| Risperidone
Amidrex OD-4

4 mg Orally Disintegrating Tablet
Antipsychotic

FORMULATION:
Each orally disintegrating tablet contains:
Risperidone USP mg

PRODUCT DESCRIPTION:
White to off white coloured, round, biconvex orally disintegrating
uncoated tablet having both sides plain.

PHARMACOLOGICAL PROPERTIES:
PHARMACODYNAMIC PROPERTIES:

Mechanism of action

Risperidone is a selective monoaminergic antagonist with unique
properties. It has a hlgh affinity for serotoninerglc 5-HT, and
dopaminergic D, receptor:
Tecaptors, and with lower affinity. to H- histaminergic and alpha,-
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 it

DOSAGE AND ADMINISTRATION:
Schizophrenia

Adults

Risperidone (Amidrex OD-4) 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
eeded. Most
patients will benefit from daily doses between 4 and 6'ma, 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 1to 2 mg
twice daily.

Pediatric population

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

Manic episodes in bipolar disorder

dults
Rvspendone (Amidrex OD-4) should be administered on a once daily
schedule, starting with 2 mg risperidone. Dosage adjustments, if
md:cated should occur at intervals of not less man 24 hours and m
er day. n be
flex\ble doses over arange of 1to 6 mg per day to opnmuze each Datlent s
level of efficacy and tolerability. Daily doses over & m: have

Parkinson's disease and dementia with Lewy bodies

Physicians should weigh the risks versus the benefits when prescribing
antipsychotics, including Risperidone (Amidrex OD-4), 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.

Hyperglycemia and diabetes mellitus

Hyperglycemia, disbetes mellitus, and exacerbation of pre-existing
diabetes have been reported during treatment with Risperidone
(Amidrex OD-4).1n some cases, apnormcrease m bodywelghl has been

Antifungals
Itraconazole, 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
dasage of 200 mg/day increased the plasma concentrations of
the plasma of 9-

hydroxyrisperidone.

Anupsychencs

Phe! may increase the plasma concentrations of i
Bt not those of the active antipsychotic fraction.

peridone

Effect of other medicinal products on the pharmacokinetics of

reported which may be ith
ketoacidosis has been reponed very ravely na rarely with d\abenc
coma. clinical is advisable

WRilsed antipsychotic guidelines. Patients treated with any atypical
antipsychotic, including Risperidone (Amidrex OD-4), should be
monitored for h as polydipsia, polyuria,
polyphagia and weakness) and patients with diabetes mellitus should be
monitored regularly for worsening of glucose control.

Weight gain
Significant weight has been reported with Risperidone (Amidrex OD-4)
use. Weight should be monitored regularly.

HVDerproIacti nemia

is a common of treatment with

not in patients with

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

Schizophrenia

inthe sh. treatment of

As with all symptomatic treatments, the continued use of (Amidrex OD-
4) mustbe 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 1to 2 mg
twice daily. Since clinical experience in elderly is limited, caution should
be exercised.

e ostablrhad i four hudlas,4- 6 Brwreeks iy curation, which anrolied
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 (Amidrex OD-4) 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 Aizheimer's

dementia

A star!mg dose of 0. 25 mg twice daily is recommended. This dosage can
i of

(2 5 |o and 16 mg/day, administered twice daily), al four risperidone
the Positive and Negative Syndrome

0216 (PANSS) fotal score. In an 8. week, dose comparison tral invoing
five fixed doses of risperidone (1, 4, 8, 12, and 16 mg/day administered
ice-daily), the 4, 8, and 16 ma/day risperidone dose groups were
superior to the 1mg 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%

S mg twice daily, not more
frequemly than every other day, if needed. The optimum dose is 0.5 m

twice daily for most patients. Some patients, however, may benefit from
doses up to 1 mg twice daily. Risperidone (Amidrex OD-4) should not be

tablet. of the prolacun plasma level is
recommended in patients with evidence of possible prolactin-related
side-effects (e.g. gynecomastia, menstrual msamers, anovulation,
fertility disorder, decreased libido, erectile dysfunction, and
galactorrhea).
Tissue culture studies suggest that cell growth in human breast tumors.
may be stlmulated by prolactin. Almough no clear association with the
o far beer inclinical
and epldemlologlcal Seudios, caution s recommended in patients with
relevant medical history. Risperidone tablet should be used with caution
in patients with pre-existing hyperprolactinemia and in patients with
possible prolactin-dependent tumors.

