE D ZRIENER O T8 LoSiEREZHT 5 5
~17 FOWRE X, HRHEL D BIEWHETY AT R85 LB
BNER L2710 5 6 MO S hasxItFE, MIER(k, —HEEMR, EEHE,
77 ARG AT o 7o, R TIREERNCY AXY Fro 2 >oEEHE (&H
BN OMEHE) 2 iz, @& &R IR 20 kg LA _E 45 kg A3 O 35T 1 H 1.25 mg,
45kg 2 HEETIELH 1.75mg & L, (KHERIIAE 20 kg LA 45 kg A O F&
FHT1HO0125mg, 45kg #B 2 HHBFETIL1 H0.175mg & L7, [FIRERClIE &
TOYARY RAZBT H2089MEDNHER I NN, BHEDO U AXY RAACBIT LA
TR SR o Tz,

/NRBEIZRT D EIER

LB F LT

FERRBRICB W T, AFIOFKE 2% 1F7- 1885 HIO/NER OFEMEED H B 2 i
(0.1%) TERMECAFRX T RMEINTWD, ERITARBNOE G H 2 LD H
K LT[ B R OMEH |07 E(5.4) =,

34



B
AR OPEG- %5 /N R OHFHEF ISR O TREMA R STV 5, AFIE
IR EIZOWTEKRINE=2 ) 7 21TH Z RS 5,

N

T — A%, FAKRINE, MARMERETE, BPAMEE, XXEoMmommEEE AT 5/
VLB (FRp 5~17 %) &Rt & Lzl 7 7 2 R iR ) OV W19 BB 1 v
BonlboThHs, EHEER (3~8 W) 1Tk 2 FHEREMEIL T 7 Bk
HHETO06 kg THoT-DIZx LA GHETIZ 2 kg ThHhoTo, ZHAHORBRITHE N
T 7%LL EOEREHMPTRD SN EBEOFIGILT 7 B R EERHED 7%I2%F LA
HRETIHK 3B Tho72, NNEEXGZRE LI-EMIFEXRIEE ARBRIZ I T 5 K
EHI NS 1% 24 HFF T 5.5 kg, 48 FF s T8 kg T o 1o [ ZEA L OMEH L D74 E(5.5),
AITER6.1) 2],

o O

1FHRE

N B MEEERE 2R E L2 T B AR BRI B TR 2N S 480 B I HERR &
M, TOREFHRENSHEEDEIEE Tholr, ZL DA NS DHFESRITEMIC
FHL UG BAE 2 MMUINIC ©— 27 ICET A8 16 H T+ 25—t o
Th o Tz, HEIRIZ/ N R OVFFEI O BRI EE EE 2 xf 5 & LR, K OVEE
A RIPERE 2R & LEBERRICB W U b EHEEICRD S -RIER T
bHotTe, HEAMEERE ZXIG & Lzl EREE, 2o ORIEHROZ IR RT3
B8 TH - T [FIEM6.1 & F6.2) 24, HIRNSFHT 5 BFICONTIE, &
HIORBEEELTHZ L THREINDIGEND DL HEQR.L, 2.2 X223 XM,

E7a 72 FMAE

A DIED, FFEMEOVNEBEFICBONTHLARFINC L D71 T 7 FUED LA R
SNTWB[EAK ORI L DEEG.6) SR, BINERESE 2 A3 5, UL A kRS,
WA IFVE, BUBRMEREEIC X 2 BRI O RS 263 2 /NE R OEFY (5~17
k) ERGE LiciRE 8 O _EEM Y 7 EAXMMEBRIZI N T, AAIEGHO
4% TTr T 7 F UMD ERARNRD LN, 7T EREGHETIL 2% Th - 7=, AR,
NEROVEES (10~17 m%) OBRRMEREEBE, IIFFY (18~175%) #a kil
JEBEZXRE LT 7 AR HERICEWN TS, KRGO 82~87%T7'r 7
JFANED EFAPBOONTDIZK L, T EREEHTIE 3~T%w Tho72, Th
57070 F RO FRIZARKREHNTH Y, O ERFIIETOMIGE CHEIC T
N U TEPETRE DT,

/N R OVEEI RS 1885 Bl 2 x5 & LTZERRBRICB N T, AR E %2517~ 8
H D 0.8% THIIRHIED, 2.3% CLMALILENRE SN TV 5D,

B & OME R
/N R OV AR D iR B O B 65 2 AHI 0 B IR 2 DWW TR 0 1 2
STV,

VUES UL/ECN 3
AT A X LU AU K20.31, 1.25, 5 mg/kg/H %2 40 BRI O&EE LI-L 2 A,
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& Tdh 5 031 mglkg/ H CHEMVEEEOHD PR b, FHAETDOY A
Y R ROZEDOEERBY TCHH /XY XY R (-8B FrX U AT R) O
PR (AUC) 1%, HEHEREEAR AR (MRHD) 6 mg/H CTO/NRKROEHH
BEIZBITA AUC LRIZETH-T=, £7-, MHENTILOAL XIZBWTHLETOHE
THERBDIBIENTRD STz, MRV TIE, 12 BEROREREHMEZE L Zh b0
TERIC R ITIZ & A E TR Lo Tz,

AT v MR LAER 12~50 B2 CU AXRY RUo2RRA&EG L8 2 A, B/
B TH 5 0.63mg/kg/ H T, 2 EFEIERRICH T 5 /Wil 2 e O TR & iz,
ZOERITMEZ v FOAZATRD LN TS RHETDY AXRY R+ /XU XY R
OMAEFFEE (AUC) (X, MRHD TOt MIBIF 25 AUC ORI Th - 70, FfRAT
B2 72 AT AETER I T 22 DIENO—E LI-ER &5 TR ik KA & (1.25
mglkg/H) £ TRD LN -T-, ZORETOY ZRY R+ Y Fro i
hEEE (AUC) 1%, MRHD TOt hMIBIT2 AUC DKI3 45D 2 Thoiz,

8.5 HEE~DOERE

A IE A k5 & LI AR OERRBRIZIT, BHEF ORISR EFERE L B2 50
E D INERERT D DI+ 72 8@ 65 Ll EOBENE T\ e oo, IS
SNTEERRBREAR IO T, @linAE & EFEEE & ORI OEWITFRFE S LT
RN, S ERE T ENRE S )V 7 T U ANMET LTWA Z &, F 72 ITRERE B RE,
DEERENME T LTV D Z ENE L, APHEX IOy E L OJFANEHEEICA D
NHZEEEBL, —RAGEE LV BIRWHAETERSGZBBT 2 L0 HREEND
[ AR EPH(12.3) & N5 - 2.4, 2B)2HMH, Ml EE CIXAFEE L ik LT
SEPEAR ML E SR Lo 0vAs, WIEIFH&E% 05 mg D 1 H 2 [EHEREIZHIRL, EEIC
W32 & TEDOV R BE/IMESNDGE DR B D[ BEK O EO/EEB TS
M, ESERMENRSSIND Bl EE TIL, BRSPS roTe=21 >
TEERTHI L,

RISPERDAL®IZ B BT RENRIC L 0 JE S 5 720, BHERERE B E TIZAFNIC XL %
BITEFH DU 27 BN@m< D aggtEn & 5, — I m i B CIEBEHEEME T LT
HTEMBNWTDH, BHEEOBRIIZIZEETHOLENRH Y, F-BHEOCBIZENGH
THHGED D DL - HEQ2.4) /),

8.6 BHEEEFEREZ ~ORE

HRAS S 7o VX O BEEREREE R E (Cler 59~15 mL/min) TiX U AU R K ONE
DOIEHER DO EFL7 V7 Z o AT A TR & i LT 60%(K T L7z, AHl
R E B TR ST A BRI R G B AR T D Z L[ - HEQ.4) /A,

8.7 MHEEERE~OHRE

FFREBBFICR T D U ARY R OB IEE BFERE ER%EThH 720, 7
NT IRl -BEREERAEORENSNT NG N L2 X0 mEFicsiT 5
U A R OB B EBIE IR 35%EE0N Uiz, AFREBZ AT 5 BE TIEARFI O
WEBEZBET D Z L[k - HEQ.4) A,
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8.8 N—F YV URXIIV Y 4 /MEEIFBANE BE ~DEE

IR—=% 0 PR AT U T o AMETREREE D & D A TIIAFN 6 5 I8z My U
TAHABEMEND D, Z DX D R METCEDIER & U, $&EL, SRk, AR OEE %
P9 BEAREE, HERABIEIR, M OEMEEBERE IS — 3 L 7 BRSO B b,

9 EWELHROMKE

9.1 HElHE
RISPERDAL® (U 2V Ry [ZHEIME TIlT20,

9.2 #.A

RISPERDAL®DEH D FTREMEIZ DWW THE, BIMICE W TH B MCBW T HIEREY AT
I T TV ey, BEREREBRIC I W CRARRITEI O JREEITRE O b iL/e o 72203,
INHOBIERIIEZAR LD TIERL, £72, 25 DR SN ZEEERER & JIC P
PSR RIS ARG \CREF, i R O/ SUTELH SN D FE 2 T 5 2 S II AR Al fE

T%éoLtﬂof,%%ﬂ%@%EF;OWT$%%EE RFHME L, BEEREDO &
5 BENZOWTIIARKI ORI SOTELH OB (MPEDOR B, IRHAEOHMN, AR
ﬁ@ﬁa)mowf+“ B E1T) 2 &

9.3 KfF
RISPERDAL®D it X I1T B ARKAEANE U 5 AIREMEIC SWTUE, BBV Th b M
BT HERRI G T I TR0,

10 BERE

10.1 & FTOBRERE5 ORER

AFN O TR AT AR RER IZ I\ T, HEE H & 20~300 mg O#iFH T 8 #l i &t 5-73H
HINTWDPIELE LIeBiliT e n o 7z, E S el L IERk 0 %2 < IIARANC BT 5
BEA OFLPER OEsRIC kT 5, IRK & #85F, BNk &R T, & ORI ERIER T
HoTo, HEETHE 240 mg OB ER G 1 61T, &7 FY v AMIE, K0 ¥ AIME,
QT ML, QRS MEHRNFED biv/c, £-BIOHEEH & 36 mg O &R 5 1 61T
ITFIERED BTz,

AFN DT O AR T, HEE R KM & 360 mg £ TOLMEEER G0 @& S
TWD, &b AR IS Sk LEIR D2 < IIAFNZ I T 2 BER o FKE/EH D
WRRIZHRT 5, RS & 815, Sk SARME, M OSEARSNIIER Th o7z, AAIDIE
ERGICHEET 2 COMORIEN & LT, QT MMRIER, R &Rk s S
NTWD, KAl X FrOfHICE 2EEREGTRLY =R F-R7 2 bR
Db TS

10.2 BEEREGOLE

ARz B G- LT BROE TR 5 o DIFMIC O W IR E 2 T - m i Bt

o — 2T D 2 L (1-800-222-1222 X% www.poison.org), E=X U 2 7Rl

RIEROBEEOXEN I 7T 2179 Z L, H DWW A OWMELEGIZTH I D —%

7R ALE 1T 9, F12F O, BHOEYBEE L WA REREZZBET 208N H

Do KBAEMERL, BBEOUHE RO E +0I1TAT O 2 & DR U A Z iAo
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VEhRE=ZY T L, R SERRIE R OSSHEREA1T 9 Z &, RISPERDAL®IZ
R 72 fREE AN 720,

11 ¥R

RISPERDAL®IZAR Y XA Y 4>/ — Vil B8R DALY B 5y FI I8 3 5 FEE R0 1
W T b U 2 YU KN v EEAE T D, M FE LT
3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyl]ethyl]-6,7,8,9-tetrahydro-2-methyl-4H
-pyrido[1,2-a]pyrimidin-4-one, 43 1-3i% CxsHxFN4O,, 77 7 ild 41049 Th D, il
&L PR,

N  CHi
T
N N
CH,— CH,— N 7 g
0
F

U ARY RUATHA~EE AROBK R T, KIIZE A EET T, LA TF L AR
T, AZ =LK 0N HEER RO T =210,

RISPERDAL®SEI TR A5+ 2 8AITH Y, 0.25mg (5 (4), 0.5 mg (), 1 mg

(Af), 2mg (Bfa), 3mg (GEf), 4mg () OEEBRKBEOGTHE ST
W5, BERIFICERMAIE LTang BRREZEBEr A H#, e rAo—X, 24pE, 27
TV U 7R L, R =X, Tab L ) a—n, T o UL b
VUL, MyERIATT T2 EHT 5, 025 mgHE, 0.5 mgHE, 2 mg$E, 3 mg
BE, 4mg BEICITZ VY, ZbTF X UoBnEEND, 72, 0.25 mg BEILEEE{LER, 0.5
mg $EIT IR EERLER, 2 mg $E1X FD&C 6 57 /LI =7 AL —F, 3mg §iElix D&C
fh 10 5, 4 mg HElL D&C #HE 10 5 X ONFD&C HHE2 5T VI =V AL —F &5
HT 5,

RISPERDAL®IE 1 mg/mL OPARIE & LT H ik ST 5, RISPERDAL®H AL
WAl E L CilamE, ZEERE, Kb M) oL, BEOKEEHT 5,

RISPERDAL® [N ARSI 0.5 mg (Mbkfa), 1mg (Hbkta), 2mg (BEfa), 3mg

(BEf), 4 mg (BkE) SEHKE RGBT SN TWD, SERITICHIRINAIE LT
Amberlite®L Py, PS5 FL, v =h—, FU L, YAFaL, HARv—K
Wefb R U O L, T AVT — A, R = R sk, Ny hEEA T 5, £72, 2mg
BE, 3mg &g, 4mgEElZIEFT X T LAREEND,

12 EEPRZRE

12.1 YERFF
A IIEDIEWEIZI1T S RISPERDALPOEMSFIZ AR CTH S, LnLaenD,
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A RTVEICB T D AR OBEIEMEIL, KAV DyZBFEELEL e b= 5HT, %%
ROFEHHERAZ N LT b D TH D EEZ LN TWD, AAIOEERIIFILY ALY R
VEZOERBHTHD -8 FuX UARY RUd 222X bDTh D KE
FH12.3) 2], AFNIDEFMOIERIZOWTIE, Dy OV 5HT, IS O Z BARIZK$ 5
FEPUE R [ AREEA12.1) 2 5 — Rt T 2 Z L3 CT& 5,

12.2 %

RISPERDAL®ITEIRHIE ) 7 2 U BRIEHEE T, o b= SHT, Z&K, R332
YDA, ol KN a2 T R LU UK, Hp B AF I U FIRITH L TEIWEL
ot (KifE = 0.12~7.3 nM) Z/R9, OZFEICH L THHEEEE U< 23,
ZOERIFFI, AFlOtEr F =2 5HTic, 5HTip. SHT1a S BARIT R 2 BRI X
REN SRR (KifE = 47~253 nM) TH V., KXV D ZHFEKX O Na Y R
— VM o 2RISR LT W BLFME (KifE = 620~800 nM) Z7~L, =2V 1E
LAY BRI IBL OB, 7 KT U BRI U CRFMMEZ R S 720

(JEFE>10° M TR L7255 8) .

12.3 EMEjRk

WU

RISPERDAL®OWIIZBIFTH Y, OG- L72EED U 22U ROt/ 47~
AT UT 41270% (CV =25%) Thoiz, U AU RUziERcRo&E LN
WL e UT2BE ORI ASA T XA T8 U7 1394% (CV=10%) THo7,

) ENREA R IZ 35V T, RISPERDAL® [ 28 N AA B 8 J2 O RISPERDAL® N ik 1%
RISPERDAL®EE & AW HIC R CTHh 5 = & R S -,

JAXY Ry, ZOERBEHTHD -8 Fax U AXY Ko EONY 2 Ry
+9-t Fe% U AXY RUofmiEFREIZ 1 mg~16 mgl H 1 [F (0.5 mg~8 mgl
H2[E) oL EFEHENTHEIZHAT 5, WHE IR 205 Lk, U A
AU RS LI ChREMETIREICEL, 9-BE Fa X U AR R U R
FIEME2 A9 2 B#E (extensive metabolizer) THY 3 B, RWEERIGIEZ A3 5B
(poor metabolizer) TIE#) 17 B Chem MR IR I LT, E¥ENEERITE 2 A
4% 84 (extensive metabolizer) (238 WT U 22 R mMEhEE L 1 B TEFIR
REICEEL, 70, RWEEEIGMEEZ AT 5483 (poor metabolizer) Tidk 5 H TEM K
RICET D EMESIND, 9-BE FrXx v U AXRY RO mEFRET 5~6 H CEH
WRBIZET D (IRMEREERTEME L A5 583 (extensive metabolizer) THIE),

BEDELE
U ARY R ORI XTIV EITRFIC LD B L 720, 1o T, KANTE
FHOFEIZ)P DL THRETHZENTE S,

pariitl

UARY KAL) L, DABMEIT1~2 kg TH5, MEFIZBANT, VU
ARY RATT AT I v R Qal-ietebE % o 7B L fEat 5, U ALY RoomiE
BRI FERRIT 90%, TOFERFMTH D 9-8 Faxo ) AR RoomigEs v~
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NRIFEERIT TT%TH D, VAN RURQ -k FrFd ) 2_Y FopnmfEs o
XY FEGENL CAAEIZEBR I D Z L1372 0 BWIBEIRED AL 7 7 A % 22 (100
mecg/mL), U/ 7 7 U2 (10 meg/imL), H 3~EE 2 (10 meg/mL) DIFLENE, ¥
JE10ng/imL D U ALY KU R ON50 ng/mL D 9-& R &3 U ALY Ko Ok Sy [l %
OEN LR ESELEFTHY, 20k ) B OBEIERIIRHTSH 5,

Y il

UARY RATFEICHIECRE S D, EERERRIE IR CYP2D6 (2L 5 U AR
URUmE 9-BE RFaxi U AT R~k (ETHY, BEIREICEEKIZ N-ILT
NXMMETH D, EREMTHS 9-8E Rux U AY g3 ALY Ko EHEEL
L7 3BEE A R T, 6> T, AFIDOERIERIZY AY R & -8B Rrfx )
AXY ROOMMREIZE DD TH S,

TV V% KEREESE & BIEIEN D CYP 2D6 1%, £ < OkEmEK, fro o3, B
AEENREE, KO DM OFER ORFNCE G- o8FE TH S, CYP 2D6 LB InAIZ A
L (HADK) 6~8NK N AEDOEFNGDT 7 NiX CYP 2D6 DiEM A1 & A
E 34 < Fi7=97, Tpoor metabolizer] & FEIEN5), Bk 4 72 BV N OSEE LIS DW)E,
HCHRFICHF =V Lo THESNSD, CYP 2D6 OIEHEMEEETE 2B T 5 BH

(extensive metabolizer) TiZ VU AU RATHLCNIZ -8 R A Rk
BHLIN D0, IRWEERIEMEZ AT 53 (poor metabolizer) Tl DEEEILILD D>
IRV, FEUEROREFETEME 21 5 R (extensive metabolizer) TIZIR\EEETEME 2 H
I 5B (poor metabolizer) & bb#Z L CU AU RUDREEMMEL, 9-B ReFx
AR RARENEWD, HEIRORKEHRGHZDOY ZAXY R L 9-bE RrF U X
~NU Rz 7 Ry EhiE I CHEEL L T\ 5,

U AANRY R 2 FEEOIEMMEAEM 2% 5 algetEn® 5, FH—I1Z, CYP 2D6 [
FIIZY ARY Rupb 9-8 Rr¥ U AR Ro~OBEBEBEST 2 [EYHaE
O ZH), DX H5MHAEEMNTF=D Lo TRIY, BEA2ZF-FEMIC
RTORET, ROEERIEEZ AT 55 (poor metabolizer) (ZHUARIF)72 Y AT R
VIMBNRE T 0 T 7 A NPNREIND F =V U OFREGEZ T TWAHBEICB TS X
AU R OIEE ORI R ORIEMICEET 2 5 HM 134T TV 72023, RISPERDAL®
DY 5% 5T T D OIR O EERTEMEZ A3 5 855 (poor metabolizer) (n=70) ToO#l
CRERMN G, IRWEERTEMEZ AT 5B (poor metabolizer) & AEVERERTE A4 A3
% H# (extensive metabolizer) & ORICEE/RZET/RNI EIVRIBENTWVWD, 5
IZ, RISPERDAL® & B OEEEFH LK (WA, Z==hAfy, U T77E
Y, 7/ EE =)L) LOFHEGIZLD U ARY RE -8 FerX Y
AY Ry OBFMIETIREDME T3 25805 5 [ EYHZET) S8, £i2, Y
ARY KA CYP 2D6 12 L » TIRE S I A o 3A| ORI A BRE T 5 vREE S H 5
DS, ZOEERIZKTT DU AT R OFEEBRPEN HIGHITINZ &b, FEERITE Z
2 AREMEIR\N = & DRIR XD B A TEHT) 2],

in vitro RERIZIBWT, U 22U R X CYP2D6 O HHIES W HERITH H = L 23R
BENTWD, 5> T, RISPERDAL®IE, = OEEFERIKIC L » TREFS DK D 2
V7 T ARG E LW EEZ OGNS, EHEERRRICBONT, AFNT
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CYP 2D6 |2k > TREIEND KRNV ERHT T 2 I v OERYENEICH B /2
B RIEZ o,

