
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Risperdal 0.5mg Film-coated Tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 0.5 mg of risperidone.
Also contains lactose monohydrate.
For a full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Film-Coated tablet

Product imported from the UK:
Brownish-red oblong tablets with a breakline and ‘Ris 0.5’ on one side and ‘JANSSEN’ on the other side.
The score line is only to facilitate breaking for ease of swallowing and not to divide into equal doses.

Product imported from the Netherlands:
Brownish-red oblong tablets score marked with 'Ris/ 0.5' on one side and 'JANSSEN' on the other.
The score line is only to facilitate breaking for ease of swallowing and not to divide into equal doses.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Risperdal is indicated for the treatment of acute and chronic schizophrenic psychoses, and other psychotic conditions,
in which positive symptoms (such as hallucinations, delusions, thought disturbances, hostility, suspiciousness), and/or
negative symptoms (such as blunted affect, emotional and social withdrawal, poverty of speech) are prominent.
Risperdal also alleviates affective symptoms (such as depression, guilt feelings, anxiety) associated with schizophrenia.

Risperdal is effective in maintaining clinical improvement in patients who have shown an initial treatment response.

Risperdal is also indicated for the treatment of severe behavioural disturbances in patients with dementia in whom
symptoms such as aggressiveness (verbal outbursts, physical violence), activity disturbances (agitation, wandering) or
psychotic symptoms are prominent and lend to patient suffering, disability, potential danger or self harm.

Such patients should be closely monitered and Risperdal continued only if the benefits of treatment are considered to
outweigh the risks for the individual patient. (See section 4.4 Special warnings and precautions for use and section 4.8
Undesirable effects)

Risperdal is also indicated as adjunctive therapy to mood stabilizers in the acute treatment of manic episodes associated
with bipolar disorders.

Risperdal is also indicated in the treatment of conduct and other disruptive behaviour disorders in adults with impaired
social, academic or occupational functioning, in whom challenging behaviours (e.g. aggression, impulsiveness, and
self-injury) are prominent. Risperdal is also indicated for this condition in children and adolescents when conduct
disorders are severe.

4.2 Posology and method of administration

1 ml of Risperdal liquid contains 1mg risperidone. The liquid may be diluted with mineral water, orange juice or black
coffee (see section 6 Pharmaceutical Particulars)
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4.2a Schizophrenia

Switching from other antipsychotics:

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

Adults:

Risperdal may be given once or twice daily. All patients, whether acute or chronic, should start with 2 mg/day
Risperdal. The dosage may be increased to 4 mg/day on the second day. Some patients such as first-episode psychotic
patients may benefit from a slower rate of titration. From then on the dosage can be maintained unchanged, or further
individualised, if needed. Most patients will benefit from daily doses between 4 and 6mg/day although in some, an
optimal response may be obtained at lower doses.

Doses above 10 mg/day generally have not been shown to provide additional efficacy to lower doses and may increase
the risk of extrapyramidal symptoms. Doses above 10 mg/day should only be used in individual patients if the benefit
is considered to outweigh the risk. Doses above 16 mg/day have not been extensively evaluated for safety and
therefore should not be used.

Elderly:

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

Patients should be monitored and treatment reviewed at regular intervals.

Children:

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

Renal and liver disease:

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

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

4.2b Behavioural disturbances in patients with dementia:

A starting dose of 0.25mg b.d. is recommended. This dosage can be individually adjusted be increments of 0.25mg b.d.
every other day. The optimum dose is 0.5mg b.d. for most patients. Some patients, however may benefit from doses
up to 1mg b.d. Once patients have reached their target dose, a once daily dosing regimen can be considered.

Risperdal should be used with caution in this group of patients. Treatment should be reviewed regularly and
discontinued if no benefit is seen or if tolerance occurs. (See section 4.1, Therapeutic indications, 4.4 Special warnings
and special precautions for use and section 4.8 Undesirable effects).
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4.2c Bipolar mania – adjunctive therapy

A starting dosage of 2 mg once daily is recommended. This can be individually adjusted by increments of up to 2
mg/day not more frequently than every other day. Most patients will benefit from doses between 2 and 6 mg/day.