QT prolongation
QT prolongation has very rarely been reported post-marketing. As with
other antipsychotics, caution should be exercised when risperidone is
prescribed in patients with known cardiovascular disease, family history
of QT i It

used more than 6 weeks in patients with persistent
Alzheimar's dementia. During weatment, patients must be evaluatod
frequently and regularly, and the need for continuing treatment
reassessed.

onduct disorder

Children and adolescents from 5to 18 years of age

For subjects 50 kg, a starting dose of 0.5 mg once daily is

reduction in PANSS total score). In a trial, adul

predominantly meeting DSM-IV criteria for schizophrenia and who had
stable for at least 4 weeks on an antipsychotic medicinal

product were randomised to risperidone 2 to 8 mg/day or to haloperidol

for 1to 2 years of observation for relapse. Patients receiving risperidone

experienced a significantly longer nme to relapse over this time period

compared to those receiving haloperi

Manic episodes in bipolar disorder

The efficacy of risperidone monotherapy in the acute treatment of

as

This dosage can be individually adjusted by increments
0f 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

manic episodes associated with bipolar | disorder w:
Three double-blind. placebo-controlled monotherapy studies. in
approximately 820 patients who had bipolar | disorder, based on DSM-IV.
:mena In the three studies, risperidone 1to 6 mg/day (starting dose 3
in two studies and 2 mg in one study) was shown to be svgn icantly
Superior o placebo on the pre-specified primary endp , the
change from basaline n total Young Mania Rating Scale RS score ot
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
ignificantly higher for risperidone than for placebo. One of the three
Studios icluded a haloperidel arm and a S-week doublo-blind
Taimtenance phase, Efficacy was mantained throughout the -waok
maintenance treatment period. Chande from baseline in total VMRS

e e o symptomatic treatments, the continued use of Risperidone
(Amidrex OD-4) must be evaluated and justified on an ongoing basi:
Risperidone (Amidrex OD-4) is not recommended in children lessthan 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
hepan: impairment.

be

Tiaperidons 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-IV criteria for bipolar |
disorder. In one 3-week study, risperidone 1 to 6 mg/day starting at 2
mg/day in addi or valproate was superior to
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 1to 6 mg/day starting at 2 mg/day, combined with lithium,
valproats, or carbamazepine was not supetior to lthium, valproate, or
carbamazepine alone in the reduction of YMRS total score. A possible

explanation for the falure of this study was Induction of risperidone and
9-hydroxy-risperidone clearance by carbamazepine, leading to

vels of nd X

the carbamazepine group was excluded in a post-hoc analysis,
risperidone combined with lithium or valproate was superior to lithium

r I
Persistent aggression in dementia
The efficacy of risperidone in the treatment of Behavioural and
Psychological Symptoms of Dementla (BPSD), which Includes
itation, psychosis,
activity, and affective dus:urhances ‘was demonstrated in thiee doubloe:
blind, placebo-controlled studies in 1150 elderly patients with moderate
to severe dementia. One study included fixed nspendonedosesovo 5 1,

(Amidrex OD-4) should be used with caution in these
groups of patients.
Oras prescribed by the physician.

CCONTRAINDICATIONS:
itivity to the acti toany of

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:
Elderly patients with dementia

Overall mortality

Elderly patients with dementia treated with atypical antipsychotics have
an increased mortality compared to placebo in a meta-analysis of 17
controled trials of atypical antipsychotics, including Risperidone. In

trials with n this the

ncidence of mortality was 4.0% for Risperidone 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

and 2 mg/day. Two flexible-dose studies includex
groups in the range of 0.5 to 4 mg/day and 0.5 to 2 mg/day, vespectlvely
Risperidone showed statistically significant and clinicaily important
in treating and less in treating
Saitation and psychosis in elderly dementia patients (as measurad by
the Behavioural Pathology in Alzheimer's Disease Rating Scale
[BEHAVE-AD] and the Cohen-Mansfield Agitation Inventory [CMAID.
The treatment effect of risp of
State Examination (MMSE) score (and consequently of the severity of
dementia; of sedative properties of risperidone; of the presence or
d of the type of ia, Alzheimer's, vascular,

orm\xed.
Conduct disorder
The emcacy of risperidone in me shon term treatment of disruptive

studies In approximately 240 patlents 5 to 12 years of age with a DSM-IV
dliagnosis of disruptive behaviour disorders (DBD) and bordariine

Concomitant use with furosemide
In the Risperidone 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

disorder. In the two studles, rlsDerldone 0.02 to 0.06 ma/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

PHARMACOKINETIC PROPERTIES:

Absorption

Risperidone is complstely absorbed after ofal administration, reaching
peak plasma concentrations within 1 to 2 hours. The absolute oral
bioavailability of risperidone is 70% (C' The relative oral
bioavallabiity of risparidone from a tablet is aa%k (cvoio% 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.

