AMISULPRIDE
AMIABEL’

200 mg and 400 mg FILM-COATED TABLET
ANTIPSYCHOTIC

FORMULATION
Each film-coated tablet contains:
i i 200mgor400mg

PRODUCTDESCRIPTIONS
Amisulpride (Amiabel) 200 mg is a white, biconvex, film-coated, elliptical tablet, bisected on one side
Amisulpride (Amiabel) 400 mgis a white, biconvex, film-coated, elliptical tablet

PHARMACOLOGY

i ideis a ide atypical antip ic. It binds with high affinity to human dopaminergic D, and D, receptor
subtypes while having no afﬂnny for D‘, D, and D, receptor subtypes. Unlike conventional and other atypical antipsychotics, amisulpride has no
affinity for serotonin, t H,,andch receptors. It does not bind to sigma sites.

In animal studies, at high doses, amisulpride amagomzes postsynapnc dopamine D, and D, receptors preferentially in the limbic system rather

than those in the striatum, thereby reducing ion. In addition, ami d no(lnduce catalepsy and does notpmduce
D, hypersensitivity after repea(ed treatment. At low doses, it enhances inergi i by ially blocking

D,/D, dop: ptors, producing dopamine release forits disinhibitory effects.

This ical profile explains the clinical efficacy of ami inst both negative and posmve symploms of schizophrenia.
Amisulpride’s reduced tendency to produ ide effects may be related toits p

PHARMACOKINETICS

In humans amlsulpndeshowstwoabsorptlon peaks: onewhmh is attained rapidly one hour post-dose, and a second between 3 and 4 hours after
oral C p pl re 39+3 and 54+4 ng/mL aftera 50 mg dose.

Ahigh-carbohydrate low-fat meal significantly decreases the area under the drug curve (AUC), time to reach maximum concentration (T,,,), and
(C,,) of ami butno changes were seen after a high fat meal. The significance of these findings in routine clinical

useis notknown.

Amisulpride’s volume of distribution is 5.8 L/kg. Plasma protein binding is low (16%) and drug interactions due to displacement are unlikely. The
absolute bioavailability of amisulpride is 48%

ide is weakly ized: two inactive i ing for approxi 4% of the dose, have been identified. There is no
ion of ami ide and its i remains after inistration of repeated doses. Amisulpride is eliminated
inthe urine. Ami ' ion half-life (t,,) is approxi 12h fter an oral dose.

Amisulpride is very weakly dialyzed.

Special Population:

Renal Insufficiency: The elimination t,, is unchanged in patients with renal insufficiency while systemic clearance is reduced by a factor of 2.5 to
3. The AUC of amisulpride increased two-fold in mild renal failure and almost tenfold in moderate renal failure. There are no data with doses
greaterthan 50 mg.

Geriatric: Limited pharmacokinetic data i m elder\y patients (>65 years) showed that a 10% to 30% increase occurs in C,,,, t,,, and AUC after a
single oral 50 mg dose. Nodata il e dosing.

INDICATIONS

For the treatment of psychoses, such as acute and chronic schizophrenic disorders, in which positive symptoms (e.g., delusions,
hallucinations, thought disorders) and/or negative symptoms (e.g., blunted affect, emotional and social withdrawal) are prominent, including
patient: byp negative

DOSAGE AND ADMINISTRATION
. Doses should preferably be glven before meals.
hould be yfor bove 400 mg.
. Doses should be adjusted based on individual pal\em response.
. There isno specific titration required when mmatlng treatmentwith am\sulpnde
. treatment should b withthe

Adult Oral Amisulpride Dose:
Foracute psychotic episodes:

Oraldoses between 400 mg and 800 mg per day;

Inindividual cases, the daily dose may be increased up to 1,200 mg per day.

Doses above 1,200 mg per day have not been evaluated for safety and should not be used.

For patients with mixed positive and negative

Initially, 400 mg to 800 mg per day;

Doses should then be adjusted to obtain optimal control of positive symptoms.

For patients with predominant negative symptoms:

Oral doses between 50 mg and 300 mg per day

Special Population:

Renal Insufficiency: Dose should be reduced to half in patients with creatinine clearance (CL,) between 30 to 60 mL/min and to a third in
patients with L, between 10to 30 mL/min.