Treatment with risperidone should be reviewed regularly and discontinued if no benefit is seen or intolerance occurs.

4.2d Conduct and other disruptive behaviour disorders

For children and adolescents with conduct and other disruptive behaviour disorders, risperidone should be prescribed
by physicians with specialist knowledge in this area (e.g. child psychiatrists).

Patients >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.

Patients <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 regularly evaluated and justified on an
ongoing basis.

Risperdal has not been formally evaluated in children aged less than 5 years and experience is limited.

Method of administration

Oral Use.

4.3 Contraindications

Risperdal is contra-indicated in patients with a known hypersensitivity to risperidone or any other ingredients in the
product.

4.4 Special warnings and precautions for use

Due to the alpha-blocking activity of Risperdal, orthostatic hypotension can occur, especially during the initial dose-
titration period. Risperdal should be used with caution in patients with known cardiovascular disease (e.g. heart failure,
myocardial infarction, conduction abnormalities, dehydration hypovolaemia or cerebrovascular disease) and the dosage
should be gradually titrated as recommended. A dose reduction should be considered if hypotension occurs.

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

Drugs with dopamine receptor antagonist properties have been associated with the induction of tardive dyskinesia,
characterised by rhythmical involuntary movements, predominantly of the tongue and/or face. It has also been reported
that the occurrence of extrapyramidal symptoms is a risk factor for the development of tardive dyskinesia. Risperdal
should therefore have a reduced risk of inducing tardive dyskinesia as compared to classical neuroleptics. If signs and
symptoms of tardive dyskinesia appear, the discontinuation of all antipsychotic drugs should be considered.
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As with other neuroleptics, rare cases of Neuroleptic Malignant Syndrome, characterised by hyperthermia, muscle
rigidity, autonomic instability, altered consciousness and elevated CPK levels have been reported. In such an event, all
antipsychotic drugs, including Risperdal should be discontinued.

For Posology recommendations in elderly patients, patients with renal and liver disease and patients with dementia,
please see recommended doses and dosage schedule.

Physicians should assess the risks versus the benefits when prescribing Risperdal, to patients with Lewy body dementia
or Parkinson’s disease since they may be at increased risk of neuroleptic malignant syndrome or a worsening of
Parkinson-like symptoms.

Data from randomized clinical trials conducted in elderly (.65 years) patients with dementia indicate that there is an
approximately 3-fold increased risk of cerebrovascular adverse effects (including cerebrovascular accidents, some of
which were fatal and transient ischaemic attacks) in patients treated with risperidone, compared with placebo.
Cerebrovascular adverse events (CVAEs) occurred in 3.3% (33/989) of patients treated with risperidone and 1.2%
(8/693) of patients treated with placebo.

Prior to treatment, physicians should carefully consider the risk of cerebrovascular adverse events with Risperdal
(given the observations in elderly patients with dementia detailed above) before treating any patient with a previous
history of CVA/TIA, or vascular co-morbidities such as hypertension and cardiovascular disease. These patients should
be closely monitored during treatment and patients/caregivers advised 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.
Patients presenting with such symptoms should be promptly evaluated and treatment discontinued, if appropriate.

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

As with other antipsychotics, patients should be advised to refrain from excessive eating in view of the possibility of
weight gain.

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.

4.5 Interaction with other medicinal products and other forms of interaction

Possible interactions of Risperdal with other drugs have not been systematically evaluated. Given the primary CNS
effects of Risperdal it should be used with caution in combination with other centrally acting drugs.

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

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

Phenothiazines, tricyclic antidepressants and some beta-blockers may increase the plasma concentrations of
risperidone but not those of the antipsychotic fraction. Fluoxetine and paroxetine, CYP2D6 inhibitors, may increase the
plasma concentration of risperidone but less so of the active antipsychotic fraction. When concomitant fluoxetine or
paroxetine is initiated or discontinued, the physician should be re-evaluate the dosing of Risperdal. Based on in vitro
studies, the same interaction may occur with haloperidol.
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Amitriptyline does not affect the pharmacokinetics of risperidone or the active antipsychotic fraction. Cimetidine and
ranitidine increased the bioavailability of risperidone, but only marginally that of the active antipsychotic fraction.
Erythromycin, a CYP 3A4 inhibitor, does not change the pharmacokinetics of risperidone and the active antipsychotic
fraction. The cholinesterase inhibitors, galantamine and donezepil, do not show a clinically relevant effect on the
pharmacokinetics of risperidone and the active antipsychotic fraction.