Dvs!rlbu!lon

volume of distribution is 1-2 I/kg.

prior to the 0 use. There was no_increased
incidence of mortality amnng patients taking other diuretics as
concomitant treatment with risperidone. Irrespective of treatment,
dehydration was an overall risk factor for mortality and should therefore

Cerebvcvascu\arAdverse Evenls (CVAE)
Inpl patients wil ia there was a
significantly higher ncidence. (appmxlmately 3-fold increased) of
CVAES, such as stroke (including fatalities) and transient ischemic attack
in patients treated with Risperidone (Amidrex OD-4) compared with
patients treated with placebo (mean age 85 years; range 73 to 97). The
pooled data from six placebo-controlled studies in mainly elderly
pauems (>ss years of age) with dementia showed that CVAES (serlous
mbined) occurred in 3.3% (33/1009) o nts
freatod with nspendone and 1.2% (8/712) of panents Yeatod 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

y T
In piasma, risperidoné is bound to albumin and alphay
The plasma protein binding of risperidone is 90%, that of ©-
hydroxyrisperidoneis 77%
Elotransformanonandellmlnanon
d by

CYP2D6 to y-risperi which

has a slmnar activity as risperi i plus
m the active ic fraction. CYP2D6 is

subject to genetic polymmphlsm Extensive cvpzas metabolizers
convert idly into ereas poor

CYP2D6 | metabolizers convert it much more slowly. Although extensive

Amidrex OD-4) should be used with caution
Inpatients with sk factors forstroke.

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
Risperidone (Amidrex OD-4) 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

have lower ri and higher 9-hydroxy
than poor me inetics of
y-risperi mbined (i.e., the active

antipsychotic fractiony, after single and multiple doses, are si
extensive and poor metabolizers ofCYP2D6,
Another metabolic pathway of risperidone is N-dealkylation. /n vitro
studies in human liver microsomes showed that nspendcne at chmcally
relevant does not ibi
medicines metabolized by cytochrome P450 Asozymes. |nc|ud|ng
CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2E], CYP3A4, and
CYP3AS. One week after administration, 70% of the dose is excreted in
the urine and 14% in the feces. 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 half-life of

ilar in

potential CVAEs such as sudden weakness or
Rumbnass in the face, arms or 16gs, and specch of vision problems. Al
treatment options should be considered without delay, including
discontinuation of risperidone.

Risperidone (Amidrex OD-4) should only be used short term for
persistent sggression In patients with moderate to severe Alzhimer's
dementia to ich have
had limited or no efficacy and when there is potential risk of Narm to e
orothers.

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

Orthostatlc hypotens:on

ctivity of (orthostatic)
can occur, especially during the initial dose-titration

9-hydroxy-risperidone and of the active antipsychotic fraction is 24

hours.
Linearity

plasma ions are prop: within the
!herapeu(vcdose range.
Elderly,hepatic and renal impairment

A single-dose study 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

period. Clinically significant hypotension has been observed
postmarketing with concomitant use of risperidone and
antihypertensive treatment. Risperidone should be used with caution in
patients with known cardiovascular disease (e.g., heart failure,

hypovolemia, or cerebrovascular disease), and the dosage should be
gradually titrated as recommende: dose reduction should be
considered if hypotension occurs.

elderly.Higher. fraction
reduced clearance of the active antipsychotic fraction by on average
60% were observed in patients with renal insufficiency. Risperidone

plasma concentrations were normal in patients with liver

Leukopeni ia, and
Events of and is have been
reported with antipsychotic agents, including Risperidone (Amidrex

4). has been reported very rarely (< 1/10,000

but the mean free fraction of risperidone in plasma was increased by
about 35%.
Pedlamc patients

Patients with a history of a clinically significant low white blood cell
count (WBC) or a drug-induced leukopenia/neutropenia should be
monitored durmg the first few months of therapy and discontinuation of

of risperidone, y-risperi and the
o5 tion in child: similar inadults.
Gender, race and smoking habits.