D> CYP 7 A VWA LT K- TR S D 1AL, 1A2, 2C9, 2C19, 3A4 75 & D KAl
1, UANXY RUAREOTHOFEER T LW Z & 28 in vitro SRR T S nc - T
W5,

Bt

U ZARY Ry ROEOREITIR I HEME S 41, 2 L 0I5 00 i Ens
ICHEE S D, R R AN B 3 Iic st L 1 mg o 14C-V AU R &Rk & L CHA]
BRORE LIz~ AT U ZARBRICEBIT 5 1 B OB EERIIN R 84%TH Y,
70%23RHIZ, 14%H3FEH B S 7z,

JAXRY RUOENTOFRMITIEENERIEN 2 AT 2 8F (extensive
metabolizer) T 3 K] (CV=30%), (K \EERTEMEZ AT 5 B3 (poor metabolizer) T
1% 20 B[] (CV =40%) Toh-o7-, 9-B Fu U 22U R D BT oA 4=
UeP R RTE M 2G4 5 i (extensive metabolizer) TH 21 B[] (CV =20%), K\ B2
FILMEE AT 2B (poor metabolizer) Tl 30 Bl (CV =25%) THh-7-, Hilalk
ORE#EE#HBDO Y AXY Rk 9-B RrFk U 2AR_Y Ko 2087 3K sh s 3 e
HIREZIEME 2 A9 % i (extensive metabolizer) & DM\ EEZIEVE 2 A4 % B (poor
metabolizer) THELELL THY, 2K TOFEHHER AR 20 FrfETh - 72,

KA ERRER
[ 1 2 (EAT) 2 4]

e ERSE
B AE R Z B E R TR FRE ~ DR S
[#F442£/71(8.6, 8.7) /]

BEE~DRE

fat & R CIIMRE R PR L i L T Y AT RUKDY -8 Fr® ) X
NYRCDOEIZ VT T UAPNTIOHIER T L, HREEIINIER Uz, &l ok L
TAANZ BG5BT HEEZ R 5 2 &[4 [(8.5) =),

INEA~DRE
INRIZRBT S, METHELZY AXY FUEW 9-BE Faxv ) AT Ko o3y
BhRE LR I 1T B 3 ERe LB L T,

NFR ORI D 2

NFE R OMERINZ K 2 B DWW TR 2 FERI 7 S Bh RE B | X 55 0E S Tz
B, A2l —r a7y —vaxXT 7 AENTTIIMR] (REIZ L D HIEDOH B
ZRIDRV) UIAFEIZ L > TY AU RUDHAMICRKERENRNT L BHER SN
TW5,
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13 FEERREME

13.1 BARME, BEENE, AEERESE

AR

Swiss albino A~ 7 A X Wistar 27 v 2 FH W TCHAARMERBEZEm L 7=, v~ 7 XA
TIX18 AR, 7 FTHE25 H ARICHZY U A~Y K063, 25, 10 mg/kg &

REEEEE LTe, 2o O ENE, molkg #5R CHEG JSFRAE 12 k3 2 fe EHESE G R H &
(MRHD) T % 16 mg/H DFNZFNHI 2, 9, 38fZICHY L, A mg/m? #ik

TIEMRHD OZn£# 0.2, 075, 3% (v R) XIZZENZE 04, 15, 645 (T v
N AN 5, e~ AT, &AMAREIIZELR) o7, FERMRIRE, RN

Oy AR, FLARARIE O R A RICHEHFARICE B2 LR NEO bz, M ABESEAERC

BT 5 mg/m? (mglkg) ¥ ToOE I\ﬁ%kfﬁ%@@iﬁ’i’u—l\—@i‘% R,

mg/m2 (mg/kg) BETOE M

KABOREE

D3 AUNE Bt 11} BINER BRREMNER
T A R <A e 0.75(9.4) 0.2 (2.4)
RPN 20 R e Z v b i 1.5(9.4) 0.4 (2.4)
FLARNRAE <R i3 0.2 (2.4) L

7 vk ki3 0.4 (2.4) L

7 v b s 6.0 (37.5) 1.5 (9.4)
FLRH Y, ARF 7 > k HE 1.5(9.4) 0.4 (2.4)

PURSHIR IR IL, (P o EIC RN TC T 0 T 7 F UBEZEBERIC ER S5 2 L3R
émfméolxmvF/@ﬁhﬁ@ﬁ%?@ﬁ%fﬂ??%/&f®wmiﬁbh
7o T2 hy, HEMEFEERER TR O HEEN B IE, DARMEREBE THW =0 &
FCHETOY AXRY RAZL ST U AKRNT vy hOMIET 0T 7 FUYREMN 5
~6 % EHTHZ EAREN TS, thOFUREHEEZ B S Liz i > EIc B
T FEAIE, PENEAN 2 WAIE, FRBEDORARN LRI 5 2 BN HREINTE Y,
T FAEHETAILDOTHDLEEZ LN TWD, IFowEEICBIT 27 0T 7 F
MARAFEN S WIEE IS BT 2 F RO b ~OEEMI IR T D [ LA K MW LD
7EE(5.6) =),

B

Ames B {5 TR RRER, ~ 7 AU Lo ERER, in vitro 7 v N FAIAE DNA &1
BR, invivo v U AR ARG/MERBR, 2 a v Y a U2 OIS EBOERER,
KO R U LSERUET v A =— AN AR X —HiIfa % V72 in vitro Yefa R B a5
BT, Y AR R XD BRI R B IO vl REME 2 7”5 X
) RAERITHE D NIRIN ST,

AETERE R S

Wistar 5% 7 > b 2 V7 A FEGRIR 3 3R (WESRAT M OEARATI1 5 538k 2 G, 2 it
B 138 (2B T Y AU R (0.16~5mglkg) &5 Lz 2 A, (RK ik
mwnﬁmfmﬁﬁﬂ%f%£<mmm>@01~3ﬁ®%§f§%ﬁ% CH 3R
O BN, ZRRRICITE BT b7z, TET v b OHRITEREG 21T - TR
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Al M QMR T4 538k CIX R BATENC EFE TR O o7 2 &b, 260
ERIZHEZ » M T A EBIZLA2LDTHLEEZOND, E—Z NV RIZXH LY A
~J R 0.31~5mglkg Z #8035 L= 8 MERBR ISR\ T, (KK HE R mg/m? #a5i T
MRHD @ 0.6~10 {52043 5 & CH - OEERE L ONREME T Lz, £72, FH
BICBWTIET A P AT 0 VBED HREICHE LK T 38D bz, g % b
AT 0 U PRPE KOG 13T A —Z 1385 IR R a8 L=y, KT id ket L
EEThoTe, 7 MEUA XOWTIUTBW T H B E IR Liv/ennoTz,

13.2 EES

W#EA X LU A~2Y K031, 1.25, 5 mg/kg/H % 40 BRRE OG- L& 2 5,
LR TdH 5 0.31 mglkg/ H CHRELXVEREEDOD PO iz, FHAETOY A
NY R RORZEOEERBIY TCHH /XY XY R (9-B KX U AU RY) Ok
i AE PR (AUC) 1%, HEHEEE A E (MRHD) 6 mg/H CToO/NE KR OEFH
BEFITBIT S AUC LRIETH- T2, £, MHENTLOA XIZBWNWTHLETOHE
THERBDIZIENFRD STz, MIcBWTIE, 12 BEROREREHMEZE L 2h oo
TERC AR I & A E TR benoTz,

AT v MR LUAER 12~50 BIZTTU AXRY R aRRnEbg L=t 2 A, ED)
BT 5 0.63mglkg/ 0 T, FEERBRICIIT 5 AT R RE DR T 2R Sz,
ZOERIFMEZ v FOATRDODLNTWD RAHETDOY ARY R+ /XU XY R
DO MAEFFEE (AUC) (X, MRHD TDOt MIHBIFT 25 AUC DRI Th o 70, #RRAT
BP0 7 AT TR AT D FDIENO—B LT ERITRE AT RE 2 R & (1.25
mg/kg/H) ETRD LN oT2, ZOHETDOY ARY K +80 Y Ro o
A (AUC) 1X, MRHD TOE MIEBIT5H AUC DFKI3 D2 ThoTl-,

14 BRIRFER

14.1 HERIE

IBIN

TR 70 50

A KFEICRTT 18 L LToD RISPERDAL®D H2hMEIL, #AKFIEICET 5
DSM-1I-R B2 Wi 5 HE 23 7= 3 ABErER BE 2 x4t & U= EH (4~8 M) Frigsext iR
AR 4 RBRICB W THER SN TV 5,

TS OFRERTIL, KRR O & OEIRIZ B3 2 -l 217 9 72 DITHE I O RN R E
R\, 209 650 1 S Th ARG E (BPRS) 1, #ARIIEIC
KB AN O F MR HE R L0 VSTV D L IE H O R QK fhi B EEATG R E
Th D, BPRS O 7 A4 — (BEEOMERE, 2RIZL D178, el R
B R 72 BN IR & B9 25 A RIS 23 2 BRICRRIC A H
Ty N ThdHEEZLNTWS, 20HORERAEE N T1E & L CHERR SIS R E

(CGl) ZHW, ZOFHEFHERIVEDRERIZIEE L2 O EIC X 5 BED
ERRAIEGEAIRREICR T 2B E CRHMET 2 b D TH D, ZDIED, Btk « FEVEIERFE
R EE (PANSS) N OVEMERERFHG R E (SANS) 2AHW BTz,

BAREBROFERIILLT O LB TH D,
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(1) RISPERDAL®#% 10 mg/H (1 A 2 [ 5 A7 ¥ 2 —)L) £ THil+ % 6 @O ~7
7 B A% EEEUER (n = 160) I2B W T, RFIT GHETIL Y 7 B AR GHEICHH~TBPRS
At A 27 KON BPRS KR 7 7 A X — 2B W CERIZEN, SANS TlfE)»
W TN,

(2) RISPERDAL®% 4 fED[EE A 2mg/H, 6 mg/H, 10mg/H, 16 mg/H% 1 H 2
Bl 5 A7V 2—/)LC) THRET A 8EHBOT 7 EARXHEREE (n=513) 2BV
T, AAIEGHTIZ4HESL S BPRS G52 =27, BPRS fitw 2 7 2% —, CGI
FIEE A a7 ICB W T 7 B AR EERICH L CTEREIZEN TV =, A% 6 mg/
H, 10 mg/H, 16 mg/H#EHRETIX, PANSS 2tV 7 27— 2B W T 7R
BeEREIZHE L CRRICEN TV, 2 TORMEREIZBW TR — B L-tkE
WARENT-HEIZ6mMg THY, mHAENMIAER LY HENLTHD & ) RIL
TR ENR o T,

(3) RISPERDAL®% 5 fE D [E & A& (1 mg/H, 4 mg/H, 8 mg/H, 12 mg/H, 16 mg/
Az 1A20E&EGEATY2—7T) TS5 8HMOMEEER (n=1356)
IZBWTC, 4mg/H, 8mg/H, 12 mg/H, 16 mg/ H & 5-#£1X BPRS 47t A =27, BPRS
FEARIR 7 7 A X —, CGl EIEE A a2 7 (2B T 1 mg/ B EEGRHICH L CTaRpIcE
ATz, PANSS [ttt 7 27— L Cid 1 mo/ B EGEENR BEN TV =, 27T
OFHMREICB W TR b — B L7zdEN RSN H&EIT 4mg Tho 7o,

(4) RISPERDAL®% 2 D [E & A& (4mg/H,8mg/H % 1 H 1A% G A7 Y 2 —/LT)
TEE5T 5 4 BMBO 77 AR RHELEKER (n=246) 12V T, ARAHERGH
FNWTHORESISA 2T (PANSS At A 27 8 20% 4 8 2 THA) 2 ateE
> PANSS TEHH, PANSS A#tA=7, BPRS fg#5R 27 7 A% — (PANSS X v i
H) ITBWTT T B AREERICH L TaRIIcEN TV, 22k & LT 8mg x5
FET 4mg [T TEATRE R RSN,

REIH) 2 BHEME

FEMEBRICB W T, HAETEIZE T 5 DSM-IV ZWr i HE 2 120 72 LU R 3R
L0 4 BRI EIER O E LT 4b kA B 365 15 2 RISPERDAL®HE (2~8 mg/
H) XIZERERBEEOWTNCEIESIZEI Y 1), 1~2 FEITh7- 0 HRICONT
BB LT, AFIBGREOBFE NI E CICE LRI S R I R THEIZE
o T,

/MR

13~17 O HFELFH A LMERE T % RISPERDAL®OA L MEITEH (6 1K K&
N8 ER) —H G M E IR 2 BRI B W TR STV 5, BBEITETRAK
FVEIZBIT 5 DSM-IV B2 EHEZ 72 U, Sl ANFIC A= Yy — RE R LT e,
1 >HORE GUBR#L) TiE, AAl1~3mg/HZ &K 53 58 (n=55, K 5H 2.6
mg), 4~6mg/H =53 AR (n=51, MG &E53mg), 77 BREERGT 5

(n=54) OWTNNTEFEEZEIELIZED 172, 2 2B ORER GRE#2) T,
BT AR 0.15~0.6 mg/ H &% 5-8E (n =132, HAEE G 05mg) Xk 1.5~6 mg/ H #
SR (n =125, BB GRAmg) OVTRMNCEEELICH Y T T, WITho
Gt IR OB &1L 05mg/H & L (BisA &% 0.05 mg/H & L 7=5Er#2 0 0.15
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~0.6mg/ I G5HEAFR<), BLZ 7 HA £ TICHER &P E Tl Lz, S5IZ,
FAEIT 14 B F CICEEAERAN CTORKMAREE THEIN-, WThoRER
IZBWT S A 7MEO FEZHIE H X PANSS A5t A a7 DO_— 2T A G DI ZE
L& E L=,

INHOREBRTIE, 1~6mg/H DHETOETOARFKEGER T 72 RBEEREL~N
T PANSS A3t 2 a7 BWAEIZIHAD L, RISPERDAL®OA RN TRENTNS, FE
FEAMIA H 12D\ C 1~3 mg/ B 5 5-8F T o A WEIERR#L @ 4~6 mgl B % 5-8f
EFRETH Y, H#H2 D 1.5~6 mg/ H &G S JHRI L Tivie, #B#2 I8\ T, 1.5
~6 mg/ H & 58Tl 0.15~0.6 mg/ B & 5HEC A THGEH P BB A 20k
MRSNTc, 3mglHZEA 5 HETHEIERE RS 5 Z LIRS TR,

14.2 BARMEERR — BAIRE

FRA

APEMYR T Y — R UIAMIR ST B Y — N 5189 L L To RISPERDAL®
DAL, B | BfEECRE9 5 DSM-IV 22 LY 20 7= Ui TR o vy
— RE2ET2BFE2RE LB GHEM) 77 2R xR 2 5Bk I8V THEST
SNTW5E, ZH0RERTIE, BEIIEMHEROAEICELL THAAN LI,

ZEORERTIL, BAER Z T 2 72 DO FEARRE L LTy o BRI R E
(YMRS) Z MWW, Z QM REEIFEER OFRREE 25T 2 72 DIk L 0 W G
NTWHHOT, 11HE (SRl ER BeEriTE), MER, s5IR0E, &5,
IREh U, YERIBAL, SRR /EBEE, EBNE, R0, Bk »opkh, ERC
X 0 (BYERZRL) 205 60 Uk Aa7T) O®PHCTIHMis N5, FEFHGEH I
YMRS G5t A7 ORX—=Z2A7 A4 b0 EE Lz, dBROFSRIZLLTO LY
Thd,

Q) BRTE Y — RE2ETH5BEDOLZ%45 L L, RISPERDAL®% 3 mg/ H 7 5 B4A L
1~6 mg/HOFPHT 1 H 1542 (FM&k5 841 mg/H) 3@ O TR
XHEGERER (n=246) 13ABRICIBWNT, AAIRGHIL YMRS G52 27 ORIZD
WCT T REGRECH L TER TV,

(2) RISPERDAL®% 3 mg/ H 7> S B4 L 1~6 mg/ H O T 1 H 1 [0#5-9 % (R
HE56mg/H) 7280 3B DT T wARRHRAE (n=286) 2B\ T, AFKE
HREX YMRS Gt A a7 O HONWT T T 2R E SR L TERL TV,

NR

AN ST E AR | TS B OS2 515 RISPERDALSO AT 201, WA |
RIS E S MR vy — R IIRAMED Y — FE2 245 10~17 i D BE % x4
E LT 3 HMOEEAL EERT T AR RS R FRRBRICB O TR SN T
Wb, ZORERTIIAK 05~25 mg/H 253 58 (n =50, ARG 2 1.9 mg),
3~6mg/H 25728 (n=61, KRG EA4Tmg), 77 R &3 58 (n=58)
DWT NN EBE 2L ITEN 1T T2 W TR OEGEACIHB O T HIRBRIEDO B T
mF05mg/HEL, 7THREETCICHEMNE®MHE Tl L, =518, HEIZ10H
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HE ClcAEAE®HRAN CTORKNMHEE CHEEINT-, Ao FEME A I
YMRS A5t A a7 DR—RAT A UG DY EE L,

ZORBR T, AARGEOVTNOMRETHY 7 BAREGRICI~T YMRS 4t
2 a7 PNHEICHED L, RISPERDAL®OAZMEI R EN TV 5, EEFHMHEEH 2O
T 3~6 mg/HEEGRETRENTZALMEIL 05~25 mg/ AxGREL A% TH 72, 25
mg/ H ZiB 2 % R CTHMENE KT 5 2 LIRS TR,

14.3 FARMEER — U F U L X3V 7 a B O gL

SPEEYR T Y — R AMREAMDE Y — RIZxtd 5, UF o LI VT af@o
EBEE & LT RISPERDAL®OD A 20 ML, XM | FfE=E 2425 DSM-IV 2 ki
Yz iili7 Lo N B 2 b S & U7 el BRGABR 1 BRI B W TS ST g, 2
ORERCTlE, B IIEMIEROFEIZEEDL LT, 2R ROFEIZED &34
ANz,

()3 BEE DT 7 EARMRIFHRBR THLFEHBRTIX, VFULAEIAILVT oo
B2 5207 T 2 DS B R SR A MR R T 2 R D3R+ Td o 7o ABE X
4R 148 fil %, BEICHREG SN TV DEF E OO FTAK, 78R, X
FFEFEARIEL B E T L2HONTNNCEERICEI H0 72, VF U LI v
Z'ufg (ZiZ£4 0.6 mEg/L~1.4 mEg/L, } 050 meg/mL~120 mcg/mL DIk
HPANT) & OO FTAAIZ 2mg/ BB L 1~6 mg/H OFPH T 1 B 1 [A4%
H53% (BAE#& 52 3.8mg/H) BT, VFULAXIIANVT oz 535
FEIC LT YMRS A5t A 27 ORI DWW TR TV,

(22 SH® 3 HMOT Z B RHROHRBRTIL, VF UL, ST el IS~
B OWT DG %5210 T 5 DS ERRE R TR A MEE RIS 32 22873
A3 TH o T ARSI RIBEF 142 %, BEICHEG- STV L EA & ONFH T
TARHISNL T 7 R BET DHOWNTNNTEERBIZRI O T2, VF UL,
VT g, I E Y (FiLE 0.6 mEg/L~1.4 mEg/L, 50 mcg/mL~
125 meg/mL, 4~12 meg/mL OIRFEIEIFHAN T) & OFFH T TERAIZ 2 mg/ H 5
BALG L 1~6mg/H OFPHT L H 1B E53 25 (MK G E3.7mg/H) BT, V
F L, NV T BRI NN R E L OB EZEEGT DR T YMRS 45t A
2T O ONTEBIEIIRD b hoTo, TORERIE, A <wEBREUIC
FoTUARY RUKRONO-E Fax JUARY RO VT 7 AFENEID,
FNODOREMNEFIEUUTFTIE T L2 EICLD2b0ThHb EEZBND,

14.4 HFAEREEICME S SR

B 2

B B A 5 BRI e 2 1R & LT RISPERDAL® O A %hPEI, H M
fEEEIC B9 5 DSM-IV 2T R HE 2T 7= 3/ B K OVE RS 5~16 %) Zxig &
L7 8D T RAHBRERBR 2RBRICBV TSN TWA, T O HBRED S b,
90% % i X HHIRE DS 12 ARl CTh VD, KAIIMAE 20 kg 2 Tz (16~104.3
kg) o