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

Risperdal does not show a clinically relevant effect on the pharmacokinetics of lithium, valproate or digoxin.

The combined use of psychostimulants (e.g. methylphenidate) with Risperdal in children and adolescents did not alter
the pharmacokinetics and efficacy of Risperdal. The incidence of somnolence was reduced when psychostimulants
were used concomitantly.

4.6 Fertility, pregnancy and lactation

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

In animal studies, risperidone and 9-hydroxyrisperidone are excreted in the milk. It has been demonstrated that
risperidone and 9-hydroxyrisperidone are also excreted in human breast milk.

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.

4.7 Effects on ability to drive and use machines

Risperdal may interfere with activities requiring mental alertness. Therefore, patients should be advised not to drive or
operate machinery until their individual susceptibility is known.

4.8 Undesirable effects

Undesirable effects

The most frequently reported adverse drug reactions (ADRs) (incidence ≥10%) are: Parkinsonism, headache, and
insomnia.

The following are all the ADRs that were reported in clinical trials and postmarketing. 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), very rare (<1/10,000), and not known (cannot be estimated from the available clinical trial
data).

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

Adverse Drug Reactions by System Organ Class and Frequency

Investigations

Common Blood prolactin increaseda , Weight increased

Uncommon Electrocardiogram QT prolonged, Electrocardiogram abnormal,
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Blood glucose increased, Transaminases increased, White blood
cell count decreased Body temperature increased, Eosinophil
count increased, Haemoglobin decreased, Blood creatine
phosphokinase increased

Rare Body temperature decreased

Cardiac disorders

Common Tachycardia

Uncommon Atrioventricular block, Bundle branch block, Atrial fibrillation,
Sinus bradycardia, Palpitations

Blood and lymphatic system disorders

Uncommon Anaemia, Thrombocytopenia

Rare Granulocytopenia

Not known Agranulocytosis

Nervous system disorders

Very common Parkinsonismb , Headache

Common Akathisiab , Dizziness, Tremorb , Dystoniab , Somnolence,
Sedation, Lethargy, Dyskinesiab

Uncommon Unresponsive to stimuli, Loss of consciousness, Syncope,
Depressed level of consciousness, Cerebrovascular accident,
Transient ischaemic attack, Dysarthria, Disturbance in attention,
Hypersomnia, Dizziness postural, Balance disorder, Tardive
dyskinesia, Speech disorder, Coordination abnormal,
Hypoaesthesia

Rare Neuroleptic malignant syndrome, Diabetic coma,
Cerebrovascular disorder, Cerebral ischaemia, Movement
disorder

Eye disorders

Common Vision blurred

Uncommon Conjunctivitis, Ocular hyperaemia, Eye discharge, Eye swelling,
Dry eye, Lacrimation increased, Photophobia

Rare Visual acuity reduced, Eye rolling, Glaucoma

Ear and labyrinth disorders

Uncommon Ear pain, Tinnitus

Respiratory, thoracic and mediastinal disorders

Common Dyspnoea, Epistaxis, Cough, Nasal congestion,
Pharyngolaryngeal pain

Uncommon Wheezing, Pneumonia aspiration, Pulmonary congestion,
Respiratory disorder, Rales, Respiratory tract congestion,
Dysphonia

Rare Sleep apnea syndrome, Hyperventilation

Gastrointestinal disorders

Common Vomiting, Diarrhoea, Constipation, Nausea, Abdominal pain,
Dyspepsia, Dry mouth, Stomach discomfort

Uncommon Dysphagia, Gastritis, Faecal incontinence, Faecaloma
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Rare Intestinal obstruction, Pancreatitis, Lip swelling, Cheilitis

Renal and urinary disorders

Common Enuresis

Uncommon Dysuria, Urinary incontinence, Pollakiuria

Skin and subcutaneous tissue disorders

Common Rash, Erythema

Uncommon Angioedema, Skin lesion, Skin disorder, Pruritus, Acne, Skin
discolouration, Alopecia, Seborrhoeic dermatitis, Dry skin,
Hyperkeratosis