A population pharmacokinetic analysis revealed no apparent effect of
gender, race or smoking habits on the pharmacokinetics of risperidone
orthe active antipsychotic fraction.

INDICATIONS:

Risperidone (Amidrex OD-4) is indicated for the treatment of
schizophrenia.

Risperidone (Amidrex OD-4) i Indicated for the treatment of modarate
to severe manic episodes associated with bipolar disorder:

Risperidon (Amidrex OD-4y is indicated for the short-term treatment
(up to 6 weeks) of Ders\stent aggression |n Danents with moderate to

midrex OD-4) should be considered at the first sign of a
clinically slgmflcant 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 < 1X 109/L) should

it may increase the risk of
arrhythmogenic effects, and in concomitant use with medicines known
toprolong the QT interval.

Seizures
Risperidone (Amidrex OD-4) 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 Risperidone (Amidrex OD-4) treatment due to
its alpha-adrenergic blocking effects.

Body temperature regulation

Disruption of the body’s ability to reduce core body temperature has
been attributed to antipsychotic medicines. Appropriate care is advised
when prescribing Risperidone (Amldrex OD-4) to patients wh
an elevation in core
body temperature, e.g., exercising strenuously, exposure to extreme

Antivirals

Protease inhibitors: No formal study data are available; however, since
i a strong CYP3A4 i a weak CYP2D6 i
ritonavir and ritonavir- boasted protease inhibitors patennally raise

Antipsychotics
Aripiprazole, a CYP2D6 and CYP3A4 substrate: Risperidone tablets or
injections did not affect the f the sum

PREGNANCY AND LACTATION:
Pregnancy

There are no adequate data from the use of risperidone in pregnant
women. According to post marketing data reversible extrapyramidal
symptoms in the neonate were observed following the use of
risperidone during the last trimester of pregnancy. Consequently,
newborns should be monitored carefully. Risperidone was not
teratogenic in animal studies but other types of reproductive toxicity
were seen. The potential risk for humans is unknown. Therefore,
Risperidone (Amidrex OD-4) should not be used during pregnancy
unless clearly necessary. If discontinuation during pregnancy is
necessary, it should not be done abruptly.

Lactation
Inanimal studies, d

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

Effects on ability to drive and use machines

Risperidone (Amidrex OD-4) can have minor or moderate influence on
the ability to drive and use machines due to potential nervous system
and visual effects. Therefore, patients should be advised not to drive or
operate machinery until their individual susceptibility is known.

ADVERSE DRUG REACTIONS:
The most frequently reported adh drug reacti DRs) (incidk
10%) are: Parkinsonism, headache, and insomnia.

The following are all the ADRs that were reported in clinical trials and
post marketing. 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 (carn from trial data).

Within sach frequency arouping, undeslrable effects are presented in
order of decreasing seriousness. Adverse Drug Reactions by System
Organ Class and Frequency.

Investigation:
Common: Blood pmlacnn increased, Weight increased; Uncommon:

heat, receiving concomitant treatment with 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
t it d of

T prolonged, abnormal, Blood
glucose increased, Transamlnases increased, White blood cell count
decreased, Body temperature increased, Eosinophil count increased,
Haemoglobin decreased, Blood creatinine phosphokinase increased;
Rare: Body temperature decreased.

Cardiac disorders:
Common: L

intestinal obstruction, Reye's syndrome, and brain tumor.

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
o 3 - funct ) Plasma conc

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 Risperidone
(Amidrex OD-4) 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-
effect, including Amidrex OD-4).

IFIS may increase the risk of eye complications during and after the

block, Bundle

branch block, Atrial fi
Blood and lymphatic system disordors:

emia, T ia; Rare: ia; Not
Ko, Agranulocytosis.
Nervous system disorders:
Very commot arkinsonism, Headache; Commo kathisia, Dizziness,
Tremor, Dystonia, Somnolence, Sedation, Lethargy, Dyskinesia;
Uncommon: Unresponslve to stlmull Loss of consciousness, Syncope,
ccident, Transient
ischemic anack Dysar!hrla Sievurbance attention, Hypersomnia,
Dizziness postural; Balance disorder, Tardive dyskinesia, speech

, mal,
malignant syndrome, Diabetic coma, Cerehrovasculardlsorder Cerebral
ischemia, Movement disorder.