AMEORHII T REATE F = v 7 U 2 b (ABC) KUK SIS R — U
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(CGI-C) @ 2 DO EZ vz, FEFHGE B L5k & & ABC OBLEMET
NRE (ABC-1) OR—AF A o nbxmy RiRA v hETORLEE LTZ, ABC-I R
FEIZ X0, 3 ~DOEBESME O AEAITA, AL < RIE, [RIoOSENRED
H EAYERRE 235 1) 5 LM OB O TENER 2 L7z, 1 OB Cld= 2 KR
A > MTBI % CGI-C Fl-l 2 BIKEHEEE & LTz,

PR O RIILL TO LB TH D,

(1) 8 M D77 A% ERER 1 B BRIck W T, BAMEELH T 5 5~16 /M
K OHFEBBE (n = 101) 2% L7 TR XL RISPERDAL®Z (A EIZ S % 05
~35mg/HOHETLH2EHEE L, X—2AT A4 UFOREIZS U TRt HE
% 0.25mg/H 31X 0.5mg/H (ZHEH 20 kg Ais, K OV20kg LA L) & L, BEEE%)
REEOND E THE L ARG CTIL (RHEKEEE1.9mg/H, 0.06 mg/kg/H
\ZAHY), ABC-l 7 A7 — /LN CGI-C DWTILDAIATIZHONTH T TR
IS L THEREED RO b,

(2) BRAMEREEF 2 AT 5 5~12 s O/NREFH (n=55) ZxfgeL Licd 5 1-o0 8 #HfH
D7 T RRERERICIBWNT, BGHE% 0.01 mgkg/H & L CHRRDIREZHF LN
% & T L, 0.02~0.06 mg/kg/ H O HETAAIDO 1 H 1 FIXIE 2 B 52510 7-
B (A% 5-5 0.05 mg/kg/ H, 1.4 mg/ FICHRY) TiX, 77 B REE & Holg LT ABC-I
YT A — )L DA AT IZHBERBCGENED bz,

3OHDREBRE LT, HEMERESE (DSM-IV Z2HBrEUEIC L) L ZhIcfE 5 5l
J OATHE) EOSERZ G T 5 5~17 i O#ERE (N=96) x5, HEHELID HIK
WHETY AR Rz b LIZBEOF IR WL a2+ 2 6 HRE DL ik
JLF, MIEAL, —EHEMR, ETHE, 77 RadBBRaetro7m, WBRE O 77%
N 12 R CEXAEE 9 %) Th Y, 88N BN, %< (73%) IXARED 45 kg A
CEXJIAE 40kg) TH 7=, HERAE DK 90%I % [EFRER ~ DS MNET Bk 5 3 o £
B2 J-2 Lo,

AR TIEARERNCY AXY Fro2 >0FEHE (GHEAMEHE) ZHW, &
FHEFEIZIARE 20 kg LA | 45 kg KRl DEH T 1 H 1.25mg, 45 kg ZH 2 5 BHTIT L
H175mg & L, {EHEREIIIAE 20 kg LA L 45 kg RO BEF T 1 H 0.125mg, 45kg
ZHZHMBATITLIHO0L7TS mg & Lic, #5131 B LREIE, XILSEFFN A LTS
BlEY FiAT -~ 72,

BRIMEO EEFHMEE R L, BETET v U R NOBEEME FRE (ABC-I) Az
TDOR—=AT A5 6 MEKTRE CTCOVEYE{LEL Lz, R TIZ ABC-I A
a7 O EACEIZOWTEHETDO Y AXRY R CTHMEDS MR SN, K
DY ARY RoTIEAEITI RSN o7z, XR—AT A TD ABC-l EHA 2T
X7 78RR (n=35) T29, UANRY RAKHERE (n=30) T27, VALY
@ MAERE (n=31) T28 Thol-, ABC-l 2 a7 OB EIZT T v R 58
T-35, VALY RARHERET-74, VAT RuUmMAERETIZ-124 THY, &
ERECHAIFEMICAE (p<0.001) 7Z2iEE2VRS N2, RS TR e
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-7= (p=0.164),

B2 G2

1-oH® 8 MM D —HEMRABRLZET L7-HB#E 63 6l %41, RISPERDAL®% 4~6
HHA(CEEHRARICBOWTAF I T 7RO NTNOEE 22T TW=NDs L
T) BET2HEREERBREZITo7-, FRBRYE T IIREESETH D
RISPERDAL®1.8~2.1 mg/H (0.05~0.07 mg/kg/ H {ZAHY) Z#EHs &L L=,

4~6 H HOIEERMBMENCB TR LK 140 BiZH7= 0 KA L 5% (ABC-I
Y7 A — )L DUEN 25%LL F, CGI-C 2 a7 [ L IEHgE &
TEFR) DHERF SN %, 8 O “HEERIAF T LRI W TARAIER 5 T
7T REGREOWNT N EESIZEI Y )72 (63 il 39 1)), TEEE R IERER A
SETLIEAE (n=32) »oELNTET —XIZOWT, T S 7= R AT M
ST —AEENET=X ) T RERICE o TE_EI, TOME, AKFEGRETOR
RBRILT T B REEREICH AN THERIEN Z LR SN2, Z O PTG RIS
&, BRTICOWTHEFIRIICAERIRD RSN E LTRBREHFIE LT, %
IZEITD ABC-l 7 A7 — )L ZAa 7285 25%LL EoHEAl (414 b iaHE T -
MICBIT D R—AT 4 VEFLE R L T) LEFR LT,

16 HLEETRE - fRE RO |/ ik
16.1 e RR

RISPERDAL® (J Y Fy) &
RISPERDAL® (U 2~V Ru) sEIZHHEIZ TJANSSEN], BRONFNFENDOE &I D
T [Ris0.25], IRis0.5], R1], R2J, R3], TR4] OWWTHNVLHIEN TWAH,

0.25 mg M5 A0 7 72 VRIEEH] « 60 $EA D AN k7L NDC 50458-301-04, 500 HE A V) 78
/L NDC 50458-301-50, 100 #EA ¥ EFFEE M T B HETHO T Y X2 ¥ —al3E NDC
50458-301-01

0.5 mg Rt D B 7 ATIEER] 60 $EA D A8 kL NDC 50458-302-06, 500 #EA V) 7~
/L NDC 50458-302-50, 100 $E AV EFHEEE M T B HETO T U 27—k NDC
50458-302-01

1mg B J 7' ARIEER] - 60 §EA D 7N /L NDC 50458-300-06, 500 £EA Y 7~ kv
NDC 50458-300-50, 100 #EA YV EREEE M HEM M ETOT U A X —m4E NDC
50458-300-01

2 mg FEA.D 1 7 VRIEEA] - 60 82D 7R KL NDC 50458-320-06, 500 ££ AV AR kb
NDC 50458-320-50, 100 i AV EFEHER AT BALH & To 7 U 2 & —a1dk NDC
50458-320-01

3mg EHEAD D T AAEER] - 60 52 AV R kL NDC 50458-330-06, 500 $2 AV AR kv
NDC 50458-330-50, 100 #EA Y EHEMEBEMITHAHE TO 7 Y XA ¥ —ald NDC
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50458-330-01

4 mg ekt 71 7/ VRIEER] - 60 HEA D AR kL NDC 50458-350-06, 100 fiE A V) [ 4%
REANT A& T 7 U A ¥ —a4E NDC 50458-350-01

RISPERDAL® (J 2~V FY) NAK

RISPERDAL® (U 22U R ) 1 mg/mL Nl (NDC 50458-305-03) 1L H& 0 & (2
V775KV Uy MVELD) BNy FOfHE L7 30 mL A ML TG S5,
By FOR/NEKEYIX0.25mL, AXHED IZ3mL TH D,

RISPERDAL® M-TAB® (U 2~V Fy) OREPAIEESE

RISPERDAL® M-TAB® (U 22U R) AMENMREESEIIAEIC, FNENOE RIS
U IRO.5), TR1J, TR2J, TR3J, TR4] OWT zMJEDénm\éo RISPERDAL®
AENFAEESED 0.5 mg, 1mg, 2mg X4 (2x2) $E7 U A ¥ —m2E Ttk 4, 3mg
EORAmMgIZ1EET ) AX—5EGLTET v ANV KL IUREY s haEEETHG SN D,

0.5 mg KO M E FESER] - 1 FIC 7 D7 Y AX—414 (% 4 §2A0) NDC
50458-395-28, 30 HE AV EHWi# G H 7V A ¥ —a1% NDC 50458-395-30

1 mg MR O MmN AIZEER] : 1 FIC 7 DO T Y A X —aldt (% 45 AD) NDC
50458-315-28, 30 $E AV EWi# G H 7V A ¥ —a14% NDC 50458-315-30

2 mg kO ME U AREER 1 FIZ 7 D07V AX—adE (% 4 5EAV) NDC
50458-325-28

3 mg koD i i I SEA 228 D7 AKX —ald NDC 50458-335-28

4 mg ko i Y i P SEA - 228 D7 AKX —7al% NDC 50458-355-28

16.2 Jrik

RISPERDAL®#1% 15°~25°C (59°~T77°F) |Z#fili S 7= IR TIRAFET 5, ML LIRS
RES CIRFT D2 &,

RISPERDAL®1 mg/mL P& 1% 15°~25°C (59°~77°F) |2 F i & 7= i TRAFAT 5,
W LB 20 CIR1FT 2 2 &,

RISPERDAL® [ PN AR B2 6 1T 15°~25°C (59°~T77°F) |23l V7= IR CIRET 5,
INBDFORMNIRNE ZAIRETHZ &,

17 BEHI T Y VB

ERlilL RISPERDAL® AL S 2 HBE K ONi#EE L FTROFEHEIZOWTHE LA - T
BLIENEE LU,
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17.1 &> E
W 2 B BT O W L S R ST I E 23R U A fERMEN S 5D 2 & 2 BE RO #E
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17.2 FBHENEE R USEBIEE{K T D FIREME:

RISPERDAL®IZHIWT /1, BE N ULEBREA IR T S5 RN H 5 Z & 2 BE KO
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BT DMEN G D[ B K MEH D7 E(.9) 2/,

17.3 iR
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SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

RISPERDAL 0.5 mg film-coated tablets
RISPERDAL 1 mg film-coated tablets
RISPERDAL 2 mg film-coated tablets
RISPERDAL 3 mg film-coated tablets
RISPERDAL 4 mg film-coated tablets
RISPERDAL 6 mg film-coated tablets
RISPERDAL Quicklet : 0.5 mg orodispersible tablets
RISPERDAL Quicklet : 1 mg orodispersible tablets
RISPERDAL Quicklet: 2 mg orodispersible tablets
RISPERDAL Quicklet : 3 mg orodispersible tablets
RISPERDAL Quicklet: 4 mg orodispersible tablets

RISPERDAL 1mg/ml oral solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Film-coated Tablets:

Each film-coated tablet contains 0.5 mg of risperidone
Each film-coated tablet contains 1 mg of risperidone
Each film-coated tablet contains 2 mg of risperidone
Each film-coated tablet contains 3 mg of risperidone
Each film-coated tablet contains 4 mg of risperidone
Each film-coated tablet contains 6 mg of risperidone

Excipients with known effect:
Each 0.5 mg film-coated tablet contains 91 mg lactose monohydrate
Each 1 mg film-coated tablet contains 131 mg lactose monohydrate

Each 2 mg film-coated tablet contains 130 mg lactose monohydrate and 0.05 mg orange yellow S

aluminium lake (sunset yellow) E110
Each 3 mg film-coated tablet contains 195 mg lactose monohydrate
Each 4 mg film-coated tablet contains 260 mg lactose monohydrate

Each 6 mg film-coated tablet contains 115 mg lactose monohydrate and 0.01 mg orange yellow S

aluminium lake (sunset yellow) E110



For the full list of excipients, see section 6.1.
Orodispersible Tablets:

Each orodispersible tablet contains 0.5 mg of risperidone

Each orodispersible tablet contains 1 mg of risperidone

Each orodispersible tablet contains 2 mg of risperidone [reformulated, square]
Each orodispersible tablet contains 3 mg of risperidone

Each orodispersible tablet contains 4 mg of risperidone

Excipients with known effect:

Each 0.5 mg orodispersible tablet contains 0.25 mg aspartame (E951)

Each 1 mg orodispersible tablet contains 0.5 mg aspartame (E951)

Each 2 mg orodispersible tablet contains 0.75 mg aspartame (E951) [reformulated, square]
Each 3 mg orodispersible tablet contains 1.125 mg aspartame (E951)

Each 4 mg orodispersible tablet contains 1.5 mg aspartame (E951)

For the full list of excipients, see section 6.1.

Oral Solution:
1 ml oral solution contains 1 mg of risperidone

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated Tablets:

Film-coated tablet

e 0.5 mg risperidone as brownish-red half-scored oblong biconvex tablets;
1 mg risperidone as white half-scored oblong biconvex tablets;

2 mg risperidone as orange half-scored oblong biconvex tablets;

3 mg risperidone as yellow half-scored oblong biconvex tablets;

4 mg risperidone as green half-scored oblong biconvex tablets;

6 mg risperidone as yellow circular biconvex tablets.

The score line is only to facilitate breaking for ease of swallowing and not to divide into equal doses.
Film-coated tablets are etched on one side with RIS 0.5, RIS 1, RIS 2, RIS 3, RIS 4, and RIS 6
respectively. Additionally JANSSEN may be etched on the other side.

Orodispersible Tablets:
Orodispersible tablet
0.5 mg risperidone as light coral, round, biconvex tablets;
1 mg risperidone as light coral, square, biconvex tablets;
2 mg risperidone as coral, square, biconvex tablets;
3 mg risperidone as coral, round, biconvex tablets;
e 4 mg risperidone as coral, round, biconvex tablets;
Oro-dispersible tablets are etched on one side with R 0.5, R1, R2, R3, and R4 respectively.



Oral Solution:
The oral solution is clear and colourless.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
RISPERDAL is indicated for the treatment of schizophrenia.

RISPERDAL is indicated for the treatment of moderate to severe manic episodes associated with bipolar
disorders.

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.

RISPERDAL is indicated for the short-term symptomatic treatment (up to 6 weeks) of persistent
aggression in conduct disorder in children from the age of 5 years and adolescents with subaverage
intellectual functioning or mental retardation diagnosed according to DSM-IV criteria, in whom the
severity of aggressive or other disruptive behaviours require pharmacologic treatment. Pharmacological
treatment should be an integral part of a more comprehensive treatment programme, including
psychosocial and educational intervention. It is recommended that risperidone be prescribed by a
specialist in child neurology and child and adolescent psychiatry or physicians well familiar with the
treatment of conduct disorder of children and adolescents.

4.2 Posology and method of administration

Posology

Schizophrenia

Adults
RISPERDAL may be given once daily or twice daily.

Patients should start with 2 mg/day risperidone. The dosage may be increased on the second day to 4 mg.
Subsequently, the dosage can be maintained unchanged, or further individualised, if needed. Most patients
will benefit from daily doses between 4 and 6 mg. In some patients, a slower titration phase and a lower
starting and maintenance dose may be appropriate.

Doses above 10 mg/day have not demonstrated superior efficacy to lower doses and may cause increased
incidence of extrapyramidal symptoms. Safety of doses above 16 mg/day has not been evaluated, and are
therefore not recommended.



Elderly

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

Paediatric population

Risperidone is not recommended for use in children below age 18 with schizophrenia due to a lack of data
on efficacy.

Manic episodes in bipolar disorder

Adults

RISPERDAL should be administered on a once daily schedule, starting with 2 mg risperidone. Dosage
adjustments, if indicated, should occur at intervals of not less than 24 hours and in dosage increments of
1 mg per day. Risperidone can be administered in flexible doses over a range of 1 to 6 mg per day to
optimize each patient’s level of efficacy and tolerability. Daily doses over 6 mg risperidone have not been
investigated in patients with manic episodes.

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

Elderly

A starting dose of 0.5 mg twice daily is recommended. This dosage can be individually adjusted with
0.5 mg twice daily increments to 1 to 2 mg twice daily. Since clinical experience in elderly is limited,
caution should be exercised.

Paediatric population

Risperidone is not recommended for use in children below age 18 with bipolar mania due to a lack of data
on efficacy.

Persistent aggression in patients with moderate to severe Alzheimer’s dementia

A starting dose of 0.25 mg twice daily is recommended. This dosage can be individually adjusted by
increments of 0.25 mg twice daily, not more frequently than every other day, if needed. The optimum
dose is 0.5 mg twice daily for most patients. Some patients, however, may benefit from doses up to 1 mg
twice daily.

RISPERDAL should not be used more than 6 weeks in patients with persistent aggression in Alzheimer’s
dementia. During treatment, patients must be evaluated frequently and regularly, and the need for
continuing treatment reassessed.

Conduct disorder

Children and adolescents from 5 to 18 years of age



For subjects >50 kg, a starting dose of 0.5 mg once daily is recommended. This dosage can be
individually adjusted by increments of 0.5 mg once daily not more frequently than every other day, if
needed. The optimum dose is 1 mg once daily for most patients. Some patients, however, may benefit
from 0.5 mg once daily while others may require 1.5 mg once daily. For subjects <50 kg, a starting dose
of 0.25 mg once daily is recommended. This dosage can be individually adjusted by increments of 0.25
mg once daily not more frequently than every other day, if needed. The optimum dose is 0.5 mg once
daily for most patients. Some patients, however, may benefit from 0.25 mg once daily while others may
require 0.75 mg once daily.

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

RISPERDAL is not recommended in children less than 5 years of age, as there is no experience in
children less than 5 years of age with this disorder.

Renal and hepatic impairment

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

Irrespective of the indication, starting and consecutive dosing should be halved, and dose titration should
be slower for patients with renal or hepatic impairment.

RISPERDAL should be used with caution in these groups of patients.

Method of administration

RISPERDAL is for oral use. Food does not affect the absorption of RISPERDAL.

Upon discontinuation, gradual withdrawal is advised. Acute withdrawal symptoms, including nausea,
vomiting, sweating, and insomnia have very rarely been described after abrupt cessation of high doses of
antipsychotic medicines (see section 4.8). Recurrence of psychotic symptoms may also occur, and the
emergence of involuntary movement disorders (such as akathisia, dystonia and dyskinesia) has been
reported.

Switching from other antipsychotics.

When medically appropriate, gradual discontinuation of the previous treatment while RISPERDAL
therapy is initiated is recommended. Also, if medically appropriate, when switching patients from depot
antipsychotics, initiate RISPERDAL therapy in place of the next scheduled injection. The need for
continuing existing anti-Parkinson medicines should be re-evaluated periodically.

[To be completed nationally]

RISPERDAL orodispersible tablets:

Do not open the blister until ready to administer. Peel open the blister to expose the tablet. Do not push
the tablet through the foil because it may break. Remove the tablet from the blister with dry hands.



Immediately place the tablet on the tongue. The tablet will begin disintegrating within seconds. Water
may be used if desired.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4  Special warnings and precautions for use

Elderly patients with dementia

Increased mortality in elderly people with dementia

In a meta-analysis of 17 controlled trials of atypical antipsychotics, including RISPERDAL, elderly
patients with dementia treated with atypical antipsychotics have an increased mortality compared to
placebo. In placebo-controlled trials with oral RISPERDAL in this population, the incidence of mortality
was 4.0% for RISPERDAL-treated patients compared to 3.1% for placebo-treated patients. The odds ratio
(95% exact confidence interval) was 1.21 (0.7, 2.1). The mean age (range) of patients who died was 86
years (range 67-100). Data from two large observational studies showed that elderly people with dementia
who are treated with conventional antipsychotics are also at a small increased risk of death compared with
those who are not treated. There are insufficient data to give a firm estimate of the precise magnitude of
the risk and the cause of the increased risk is not known. The extent to which the findings of increased
mortality in observational studies may be attributed to the antipsychotic drug as opposed to some
characteristic(s) of the patients is not clear.

Concomitant use with furosemide

In the RISPERDAL placebo-controlled trials in elderly patients with dementia, a higher incidence of
mortality was observed in patients treated with furosemide plus risperidone (7.3%; mean age 89 years,
range 75-97) when compared to patients treated with risperidone alone (3.1%; mean age 84 years, range
70-96) or furosemide alone (4.1%; mean age 80 years, range 67-90). The increase in mortality in patients
treated with furosemide plus risperidone was observed in two of the four clinical trials. Concomitant use
of risperidone with other diuretics (mainly thiazide diuretics used in low dose) was not associated with
similar findings.

No pathophysiological mechanism has been identified to explain this finding, and no consistent pattern
for cause of death observed. Nevertheless, caution should be exercised and the risks and benefits of this
combination or co-treatment with other potent diuretics should be considered prior to the decision to use.
There was no increased incidence of mortality among patients taking other diuretics as concomitant
treatment with risperidone. Irrespective of treatment, dehydration was an overall risk factor for mortality
and should therefore be carefully avoided in elderly patients with dementia.

