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Risperdal 1mg Tablets:
Risperdal 2mg Tablets:
Risperdal 3mg Tablets:
Risperdal 4mg Tablets:
Risperdal 1mg/ml Solution:
J-C Health Care Ltd.
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contraindications
Posology, dosage &
Bipolar mania Bipolar mania administration

Children and Adolescents
years of age)

(10-17

A starting dose of 0.5mg once daily is
recommended, administered as a
single-daily dose in either the morning or
evening. If indicated, this dosage can
then be adjusted at intervals not less
than 24 hours in increments of 0.5 or 1
mg/day, as tolerated, to a recommended
dose of 2.5 mg/day. Altheugh efficacy
has been demonstrated at doses
between 0.5 and 6 mg/day. Ne
mg/day;and-higherdoses-were

Doses higher than 6 mg/day have not
been studied.

Children and Adolescents

A starting dose of 0.5mg
once daily is recommended,
administered as a single-
daily dose in either the
morning or evening. If
indicated, this dosage can
then be adjusted at intervals
not less than 24 hours in
increments of 0.5 or 1
mg/day, as tolerated, to a
recommended dose of 2.5
mg/day. Although efficacy
has been demonstrated at
doses between 0.5 and 6
mg/day. No additional benefit
was seen above 2.5 mg/day,
and higher doses were
associated with more
adverse events. Doses
higher than 6 mg/day have
not been studied.

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

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

Special Warnings and
Special Precautions for
Use




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 (mainlythiazide 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 medication with risperidone.

Irrespective of treatment, dehydration
was an overall risk factor for mortality
and should therefore be carefully
avoided in elderly patients with
dementia.

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

Paediatric population

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 antipsychotic
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.

Parkinson’s Disease and Dementia

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.

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 should be
considered prior to the
decision to use. There was
no increased incidence of
mortality among patients
taking other diuretics as
concomitant medication with
risperidone. Irrespective of
treatment, dehydration was
an overall risk factor for
mortality and should
therefore be carefully
avoided in elderly patients
with dementia.

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). since both groups
may be at increased risk of
Neuroleptic Malignant
Syndrome as well as having
an increased sensitivity to
antipsychotic medications
.Manifestation of this
increased sensitivity can
include confusion,
obtundation, postural
instability with frequent falls,
in addition to extrapyramidal
symptoms.




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. sinee Both groups may be
at increased risk of Neuroleptic
Malignant Syndrome as well as having
an increased sensitivity to antipsychotic
medieations 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.

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
antidepressant (i.e., amitriptyline),
tetracyclic antidepressants (i.e.,
maprotiline), some antihistaminics,
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.

ReoteptiaHeorRIERPERDAL o
n —

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

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
antidepressant (i.e.,
amitriptyline),
tetracyclic
antidepressants
(i.e., maprotiline),
some
antihistaminics,
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.

Potential for
RISPERDAL to
affect other

medicinal products

Interaction with Other
Medicaments and Other
Forms of Interaction




RISPERDAL® may antagonize 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.

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.

RISPERDAL® may
antagonize 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.

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

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

Potential for other medicinal
products to affect
RISPERDAL

Carbamazepine has been
shown to decrease the
plasma concentrations of the
active antipsychotic fraction
of risperidone. Similar effects
may be observed with e.g.
rifampicin, phenytoin and
phenobarbital which also
include CYP 3A4 hepatic
enzyme as well as P-
glycoprotein. When
carbamazepine or other CYP
3A4 hepatic enzyme/P-
glycoprotein (P-gp) inducers
are initiated or discontinued,
the physician should re-
evaluate the dosing of
RISPERDAL®

Fluoxetine and paroxetine,
CYP 2D6 inhibitors, increase
the plasma concentration of
risperidone, but less so of the
active antipsychotic fraction.It
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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

is expected that other
CYP2D6 inhibitors, such as
quinidine may affect the
plasma concentartions of
risperidone in a similar way.
When concomitant fluoxetine
or paroxetine is initiated or
discontinued, the physician
should re-evaluate the
dosing of RISPERDAL®.

Verapamil, an
inhibitor of CYP
3A4 and P-gp,
increases the
plasma
concentration of
risperidone.

Galantamine and
donepezil do not
show a clinically

relevant effect on

the
pharmacokinetics
of risperidone and
on the active
antipsychotic
fraction.

Phenothiazines, tricyclic
antidepressants, and some
beta-blockers may increase
the plasma concentrations of
risperidone but not those of
the active antipsychotic
fraction. Amytriptyline 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 combined use of
psychostimulants (e.qg.,
methylphenidate) with
RISPERDAL in children and
adolescents did not alter the
pharmacokinetics and
efficacy of RISPERDAL.

See section 4. 4 regarding
increased mortality in elderly
patients with dementia
concomitantly receiving
furosemide.




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 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.

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.

Paediatric
population

Interaction studies
have only been
performed in adults




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:

» Erythromycin, a moderate
CYP3A4 inhibitor and P-gp
inhibitor, does not change the
pharmacokinetics of
risperidone and the active
antipsychotic fraction.

* Rifampicin, a strong CYP3A4
inducer and a P-gp inducer,
decreased the plasma
concentrations of the active
antipsychotic fraction.

Anticholinesterases:

* 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:

» 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.

* 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:

* ltraconazole, 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.

» 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.

Antipsychotics:

* Phenothiazines may increase
the plasma concentrations of
risperidone but not those of the
active antipsychotic fraction.

Antivirals:

 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:

» Some beta-blockers may
increase the plasma
concentrations of risperidone
but not those of the active
antipsychotic

fraction.

Calcium channel blockers:

* VVerapamil, a moderate
inhibitor of CYP3A4 and an
inhibitor of P-gp, increases the
plasma concentration of
risperidone and the active
antipsychotic fraction.

Gastrointestinal drugs:

* H2-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:

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

 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.

» 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

Antiepileptics:
* Risperidone does not show a
clinically relevant effect on the
pharmacokinetics of valproate
or topiramate.

Antipsychotics:

* 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:

* Risperidone does not show a
clinically relevant effect on the
pharmacokinetics of digoxin.

Lithium:

* Risperidone does not show a
clinically relevant effect on the
pharmacokinetics of lithium.

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

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 antipsychotic
drugs (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,

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
antipsychotic drugs
(including RISPERDAL)
during the third trimester of
pregnancy are at risk of
adverse reactions including

pregnancy Fertility,
and Lactation




respiratory distress, or feeding disorder. | extrapyramidal and/or
Consequently, newborns should be withdrawal symptoms that
monitored carefully. may vary in severity
following delivery. There
have been reports of
agitation, hypertonia,
hypotonia, tremor,
somnolence, respiratory
distress, or feeding disorder.
Consequently, newborns
should be monitored

carefully.
®Hyperprolactinemia can in ®Hyperprolactine Adverse events
some cases lead to mia can in some
gynaecomastia, menstrual cases lead to
disturbances, amenorrhoea, gynaecomastia,
anovulation, galactorrhea, menstrual
fertility disorder, decrease disturbances,
libido, erectile dysfunction. amenorrhoea,

galactorrhea,

Over dose
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