Eve disorder:
Common: Vision blurred L < is, Ocular

Eye discharge, Eye swelling, Dry eye, Lacrimation increased,
Photophobia Rare: Visual acuity reduced, Eye rolling, Glaucoma.

Ear and labyrinth disordes
Uncommon: Ear pain, Tinnitus

operation. Current or past use of medicines with alpl

antagonist effect should be made known to the surgeon in

advance of surgery. The potential benefit of stopping alphal blocking

therapy prior to cataract surgery has not been established and must be
hed

c : Dyspnea, s Cough Nasal congestion,
n L aspiration,
Pu\monary congesnon Resmratory dlsorder, Ra\es, Respiratory tract

yp

the risk of stopping

Children and adolescents
Before ibed to a child or with conduct
disorder they Srould be fully assessed for physical and social causes of

Common: Vomiting, Diarrhea, Constipation, Nausea, Abdominal pain,
Dyspepsia, Dry mouth, Stomach discomfort Uncommon: Dysphagia,
Gastritis, Fecal incontinence, Fecaloma Rare: Intestinal obstruction,
Pancreatitis, Lip swelling, Cheilitis.

pancr A <

the aggressive behavior such as pain or
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). Changes in height in the long-term open-label
extension studies were within expected age-appropriate norms. The

isorders:
Common: Enuresis Uncommon: Dysuria, Urinary incontinence,
Pollakiuria

Skin and subcutaneous tissue disorders:

Common: Rash, Erythema Uncommon: Angioedema, Skin lesion, Skin
disorder, Pruritus, Acne, Skin discoloration, Alopecia, Seborrheic
dermatitis, Dry skin, Hyperkeratosis Rare: Dandruff.

Common: Arthralgia, Back pain, Pain in extremity Uncommon: Muscular
weakness Myalgia, Neck pain, Joint swelling, Posture abnormal, Joint

effect of long-term risperidone treatment on sexual maturation and  stiffne: Rare:

height have not been adequately studie Endo:rlned\sorders

Because of the potential effects of prolonged inemia on  Rare:

growth and sexual maturation in children and regular and nutrition di

clinical evaluation of endocrinological status should be i Common: appetite L

including measurements of height, weight, sexual maturation,
monitoring of menstrual functioning, and other potential prolactin-
related effects.

During treatment with risperidone regular examination for

conducted.

Dosage and Reminaration:

INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER
FORMS OF INTERACTION:

As with other antipsychotics, caution is advised when prescribing
risperidone wvth medicinal products known to prolong the T interval,

Anorexia, Polydipsia Very rave Dlabetlc 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, Locahzed

infection, Acaroderma s) lralory tract infection, Cysti
Rare: Otitis

vasculamnsorders.

Flushing.

d
Common: Pyrexia, Fatigue, Peripheral edema, Asthenia, Chest pain
Uncommo Gait _disturbance, Feeling abnormal,

such as class | (e.g., Influenza like iliness, Thlvsl‘ Chest discomfort, Chills Rare:
5 clace i i (e.g., sotalol), yp
tricyclic anti (|.e.. itriptyli heral X
 quinine and mefloqume), and with medicines causmg L itivity Rare: Drug Not known:
ic reaction.
or those which inhibit the hepatic ism of ri This list is disorders:

indicative and not exhaustive.

Potential for Risperidone (Amidrex OD-4) to affect other medicinal
products

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

ion.
Risperidone (Amidrex OD-4) 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.

Rare: Jaundice.
Repmducnvesystemandbreastdlsorders‘

Erectile
Menstrual disorder,

Vaginal dlscharge,Notknown Priapism.
Psychiatric dlsord

Very common: In mmon; Anxiaty, A
Uncommon: Confusmnal state, Mania,
Nervousness Rare: Anorgasmia, Blunted affect.

g , Sle order
o decreased, Listiessness,

OVERDOSE AND TREATMENT:
In general reported signs and symptoms have been those resulting from
of

Clinically significant hyDOtenslun has been observed p

Risperidone (Amidrex OD-4 doas not show a clinically relevant effect
on the pharmacokinetics of lithium, valproate, digoxin or topiramate.