Cerebrovascular Adverse Events (CVAE)

An approximately 3-fold increased risk of cerebrovascular adverse events have been seen in randomised
placebo controlled clinical trials in the dementia population with some atypical antipsychotics. The
pooled data from six placebo-controlled studies with RISPERDAL in mainly elderly patients (>65 years
of age) with dementia showed that CVAEs (serious and non-serious, combined) occurred in 3.3%



(33/1009) of patients treated with risperidone and 1.2% (8/712) of patients treated with placebo. The odds
ratio (95% exact confidence interval) was 2.96 (1.34, 7.50). The mechanism for this increased risk is not
known. An increased risk cannot be excluded for other antipsychotics or other patient populations.
RISPERDAL should be used with caution in patients with risk factors for stroke.

The risk of CVAEs was significantly higher in patients with mixed or vascular type of dementia when
compared to Alzheimer’s dementia. Therefore, patients with other types of dementias than Alzheimer’s
should not be treated with risperidone.

Physicians are advised to assess the risks and benefits of the use of RISPERDAL in elderly patients with
dementia, taking into account risk predictors for stroke in the individual patient. Patients/caregivers
should be cautioned to immediately report signs and symptoms of potential CVAES such as sudden
weakness or numbness in the face, arms or legs, and speech or vision problems. All treatment options
should be considered without delay, including discontinuation of risperidone.

RISPERDAL should only be used short term for persistent aggression in patients with moderate to severe
Alzheimer’s dementia to supplement non-pharmacological approaches which have had limited or no
efficacy and when there is potential risk of harm to self or others.

Patients should be reassessed regularly, and the need for continuing treatment reassessed.

Orthostatic hypotension

Due to the alpha-blocking activity of risperidone, (orthostatic) hypotension can occur, especially during
the initial dose-titration period. Clinically significant hypotension has been observed postmarketing with
concomitant use of risperidone and antihypertensive treatment. RISPERDAL should be used with caution
in patients with known cardiovascular disease (e.g., heart failure, myocardial infarction, conduction
abnormalities, dehydration, hypovolemia, or cerebrovascular disease), and the dosage should be gradually
titrated as recommended (see section 4.2). A dose reduction should be considered if hypotension occurs.

Leukopenia, neutropenia, and agranulocytosis

Events of leucopenia, neutropenia and agranulocytosis have been reported with antipsychotic agents,
including RISPERDAL. Agranulocytosis has been reported very rarely (< 1/10,000 patients) during post-
marketing surveillance.

Patients with a history of a clinically significant low white blood cell count (WBC) or a drug-induced
leukopenia/neutropenia should be monitored during the first few months of therapy and discontinuation of
RISPERDAL should be considered at the first sign of a clinically significant decline in WBC in the
absence of other causative factors.

Patients with clinically significant neutropenia should be carefully monitored for fever or other symptoms
or signs of infection and treated promptly if such symptoms or signs occur. Patients with severe
neutropenia (absolute neutrophil count < 1 X 10%L) should discontinue RISPERDAL and have their
WBC followed until recovery.

Tardive dyskinesia/extrapyramidal symptoms (TD/EPS)

Medicines with dopamine receptor antagonistic properties have been associated with the induction of
tardive dyskinesia characterised by rhythmical involuntary movements, predominantly of the tongue



and/or face. The onset of extrapyramidal symptoms is a risk factor for tardive dyskinesia. If signs and
symptoms of tardive dyskinesia appear, the discontinuation of all antipsychotics should be considered.

Neuroleptic malignant syndrome (NMS)

Neuroleptic Malignant Syndrome, characterised by hyperthermia, muscle rigidity, autonomic instability,
altered consciousness and elevated serum creatine phosphokinase levels has been reported to occur with
antipsychotics. Additional signs may include myoglobinuria (rhabdomyolysis) and acute renal failure. In
this event, all antipsychotics, including RISPERDAL, should be discontinued.

Parkinson’s disease and dementia with Lewy bodies

Physicians should weigh the risks versus the benefits when prescribing antipsychotics, including
RISPERDAL, to patients with Parkinson’s Disease or Dementia with Lewy Bodies (DLB). Parkinson’s
Disease may worsen with risperidone. Both groups may be at increased risk of Neuroleptic Malignant
Syndrome as well as having an increased sensitivity to antipsychotic medicinal products; these patients
were excluded from clinical trials. Manifestation of this increased sensitivity can include confusion,
obtundation, postural instability with frequent falls, in addition to extrapyramidal symptoms.

Hyperglycaemia and diabetes mellitus

Hyperglycaemia, diabetes mellitus, and exacerbation of pre-existing diabetes have been reported during
treatment with RISPERDAL. In some cases, a prior increase in body weight has been reported which may
be a predisposing factor. Association with ketoacidosis has been reported very rarely and rarely with
diabetic coma. Appropriate clinical monitoring is advisable in accordance with utilised antipsychotic
guidelines. Patients treated with any atypical antipsychotic, including RISPERDAL, should be monitored
for symptoms of hyperglycaemia (such as polydipsia, polyuria, polyphagia and weakness) and patients
with diabetes mellitus should be monitored regularly for worsening of glucose control.

Weight gain
Significant weight gain has been reported with RISPERDAL use. Weight should be monitored regularly.

Hyperprolactinaemia

Hyperprolactinaemia is a common side-effect of treatment with RISPERDAL. Evaluation of the prolactin
plasma level is recommended in patients with evidence of possible prolactin-related side-effects (e.g.
gynaecomastia, menstrual disorders, anovulation, fertility disorder, decreased libido, erectile dysfunction,
and galactorrhea).

Tissue culture studies suggest that cell growth in human breast tumours may be stimulated by prolactin.
Although no clear association with the administration of antipsychotics has so far been demonstrated in
clinical and epidemiological studies, caution is recommended in patients with relevant medical history.
RISPERDAL should be used with caution in patients with pre-existing hyperprolactinaemia and in
patients with possible prolactin-dependent tumours.



QT prolongation

QT prolongation has very rarely been reported postmarketing. As with other antipsychotics, caution
should be exercised when risperidone is prescribed in patients with known cardiovascular disease, family
history of QT prolongation, bradycardia, or electrolyte disturbances (hypokalaemia, hypomagnesaemia),
as it may increase the risk of arrhythmogenic effects, and in concomitant use with medicines known to
prolong the QT interval. Seizures

RISPERDAL should be used cautiously in patients with a history of seizures or other conditions that
potentially lower the seizure threshold.

Priapism
Priapism may occur with RISPERDAL treatment due to its alpha-adrenergic blocking effects.

Body temperature requlation

Disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic
medicines. Appropriate care is advised when prescribing RISPERDAL to patients who will be
experiencing conditions which may contribute to an elevation in core body temperature, e.g., exercising
strenuously, exposure to extreme heat, receiving concomitant treatment with anticholinergic activity, or
being subject to dehydration.

Antiemetic effect

An antiemetic effect was observed in preclinical studies with risperidone. This effect, if it occurs in
humans, may mask the signs and symptoms of overdosage with certain medicines or of conditions such as
intestinal obstruction, Reye’s syndrome, and brain tumour.

Renal and hepatic impairment

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction than adults
with normal renal function. Patients with impaired hepatic function have increases in plasma
concentration of the free fraction of risperidone (see section 4.2).

Venous thromboembolism

Cases of venous thromboembolism (VTE) have been reported with antipsychotic drugs. Since patients
treated with antipsychotics often present with acquired risk factors for VTE, all possible risk factors for
VTE should be identified before and during treatment with RISPERDAL and preventative measures
undertaken.

Intraoperative Floppy Iris Syndrome

Intraoperative Floppy Iris Syndrome (IFIS) has been observed during cataract surgery in patients treated
with medicines with alphala-adrenergic antagonist effect, including RISPERDAL (see Section 4.8).

IFIS may increase the risk of eye complications during and after the operation. Current or past use of
medicines with alphala-adrenergic antagonist effect should be made known to the ophthalmic surgeon in
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advance of surgery. The potential benefit of stopping alphal blocking therapy prior to cataract surgery has
not been established and must be weighed against the risk of stopping the antipsychotic therapy.

Paediatric population

Before risperidone is prescribed to a child or adolescent with conduct disorder they should be fully
assessed for physical and social causes of the aggressive behaviour such as pain or inappropriate
environmental demands.

The sedative effect of risperidone should be closely monitored in this population because of possible
consequences on learning ability. A change in the time of administration of risperidone could improve the
impact of the sedation on attention faculties of children and adolescents.

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.

Because of the potential effects of prolonged hyperprolactinemia on growth and sexual maturation in
children and adolescents, regular clinical evaluation of endocrinological status should be considered,
including measurements of height, weight, sexual maturation, monitoring of menstrual functioning, and
other potential prolactin-related effects.

Results from a small post-marketing observational study showed that risperidone-exposed subjects
between the ages of 8-16 years were on average approximately 3.0 to 4.8 cm taller than those who
received other atypical anti-psychotic medications. This study was not adequate to determine whether
exposure to risperidone had any impact on final adult height, or whether the result was due to a direct
effect of risperidone on bone growth, or the effect of the underlying disease itself on bone growth, or the
result of better control of the underlying disease with resulting increase in linear growth.

During treatment with risperidone regular examination for extrapyramidal symptoms and other movement
disorders should also be conducted.

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,
the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine. (pertains
only to the film-coated tablets)

The orodispersible tablets contain aspartame. Aspartame is a source of phenylalanine which may be
harmful for people with phenylketonuria. (Pertains only to the orodispersible tablets.)

Contains sunset yellow (E110). May cause allergic reactions. (Pertains only to the 2 mg and 6 mg film-
coated tablets.)

4.5 Interaction with other medicinal products and other forms of interaction
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Pharmacodynamic-related Interactions

Drugs known to prolong the QT interval

As with other antipsychotics, caution is advised when prescribing risperidone with medicinal products
known to prolong the QT interval, such as antiarrhythmics (e.g., quinidine, dysopiramide, procainamide,
propafenone, amiodarone, sotalol), tricyclic antidepressants (i.e., amitriptyline), tetracyclic
antidepressants (i.e., maprotiline), some antihistamines, other antipsychotics, some antimalarials (i.e.,
quinine and mefloquine), and with medicines causing electrolyte imbalance (hypokalaemia,
hypomagnesiaemia), bradycardia, or those which inhibit the hepatic metabolism of risperidone. This list is
indicative and not exhaustive.

Centrally-Acting Drugs and Alcohol

Risperidone should be used with caution in combination with other centrally-acting substances notably
including alcohol, opiates, antihistamines and benzodiazepines due to the increased risk of sedation.

Levodopa and Dopamine Agonists

RISPERDAL may antagonise the effect of levodopa and other dopamine agonists. If this combination is
deemed necessary, particularly in end-stage Parkinson’s disease, the lowest effective dose of each
treatment should be prescribed.

Drugs with Hypotensive Effect

Clinically significant hypotension has been observed postmarketing with concomitant use of risperidone
and antihypertensive treatment.

Paliperidone
Concomitant use of oral RISPERDAL with paliperidone is not recommended as paliperidone is the active
metabolite of risperidone and the combination of the two may lead to additive active antipsychotic

fraction exposure.

Pharmacokinetic-related Interactions

Food does not affect the absorption of RISPERDAL.

Risperidone is mainly metabolized through CYP2D6, and to a lesser extent through CYP3A4. Both
risperidone and its active metabolite 9-hydroxyrisperidone are substrates of P-glycoprotein (P-gp).
Substances that modify CYP2D6 activity, or substances strongly inhibiting or inducing CYP3A4 and/or
P-gp activity, may influence the pharmacokinetics of the risperidone active antipsychotic fraction.

Strong CYP2D6 Inhibitors
Co-administration of RISPERDAL with a strong CYP2D6 inhibitor may increase the plasma
concentrations of risperidone, but less so of the active antipsychotic fraction. Higher doses of a strong

CYP2D6 inhibitor may elevate concentrations of the risperidone active antipsychotic fraction (e.g.,
paroxetine, see below). It is expected that other CYP 2D6 inhibitors, such as quinidine, may affect the
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plasma concentrations of risperidone in a similar way. When concomitant paroxetine, quinidine, or
another strong CYP2D6 inhibitor, especially at higher doses, is initiated or discontinued, the physician
should re-evaluate the dosing of RISPERDAL.

CYP3A4 and/or P-gp Inhibitors

Co-administration of RISPERDAL with a strong CYP3A4 and/or P-gp inhibitor may substantially elevate
plasma concentrations of the risperidone active antipsychotic fraction. When concomitant itraconazole or
another strong CYP3A4 and/or P-gp inhibitor is initiated or discontinued, the physician should re-
evaluate the dosing of RISPERDAL.

CYP3A4 and/or P-gp Inducers

Co-administration of RISPERDAL with a strong CYP3A4 and/or P-gp inducer may decrease the plasma
concentrations of the risperidone active antipsychotic fraction. When concomitant carbamazepine or
another strong CYP3A4 and/or P-gp inducer is initiated or discontinued, the physician should re-evaluate
the dosing of RISPERDAL. CYP3A4 inducers exert their effect in a time-dependent manner, and may
take at least 2 weeks to reach maximal effect after introduction. Conversely, on discontinuation, CYP3A4
induction may take at least 2 weeks to decline.

Highly Protein-bound Drugs

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

When using concomitant medication, the corresponding label should be consulted for information on the
route of metabolism and the possible need to adjust dosage.

Paediatric Population

Interaction studies have only been performed in adults. The relevance of the results from these studies in
paediatric patients is unknown.

The combined use of psychostimulants (e.g., methylphenidate) with RISPERDAL in children and
adolescents did not alter the pharmacokinetics and efficacy of RISPERDAL.

Examples

Examples of drugs that may potentially interact or that were shown not to interact with risperidone are
listed below:

Effect of other medicinal products on the pharmacokinetics of risperidone
Antibacterials:
o Erythromycin, a moderate CYP3A4 inhibitor and P-gp inhibitor, does not change the
pharmacokinetics of risperidone and the active antipsychotic fraction.
o Rifampicin, a strong CYP3A4 inducer and a P-gp inducer, decreased the plasma concentrations of
the active antipsychotic fraction.
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Anticholinesterases:

e Donepezil and galantamine, both CYP2D6 and CYP3A4 substrates, do not show a clinically

relevant effect on the pharmacokinetics of risperidone and the active antipsychotic fraction.
Antiepileptics:

o Carbamazepine, a strong CYP3A4 inducer and a P-gp inducer, has been shown to decrease the
plasma concentrations of the active antipsychotic fraction of risperidone. Similar effects may be
observed with e.g. phenytoin and phenobarbital which also induce CYP 3A4 hepatic enzyme, as
well as P-glycoprotein.

o Topiramate modestly reduced the bioavailability of risperidone, but not that of the active
antipsychotic fraction. Therefore, this interaction is unlikely to be of clinical significance.

Antifungals:

e |traconazole, a strong CYP3A4 inhibitor and a P-gp inhibitor, at a dosage of 200 mg/day increased
the plasma concentrations of the active antipsychotic fraction by about 70%, at risperidone doses
of 2 to 8 mg/day.

o Ketoconazole, a strong CYP3A4 inhibitor and a P-gp inhibitor, at a dosage of 200mg/day increased
the plasma concentrations of risperidone and decreased the plasma concentrations of 9-
hydroxyrisperidone.

Antipsychatics:

e Phenothiazines may increase the plasma concentrations of risperidone but not those of the active

antipsychotic fraction.
Antivirals:

o Protease inhibitors: No formal study data are available; however, since ritonavir is a strong
CYP3A4 inhibitor and a weak CYP2D6 inhibitor, ritonavir and ritonavir-boosted protease
inhibitors potentially raise concentrations of the risperidone active antipsychotic fraction.

Beta blockers:

e Some beta-blockers may increase the plasma concentrations of risperidone but not those of the

active antipsychotic fraction.
Calcium channel blockers:

o Verapamil, a moderate inhibitor of CYP3A4 and an inhibitor of P-gp, increases the plasma

concentration of risperidone and the active antipsychotic fraction.
Gastrointestinal drugs:

e H,-receptor antagonists: Cimetidine and ranitidine, both weak inhibitors of CYP2D6 and CYP3A4,
increased the bioavailability of risperidone, but only marginally that of the active antipsychotic
fraction.

SSRIs and Tricyclic antidepressants:

o Fluoxetine, a strong CYP2D6 inhibitor, increases the plasma concentration of risperidone, but less
so of the active antipsychotic fraction.

o Paroxetine, a strong CYP2D6 inhibitor, increases the plasma concentrations of risperidone, but, at
dosages up to 20 mg/day, less so of the active antipsychotic fraction. However, higher doses of
paroxetine may elevate concentrations of the risperidone active antipsychotic fraction.

¢ Tricyclic antidepressants may increase the plasma concentrations of risperidone but not those of the
active antipsychotic fraction. Amitriptyline does not affect the pharmacokinetics of risperidone or
the active antipsychotic fraction.

o Sertraline, a weak inhibitor of CYP2D6, and fluvoxamine, a weak inhibitor of CYP3A4, at dosages
up to 100 mg/day are not associated with clinically significant changes in concentrations of the
risperidone active antipsychotic fraction. However, doses higher than 100 mg/day of sertraline or
fluvoxamine may elevate concentrations of the risperidone active antipsychotic fraction.

Effect of risperidone on the pharmacokinetics of other medicinal products
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Antiepileptics:
o Risperidone does not show a clinically relevant effect on the pharmacokinetics of valproate or
topiramate.
Antipsychotics:
o Aripiprazole, a CYP2D6 and CYP3A4 substrate: Risperidone tablets or injections did not affect the
pharmacokinetics of the sum of aripiprazole and its active metabolite, dehydroaripiprazole.
Digitalis glycosides:
o Risperidone does not show a clinically relevant effect on the pharmacokinetics of digoxin.
Lithium:
o Risperidone does not show a clinically relevant effect on the pharmacokinetics of lithium.

Concomitant use of risperidone with furosemide
e See section 4.4 regarding increased mortality in elderly patients with dementia concomitantly
receiving furosemide.

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of risperidone in pregnant women. Risperidone was not
teratogenic in animal studies but other types of reproductive toxicity were seen (see section 5.3). The
potential risk for humans is unknown.

Neonates exposed to antipsychotics (including RISPERDAL) during the third trimester of pregnancy are
at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in
severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, or feeding disorder. Consequently, newborns should be
monitored carefully.

RISPERDAL should not be used during pregnancy unless clearly necessary. If discontinuation during
pregnancy is necessary, it should not be done abruptly.

Breast-feeding

In animal studies, risperidone and 9-hydroxy-risperidone are excreted in the milk. It has been
demonstrated that risperidone and 9-hydroxy-risperidone are also excreted in human breast milk in small
quantities. There are no data available on adverse reactions in breast-feeding infants. Therefore, the
advantage of breast-feeding should be weighed against the potential risks for the child.

Fertility

As with other drugs that antagonize dopamine D2 receptors, RISPERDAL elevates prolactin level.
Hyperprolactinemia may suppress hypothalamic GnRH, resulting in reduced pituitary gonadotropin
secretion. This, in turn, may inhibit reproductive function by impairing gonadal steroidogenesis in both
female and male patients.

There were no relevant effects observed in the non-clinical studies.
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4.7

Effects on ability to drive and use machines

RISPERDAL can have minor or moderate influence on the ability to drive and use machines due to
potential nervous system and visual effects (see section 4.8). Therefore, patients should be advised not to
drive or operate machinery until their individual susceptibility is known.

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.