Rare Dandruff

Musculoskeletal and connective tissue disorders

Common Arthralgia, Back pain, Pain in extremity

Uncommon Muscular weakness, Myalgia, Neck pain, Joint swelling, Posture
abnormal, Joint stiffness, Musculoskeletal chest pain

Rare Rhabdomyolysis

Endocrine disorders

Rare Inappropriate antidiuretic hormone secretion

Metabolism and nutrition disorders

Common Increased appetite, Decreased appetite

Uncommon Anorexia, Polydipsia

Very rare Diabetic ketoacidosis

Not known Water intoxication

Infections and infestations

Common Pneumonia, Influenza, Bronchitis, Upper respiratory tract
infection, Urinary tract infection

Uncommon Sinusitis, Viral infection, Ear infection, Tonsillitis, Cellulitis,
Otitis media, Eye infection, Localised infection,
Acarodermatitis, Respiratory tract infection, Cystitis,
Onychomycosis

Rare Otitis media chronic

Vascular disorders

Uncommon Hypotension, Orthostatic hypotension, Flushing

General disorders and administration site conditions

Common Pyrexia, Fatigue, Peripheral oedema, Asthenia, Chest pain

Uncommon Face oedema, Gait disturbance, Feeling abnormal, Sluggishness,
Influenza like illness, Thirst, Chest discomfort, Chills

Rare Generalised oedema, Hypothermia, Drug withdrawal syndrome,
Peripheral coldness

Immune system disorders

Uncommon Hypersensitivity

Rare Drug hypersensitivity

Not known Anaphylactic reaction
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a Hyperprolactinemia can in some cases lead to gynaecomastia, menstrual disturbances, amenorrhoea, galactorrhea.
b 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),akathisia ( akathisia, restlessness, hyperkinesia, and
restless leg syndrome), tremor, dyskinesia (dyskinesia, muscle twitching, choreoathetosis, athetosis, and myoclonus),
dystonia.
Dystonia includes dystonia, muscle spasms, hypertonia, torticollis, muscle contractions involuntary, muscle
contracture, blepharospasm, oculogyration, tongue paralysis, facial spasm, laryngospasm, myotonia, opisthotonus,
oropharyngeal spasm, pleurothotonus, tongue spasm, and trismus. Tremor includes tremor and parkinsonian rest
tremor. It should be noted that a broader spectrum of symptoms are included, that do not necessarily have an
extrapyramidal origin.
The following is a list of additional ADRs associated with risperidone that have been identified as ADRs during clinical
trials investigating the long-acting injectable risperidone formulation (RISPERDAL CONSTA) but were not
determined to be ADRs in the clinical trials investigating oral RISPERDAL. This table excludes those ADRs
specifically associated with the formulation or injection route of administration of RISPERDAL CONSTA.

Hepatobiliary disorders

Rare Jaundice

Reproductive system and breast disorders

Uncommon Amenorrhoea, Sexual dysfunction, Erectile dysfunction,
Ejaculation disorder, Galactorrhoea, Gynaecomastia, Menstrual
disorder, Vaginal discharge,

Not known Priapism

Psychiatric disorders

Very common Insomnia

Common Anxiety, Agitation, Sleep disorder

Uncommon Confusional state, Mania, Libido decreased, Listless,
Nervousness

Rare Anorgasmia, Blunted affect

Pregnancy, puerperium and perinatal conditions

Not known Drug withdrawal syndrome neonatal (see 4.6).

