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Risperdal Consta has recently been approved by the Therapeutic Goods
Administration (TGA) and is the first long-acting, injectable atypical antipsychotic to
be available in Australia.
The manufacturers expect the product to be commercially available from June.
However, it is not available on the Pharmaceutical Benefits Scheme (PBS) at present.
The Western Australian Drugs & Therapeutics Committee (WADTC) considered the
evidence available for Risperdal Consta and recommended against its general
formulary listing (i.e. that the drug should NOT be added to the formulary of any
metropolitan or regional hospital).
Guidelines as produced by the WADTC for the appropriate use of this product must be
followed. Applications for the initial use of Risperdal Consta must be made in
writing to the Area Clinical Director of Mental Health Services or equivalent.
Continued use of the drug after 4 months is dependant upon the demonstration of
clinical benefit and absence of extrapyramidal side effects.
Current approximate prices of a single Risperdal Consta vial for fortnightly
administration, are as follows: 25mg = $200.00, 37.5mg = $300.00, 50mg = $400.00,
compared with $3.13 for a 200mg vial of zuclopenthixol decanoate.

PLACE IN THERAPY
Risperdal Consta will be appropriate for use in patients with schizophrenia who have
documented significant adverse consequences due to non-compliance with oral
antipsychotics AND in whom a reasonable trial of a typical depot drug eg. zuclopenthixol,
flupenthixol, has been associated with intolerable side effects.
Until data of a better quality and comparative nature are available, a trial of a typical depot
antipsychotic should be undertaken before Risperdal injection is considered.
Risperdal (risperidone) is an atypical
antipsychotic that is well known in
psychiatric practice in Australia. It is an
antagonist at dopamine D2 and 5HT2
receptors and has shown efficacy against
both positive and negative symptoms of
schizophrenia (1).
Risperdal Consta is presented as a
prolonged release powder and solvent for

suspension, and is indicated for the
treatment of schizophrenia and related
psychoses.
Pharmacokinetic Properties
When reconstituted, the long-acting
formulation is an aqueous suspension
containing risperidone in a matrix of
glycolic acid-lactate copolymer. Once
injected, gradual hydrolysis of the
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copolymer allows a slow, steady release of
risperidone (2).
After an intramuscular injection with longacting risperidone, there is a 1% initial
release of the drug, then a lag time of three
weeks. The main release of risperidone
starts after three weeks, is maintained from
weeks four to six, then subsides by week
seven (3).
For this reason, oral
supplementation may be necessary during
the first three weeks of treatment with
Risperdal
Consta
(see
Oral
Supplementation).
Once
ceased,
therapeutic
plasma
concentrations of risperidone remain until
four to six weeks after the last injection
and elimination is complete approximately
seven to eight weeks after the last injection
(3).
Absorption of risperidone from the longacting formulation is complete.
No
accumulation was observed in patients who
were injected with 25-50mg fortnightly for
twelve months (3).
Strengths Available & Product Contents
There are three strengths of Risperdal
Consta available; 25mg, 37.5mg & 50mg.
Each pack contains a vial of risperidone
powder, a pre-filled syringe with 2mL of
solvent, two Hypoint 20G needles for
reconstitution and one Needle-Pro 20G
needle for deep intramuscular gluteal
injection.
Administration
The risperidone powder may only be
suspended with the solvent provided and
must be administered using all the needles
provided.
A particular reconstitution technique must
be adhered to, to ensure correct suspension
of the risperidone and also to ensure the
correct dose is given to the patient.
Before giving an injection of long-acting
risperidone, the person administering it
must be familiar with the correct
technique. It is recommended that training
be implemented prior to its use.

Commencing Long-Acting Risperidone
Patients with no previous history of
risperidone use, should be pre-treated with
oral risperidone prior to the first injection
of long-acting risperidone to assess
tolerability and efficacy.
The recommended starting dose of longacting risperidone is 25mg by deep
intramuscular injection every two weeks.
The preparations cannot be halved or
altered in anyway to obtain different
strengths. The syringes used are not
calibrated. Due to the nature of the
suspension (consists of microspheres),
giving half the volume does not equate to
half the dose being given.
Dose Increases
Some patients may benefit from the higher
doses. Dose increases should only be
considered after a minimum of four weeks
of treatment at a particular dose. The
maximum dose should not exceed 50mg
every two weeks.
If further sedation of a patient is required,
it is recommended that an additional agent
be used (eg. benzodiazepine) rather than
increasing the dose of the long-acting
risperidone (3).
Oral Supplementation
Where appropriate, oral supplementation
with risperidone at the stabilised dose
should be continued for three weeks after
the first injection of long-acting
risperidone. Oral risperidone should be
ceased after this.
After the first three weeks, oral risperidone
up to 4mg/day may be used temporarily to
supplement therapy while establishing the
patient’s optimum long-acting risperidone
dose. If oral supplementation is required
continuously, the dose of long-acting
risperidone should be reassessed.
Plasma Concentrations
In the phase-III clinical trials where safety
and efficacy were examined, no
relationship
between
the
plasma
concentrations and change in PANSS
(Positive and Negative Syndrome Scale)