The following are all the ADRs that were reported in clinical trials and postmarketing experience with
risperidone by frequency category estimated from RISPERDAL clinical trials. The following terms and
frequencies are applied: very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1000 to
<1/100), rare (>1/10,000 to <1/1000) and very rare (<1/10,000).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

System Organ Adverse Drug Reaction
Class Frequency
Very Common Common Uncommon Rare Very Rare

Infections and pneumonia, bronchitis, respiratory tract infection, infection
infestations upper respiratory tract cystitis, eye infection,

infection, sinusitis, urinary ftonsillitis, onychomycosis,

tract infection, ear infection,|cellulitis localised infection,

influenza viral infection, acarodermatitis
Blood and neutropenia, white blood cell  agranulocytosis®
lymphatic count decreased,
system thrombocytopenia, anaemia,
disorders haematocrit decreased,

eosinophil count increased
Immune system hypersensitivity anaphylactic reaction®
disorders
Endocrine hyperprolactinaemia® inappropriate
disorders antidiuretic hormone
secretion, glucose
urine present

Metabolism and weight increased, increased (diabetes mellitus b, water intoxication®, diabetic

nutrition appetite, decreased appetite |hyperglycaemia, polydipsia,  |hypoglycemia, ketoacidosis
disorders weight decreased, anorexia, hyperinsulinaemia’,
blood cholesterol increased blood triglycerides
increased
Psychiatric insomnia’ sleep disorder, agitation, mania, confusional state, libido [plunted affect,
disorders depression, anxiety decreased, nervousness, anorgasmia

nightmare
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Nervous
system
disorders

sedation/
somnolence,
parkinsonism d,
headache

akathisia’, dystoniad,
dizziness, dyskinesiad,
tremor

tardive dyskinesia, cerebral
ischaemia, unresponsive to
stimuli, loss of consciousness,
depressed level of
consciousness, convulsion®,
syncope, psychomotor
hyperactivity, balance disorder,
coordination abnormal,
dizziness postural, disturbance
in attention, dysarthria,
dysgeusia, hypoaesthesia,
paraesthesia

neuroleptic malignant
syndrome,
cerebrovascular
disorder, diabetic
coma, head titubation

Eye disorders

\vision blurred,
conjunctivitis

photophobia, dry eye,
lacrimation increased, ocular
hyperaemia

glaucoma, eye
movement disorder,
eye rolling, eyelid
margin crusting,
floppy iris syndrome
(intraoperative)®

Ear and \vertigo, tinnitus, ear pain
labyrinth
disorders
Cardiac tachycardia atrial fibrillation, sinus arrhythmia
disorders atrioventricular block,
conduction disorder,
electrocardiogram QT
prolonged, bradycardia,
electrocardiogram abnormal,
palpitations
\Vascular hypertension hypotension, orthostatic pulmonary embolism,
disorders hypotension, flushing \venous thrombosis

Respiratory,
thoracic and
mediastinal
disorders

dyspnoea,
pharyngolaryngeal pain,
cough, epistaxis, nasal
congestion

pneumonia aspiration,
pulmonary congestion,
respiratory tract congestion,
rales, wheezing, dysphonia,
respiratory disorder

sleep apnoea
syndrome,
hyperventilation

tissue disorders

skin, skin discolouration, acne,
seborrhoeic dermatitis, skin
disorder, skin lesion

Gastrointestinal abdominal pain, abdominal [faecal incontinence, faecaloma, |pancreatitis, intestinal |ileus
disorders discomfort, vomiting, gastroenteritis, dysphagia, obstruction, swollen

nausea, constipation, flatulence tongue, cheilitis

diarrhoea, dyspepsia, dry

mouth, toothache
Skin and rash, erythema urticaria, pruritus, alopecia, drug eruption, angioedema
subcutaneous hyperkeratosis, eczema, dry dandruff

Musculoskeletal
and connective

muscle spasms,

musculoskeletal pain, back

blood creatine phosphokinase
increased, posture abnormal,

rhabdomyolysis
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tissue disorders

pain, arthralgia

joint stiffness, joint swelling
muscular weakness, neck pain

Renal and
urinary
disorders

urinary incontinence

pollakiuria, urinary retention,
dysuria

Pregnancy,
puerperium,
and neonatal
conditions

drug withdrawal
syndrome neonatal®

Reproductive
system and
breast disorders

erectile dysfunction,
ejaculation disorder,
amenorrhoea, menstrual
disorderd, gynaecomastia,
galactorrhoea, sexual
dysfunction, breast pain, breast
discomfort, vaginal discharge

priapism®,
menstruation delayed,
breast engorgement,
breast enlargement,
breast discharge

General
disorders and
administration
site conditions

oedemad, pyrexia, chest

pain, asthenia, fatigue, pain

face oedema, chills, body
temperature increased, gait
abnormal, thirst, chest
discomfort, malaise, feeling
abnormal, discomfort

hypothermia, body
temperature decreased,
peripheral coldness,
drug withdrawal
syndrome, induration®

Hepatobiliary

transaminases increased,

jaundice

complications

disorders gamma-glutamyltransferase
increased, hepatic enzyme
increased

Injury, fall procedural pain

poisoning and

procedural

# Hyperprolactinemia can in some cases lead to gynaecomastia, menstrual disturbances,

amenorrhoea, anovulation, galactorrhea, fertility disorder, decreased libido, erectile dysfunction.
® In placebo-controlled trials diabetes mellitus was reported in 0.18% in risperidone-treated
subjects compared to a rate of 0.11% in placebo group. Overall incidence from all clinical trials
was 0.43% in all risperidone-treated subjects.

¢ Not observed in RISPERDAL clinical studies but observed in post-marketing environment
with risperidone.

¢ Extrapyramidal disorder may occur: Parkinsonism (salivary hypersecretion, musculoskeletal
stiffness, parkinsonism, drooling, cogwheel rigidity, bradykinesia, hypokinesia, masked facies,
muscle tightness, akinesia, nuchal rigidity, muscle rigidity, parkinsonian gait, and glabellar reflex
abnormal, parkinsonian rest tremor), akathisia ( akathisia, restlessness, hyperkinesia, and restless
leg syndrome), tremor, dyskinesia (dyskinesia, muscle twitching, choreoathetosis, athetosis, and
myoclonus), dystonia. Dystonia includes dystonia, hypertonia, torticollis, muscle contractions
involuntary, muscle contracture, blepharospasm, oculogyration, tongue paralysis, facial spasm,
laryngospasm, myotonia, opisthotonus, oropharyngeal spasm, pleurothotonus, tongue spasm, and
trismus. It should be noted that a broader spectrum of symptoms are included, that do not
necessarily have an extrapyramidal origin. Insomnia includes: initial insomnia, middle
insomnia; Convulsion includes: Grand mal convulsion; Menstrual disorder includes:
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Menstruation irregular, oligomenorrhoea; Oedema includes: generalised oedema, oedema
peripheral, pitting oedema.

Undesirable effects noted with paliperidone formulations

Paliperidone is the active metabolite of risperidone, therefore, the adverse reaction profiles of these
compounds (including both the oral and injectable formulations) are relevant to one another. In addition
to the above adverse reactions, the following adverse reaction has been noted with the use of paliperidone
products and can be expected to occur with RISPERDAL.

Cardiac disorders: Postural orthostatic tachycardia syndrome
Class effects

As with other antipsychotics, very rare cases of QT prolongation have been reported postmarketing with
risperidone. Other class-related cardiac effects reported with antipsychotics which prolong QT interval
include ventricular arrhythmia, ventricular fibrillation, ventricular tachycardia, sudden death, cardiac
arrest and Torsades de Pointes.

Venous thromboembolism

Cases of venous thromboembolism, including cases of pulmonary embolism and cases of deep vein
thrombosis, have been reported with antipsychotic drugs (frequency unknown).

Weight gain

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.

Additional information on special populations

Adverse drug reactions that were reported with higher incidence in elderly patients with dementia or
paediatric patients than in adult populations are described below:
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Elderly patients with dementia

Transient ischaemic attack and cerebrovascular accident were ADRs reported in clinical trials with a
frequency of 1.4% and 1.5%, respectively, in elderly patients with dementia. In addition, the following
ADRs were reported with a frequency >5% in elderly patients with dementia and with at least twice the
frequency seen in other adult populations: urinary tract infection, peripheral oedema, lethargy, and cough.

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.

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

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose
Symptoms

In general, reported signs and symptoms have been those resulting from an exaggeration of the known
pharmacological effects of risperidone. These include drowsiness and sedation, tachycardia and
hypotension, and extrapyramidal symptoms. In overdose, QT-prolongation and convulsions have been
reported. Torsade de Pointes has been reported in association with combined overdose of RISPERDAL
and paroxetine.

In case of acute overdose, the possibility of multiple drug involvement should be considered.
Treatment

Establish and maintain a clear airway and ensure adequate oxygenation and ventilation. Gastric lavage
(after intubation, if the patient is unconscious) and administration of activated charcoal together with a
laxative should be considered only when drug intake was less than one hour before. Cardiovascular
monitoring should commence immediately and should include continuous electrocardiographic
monitoring to detect possible arrhythmias.

There is no specific antidote to RISPERDAL. Therefore, appropriate supportive measures should be
instituted. Hypotension and circulatory collapse should be treated with appropriate measures such as
intravenous fluids and/or sympathomimetic agents. In case of severe extrapyramidal symptoms, an
anticholinergic medicinal product should be administered. Close medical supervision and monitoring
should continue until the patient recovers.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antipsychotics, ATC code: NO5AX08

Mechanism of action

Risperidone is a selective monoaminergic antagonist with unique properties. It has a high affinity for
serotoninergic 5-HT, and dopaminergic D, receptors. Risperidone binds also to alpha;-adrenergic
receptors, and, with lower affinity, to H;-histaminergic and alphay-adrenergic receptors. Risperidone has
no affinity for cholinergic receptors. Although risperidone is a potent D, antagonist, which is considered
to improve the positive symptoms of schizophrenia, it causes less depression of motor activity and
induction of catalepsy than classical antipsychotics. Balanced central serotonin and dopamine antagonism
may reduce extrapyramidal side effect liability and extend the therapeutic activity to the negative and
affective symptoms of schizophrenia.

Pharmacodynamic effects

Clinical efficacy

Schizophrenia

The efficacy of risperidone in the short-term treatment of schizophrenia was established in four studies, 4-
to 8-weeks in duration, which enrolled over 2500 patients who met DSM-IV criteria for schizophrenia. In
a 6-week, placebo-controlled trial involving titration of risperidone in doses up to 10 mg/day administered
twice daily, risperidone was superior to placebo on the Brief Psychiatric Rating Scale (BPRS) total score.
In an 8-week, placebo-controlled trial involving four fixed doses of risperidone (2, 6, 10, and 16 mg/day,
administered twice daily), all four risperidone groups were superior to placebo on the Positive and
Negative Syndrome Scale (PANSS) total score. In an 8-week, dose comparison trial involving five fixed
doses of risperidone (1, 4, 8, 12, and 16 mg/day administered twice-daily), the 4, 8, and 16 mg/day
risperidone dose groups were superior to the 1 mg risperidone dose group on PANSS total score. In a 4-
week, placebo-controlled dose comparison trial involving two fixed doses of risperidone (4 and 8 mg/day
administered once daily), both risperidone dose groups were superior to placebo on several PANSS
measures, including total PANSS and a response measure (>20% reduction in PANSS total score). In a
longer-term trial, adult outpatients predominantly meeting DSM-1V criteria for schizophrenia and who
had been clinically stable for at least 4 weeks on an antipsychotic medicinal product were randomised to
risperidone 2 to 8 mg/day or to haloperidol for 1 to 2 years of observation for relapse. Patients receiving
risperidone experienced a significantly longer time to relapse over this time period compared to those
receiving haloperidol.

Manic episodes in bipolar disorder

The efficacy of risperidone monotherapy in the acute treatment of manic episodes associated with bipolar
I disorder was demonstrated in three double-blind, placebo-controlled monotherapy studies in
approximately 820 patients who had bipolar I disorder, based on DSM-1V criteria. In the three studies,
risperidone 1 to 6 mg/day (starting dose 3 mg in two studies and 2 mg in one study) was shown to be
significantly superior to placebo on the pre-specified primary endpoint, i.e., the change from baseline in
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total Young Mania Rating Scale (YMRS) score at Week 3. Secondary efficacy outcomes were generally
consistent with the primary outcome. The percentage of patients with a decrease of > 50% in total YMRS
score from baseline to the 3-week endpoint was significantly higher for risperidone than for placebo. One
of the three studies included a haloperidol arm and a 9-week double-blind maintenance phase. Efficacy
was maintained throughout the 9-week maintenance treatment period. Change from baseline in total
YMRS showed continued improvement and was comparable between risperidone and haloperidol at
Week 12.

The efficacy of risperidone in addition to mood stabilisers in the treatment of acute mania was
demonstrated in one of two 3-week double-blind studies in approximately 300 patients who met the
DSM-1V criteria for bipolar I disorder. In one 3-week study, risperidone 1 to 6 mg/day starting at 2
mg/day in addition to lithium or valproate was superior to lithium or valproate alone on the pre-specified
primary endpoint, i.e., the change from baseline in YMRS total score at Week 3. In a second 3-week
study, risperidone 1 to 6 mg/day starting at 2 mg/day, combined with lithium, valproate, or
carbamazepine was not superior to lithium, valproate, or carbamazepine alone in the reduction of YMRS
total score. A possible explanation for the failure of this study was induction of risperidone and
9-hydroxy-risperidone clearance by carbamazepine, leading to subtherapeutic levels of risperidone and
9-hydroxy-risperidone. When the carbamazepine group was excluded in a post-hoc analysis, risperidone
combined with lithium or valproate was superior to lithium or valproate alone in the reduction of YMRS
total score.

Persistent aggression in dementia

The efficacy of risperidone in the treatment of Behavioural and Psychological Symptoms of Dementia
(BPSD), which includes behavioural disturbances, such as aggressiveness, agitation, psychosis, activity,
and affective disturbances was demonstrated in three double-blind, placebo-controlled studies in 1150
elderly patients with moderate to severe dementia. One study included fixed risperidone doses of 0.5, 1,
and 2 mg/day. Two flexible-dose studies included risperidone dose groups in the range of 0.5 to 4 mg/day
and 0.5 to 2 mg/day, respectively. Risperidone showed statistically significant and clinically important
effectiveness in treating aggression and less consistently in treating agitation and psychosis in elderly
dementia patients (as measured by the Behavioural Pathology in Alzheimer’s Disease Rating Scale
[BEHAVE-AD] and the Cohen-Mansfield Agitation Inventory [CMAI]). The treatment effect of
risperidone was independent of Mini-Mental State Examination (MMSE) score (and consequently of the
severity of dementia); of sedative properties of risperidone; of the presence or absence of psychosis; and
of the type of dementia, Alzheimer’s, vascular, or mixed. (See also section 4.4)

Paediatric population

Conduct disorder

The efficacy of risperidone in the short-term treatment of disruptive behaviours was demonstrated in two
double-blind placebo-controlled studies in approximately 240 patients 5 to 12 years of age with a DSM-
IV diagnosis of disruptive behaviour disorders (DBD) and borderline intellectual functioning or mild or
moderate mental retardation/learning disorder. In the two studies, risperidone 0.02 to 0.06 mg/kg/day was
significantly superior to placebo on the pre-specified primary endpoint, i.e., the change from baseline in
the Conduct Problem subscale of the Nisonger-Child Behaviour Rating Form (N-CBRF) at Week 6.
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5.2 Pharmacokinetic properties

RISPERDAL orodispersible tablets and oral solution are bio-equivalent to RISPERDAL film-coated
tablets.

Risperidone is metabolised to 9-hydroxy-risperidone, which has a similar pharmacological activity to
risperidone (see Biotransformation and Elimination).

Absorption

Risperidone is completely absorbed after oral administration, reaching peak plasma concentrations within
1 to 2 hours. The absolute oral bioavailability of risperidone is 70% (CV=25%). The relative oral
bioavailability of risperidone from a tablet is 94% (CV=10%) compared with a solution. The absorption is
not affected by food and thus risperidone can be given with or without meals. Steady-state of risperidone
is reached within 1 day in most patients. Steady-state of 9-hydroxy-risperidone is reached within 4-5 days
of dosing.

Distribution
Risperidone is rapidly distributed. The volume of distribution is 1-2 I/kg. In plasma, risperidone is bound
to albumin and alpha;-acid glycoprotein. The plasma protein binding of risperidone is 90%, that of

9-hydroxy-risperidone is 77%.

Biotransformation and elimination

Risperidone is metabolised by CYP 2D6 to 9-hydroxy-risperidone, which has a similar pharmacological
activity as risperidone. Risperidone plus 9-hydroxy-risperidone form the active antipsychotic fraction.
CYP 2D6 is subject to genetic polymorphism. Extensive CYP 2D6 metabolisers convert risperidone
rapidly into 9-hydroxy-risperidone, whereas poor CYP 2D6 metabolisers convert it much more slowly.
Although extensive metabolisers have lower risperidone and higher 9-hydroxy-risperidone concentrations
than poor metabolisers, the pharmacokinetics of risperidone and 9-hydroxy-risperidone combined (i.e.,
the active antipsychotic fraction), after single and multiple doses, are similar in extensive and poor
metabolisers of CYP 2D6.

Another metabolic pathway of risperidone is N-dealkylation. In vitro studies in human liver microsomes
showed that risperidone at clinically relevant concentration does not substantially inhibit the metabolism
of medicines metabolised by cytochrome P450 isozymes, including CYP 1A2, CYP 2A6, CYP 2C8/9/10,
CYP 2D6, CYP 2E1, CYP 3A4, and CYP 3A5. One week after administration, 70% of the dose is
excreted in the urine and 14% in the faeces. In urine, risperidone plus 9-hydroxy-risperidone represent 35-
45% of the dose. The remainder is inactive metabolites. After oral administration to psychotic patients,
risperidone is eliminated with a half-life of about 3 hours. The elimination half-life of
9-hydroxy-risperidone and of the active antipsychotic fraction is 24 hours.

Linearity/non-linearity

Risperidone plasma concentrations are dose-proportional within the therapeutic dose-range.

Elderly, hepatic and renal impairment
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A single-dose PK-study with oral risperidone showed on average a 43% higher active antipsychotic
fraction plasma concentrations, a 38% longer half-life and a reduced clearance of the active antipsychotic
fraction by 30% in the elderly.

In adults with moderate renal disease the clearance of the active moiety was ~48% of the clearance in
young healthy adults. In adults with severe renal disease the clearance of the active moiety was ~31% of
the clearance in young healthy adults. The half-life of the active moiety was 16.7 h in young adults, 24.9
h in adults with moderate renal disease (or ~1.5 times as long as in young adults), and 28.8 h in those with
severe renal disease (or ~1.7 times as long as in young adults). Risperidone plasma concentrations were
normal in patients with liver insufficiency, but the mean free fraction of risperidone in plasma was
increased by 37.1%.

The oral clearance and the elimination half-life of risperidone and of the active moiety in adults with
moderate and severe liver impairment were not significantly different from those parameters in young
healthy adults.

Paediatric population

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active antipsychotic fraction in
children are similar to those in adults.

Gender, race and smoking habits

A population pharmacokinetic analysis revealed no apparent effect of gender, race or smoking habits on
the pharmacokinetics of risperidone or the active antipsychotic fraction.

5.3 Preclinical safety data

In (sub)chronic toxicity studies, in which dosing was started in sexually immature rats and dogs, dose-
dependent effects were present in male and female genital tract and mammary gland. These effects were
related to the increased serum prolactin levels, resulting from the dopamine D,-receptor blocking activity
of risperidone. In addition, tissue culture studies suggest that cell growth in human breast tumours may be
stimulated by prolactin. Risperidone was not teratogenic in rat and rabbit. In rat reproduction studies with
risperidone, adverse effects were seen on mating behaviour of the parents, and on the birth weight and
survival of the offspring. In rats, intrauterine exposure to risperidone was associated with cognitive
deficits in adulthood. Other dopamine antagonists, when administered to pregnant animals, have caused
negative effects on learning and motor development in the offspring. In a toxicity study in juvenile rats,
increased pup mortality and a delay in physical development was observed. In a 40-week study with
juvenile dogs, sexual maturation was delayed. Based on AUC, long bone growth was not affected in dogs
at 3.6-times the maximum human exposure in adolescents (1.5 mg/day); while effects on long bones and
sexual maturation were observed at 15 times the maximum human exposure in adolescents.

Risperidone was not genotoxic in a battery of tests. In oral carcinogenicity studies of risperidone in rats
and mice, increases in pituitary gland adenomas (mouse), endocrine pancreas adenomas (rat), and
mammary gland adenomas (both species) were seen. These tumours can be related to prolonged
dopamine D, antagonism and hyperprolactinaemia. The relevance of these tumour findings in rodents in
terms of human risk is unknown. In vitro and in vivo, animal models show that at high doses risperidone
may cause QT interval prolongation, which has been associated with a theoretically increased risk of
torsade de pointes in patients.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients
RISPERDAL film-coated tablets:

RISPERDAL 0.5 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Hypromellose (E464)

Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating
Hypromellose (E464)
Propylene glycol (E490)
Titanium dioxide (E171)
Talc (E553B)

Red Ferric Oxide (E172)

RISPERDAL 1 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Hypromellose (E464)

Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating
Hypromellose (E464)
Propylene glycol (E490)

RISPERDAL 2 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Hypromellose (E464)

Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating
Hypromellose (E464)
Propylene glycol (E490)



Titanium dioxide (E171)
Talc (E553B)
Orange yellow S aluminium lake (E110)

RISPERDAL 3 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Hypromellose (E464)

Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating
Hypromellose (E464)
Propylene glycol (E490)
Titanium dioxide (E171)
Talc (E553B)

Quinoline yellow (E104)

RISPERDAL 4 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Hypromellose (E464)

Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating

Hypromellose (E464)

Propylene glycol (E490)

Titanium dioxide (E171)

Talc (E553B)

Quinoline yellow (E104)
Indigotindisulfonate aluminium lake (E132)

RISPERDAL 6 mg film-coated tablets:
Tablet core

Lactose monohydrate

Maize starch

Cellulose microcrystalline (E460)
Magnesium stearate

Silica colloidal anhydrous

Sodium laurilsulfate

Film-coating



Hypromellose (E464)

Propylene glycol (E490)

Titanium dioxide (E171)

Talc (E553B)

Quinoline yellow (E104)

Orange yellow S aluminium lake (E110)

RISPERDAL orodispersible tablets:

RISPERDAL square 2 mg, round 3 mg, and round 4 mg orodispersible tablets:
Polacrilex resin

Gelatin (E485)

Mannitol (E421)
Glycine (E640)
Simeticone

Carbomer

Sodium hydroxide
Aspartame (E951)

Red Ferric Oxide (E172)
Peppermint oil

Xanthan gum
RISPERDAL round 0.5 mg and square 1 mg orodispersible tablets:
Polacrilex resin

Gelatin (E485)

Mannitol (E421)
Glycine (E640)
Simeticone

Carbomer

Sodium hydroxide
Aspartame (E951)

Red Ferric Oxide (E172)
Peppermint oil

RISPERDAL oral solution:
Tartaric acid (E334)
Benzoic acid (E210)
Sodium hydroxide

Purified water

6.2 Incompatibilities

RISPERDAL film-coated tablets: not applicable.