Additional Adverse Drug Reactions Reported With RISPERDAL CONSTA but
Not With Oral RISPERDAL by System Organ Class

Investigations

Weight decreased, Gamma-glutamyltransferase increased, Hepatic enzyme
increased

Cardiac Disorders

Bradycardia

Blood and Lymphatic Disorders

Neutropenia

Nervous System Disorders

Paresthesia, Convulsion

Eye Disorders

Blepharospasm
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Class effects
As with other antipsychotics, very rare cases of QT prolongation have been reported post marketing 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:

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:

Ear and Labyrinth Disorders

Vertigo

Gastrointestinal Disorders

Toothache, Tongue spasm

Skin and Subcutaneous Tissue Disorders

Eczema

Musculoskeletal, Connective Tissue, and Bone Disorders

Buttock pain

Infections and Infestations

Lower respiratory tract infection, Infection, Gastroenteritis, Subcutaneous abscess

Injury and Poisoning

Fall

Vascular Disorders

Hypertension

General Disorders and Administration Site Conditions

Pain

Psychiatric Disorders

Depression
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urinary tract infection, peripheral oedema, lethargy, and cough.

Paediatric patients
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.

4.9 Overdose

Overdosages of up to 360mg have been reported. In general, reported signs and symptoms have been those resulting
from an exaggeration of the drug’s known pharmacological effects. These include drowsiness and sedation,
tachycardia and hypotension, and extrapyramidal symptoms. In overdose rare cases of QT-prolongation have been
reported.

A prolonged QT interval was reported in a patient with concomitant hypokalaemia who had ingested 360mg. The
patient made an uneventful recovery.

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

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. 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, anticholinergic medication should be
administered. Close medical supervision and monitoring should continue until the patient recovers.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Risperidone is a novel antipsychotic belonging to a new class of antipsychotic agents, the benzisoxazole-derivatives.

Risperidone is selective monoaminergic antagonist with a high affinity for both serotonergic 5-HT2 and dopaminergic

D2 receptors. Risperidone binds also to alpha-1-adrenergic receptors and, with lower affinity, to H1-histaminergic and

alpha-2-adrenergic receptors. Risperidone has no affinity for cholinergic receptors. Although Risperidone is a potent
D2 antagonist, an activity which is considered to improve the positive symptoms of schizophrenia, it causes less
depression of motor activity and induction of catalepsy than classical neuroleptics. Balanced central serotonin and
dopamine antagonism may reduce the tendency to cause extrapyramidal side effects, and extend the therapeutic activity
to the negative and affective symptoms of schizophrenia.

5.2 Pharmacokinetic properties

Risperidone is completely absorbed after oral administration, reaching peak plasma concentrations within 1 to 2 hours.
The absorption is not affected by food and thus Risperdal can be given with or without meals.

Risperidone is metabolised by Cytochrome P-450 11D6 to 9-hydroxy- risperidone which has a similar pharmacological
activity to risperidone. Risperidone plus 9-hydroxy- risperidone form the active antipsychotic fraction. Another
metabolic pathway of risperidone is N- dealkylation.

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.
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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. Risperidone plasma concentrations are dose-proportional within the therapeutic dose range.

Risperidone is rapidly distributed. The volume of distribution is 1-2 L/kg. In plasma, risperidone is bound to albumin
and alpha-1-acid glycoprotein. The plasma protein binding of risperidone is 88%, that of 9-hydroxy-risperidone is
77%. 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 are inactive metabolites.

A single dose study showed higher active plasma concentrations and a slower elimination of risperidone in the elderly
and in patients with renal insufficiency. Risperidone plasma concentrations were normal in patients with liver
insufficiency.

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active moiety in children are similar to those in
adults.

5.3 Preclinical safety data

There are no preclinical data of relevance to the prescriber other than those already provided in other sections of the
SPC.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactose
Maize starch
Microcrystalline cellulose (E460)
Hypromellose (E464)
Magnesium stearate
Colloidal anhydrous silica
Sodium lauryl sulphate
Propylene glycol (E490)
Titanium dioxide (E171)
Talc (E553B)
Red ferric oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

The shelf-life expiry date of this product is the date shown on the container and outer package of the product on the
market in the country of origin

6.4 Special precautions for storage

Do not store above 30°C. Store in the original container.

6.5 Nature and contents of container

Blister packs containing 20 tablets packed in a cardboard carton.
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6.6 Special precautions for disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

No special requirements.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

PCO Manufacturing
Unit 10, Ashbourne Business Park
Rath
Ashbourne
Co. Meath

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 0465/078/006

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 08 April 2005

Date of last renewal: 08 April 2010

10 DATE OF REVISION OF THE TEXT

April 2012
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