Potential for other medicinal products to affect Risperidone (Amidrex
0D-4)

Carbamazspine has been shown to decreas the plasma concentrations
fraction of

Obierved with o 9. rifampicin, phenymm and phenobarbltal which : also

induce CYP3A4 hepatic enzyme

of the known

These include and sedauon. i and

Convuisions nave boen Yoportad: Torsade de Pointas hos boen reported
in association with combined overdose of Risperidone (Amidrex OD-4)
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

and

carbamazepine or other CVP3A4 hepanc enzyme/P slvcowotem (P-
gp) inducers are initiated or discontinued, :he physician should re-
evaluate the dosing of Risperidone (Amidrex

Fluoxetine and paroxetine, CYP2D6 |nh|bllors. increase the plasma
concentration of risperidone, but less so of the active antipsychotic
fraction. It is expected that other CYP2D6 inhibitors, such as quinidine,
may affect the plasma concentrations of risperidone m a similar way.
When concomitant fluoxetine or is initiated or

of activated charcoal together with a

laxative shauld be considered only when drug intake was less than one

hour before. g should

and should |r|c|ude i i itoring to

ias. There is no specific antidote to

(Amidrex OD-4). Therefore, appropriate supportive measures should be

instituted. Hypotension and circulatory collapse should be treated with
appropriate measures such as intravenous fluids and/or

the physician should re-evaluate the dosing of RlsDerldone (Amidrex
0D-4).

Verapamil, an inhibitor of CYP3A4 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.

tricycli , and some
increase the plasma concentrations of risperidone but not those of the
active ant:psychonc fraction. Amitriptyline does not affect the
or the active fraction.

agents. In case of severe extrapyramidal symptoms,
an anticholinergic medicinal product should be Sministored. Close
medical supervision and monitoring should continue until the patient
recovers.

CAUTION:
Foods, Drugs, Devices, and Cosmetics Act prohibits dispensing without
prescription.

ADRREPORTING STATEMENT:
For suspected adverse drug reaction, report to the FDA:
www.fda.gov.ph. Seek medical attention immediately at the first sign of

Cimetidine and ranmdme increase the bi of risperi but
only marginally that of the i )
CYP3A4 inhibitor, does not change the pharmacokinetics of nspendone
andthe acuveanupsycnouc fraction.

The combined use of (e with
Risperidone amidrex 0D-4) in cmldren and adolescents dld not alter

Risperidone (Amidrex OD-4) and have their WBC followed until
recovery.

i inesi i (TD/EPS)
Medicines with dopamine receptor antagonistic properties have been
associated with the induction of tardive dysklnesva characterized by

severe Alzheimer's dementia
anpreacnesandwhenmere|sanskofhavmtoselforomers
Risperidone (Amidrex OD-4) is indicated for the short-term

e tongue and/or

face. The onset of extrapyvamldal symptoms is a rlsk factor for tardive

dyskinesia. If signs and symptoms of tardive dyskinesia appear, the
Hscontinuation of all anti s should b i

symptomatic treatment (up to 6 weeks) of persistent in
conduct disorder in children from the age of 5 years and adolescents

with i ioning or mental
diagnosed according to DSM-IV criteria, in whom the severity of
aggressive or other disruptive behaviors requires pharmacologic
treatment. Pharmacological treatment should be an integral part of a
more treatment inciuding

i NMS)

Malignant ized by hyp ia,
muscle ic_instability, altered
elevated serum creatine phosphokinase Jevels has been reported to
occur with antipsychotics. Additional signs may include myoglobinuria

and . It is. be
prescribed by a specialist in child neurology and chid and

te renal failure. In this event, all antipsychotics,
Amidrex O

psychiatry or physicians well familiar with the treatment of conduct
disorder of children and adolescents.

including

midrex OD-4).

See Special Warnings and Precautions for use regavdmg increased
mortality in elderly patients with dementia concomitantly receiving
furosemide.

Concomuanr use of oral Rlspendcne(Am\drex oD 4) wvm paliperidone

rlsperldone and the combination of the two may foad to additive active
antipsychotic fraction exposure.

Pediatric population
dies have only been pe inadults.

Highly Protein-bound Drugs

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

label should be
consulted for information on the route of metabolism and the possible
need to adjust dosage.

any ad: drug reaction.

STORAGE CONDITION:
Store at temperatures not exceeding 30°C.

KEEP ALL MEDICINES OUT OF REACH OF CHILDREN

AVAILABILITY:
Alu/Alu Blister Pack x 10's (Box of 30's)
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