RISPERDAL orodispersible tablets: not applicable.

RISPERDAL oral solution: incompatible with most types of tea including black tea.

6.3  Shelf life
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RISPERDAL film-coated tablets: 3 years (1/2/3/4 mg) and 2 years (0.5/6 mg) for blister packs. 2 years
for bottles (0.5/1/2 mg)

RISPERDAL orodispersible tablets: 2 years

RISPERDAL oral solution: 3 years.

Shelf life after first opening: 3 months

6.4  Special precautions for storage

RISPERDAL film-coated tablets: Blister packs: Do not store above 30°C. Store in the original package in
order to protect from light. Bottles: Do not store above 30°C.

RISPERDAL orodispersible tablets: Do not store above 30°C. Store in the original package.

RISPERDAL oral solution: Do not store above 30°C. Do not freeze. Store in the original package in
order to protect from light and moisture.

6.5 Nature and contents of container

RISPERDAL film-coated tablets: RISPERDAL film-coated tablets are packaged in
PVC/LDPE/PVDC/aluminium foil blisters and HDPE bottles with PP screw cap.

RISPERDAL film-coated tablets are available in the following pack sizes:

0.5 mg: blister packs containing 20 or 50 tablets and bottles containing 500 tablets

1 mg: blister packs containing 6, 20, 50, 60, or 100 tablets and bottles containing 500 tablets
2 mg: blister packs containing 10, 20, 50, 60, or 100 tablets and bottles containing 500 tablets
3 mg: blister packs containing 20, 50, 60, or 100 tablets

4 mg: blister packs containing 10, 20, 30, 50, 60, or 100 tablets

6 mg: blister packs containing 28, 30, or 60 tablets.

RISPERDAL orodispersible tablets: RISPERDAL orodispersible tablets are packaged in
PCTFE/PE/PVCI/AI film/foil and Aluminium/Aluminium foil/foil blisters.

RISPERDAL orodispersible tablets are available in the following pack sizes:
e 0.5 mg: packs containing 28 or 56 tablets

1 mg: packs containing 28 or 56 tablets

2 mg: packs containing 28 or 56 tablets

3 mg: packs containing 28 or 56 tablets

4 mg: packs containing 28 or 56 tablets

RISPERDAL oral solution:

Amber glass bottle with a plastic (polypropylene) child-resistant and tamper-evident cap. RISPERDAL
oral solution is presented in bottle sizes of 30 ml, 60 ml, 200 ml and 120 ml; DE only: 500 ml (5 x 100
ml) solution. A dosing pipette is also provided.

The pipette supplied with the bottle size of 30 ml, 60 ml and 100 ml is graduated in milligrams and
milliliters with a minimum volume of 0.25 ml and a maximum volume of 3 ml. Graduation marks in 0.25
ml (equals 0.25 mg oral solution) increments up to 3 ml (equals 3 mg oral solution) are printed on this
pipette. The pipette supplied with the bottle size of 120 ml is graduated in milligrams and milliliters with
a minimum volume of 0.25 ml and a maximum volume of 4 ml. Graduation marks in 0.25 ml (equals 0.25
mg oral solution) increments up to 4 ml (equals 4 mg oral solution) are printed on this pipette.
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Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Film-coated tablets: No special requirements for disposal

Orodispersible Tablets: No special requirements for disposal. For instructions on handling see section 4.2.
Oral Solution: No special requirements for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
To be completed nationally

{Name and address}

8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: DD month YYYY

Date of latest renewal: DD month YYYY

10. DATE OF REVISION OF THE TEXT
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A IFPEDBHIARICHB T D ) AU R OFEIHALMIED DSM-IV EUEE7- L
72 2500 LA B3 gk S dvle 4~8 B 4 FEBRICI W THEN. S L7z, U AU R% 10 mg/
HETOMETLH 2 BEHEEET2 6 HE O 77 &R EEERCIL, i 5 Rk aAm
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A U7z, ST v b a W E@ERER Tl SECERME S RS EIEENBIEE STz, 4
FiA XA T2 40 HEBR T, PERIREANEIE L7, AUC IZHS< L, A XTI, FA4EIC
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KT A R

T UNEEET RY DA

TN T —T
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ZuvLrr7 Y a—n (E490)
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Lo — 2 (E460)
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ATT VU~ TR T A
B K o A R

77 U VEEET KU T A

TN T =T

v Au—2 (E464)
vy 7Y a—n (E490)
kT & (E1T1)

% v (E553B)

X/ VoA x=r— (E104)

URANE—=NT gV bha—T 4 7HE4mg :
LER 2 T

FLBE—/KFn

ryERIAVT T

fahtELe—2 (E460)

7 uAn—2 (E464)

ATT VU~ TR T A

R K A

T UNEEET RY DA

TN T— T

bt Ao—2z (E464)

ZuvLrr7 Y a—n (E490)

" T (ELT1)

%7 (E553B)

X/ VoA x=r— (E104)

A PIAFUREFT R AT LI = AL —F (E132)

URNRE =T )V ba—TF 4 7EE6mg :
FER 2 T

FLBE—K

FryERaILFT S
fEdE L T — 2 (E460)
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JARE—2mg (EFE), 3mg (ME) K04mg (M) HIENFESE
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<= hr—/ (E421)
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VAFay

HIVR~—
Kb v U 7 A
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ERVANE V=

YA —05mg () KN1mg (EFAE) HFEENAREE
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VN3 nll RN
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6.2 BAER

UANRE =)V T )V ha—T 4 788 #4872 L
U A NE— )V APENAREERE « 32472 L
Y 2ZNRE— VN - fIR 2 ETel3 E A L OFEORBAE LA

ZISU

6.3 HZhHIM

YANRZE =T g v a—T 4 7§ 7 U AL —0 3T 34 (1/2/3/4 mg) KO 2 4 (0.5 mg/6
mg). AV T 24 (0.5/1/2 mg)

U ARE— L OENARESE : 2 4

U ANRE— VNI : 34

B DA R - 3 7 A

6.4 Hrik

UARE =T )V a—TFT 4 T8E : 7 U AZ—@dE : 30°C #H2 D5 TICRIFE LN
Lo BEFMICOREEDEFMRATHZ L, 2 30°C # X D TICRF Len 2 &y

U AR =)L OPENAREESE : 30°C 2B X D TICIRIF LeWZ &, Bl D E EMRFT D &,
U ANRE =N : 30°C A D GFTICRELRVWZ &, iSRRI &, RO
REATCEEOE ERGFTDH L,

6.5 BaDOME

VDANRTL—= VT g bha—T 4 T8 VAT — )L T 4 )vbha—T 42 78I,
PVC/LDPE/PVDC/7 VI RANT Y ZZ—]RPP 27 1) 2 —F % v 7} % HDPE #ilZ % X
nTna,

UANRE—)VT 4 v ha—T 4 TEIILL T OEEY A ARHE STV -

« 0.5mg: 20 HE3L B0 HEA Y 7V A & —al 3k O 500 HEA D ik
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e 1mg: 68, 208 508, 60 HEXI% 100 FEA Y 7 U R Z —ai2k & O 500 $EA 1 ji
« 2mg: 10 58, 20 &E, 50 &, 60 HE X 100 HEA VY 7 U A & —aldE K OV 500 $EA D ik
« 3mg: 20 %E 50%E, 60 FHEXIL 100 HEAND 7 U A X —

e 4mg: 10 8 20 &E, 30 HE, 50 HE, 60 HE X% 100 FEA D 7 U X & —

e 6mg: 285, 30HEXIT60FHEAD 7Y RZ—

U ARE— )V OWENRREESE : U A — )L O ENAREESENT, mﬁmmammmr74wbmw
NAFRNET VI =T AT IV =T AHRANHRANT ) AH— EXNLTWD,

U ZNE—)V OPENAREEREIZ LA T O EE A ADBHE STV 5 -
« 0.5mg : 28 HEI% 56 HE AV w2k
e 1mg: 28 #E1% 56 HEA Y E14
e 2mg: 28 HEX(I 56 FEA Y 12
e 3mg: 28 HEX(I 56 HEA Y 12
e 4mg: 28 HEX(T 56 FEA Y 12

L %&

i

U AR — VN AR :

TR OZERBI S, REREPISERH W= T 2AF > 7 (RY 7reLy) filx
¥ I E OB T A, U AN —/LNHIRIEL 30 mL, 60 mL, 100 mL K& T 120 mL @K
TXOMTHBEND ; DEDA :500mL (5x100ml), #EHDAKRA FEAy b HiEfhs
o,

30 ml, 60 ml ZT¥100 ml D FHEDIR & IR EN D AR A PRy ML, SV TALER
VU v RMLVOBREYATET, /AT 0.25mL T, RAEEIZ3IML THDH, ZDAKRA |
By hOBKEDIX0.25mL (0.25 mg DNAHIKRIZAHY) Z&123mL (3 mg ONHIRIZFEY)
FTHENTWD, 120ml ODHEDR &R SN2y ML, VT3V v b
JLOBRKEY & T, B/ hEEIF0.25ml, I RKEEIT 4ml THDH, 2Oy hOEHKD X 0.25
mL (0.25 mg ONARIZFEYS) Z&i24mL (Amg OWNAIKRIZKY) FTHEATND,

T RTOWEY A APIRIE S TN D DT TR,

6.6 A, WOHF, EEROEE

T4V b a—T ¢ 78R BRICREEOSMIT

PN AREREE « FRZBEIED MR WY BN T 23 VT, H42HEZZROZ
&o
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i YAy Ry EEVE
U A% — L 1mg
U A8 — L0 2mg
U A4 — Lk 3mg o e
. U A — VORI 1% 7?:2 /7zﬁ img
Sge Y %<4 — 120D §i 0.5mg AT ,j@?*,fmg
U 254 —1L°0D B 1mg A —F v THIKL 1%
Y 23— L°0D §i 2mg
Y A5 — )L N HE Img/mL
eI Yoy 7y —vikatt T AT 7 AR A S
i 1mg, §iE 2mg, #MIPRL 1% : 1996 4F 4 J] 16 H
FRRBAE 5 3mg : 20027F 12 71 16 H § 1mg. &% 3mg: 19734E8 /1 8 H
AR OD i 0.5mg : 2009 71 13 B K 1% : 20074 1 51 23 H
) OD §it Img. OD §i 2mg : 2007 4 3 J1 15 A e
PRI Img/mL : 20024E 3/ 28 H
BRI [CES B 1mg. 5 3mg : /L7 ZE [ A
5 JASE v AIRL 1% - BISE, ARG,
-F
e T e B
oS ~ N F )"_HHIVIFMT-. >
s b ( A
pEEM o —F r I j
Y\ Y. ,;:rrm_?d R
W L= ¢
N~g Sz o H
§iE 1mg. §E 2mg, §E 3mg: FIAD 7 4L ha—T | fEImg: 9 TUVKLROHEE, LEFHREEY R
A V7, EREN LETRRY ALY Ry | 1mgHa
1mg. 2mg. 3mg&H $E3mg: AEOREE, LEFARBEEY R
KL 1% @ A OMKL, 1g PHFKY AXY K [ 3mg &
s, | 1OmoEA MR 1% @ FAEOMKL, 19T AR EED N
. | OD #E 05mg, OD #E 1Img, OD §& 2mg : [1amk | 10mg &4
S g (npEeiEEsE) . ZhEn LY 2Y R
> 05mg, 1mg. 2mg&AT
PRIE Img/mL : fEEFE oA, 1mL HHEEY
AR Ry Amg & &4
Y ARK —)VEE Img, [AIEE 2mg, [FIAIRL 1%, U A | Oft & JiE
/34— OD §i 0.5mg. [F OD §iE Img., [@ OD § | O/NEo [ PAMERES KR fE o TRioiEik
2mg, U A4 — /LN Img/mL W, KB, TR SFABMREICA DN D R
A R AE 178
RO APAASY N T DREICRE D Sl MEAR, S, HRlt, SEESICH 5N 2 FIER
ZIHE U ARH — L EE 3mg H AR 23 20 40 2 RS AE IR
R | b ki
(GhRE - ZhRAC BT 2 6 H B FERD)
RO APAARY b T DIEIRE D Sl
WCARK AL T 23561%. RAIE LT 5 &L
L 18RRI O BFIMER T L L,
Y ARK —)VEE Img, [H$E 2mg. [FEE 3mg. [Af | O G RFE DS &
ki 1%, U A4 —)L OD §E 05mg, [# OD §E EEY RELTHERAICIE, ROE 1A 1
1mg. [ OD #E 2mg [Al, MABHZJE T 2~3ENCHEI L, RAkET
1) A SHE %
WL BRACIZY ALY R d LT 1E] 1mgl YR 1~3mg, JEIRITIE U 4~6mg (i 5
H2EILVBHEL, e lRT 5, MERFRIE 5o HcEmlEomg £ TET 5, MeRrmldiEE
@ 1A 2~6mg A JFHIE LT 1H 2155 6mgLl FCTh %,
TRAOKET 5, 728, S, ERICEV#ET 7k, JERIE U EEET 5. 1A 1EO#E
W 5, L, 1A 122mg #2202 D EFHORENEE LW,
L. O/NR D B IR E S D55
2) WNEMIOBPAARY T DECHE D B RiRgrE EEY R LTlE/NRIZIE, 1A 168 1A &
R 15kg LA |- 20kg Al 0 1~3mg R NG9 2, Filn, AERIC LV
W, U ALY Rk LT 1H 1[E 025mg & BT 578, 1A emg E THIfT S 2 LT
VRIEEL, ABH XY 1A 05mg% 1A 2[EIC . BAICkY 1A 2EICHERETAZ LG
S TRRAEET 5, ERIC XY T S TE5,
A, T 2561 LIEMLL EoRMFEEZ H1F T 7Rk, ARG X0 ZE LIIRER S iz
1HEE LT025mg T oid %5, AL, 1H Wt WA R AR T D% OBk
T Img A X AT b OB EPDDH L,
Jiikiy R H 20kg LA LA -
= WE, U ASY Rl LT1H 1F05mg kv

Bth L, 4HB XY 1H Img# 1 H 2[5
TRAEST 2, JERIC X0 BT 228,
HET 5583 LEMU EoOMEEZHITT1H
Bl LTo5mgd oY S, HL, 1HE
1%, {AHE 20kg LA | 45kg A O 41T 2.5mg,
45kg UL DA 1E 3mg A 2 7R 2 &

U 234 — LN R Img/mL

1) HERHIE
WHL BRAIZIZY 22 R LT 1 1mg
(ImL) 1H 2E X VBLEL, R ICHRT 25,
HEFFEITIME 1 A 2~6mg (2~6mL) % ik &
LT1H 2B CTRAKST 5, 2B, F
v, AEIRIC X0 TR S, L, 1A R
12mg (12mL) ZHz 722 &,

1.7 [AFE[E %D
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R0

Y A~RY R

EEYR

2) MO HBAA ALY kT DFECRE D Syl
KE 15kg LA L 20kg A 0
W, U AU Rk LT 1 H 108 0.25mg
(0.25mL) L VBAsAL, 4H A XY 10 05mg

(05mL) # 1H 2[ENZ/ T TREAREG 5, JiE

PRI XV EEHRT 203, HMET L5613 18
Ll Eofl@4 &7 T 1 HE L LT 0.25mg
(0.25mL) ot 5, AL, 1 HiklE Img
(ImL) Z#xANZ &,

AT 20kg PL RO BF

., U AU Rk LT 1H 108 0.5mg
(05mL) XVBisAL, 4HH XY 1H 1Img
(ImL) % 18 2[5 T TRAOKET 5, IE
PRI LV EEHRT 208, HMET 5513 18
LA LM% 17 T 1 H &L LT 0.5mg
(05mL) FOHIET S, AL, 1AL, (K&
20kg LA L 45kg Adi D3 IE 25mg (2.5mL) |
45kg UL D41 3mg (BmL) Az e
1=

5% . NRIROM 5k

1. ARFIZEHERAT 25, b LT 1EIORA
iz, Va—ATHPICRET, 2y 7
—# (9 150mL) < BWICAR L THEMT S
Z b, B, TREILR DAL I
FTHEIEHT L&,

2. JRIERDHIECEE (R, BEiAR. AARSE) K
Ca—Z13, RETHEEEMETT D2 L
NH2OT, HRLTEMRT 2 2 LTk 5
rofEET L,

3. fEEES (30mL, 100mL) ICIRFF &N TV A
Bty o BT ZEA 05mL, ImL,
15mL, 2mL, 2.5mL O 3mL (23 5,

4. 4yelfh (05mL, Imb, 2mL, 3mL) i, 1/

BENEIY Th 2. PEK ISR E2H IR
MAEEsz L,

(R - AR BE T 2l _E o)
KA OIEMRBIL Y <Y RoThHY, A
YUY R oftRICE D IERBHE®RT 58
ERRB LD, KAL) R e EA
T HRNEE E OO HIT, BT D Z &,

(BEFI D H DY FIH)

0.25mg HINZ TOME S B2 41E, N

WX HIRL 2 5 2 &

(OD $iE D 70 1% 75 4518

1) 0.25mg AL TORE N LERGEIT, N
FABSUTMRL 2 925 2 &

2) AANL AN TN HIES 5 2 &2
BMERDA (K72 L) THRATTHETS
Do Efo. RANZ AWK & QWIS
K0 RIEBL A WIS 2 WA TIE AT
. HEER TR U LK TR ASAT 2
L,

O - BT 5 6 E o)
[hEo E R ES 05 4]

T ho A5 D FERVEA R T 2 B O BEFER
D% BE~BET DAL, PUREA,
BIEERI S 2 BT D L &b ISR T
ok, [E®EEZEZTBZARG
%, ]

M E

2 ROBFEFITELG LN E) ]
FIERIEOBE [FIERELE LS E5k
b b, ]

VB — VIR 0 AR A I 1
DT 5 B [ e
JADHIREND Z Db D, ]

T RLF) vEEEROBE [ THAME
Ji) omEBH]

AFNDRGy ROV Y Y R ATk LB BE
DBEFERED & 5 B

1

)

3

&

[#2 (koBHFIIHEEG LenZ L) ]

(V)R QT MERIEMERED & 5 B, JeRME
QT HERIEGERED FIRIED &> 2 B3 . RNk
NIEEOMARED B 5 BHE [QTHER, DLE
HERERE L Z TR Ehn® 5, ]

QQQTHER 2 = L Wil [QTIER, L=
HEAERE L ZTRBZhnd 5, ]
DQTHER AL 29 2 & A BTV % 3H

(R R7Y RE) ZRGHROBE ( THAE
EH) DEBR)

QA VT AMAE, &~ 7 32T AIED S
5B

FEHRMIRD b 5 B

(3F b7 1A PA50 (CYP3A4) % il 25 3kH
(HIV 7 a7 7 —EHREA, 7 — R
WAl 777 vEN, 77 Arv ALY
v,z RRRA Yy FXTY AT .
VKR TYVAF U TTLEX Y R KA
TTVEZ L) | RaxkFr TR
FHIv BV ETY L mRVA T T
LxgbGhoRE ( HEER) 0BES
1)

@) FMERRED B, Iy — VA
AL RIS O R AR IR O R\ R T
W2 % B [RGB R S 5
BELARDHD, ]

(5) D D+ N—=F Y UROBE DR AT
SELBENND D, ]
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Qﬁg Y z~LY Ry FEYUR

1 EEERLG ROEBFIFEECERGT52L) | 1 HEERS ROBEFCITHECRETHZE)

1) O MEREE RME, UIENHO5NO | ()0ER (9 - MELRE%) Obs 8% [LE

bHoBHE [EEOMTERTAHHLPNDEZ N | HEFELEITEIARSH D, ]

b%,] (2T A ABEORBIER BT 2 S ORETERE D

2) REMROBALEO & 5 H#E, SR QTERIE | H2EE DEBERELE-TBZANH S, ]

BEREOBF L QTR A T2 epmbhnT | QFMECH L BH FEELELLIEI LR

WO EEHM ARG OBE [(ARIOREIZEY QT | b D, ]

MHERT D AHREMER B 5., ] @EREDOH LB [LDERRFEZEZTBEh

3) M=V T L B/ MEEBEIED B D | 13 5. ]

B DEMEREMEEE (Syndromemain) 2362 2 0 o9~ | Bl ( [Els#HE ~0 b OmBHR)