Asthereis no experiencein patient with severe renal \mpa\rment (CLC,< 10 mL/min), partlcu\arcare is recommended in these patients.

Hepatic i : D ductionis not y is weakly

Or, as prescribed by a physician

CONTRAINDICATIONS
. Hypersensltlvny to amisulpride or to any |ngred\ent inthe product;
prolact has pituitary gland prolactinomas and breast cancer;

. Pheochromocylcma,
« Childrenbelow 15yearsold;
* Pregnancy and lactation

Women of chi potential unless using ad t
In combination with the fcl\owmg drugs which could induce rorsades de pointes:
* Class laantiarrhyth .g., quinidine, procai and
. Class\llannarrhythmlcagems(eg amlodarone sotalol)
+ Certain anti g9(eg.
*Other drugs such as bepndl\ cisapride, sultopride, thiori IV eryth in, IV i i and
sparfloxacin

Note: This listis not exhaustive.
* Incombination with Levodopa (see DRUG INTERACTIONS)

AND PRECAUTIONS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at increased risk of death. Analyses of 17 placebo-
controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated
patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of
death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied,
most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature.
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic drugs may increase
mortality. The extent(owhlch the findings of \ncreased mortality in observational studies may be attributed to the antlpsychc(\cdrug asopposedto
some fthe patients is not clear. is notlicensed for the treatment of d tia-relat

Stroke

Athree-fold increased risk of cerebrovascular events has been observed in a population of elderly patients with dementia and treated with certain
atypical ant\psychollc drugs. The mechamsm of the mcreased risk is not known. An increase in the risk with other antipsychotic drugs, or other
o f patients cannot b lud hould be used with caution in patients with stroke risk factors.

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially fatal syndrome that has been associated with antipsychotic drugs, including amisulpride. NMS is characterized by
, muscle rigidity, ic instability, a\lered consciousness, and elevated creatinine phosphok\nase (CPK). In case of

hypertnerrma particularly with high daily doses, all antip: including ami ide should be di

Seizure
Amisulpride can lower the seizure threshold. Patients with a history of epilepsy should be closely monitored during amisulpride therapy.

Dystonia
Acute dystonia characterized by spasm torticollis, oculogyric crisis and trismus may appear. This i ible without
upon treatment with an antiparkinsonian agent.

Extrapyramidal Symptoms

Extrapyramidal symptoms such as tremor, igidity, hypokinesia, hypersalivation, and akathisia may ocour. These symptoms are generally mild at
optimal doses and partially reversible without ami: upon ion of an antj agent. With doses of 50 mg
to 300 mg per day, the incidence of extrapyramidal symptoms which is dose related, remains very low in the treatment of patients with
predominantly negative symptoms.

Tardive Dyskinesia

There have been reports of tardi: i ized by rhythmic, involuntary p ily of the tongue and/or face, usually after
long-term admi { drugis ineffective or may aggravate these symptoms.
Hyperglycemia

There have been reports of hyperglycemia in patients treated with some atypical drugs, including amisulpride. Therefore, patients
with an established diagnosis of diabetes mellitus or with risk factors for diabetes who are on amisulpride therapy should get appropriate glycemic
monitoring.

Increased Plasma Prolactin
Am\su\pnde increases plasma prolac(m Ievels which are reversible after discontinuation of the drug. This may resultin galactorrhea, amenorrhea,
breastpain, org dysfunction, and i

Prolongation of the QT Interval

induces a do ion of the QT \nterval This effect, kncwn to potentiate the risk of serious ventricular arrhythmias
such as torsades de pointes, is enhanced by the pi st ofb dia, f ital or acquired long QT interval.
Hypokalemia should be corrected.
Before amisulpride administration, and if possible according to the patient's clinical status, itis to monitor factors whi Id favor

the occurrence of this rhythm disorder:
* Bradycardialess than 55 bpm
. Cardlac d\sease or family hlstory of sudden death or QT prolongation
. i in particular
+ Congenital prolongation of the QT interval
* On-going treatment with drugs likely to produce y (<55 bpm), i ion, or
prolongation of the QT interval.
Baseline ECG is recommended before treatment in all patients particularly in the elderly and patients with a positive personal or family history of
cardiac disease or abnormal findings on cardiac clinical examination. During therapy, the need for ECG monitoring (e.g., at dose escalation)
should be assessed on an individual patient basis.
Am\sulpnde dose shcu\d be reduced if QT is prolonged and discontinued if QTc is>500ms.
isrecc ifthe patient s taking diuretics or during intercurrentillness.
Conoom\tantannpsychotlc drugs should be avoided.