Graylands Hospital Drug Bulletin 2003 Vol 11 No 2 May
-2–

and total ESRS (Extrapyramidal Symptom
Rating Scale) scores was seen (3).
Special Patient Populations
The only recommended dose for elderly
patients is 25mg every two weeks (3).
One study compared the safety and
efficacy of long-term use of long-acting
risperidone in 57 patients over the age of
65 versus 725 patients of all ages. It found
that after 12 months, the long-acting
risperidone formulation was just as
efficacious and well tolerated in elderly
patients as it was in the total group of
patients of all ages (4).
The long-acting risperidone formulation
has not been studied in patients with
hepatic and renal impairment. It should
therefore be used with caution.
The
manufacturer suggests if it is to be used in
this patient population, to start with oral
risperidone 0.5mg twice daily for one week
then increasing to 1mg twice daily or 2mg
once daily. If an oral dose of 2mg daily
can be tolerated, an injection of 25mg
long-acting risperidone can be given every
two weeks (3).
The long-acting risperidone formulation
has not been studied in patients under the
age of 18 years.
Pregnancy and Breastfeeding
The safety of risperidone for use in
pregnancy has not been established and
should only be used if the benefits
outweigh the risks.
Both risperidone and its active metabolite
9-hydroxyrisperidone are excreted into
human breast milk. Data from one case
report (5) indicated that the total estimated
infant exposure was approximately 4% of
the oral maternal dose. This is well below
the “10% level of concern” recommended
for safe breastfeeding with many drugs.
However, the short and long-term effects
of risperidone exposure on cognitive
development in infants are unknown.
Clinical experience with this drug is
extremely limited at present, therefore it
cannot be recommended for use in
breastfeeding mothers.

Side Effects
Extrapyramidal Side Effects (EPSE)
Two 1-year trials were conducted
investigating efficacy and safety of longacting risperidone. In these trials, severity
of extrapyramidal symptoms at doses of
25-50mg was generally mild at baseline
and did not change significantly or was
reduced during the course of the trial (2,6).
The incidence of extrapyramidal disorder
in the first trial ranged from 4-8% (2), and
from 6-7% in the second trial (6).
Weight Gain
In one of the 1-year trials, an overall
average weight gain of 2.3kg was reported
across all doses (6). In the other trial,
average weight gain in the 25mg group
was 0.5kg and 1.2kg in the 50mg group,
compared with a loss of 1.4kg in the
placebo group (2).
Pain at Injection Site
In one trial, only 2% of patients
spontaneously reported pain at injection
site (6), while in the other study, pain at
injection site varied from 3-10% (2).
Other Side Effects
Other side effects reported by ≥10% of
patients in any group were anxiety,
insomnia, psychosis, agitation, depression,
headache, hyperkinesia, rhinitis and
dizziness (2,6).
Efficacy
No data is available at present comparing
the efficacy of long-acting risperidone
injection with typical antipsychotic depot
formulations or any oral antipsychotic
medications.
Only two open, long-term trials have been
conducted looking at the efficacy of the
long-acting risperidone injection. They
have not been published as yet, but were
presented as posters supported by JassenCilag.
Clinical Improvement
One study found the severity of
schizophrenia symptoms, as measured by
PANSS, was reduced significantly over 50
weeks in patients treated with long-acting
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risperidone injection (6).
Clinical
improvement (a reduction in PANSS of
20% or more) was seen in 56% of patients
in both the 25mg and 50mg groups.
The second long-term study also found
significant improvements in PANSS total
score in patients treated with long-acting
risperidone injection (2).
Clinical
improvement was seen in 47% patients in
the 25mg group and in 48% of patients in
50mg group.
Re-hospitalisation Rates
The issue of whether depot antipsychotics
reduce the risk of relapse and subsequent
re-hospitalisation remains a controversial
one.
Studies following patients after
discharge, detail a wide range of 1-year
rehospitalisation rates. For conventional
depot antipsychotics, values quoted range
from 13-36% (8,9), for conventional oral
antipsychotics from 24-48% (8,10) and for
oral atypical agents (excluding clozapine),
from 17-44% (8-12).
Chue et al (7) used data from a previously
conducted
study
(6)
to
assess
hospitalisation rates for patients receiving
treatment with Risperdal Consta and
found similar values. The 1-year rehospitalisation
rate
of
in-patients
discharged on risperidone injection was
found to be 25.0% (7). Out-patients who
were started on long-acting risperidone
injection had a hospitalisation rate of
15.9% (7). When looking at all the
patients (in-patients and out-patients), 36%
required at least one hospitalisation during
the entire trial (7).
Storage and Shelf Life
Each pack of Risperdal Consta comes
with a vial containing risperidone powder
and a pre-filled syringe of solvent. The
entire pack should be stored in a
refrigerator from 2-8°C.
If refrigeration is unavailable, it can be
stored at up to 25°C for no more than 7
days prior to administration.
It should not be exposed to temperatures
greater than 25°C. Even short exposure to

high temperatures above 30°C will lead to
quality defects.
Once reconstituted, the manufacturer
recommends the product be used
immediately to avoid the possibility of
microbiological growth.
If not used
immediately, administration becomes the
responsibility of the user and should not
normally be greater than 6 hours after
reconstitution.
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