{722, Fio, SEEABEROBLIIMA T, $ | (O)BIAK - KERRARIELE X 5 FIREWREEDO B 5

Bl EELAVOMET, G AL RS | B CEMERRE (Syndromemalin) 23 2 Y 03

DIERD IR T BBZNDB D 5. ] (AN

4) TAMDNAEDREVERB XL 2 S O

b5 BF REMELIRT S E2BENRH D5, ]

5) HEEXKOBEELKOHRSE AT 288 Ui

REESEHBENBH D, ]

6) IEEOH L MHE IFRELELS TR

Ndbb,]

7) BEEO B L BFE URAIO Y O GE & K O

AUCHIRT 52 L nd 5 (THRmEE] EE

). ]

8) WEIRI XULZ DBEEED B 5 BHF . B 5V LhE

PRI OFIRIE, b, BT O BE RGO fERiA

FEAETLEE [MEES EFT22E0305,

(TEE AR, TERREER] 0ES

). ]

9) mitine [[E#ha~ofkG), [Fpng om

]

100 /N [N~ S| OES ]

11) SEPp T O B

12) JK « REA FAREES & 0 5 S IREREE D &

2B [EMEGERESE Z 030, ]

2. BB 2. BEREAEE

1) B, ERERE BRI o R | (D) SITIRE, O EV, S50 HLDNS

FERIC S < B MARILEN S b d = LR | ENH DO T, REIEGHOBEIILHBHHOHE

BOT, DENSHRLICHITE L, RMERHSb | BEEGRE M M OBREICHEFSERVW LI

O IR, YR 1T 2 L, EETHZ L,

2) MR, TS - S - RAHERRE NSO T | QPURHIRIRICIS O T IR, fRIRMARIE S

MNEZBZERHIOT, AFEEGETORE L | PIMBRERENRE SN TVDLDOT, RENRE,

[ B E O S AE M R A O MR ORIt s | RIIBUR, BN, BACIKRES O fBRIA 7 2 H T 5

RWESEETH L, BB T 258 IXEET L2 &,

3) FALMEOBEICH N CIE, BE, HAtE, | @FILEHZET D720, MOHKHAIZLS <k
EAE | goms o s B X5 TR A B s 0T | B WS IS X 2 UEIARR 2 REEME(L
&"; BEE LT, BEARDNEZHEHD | THIEBHIOTERT LI L,

IBIEICHI Y B2 D7 CHEY R LB ETTS Z L,

4) AFOEEIZ LY | @O R O EAL B
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2. 2R, BIRGEOIEROBBRICEET L L &
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OEEE ATy, [MEERS ), TERR
BIWER ) oEBR]

5) KR d Hbhd 2 LERHHDOT, Kk
L B, R, T RER MR, EEk
[REE S OIRMBER IR T2 & & blo, b
DOREFOBEE 4TS 2 &, [TERAREIE
) omEBIE]
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5 OEWERNEBT 2560805 L&, BHEK
O OFPITACHB L, dmifpEk (038,
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ZO X ERDR S b b IGEICIE, BEHICE
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Lo [MEER ), THEAZRRIER] OmESH]
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DI FERIEDSRE SN TNDH DT, RERRGE,

RWIEVR, i, DAL O fERE 1263 2
BFCREEGT 2EAITEET S 2 L, [THEAR
RIfER ) oESH]
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UHRMEZRHE L, B8R L RICh2 0 &5 L
Wwo ok,

1.7 [FIFE R %D

=]
[=]=}

R



UANRY R

—f%H)

e JANRY R EEYR
3. HEMER 3. AHAEMER
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1 AR WFALARWZ &) BELH LWL RS LS D,
- B AR BT - OPFEEE WP LNz k)
) HifE 1k fEBRIA T sS4 5 [ ATER - B -
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2) GFAER (UFRICEETLZ L) QUFHER BFRICEET 2 L)
St e BEAIEI - | - St e BRIRAEDR - | HBFF -
HARE | mmrw | fewmr HARE | mmre | ewmEr
EaR iR K R (S R PN D Rt EaRiE i K e R P U PN Oy
Al (N EVHERT D L5 OFA D palll RN ER 2| 5 o AT P
— VB EAR| Y B D 0 T [HRE A SOLEY —  [HBRESE D 2 AR A R T
%) WS 572 E AL, NEEFER | LRD D, MEfT 25,
E G T R
5 &, %
RS U AEB M B ACHER Z2 (AR AT R 3 A N7 a7 TN WEERER|IAK LK
B W T H = LM ER & Ik HLOMER SN D o FEAT T
N b, HLTWDZ KoY Ry PERBFBL | KRB
b, PR I < D, T 5.
NS RE KR AR |[F B AR Z (AR ANEH R R
AT B TR | (% WEsHD (I EMER
AR 2 LR kX LB, ER-Y S oNE(F
"R N B 3 iR R s
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[ 3K % JEAF A 23 9 | AR A4 ROV 2 T a—L AHEAZ AR | &b (T AR
WT D LB D OIFA O /<] % B0 VE R A | ) E A
b5, EAE B I X WX E5Z AT 5,
%, EBH B,
Ta—v MEWZEMRZ|7 Va2 — ik L =77 VQT iR, LE|/ L —TF T
BT D 2 & | HOAE A R B =Y Va—A MEAEREO|—Y Va2 — R
b, fEH % AF 7 EERAMERRT F7 L
%, % Z 4 35 7 |P4s0
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MR A A D BURI R AR VT A 5y W
JEERE (SIADH) 238 bbb Z &b %,

(5) JFHREREsE (0.97%) . & (M R9))
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AT, BehEpi L, WY@ ETS Z &,

(6) HWALTMARIE (0.02%) : fPIR. i1,
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1B EORRIEN BN Z RE D Lol S D Y
BEOHEET DL, UERTOREIZHET S
FEAMEITREST LTV AR, f&tvE?&ﬂJJ CHURG T
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RO A A SRS N T MEICEE D SR A
HEREE, AR, FLIE. 5 Mmoot
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8. mERE
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— I STV D8, ER T AR OER
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REENRM O 72 8 DREFE R 2800+ MR DOE =S
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R L CHRIAR SO BEE RO IHEL DT 5
ZEnEIR TS, ]

JIR I (OD it 0> #2001 i 4F 1)

(1) AANTEFEO BIC O THER A2 S5 LY
WY oo, KL TRAMETHD, £z, K
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(2) AANTE £ LORETIL, KR LTRAE
RNz Lk,

Y 234 — LN R Img/mL

1) B NIRAICOAMER S S Z L,

2) EHIZFIHE A B W TIE, A0 E R
JALZRWE D IR 22 &,

3) BAZ®
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0L RE, MESERRTERDLZI D, R’
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ncns,

2) HMETIH; S A7 FBAEL B U 7R bk
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L7z 17 OEERRBRIC BT, AflZ G eIk Albi
R SR 7 T B ARG L i LT
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SAETOEFETEIC BT, ERGUR I b IE
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LR BRI AR RE SR ST D, i -
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R IRFHE I AAI R SIEC OV TR A D & 9 Hil
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Lhb | MOERNHS P E B, MRS
N & DR A2 RBEMEA LT D WTREE D B D,

5) Foth# (vv A, 7w b) ICHKE D
47~751% (0.63~10mg/kg/ H) % 18~25 » H[ili%
PG LIz AUMERRBRIZ 38\ T 0.63mg/kg/ H LA
ECHIMIES; (v AL T v b)), 25mgkg HELE
TREEES (77 R) ORI 53 W6 5 5
(7 v b)) ORAEBEDO EAPBRESEN TN,
INHOFTRIE, a5 s F U L ke
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b OFEERIZ L0 A DAY TE R R~ A
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oY
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1)
2)

3)
4)

[#EAR - 4R ]
1. R

sy - A

L7

U 2K — )L
#E 1mg

1R H R
U A~RY R 1mg

KR, hUERa LT T
mtre—2 vrrAog—2A T

JVEREET N U U A BREEAK S A R A
EVNE S VAN 30 SN

U ANRE— )L
& 2mg

1P AR
U AXRY R 2mg

)y TuvlLrs)a—), ws/n
=—,L 6000, H/LF v mr

U 2K — )L
$E 3mg

18R HR
U A~Y R 3mg

U 2K — )L
AR 1%

19 H H s
J A~V R 10mg

SLEARIH, €7 0 A n—A EHK
oA B

2. MR
DANRFE—)UE : HEEDT7 4V ha—TF ¢ ThE

[ERES JE =
(mm) (mm)

HA
()

WA

1] AR

N |

1mg e 6.6 3.1 0.10 JK101

2mg G_JC?;I 7.1 3.8 0.13 JK102

'y —
()] )| =] 81 43 020 | JK103
R —

3mg

U AR — LR

i

HIPRL 1 % ik

[%hee - 2hR]
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INEHIO AR b T SMECEE S 5l
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W 23, BET 2SS LEBL LoOMEL H I TLA &
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IO B BTEREE IS S FRE A AT S RE AR L L
E AR C W, BWER (R AERE 2 5T) 1% 38
Bl 32 B (84.2%) IZRBHHNT-, TOELRL OFMEIR 24 #
(63.2%) . (REIENN 13 # (34.2%) . AAKICHE 10 1] (26.3%) . =
a7y F e 4 ] (10.5%) . A% 3 il (7.9%) . L7240 3 i
(7.9%) . FFEIPED EV 2 ] (5.3%) . 1554 2 i (5.3%) . 1EEUEL
2% (53%) Thdh-oi-, KR

[EARARIEH] KO TZ2ofoRtEM] OBICB T HEITEH O
BAFEIZ OV T, A R R At e & L e Al B S-S X B
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1) EXZEIER

(1) EMEERE (Syndrome malin) (0.15%) : MEEHRER, D

R, e IR, SR, ME OB, RITFEARIBLL,

ZHICBI & ERBD LN HEE, FEHERIEL, K

WHL, KOS ER L L HICHIRAELITH 2

L AERFERHCIE, AMmERO#EMCMmE CK (CPK) @ |-

FANBHEOND ZENEL, o, IA T VREEDE

HWREDIK TR ALND ZENH D, B, EmANFRGE L.

BAREEE, MR INEE, JEBREL. BIAER. SPEBA e~

ERATL, SEET D2 ERD D,

BREESAZFRVT (0.15%) : EHEGICL Y, DS

DOARBEEEI N D S b, BGPIEB LTI 0D

%o

FREMEA LT R (0.06%) : AR (BRACRER, Ml - &

M LVMEFRL, JEEOIE B D IEHEE K OGN A O

D o MFEEDER) AR L. BREIMEA LY AT &

N DDOT, BEMREND Db HAIIE, &5 %2F ik

T 5 LI RME AT O 2 L, ek, AFNIEMER (1

2) THIMEMZAT 52 b, Bl « %2 REEME(L

TAMREM N HHOTEETH &,

PRIRSNVE VREA S UWERRE (SIADH) (BETRH) =

DR b U U AE, RIEEEME, SRR T AR

BOWEI, SRR, R, EREES A FURR A E

VRS WMEGERE (SIADH) b bbb ERb D,
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ALT (GPT). y-GTP ® LERZE%1 5 IFHEGERE TS, TENH
LONLEIENHHDOT, BEELHIITITV, BEDED
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MR ORI A7 1 vy b5 AR L % B0 a e

NHOLDLINDZERHDHOT, BENRDOLNHAEITIX
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TENR (0.35%) : LEHIE, DRSNS S H S b

HTENRDDLOT, ZOLXDGEIIIRGE LT 57
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YR LE A AT H 2 &,
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(10) {EM%E GEERH) =Y RMERHHbIDE LR H D
DT, PLANE, BRI, WIT, R, BIR, ERREES O
(K AEHE R 3R S/ IR, &5 %2 F ik L2
BEITH 2 &, [TEEARANIEE OmEBMH]

(11) EERERIE (FERH) Y AmBERKD (0.56%) : 4
RIERAE, HMERD R H SN EnNHDHDOT, #lE%s
FATV, B AR b GA KSR iET 5 7
LR AE A T Tk,

(12) FHEARE, REFHIRIMASE GERH) B9 Juishmsk
IZBWWC, JMIERRIE, R MARIESE O AR FERRIE AY i &
NTWbHDOT, BEE oAy, B8k, fdm, Dk
Eh, FHEERRO b GAIIE, 52T i35k L
WO AE 21T 5 2 & [TEEARARNEE] OHEMR]

(13) HephdtiE (BEEEAREH) B ¢ o SRR I HE 5 <
R EIEN H B bND Z ENHDHDT, ZD K I REH
A EST: =R Ut o N
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R A | /8= v Y = XA #ERA | H7e 0 BRIE, SRR,
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Wi iz, HREZIEE . WRIRE
W, B RREE AT
TR R ORI T E (A
HBXW By, BEsED v, B
KEREE g
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TR T Wiz, i, ALEE FERE R, BEROES |
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OB AIA R, SHrEEEE FE AR PR, AR A,
fEE ARRBIE, MmHEAR, &
S R AR,
FLE 5 W
EHEE| SR, |08, BORE, 1. AT | RE, KRR, AT
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119 2 &,

BRIIR 2 AT ) R P HEICE G52 L,

BLUE RO DA I e E 21T ) Z &,

2)
*3)
1 4)

1 5)
7+ 6)
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i CIEEEHARIMEIER G ORIER N H 5 b3 < o, B

FEREREE 2 A7 % B Clddm MR8 B L. 208 A3 ik

ETaZe&nbbdo<T, & (11 05mg) »oE5T5728,

BEOWREABE LN OERICEET 5L,

6. #EiE, ER, RILBE~OHE

1) $E8 TR L CW B WTREME D B 5 NI, 1RIR Lo
PEfEPEZ b5 S SN DRI ORFEE T 52 L,
iR O GBI 5 22 R PEITHESL L TR, IR
ICHURBAR IR G- STV DA, B ICmipLE S,
MR, PEOLRETE ., MR, ARERORAN R, BRI SR o BEBLE R
HEARANIER DN D Doz E OMERH D, ]

2) I AP OIFE NG T 258 B eI EE b2 &, [ b
F CHIBATARD BTN D Y, ]

7. INEE~DORSE

A ICHE AR AEREV, BrER. S, SRS NSk

B AEMEITHES L TR (B FRRER 3 72 00)

INEHIOBHBAAN Y N T ARECEE S BRI - AR AE R E R,

AV FLIR 5 R O Sh VT 9 5 2 A E I RE N LT e (fif

JHREBR N 720N o

8. MEHRE
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— RIS STV D EE, ERIL. ARFIOER AN RIS
BLl-boThy, MR, $E§F, Bk, KiE, QT Lk,
ISR TH B,

ALE
FERI 72 fRFEANL A2 VO T, ERITR L C— AR 223 iE R 1k &
17952 &, BEIZEL T, RBEMEGR L, BEOM L O
Ra+mIcATo 2 &, B, IEMER L O%E FAlO #5450
FEfi AR L. REIRRH O 72 O Ok 720 - S RO
=R T REONCBAT A L,

9. BAEDEE

1) FEFIRAHRE
PTP ALAEDIEAL PTP > — F 3 bWV L TR 5 Xk 54
A HZ b, [PTP U — FOREEKIZ I Y . BEOELA GRS Bk,
PEA~FIA L, I3 2B 2 L CHERIAR S0 B2 A0
JEZFRT D 2 LGS T D, ]

2) ARARE (OD SEDH DI HEIH)

(1) AANTTFO LoV TERZIRZBESE S & HRET D20,
KL CIRHTTHRECTH D, E£7-. KTIRATHZ b TE

Do
(2) AFNTEZEEORIETIZ, KR L TIRASERNZ &,
10. ZDMDEE

D KA Lo, RERHORRFESBE S TN D,
2) SME T I S AT ERAVEIC B U 7R REIR. CRGEBAMRIEE -
WA AT D milmEE g & L 17 ORKRBRIZIS VT




AF % & IR E RO SR 5L 7 T B AR B G & e
LTHLERN 16~17 EEh-oTot ORENRDH D, £, 4t
[E COEFFHEICBN T, ERHUREHHIE b FEERGUR b5
HEFERRICH RO EHICEHET 2 L o®ERH 5,

3) AHFNEET o 7 RLF U UHEHER O ® 2 354 % fe 5 S iz
BEITBWT, BNREFIR I I BRI R AR A
HEINTWD, i - iFtkic, IRGOHEL 4 U2 aTHEMER &
50T, IFRNCHARFHE ICAKI B GIEICOW TR 2 5 &L 5 188
THZ L,

4) AFNTEMES (1 X) THIEREZAET 2 Enb, ho
AN FE S P EE, BHZE, MRS X 2R & AR
AL T DRMHEER S D,

5 o (vU A, 7w b)) TR HED 47~75 % (0.63
~10mglkg/ H) % 18~25 » A MR 0L Lo S AR MR S
BT, 0.63mg/kg/ HBL ECTHMRESR (w7 A, Z v b)),
2.5mg/kg/ A LA 1 C FIRKIER (=7 A) K O 25 U650 i
B (T v b)) ORAEMEO EARHFEINTND, Zhbo
FiE, 7ao 7 F Uil L2k s LT, FomE Ik
r<muntTng 90,

[EwEhiR]
1. W - i

(AARNERERRA TORAR) ©

fEERERR AT Y A2 R OD # 1Img (k72 L THRA) . OD %2 1mg
OKTIRA) HAHWNEY 22U Ko7 g v ba—T 4 78 (BL
. 88) Img OKTHRA) % ZEgmsgimliinfh Liciss . miE
HARZELEROENRH 9-v Faxs U 22 K (U~ R
V) BEEFLUTOERY Thoto, OD 813K LCHRAIEK
TIRALEZHAEOWTRICB TS, §E OKTIRA) & 4EmFEn
IR CTH D Z PRI,

ES I T

% —e— e (n=45)

ODEE (A L) —o— o (n=dh)

ODgE(REY) —— o (075
FHE+SD,

(ng/mlL)
10

~—_—
T,
e e
; - ;

24 36 48 60 81 06 (B

feRERR AIC OD 8 1mg XikéE 1mg & BERE N5 LB Ao g
iz 2

fERERRAIC OD & 1mg Xi8E 1mg % HER OB E L25Ba 0Ky e <
T A—% (F¥HfE+SD.)

#I% Cnax Trmax AUC tip

(ng/mL) (hr) (ng- hr/mL) (hr)
OD fi KGR | 5.45+2.59 1.33£0.52 25.44+18.11 3.06+1.39
E;Zi)b) FH | 4.80:1.31 3.47+2.24 114.84+26.69 21.33+4.58
0D fi KA | 5.60£2.78 1.07+0.48 23.21+16.09 2.96£1.35
E;tf;)n ) FHY | 5.451.69 2.49+1.40 116.25+25.83 21.68+3.41
5 REALE 5.36+2.74 1.25+0.55 23.91+18.84 3.01£1.36
(n=45) EfkE | 5108142 2.85+1.76 113.30425.96 21.88+4.54

GHENNER O EEORBHEBBE TORME) ¥
MR OEEOREMERBBIIZY ALY FUfEd 001~
0.08mg/kg/HOHETL H 2 [EROEL L& FEHD
AUC, (T FAE & g U UM CE TR CTh o 7223, i 1=1{%
B 9-t FuXs ) A~Y RO Cpass X AUC IF/NE & F
HECRREETHo T,

MNREOBFBEOEMERBEICY 2 FUEREROBELEHEAD
MmAPEE T A —F (EEHY DHAE 0.04mg/kg/ B THE(L)

(E#)E+S.D.)
Craxss Chinss AUC, CLIF
(ng/mL) (ng/mL) (ng-hr/mL) | (mL/min.kg)
MR KEALI 12.4+9.0 2.06:2.68 |87.5:61.57 | 6.11+4.159
(6~11 %)
(n=12) ERA L) 16.7+6.8 8.98+3.58 152458 2.52+1.00
HE R 22.5+23.9 8.61+13.1 1904235 | 6.516.72°
12~16 %
(n=121‘ ESAMiL/) 16.8+8.8 11.746.9 172494 2.371.01
a) n=9, b) n=11

A EAEERE. IFEEESREROBBERESRE TORR) ©
TERER N, mllind, PSRRI AE K OB RSB IC Y A
U R img $E& BRI OG- Uiz & & 3EPERk sy (U A=Y R
+9-b R U AU RY) OFRMENRRIL, TR & b LT
FEEBHEREREY (7L T7F=0 27T 7230~
60mL/min/1.73m?) T ty, 1T 35% D AER: K U8 AUC (T 2.7 {FDHE K,
EERMEREERE (LT F=2 2 U T T 10~
29mL/min/1.73m?) T ty, 12 55% D ZE R K Y AUC (T 2.6 {5 DB K,
B Tty 12 30% D IE R K TNAUC 12 145 DK ISFRD BT,

2. o

1) R~ (2% 7y b TOT—H)

F v MZBITF 5 ¥C-1 AU R o A 514 0O KL PN i HE
EELX, 1EE A OB W TG 2 FEFIDINICR @ EICE L,
Z D% OVELRITMAEF 5 DV & A fEm &R Lz,

TS REIR EE 23 e b 20> o T P G h i REIR FE D 12~22
FREHY, . /DG BIE. Bk OSHREZE T H @ik
RN b Y,

R v MC MC-U AY R %5 U7 RO G V2 P i RE i
X, MERREOK 12 ThHhoT2 2,

2) IMm¥E-AEIFT @R

HERERR AIZ U AXY Ry Img BE % HEEG L IMNIZEBT 2 ’o)
TUD KRR b= B HT A LR IZ DU TR L 72 RS
BEZRRGECBRME 26T 5 2 LR SN, Liei> T,
U ARY R AR MBI 2 @i 95 2 & AR Sz,

3) miEEAEAEEY

U ALY Ry 0 #990.0% (invitro, F#5ZEHTE,. 10ng/mL)

9-t R U AU Ko 77.4% (in vitro, EHRGEris.
50ng/mL)

3. 3

TR AIC U AU R a2k O Uiz ia, IS CItE s
HEHESI, EREWIL -t Rr$ ) 2 R Cthotz D,
VEEESREOFERCZEOHE : HV (B4R
REOFEOEFE . TR -t Fux U AT Rooffit
IZin vitro &V in vivo OSEBIEER T3\ T Y AU KU R bR
LIRIFRRRE DRI T E AR E RTINS 1917

RPBER (F b7 v— A P450) DL THE : CYP2D6, CYP3A4

4. Pt

fERERLAIZ Y ARY R Img $EK OV 2mg SE & & O %5 L 7= 854
Beh-1% 72 WEM & CloHEl S N2 R PRE(BIKITN 2% TH Y | =
REWD 9-& FuF ) 22 RA3H 20% CTh -7 2 4 E A
TOF —Z Tl BRI ¥C-U A~ Ry Img Z B [alRE 0 #%
HUIEE, #5% 7 B E TITHEHEMED 14%23 312, 69%
DBIRHICHEIE S 2 B

5. MHAMER GHEANCRTBEA Y ARY K BAITORGE)
TR | (R A ST R G RRRIE B g i 2
PURBMEREE | FEHIR) 2%t 4 & U7 SRR FAE A O M sl S % DL
TR T,

1) Y ARY Rr oYz 5 A o

<HANeBE L >

A SRIE SRS 11 Bl CYP3AL HEIEHZFTH L "\~E Y
> (400~1000mg/ H i #¢5) & U A~2) K (6mgl B RE %5
% 21 HIEIPFA Uiz & & oiEtERk sy (U ARY Ko +9-B ke f v
U ARY R2) D Coa & O AUC, 1159 50%]80 L7=,
KVAFPUVRERT=F V>0

faEHER N 12 B11C CYP3A4 J2 O CYP2D6 [LEEH 2 H T 5 2 A F
P (800mg/ H KE# ) & U A~ Ry (Img HERE) %6
A LT & & DIEMERD D Crax L TN AUC (3221 25% 1% O 8%
WL, 7o, =Y (300mg/HKE#E) LOFH L&
. FNER 36%K& TN 2006840 L7,

<RaxgFr>Y

A SR 12 Bl CYP2D6 ILEMEH 2 AT 5 axtF
(10, 20 % Or40mg/ A i) & U A~Y Ry (Amgl B I
5Y AL L &, IEMERS OEHFINBICBIT D T 7R E
NZIN 13, 1.6 KO 18 K5 LA L7z,

<EBEALRTYL>D

R IRFRIE S & SR G B 5 R 11 #9112 CYP2D6 FHEEH
EHTHENNT U (50mg/HKEEE) £ U AT K (4~
6mg/ H S IEHES) 20 L7z & & TEPERSY o i sp i B L OF
I E KIES 2o T, £12, BV RT U v % 100mg/ H IZH
B L7 B T GRSy OEFRBIZIS T B N T 7D 15% |
FU. 150mg/ FIZH & L7 2 B Cld. T4 T4 36% % OF 52% F5-
L7,



<TINRFYI>P

A SERIE B 11 511 CYP3A4 J2 O CYP2D6 [HEEM 2 F T 5
ZRFH I (100mg/ H KGR E) LU AU R (3~6mg/
HiEEE) 20 Lz & & TEMERR Sy o i S R B2 o OF F 361X
WA MF SIpinodz, £, 7R & 200mg/ B IS HE
L7cBETIE, VAR RUOEFEIREIZEBIT 5 b7 7EDS 86%
FH LD, 9-8 e U ARY RromiEhREIc g5 s &
EE R0tz

<A rFaFS—n>Y

WA IR 19 Bl CYP3AL ILEMEH 2 H 454 hT 3+
—/L (200mg/ B 4845 5-) & U 22U R (2~8mgl H FiE#%5-)
ZOPR L7z & & OIRMRRS OEFAIRIEICI T D N7 7ElE 65%
EHLE,

<RGRIN>D

fEREBPER N 12 B P FEEAREEHN AT X7 331
(240mg FiE#E) & U A~2Y R (Img HEH%E) 20FH L7
L& DIEMERY D Coa O AUCIZZENZH 1.3 5K TN 1.4 {54
miiz,

<Z D> ~®

A ITERE 12 B2 CYP2D6 DIEETHHT I MU FF VU
(50~100mg/ H {8 #%5.) &V A~X) K> (6mg/H KfEH#E) %
7 BREIDFH L7z & & A 18 112 CYP3A4 BEMEM 2845
=Yz v (2000mg/ BRI &Y ALY K2 (Img
) 20 L& &, PUmPEREE RS 19 41l CYP3A4 @
HETHD FET~— b (100~400mg/H K ) LU ARY
Ry (I~6mg/HEHE) % 39 HEIPHH L= & & feEEming
16 {5llc CYP2D6 K1} CYP3A4 DHEETHHH T2 I (8~
24mg/ H E ) & U A_Y Ky (Img/ B IKE#E) % 7 BIF
PR L7z & & fdHERk A 24 4112 CYP2D6 K TX CYP3A4 DIE T
BDH RFART (Bmg/HERY) &V A~Y Ry (Img/B K
B % 14 BRIPEA Liz & &, 2GRy O Y BtElC
B DB IR b o T,

2) MFIORGBREIZRT B Y ZARY FrogE. »
fEfEmfng 18 fllcy I+ v (0125mg/A) & U ANRY Ry
(05mg/H) % 10 HRIOFA L7z & &, X | BUFETE R 10 #iliC
sV afk (1000mg/H) &Y AU K> (2~4mg/H) % 14 H
BIOFA L7 & & 2NN 0IEA OSBRI OFH O 23589
LR o T, FEREE 13 fllcY FUa (REEY Fo Lt L

T 443~1330mg/[) & 55 Lz & 2 0 U F 7 Aoy EEEC

U ARY Ry LA OMOGUSHIFIEIH 225 U AU Ko (6mg/
ARE#S) OFHA~ER L CHEBIIA LN RS, £, 1)
TORFRF T, VAN RAIHAATEE Y, =) 2r~A
v, bETw— b AT IR RFRARD LD M E
B A R S IR ho Tz,

(2959 )|
<HEAKIYE>D

[EN T Sz SRR & & Teist 727 flicksiT 5 U
AN —VEE - MRLDEEIRFRBR DRSS, A JGRIE 722 Bz %3
LR L o tiEERIE 515% (372/722 ) Tdh-o7=, F
7o, “HEERHEGRERIC X o THRAEFVEICK T 2 AF O f At
MO BTN D,
<IEHMOBEBEARY kT AFEITEE S B>

DSM #Y -IV-TR (2 k0 HEAMEREE L 2t sh, Bl Ha+5
B (5%l b 18 meAeli) & xS [EN CTEHM L7 EEABRO
EERYICE VT 7T AR UIAH] A 15kg LA - 20kg A
0.25~1.0mg/ H . AT 20kg LA_E 45kg Al : 0.5~2.5mg/H . K
45kg LA E :05~3.0mg/H) 231 H 2 [ml 8 MR O&E Sz, &
BEATAME A T d 5 &AM (LOCF #2) (2351 %5 ABC-J #¥ Bl
BUY T AT —NAAT OR=ATA D EDOELRIT FRD
LBV THY, 7T AR ARFIBEO I BV TR e
HANR® btz (p=0.0030. FH45ERSHT)

—EERY (8iBM) <BIF5 ABCIREBEEY ST Ar—ARaT D
R=Z5L v bDEE (FASEY, LOCF)

_EeEhMo%, AAlE 48 HEELG L EHMEGHICET D
ABC-JBEBMEY T A — L2 a7 D=2 T4 b OB EIT
TEROLBY THoT,

EHBEH (488R) 1ckiF5 ABC-J BEBMY TR r—1 2270
=I5 v bDE{E (FAS, OC*?)
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TR AIC U AU Ko img (WHEESUREE) 205 Lz
By MBER ARG IARE B B 5500 LR ChReEEICEE L, KR
PRI AR Th o7, EREH -8 Rux o U AXY Ko
(XYY RY) OMSER R IR 55450 3 RE Tl mfEicE L
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Cn, Trnax

ax AUC tip
(ng/mL) (hr)

Fillig (ng - hr/mL) (hr)

PG | RZEAEIR | 7.2624.09 | 0.81+0.22 | 34.84+35.81 | 3.5742.16 0.243+0.096

(n=21) | A | 5.39+2.00 | 2.67+2.45 | 116.54+32.04 | 20.91+3.72 | 0.034+0.007

e ARZAbk | 7.0143.82 | 1.13+0.36 | 35.50+35.67 | 3.913.25 0.244+0.102

(n=21) | Bl | 5.19+1.87 | 3.27+2.54 | 115.54+30.08 | 21.69+4.21 | 0.033+0.007

AENNREOEEOBHRBERE CORE) ¥
MR OEEOREMERBIIZY ALY FUfEd 001~
0.08mg/kg/H OH&ET1 H 2 [BKEEROHEE Uizl x (KEHZY
@ A H 0.04mg/kg/ H THERAL L7 i 5 1 RZEALIR D Chaxss LT
AUC, 1T HH & i U TN THE PR TH > 7248, i h 1%
B 9-t FEX LU 2 R0 Chas XY AUC,  1F/h I &
ECHEBEECThHo T,

MREOBEORBMEBBFICY A FU2KERO#HE LZHED
MmAPEE T A—% (EEHY DOHAE 0.04mg/kg/ B THE(L)

(F¥fE+S.D.)
Crnaxss Crninss AUC CL/F
(ng/mL) (ng/mL) (ng-hr/mL) | (mL/min.kg)
ANV REAAR 12.4%9.0 2.06+2.68 | 87.5¢61.5% | 6.11#4.157
6~11 i7%
nzlz’T ESAMLY) 16.746.8 8.98+3.58 152458 2 52+1.00
HE REE 2254239 8.61:+13.1 1904235 | 6.5146.72?
12~16 7% -
=12 ERAN L7 16.8+8.8 11.746.9 17294 2.37+1.01
a) n=9, b) n=11
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B Tty 1 30% D AEFR: f N AUC (2 1.4 2 DI KNG H iz,
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<HANRTPEL>D
A S RE 11 Bl CYP3AL FHEMEH 2T 5 WL ~EE
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% 21 BHIPOFH L7z & & ey (V) A R +09-B Rk
Y 2ARY KY) D Coa & O AUC, 1359 0% L7=,
KYRAFOURRT=F P >D
fEEEERL A 12 B11iC CYP3A4 2 O8N CYP2D6 [LEEH 2 H T 52 A F
v (800mg/H KEHEE) &V AU Ry (Img HiE ) Z0f
LTz & & DOIEPER Y D Crax S OY AUC 132 1Z4L 25% % Y 8%
L7z, £, 7=FY> (300mg/H KEHE) L0 L&
. TN 36%K 8 2006850 L7z,
<RaFtFr>Y
A ITIERE 12 BlC CYP2D6 EEMZ AT 5/ uxtF
(10, 20 XUt 40mg/ A iE#H) & U AU Ko (dmgl H RKAE#
HY O LT & X RS OERARIEIZEBIT A N T I ERE
NZN 13, 1.6 KO 18 /5 LA Lz,
<ENVETY >R
WA R RRIE I A R B R AT 11 #9112 CYP2D6 PHEEA
ERTDEALNT YV (50mg/HKERS) &V ARY Ry (4~
6mg/ B SIS O Lz & & TEPERSY o i Hp R RS IS R
HRITEE BT S 2o T2, £12, BV T U % 100mg/ B (2
B U BE TR ISR OB FIRIEIZI 1T 5 b7 7 {EAS 15% 1
FL, 150mg/ B ISR L7z 2 B Clk. Eh2h 36% % Of 52% + -
L7,
<TINREFF ISP
A SERIE B 11 511 CYP3A4 )2 O CYP2D6 [HEEM 2 H T 5
TNARFY I (100mg/ H KiE#GE) & U AU Ry (3~6mg/
Hi ) 20 Lz & & TEMERR Sy o i S R B8 o OF F 361
WA ME S Iinotz, £2, 7R FY I & 200mg/ BICHTE:
L7cBETIE, VAR RUOEEIREIZEBIT 5 b T 7EDS 86%
ER UM, 9-B RuXs U 22U Koo s gz &
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MO RFTESE 19 FlC CYP3AL FLEERZAT 54 7 a)Y
—/L (200mg/ H {8 5) & U AU R (2~8mg/H KiE# 5
O L7z & & OIGMR Sy OB IREIZEH T 5 b7 7Ei% 65%
EHL,
<NFRI>H
fEREBPER N 12 BIZ P FEEAREFEHN AT X7 331
(240mg K 5) & U ALY RN (Img HE%E) 200 L7
L & DIEMERRY D Coa O AUCIZZENZH 1.3 5 KT8 1.4 {54
miiz,
<ZDH>» ~»
WA SR 12 412 CYP2D6 DB THAHT I R FFVY
(50~100mg/ B K% 45) & U 2~V K (6mg/H KiE#E) &
7 BREIDFH L7z & & A 18 5112 CYP3A4 BEMEM 285
T 2w A T (2000mg/HKERS) LU AU R (Img
) 20 L& &, PUmPEREE RS 19 41l CYP3A4 @
HEETHD hET~— b (100~400mg/H K E) &V ALY
Ry (I~6mg/HEHE) % 39 HIEIPHH L= & & feEEming
16 f1lZ CYP2D6 K (N CYP3A4 DIETHDHLH T H# v (8~
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PR L7z & & Rk A 24 $1i2 CYP2D6 & Uf CYP3A4 D IEE C
b5 KL (5mg/HKE# ) &V AU K> (Img/H XKIE
Behi) % 14 BRIOFA L7z & & ZTREIIETER O 3EpBiEc
PEFRZEOEEITRD b hoTe,
2) fhFIORYERIZ T B U AT FUOgE™ 0 -2
fEfEmfng 18 Fllcy 2% v (0125mg/A) & U ANRY Ry
(0.5mg/H) % 10 HFEIGHH L7z & &, XU | BUESE B 10 4
27 afk (1000mg/H) &V AU K> (2~4mg/H) % 14 H
DR L7z & & 2N ENOEH O KD EREICOFH ORI TEE 0
LiLiehoTo, FEMIRERE 13 flicY Fos (KRB TFULAL L

T 443~1330mg/H) ZXE#E L7z & DU F 7 LAOEYEIREIC,

U 2 R PAOMOFUREHIEG A6 U AU Ko (6mg/
HXEEE) OFAA~AET L THREBIA LN >Te, £12, 1)
TORBERF T, VAR RAgThr "<y, =) 2a~<A
v, FET=w—h T UH I VRO RRRULO MAERRE
B A JIFE S 2o Tz,

[Fz sk k]
< RS>

[E|N CHEhE S A7z —EHE KRG 2 5 TGt 727 flicks T 5 U
ARB—)VEE « FIRLOERRRBR OFE R, oA FE 722 HillZxh3
B e Ll EotERIT 51.5% (372722 ) ThoT-, %
7o, ZEEREGERIC K o TREATVEICH T 5 AF O F AvE
MO BTN,

</IREOEBHARRT kT DEICEE D BRI >

DSM #Y -IV-TR \Z L 0 HEAMERETE L 2t s h, Bl H+5
B (5 kDL |- 18 meA) % kB EN CHENE L 7= iERER O —
EERINCE VT, 77 R XdAH] (K 15kg LA E 20kg A
0.25~1.0mg/H . & 20kg L - 45kg A : 0.5~2.5mg/H . (A
45kg LA I : 05~3.0mg/H) A3 1 H 2 [0 8 @R &G Sz, =
SR H T & 5 LA (LOCF *2) (23815 ABC-J*% Bt
BYY T AN AT DR—=RAF7A4 N DOELEITTFERD
LBYVTHY, 7T AR L ABBEO I BV THE IR E
BENED SN (p=0.0030, H5HHT) .

—EEHRY (8BRE) 1TBIF5% ABCI BB TR —ALRaTD

R—ZAFGAL L HDELE (FASE?, LOCF)
ABC-J B o
| FTRF—ARAT Zienk
e | Ml 77 RREL DY
M @ A B ST AT RN=RATA | B R
| ZA4r |FEEE | poosielk DEER p i
[95% (S X [1]]
7 ZEARRE |18 | 27.545.26 | 24.7+9.47 -2.8+6.62 - -
AHIRE 21| 28.2+6.36 | 18.5:1057 | -9.747.29 |-7.1 [-11.6,-2.6] | 0.0030

S e
a) BEREAZK T, X—=ATF A O ABC-) BN T Ay —nAa7 #ER L Lz
s

_HEeEmMok, KklE 48 ARG L EMEGHICKT D
ABC-JBEBMEY T A — L2 a7 D=2 T4 b OB EIT
TROLBY THoT,

EHHRE5H (48EM) 12BiF B ABC-J REHNY SR —nA2a 7D
R=AFGA b DE{LRE (FAS. OC ®9)

7 F 2 REEN D OBATH] AANEED > DOBATH
ABCJ BEEMH 7 | N—2F 1 v ) | ABCIBEMA T | R—2F A >
AV AAT b DOZA{L L A=)V AaT b DOEAE:
=254 | 2450.73 (17) 19.8+10.65 (18)

8 I 12.9+9.90 (16) | -10.8+10.47 (16) | 13.7+10.46 (16) | -5.8+8.75 (16)

24 ks 12.8+9.90 (16) | -10.9+10.76 (16) | 13.1+9.67 (14) -6.8+0.65 (14)

48 JA 11.6+8.18 (14) | -12.5+10.32(14) | 12.6+9.84 (12) | -7.9+9.18(12)
% 13.1#8.31 (17) | -11.4+10.70 (17) | 13.0+10.28 (18) | -6.8+9.70 (18)
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£ 1) American Psychiatric Association CK[EfEfiiE524%) @ Diagnostic and
Statistical Manual of Mental Disorders Gy B OBMT - Hiit~== 7
JV)

Last-observation-carried-forward (A2 822 & 7= {5 C K JIE 2 4ifi52)
Aberrant behavior checklist-Japanese version (B 1TEF =~ 7 U A b
A AREEAR)

Full analysis set (5 R O fig b et G4E )

Observed Case (B2 S/, KIMMEDOHsE/ L)
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KA AR Y N E D RSN D RRCE IR EB S0 T A
bz Bl L=,

3) WEVS—EREIER D O

T NCOAH VT —FEREREZ, ~et) R—=L XD EH,
Fiz. Ty bOPR—B%R (RER) TO Ry D, K
2R DA BIRE I, SERIMEIER & OBFHINEN & ST
DMEERTOHFIMEL Y Ev, L Loae Y R—LTiipdeik
BT DREGBFMED TR @, 7k, u b= 5-HT, AR
FEHUERDBBRERICBIT D AR MR OMER 2B LT\ 5
AHREMEDN B B,

2. fERgRF - ©

ITEY RN NCAP AL A EBR O R LY, EE L TR
Dy SR EHEFER RO Er = 5-HT, S A BHEEFERIC S,
AR R OFEIC L Db D EEZHND,

(F2 s 2 B4 % B bFra A ]

e 0 U ALY R (risperidone)

154, 3-{2-[4-(6-Fluoro-1,2-benzoisoxazol-3-yl)piperidin-1-yl]
ethyl}-2-methyl-6,7,8,9-tetrahydro-4H-pyrido[1,2-a]
pyrimidin-4-one

5312 1 CosHarFNLO,

J7 - 41048

b

N CH,

=
o9
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o -F
A\ _}
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PR ARSI A~ EE A ORSRIEOBR TH D,
IRIE © A% ) — N Fx s ) —/b (99.5) IZR0RWITIT< <,

2-7 % ) — WD TEITIZ K <, KITIE & A EET
AR
Bl A 169~173°C
IyEifRE - LogP=0.98 (1-4 27 & / —/LIpH6.1 K& EVAIE)
LogP=2.74 (1-# 2 % / —/LIpH8.0 B K)
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T L AT IO FTREMEA B D DT, F ORITHIRIC TIRET 5
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INRDFEDJE RV ET 52 &,

(2]
U A8 — VN Img/mL ;3@ 4L 0.5mLx50 &, 1mLx50
2mLx50 G, 3mLx50 17
L EEE S 30mLx1 )i, 100mLx1 jff
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