Venous Thromboembolism
Cases of venous thromboembolism, sometimes fatal, have been reported with antipsychotic drugs. Amisulpride should be used with caution in
patients with risk factors for thromboembolism.

Usein Patients with Concomitant lliness

Like other antidopaminergic agents, caution should be exercised when prescribing amisulpride to patients with Parkinson's disease because it
may cause worsening of the disease. Amisulpride should be used only if antipsychotic treatment cannot be avoided.

Amisulpride is eliminated by the renal route. In cases of severe renal insufficiency, the dose should be decreased or intermittent treatment should
be considered.

There are limited data on the potential for renally-cleared drugs to interfere with amisulpride clearance. Therefore, amisulpride should be used
with caution with other renally-excreted drugs, |nc\ud|ng lithium.

The impact of hepatic on 's hepatic ism and hepato-biliary excretion has not been studied. Amisulpride should be
used with caution in patients with moderate or severe hepaticimpairment.

Withdrawal Symptoms

Acute withdrawal symptoms (e.g., nausea, vomiting and insomnia) have been described after abrupt cessation of high doses of antipsychotic
drugs. Recurrence of psychotic symptoms may also occur. The emergence of involuntary movement disorders (e.g., akathisia, dystonia and
dyskinesia) has been reported with amisulpride. Therefore, gradual withdrawal of the drug is advisable.

Effect on Ability to Drive and Use Machines
Amisulpride may affect reaction time; therefore, the ability to drive vehicles or operate machinery can be impaired even when used as
recommended.

DRUG INTERACTIONS (see also Contraindications)

+ Dopamine Agonists (e.g., levodopa): Reciprocal antagonism of effects between levodopa and antipsychotics. Concomitant use is
contraindicated.

* Alcohol: Amisulpride may enhance the effects of alcohol. C itantuseis not

Bradycardia-inducing drugs such as beta-blockers (e.g., bisoprolol, carvedilol, ducing calcium-channel

blockers (e.g., diltiazem, verapamil), guanfacine, clonidine; digitalis: These drugs induce bradycard\a Concomltanl use enhances the

risk of torsades de pointes. Caution is required when used concomnanﬂy

. Hypokalemlcdlure(lcs,stlmulan(laxatlves \% B, gl icoids, and i Thesedrugscause hypokalemia
orel C h thenskoftorsades" tes. Cautionis req whenused

+ Antipsy ics (e.g., thiori i i i pimozide, haloperidol, imipramine antidepressants, lithium):
C i the risk of torsades de pointes. Caution is required when used concomitantly.

« Otherantipsychotics: Concomitantuse maylncreasethe risk of developing NMS.

+ CNS depressanls (e.g., narcotics, sedative H1-antihi i I i and other

lytic drugs, clonidine and derivati y enhance the effects of CNS 3
<A ives and other ive drugs: Amisulpride may enhance the effects of these drugs.

STATEMENT ON USAGE FOR HIGH RISK GROUPS
* PREGNANCY AND LACTATION

Pregnancy

Pregnancy Category B3: The safety of amisulpride during human has not been i Therefore, use of this drug is not
during unless the benefits justify the potential risk to the fetus.

Neonates exposed to antipsychotic drugs during the third trimester of p are at risk for idal and/or

symptoms after delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, and

feeding disorder in these neonates. These ions have varied in severity; while i haveb If-limited, in

other cases neonates have required intensi it supportand prolonged {

Lactation

It is not known whether amisulpride or its metabolites are excreted in animal or human breast milk. Therefore, breastfeeding during
ide treatmentis not

* GERIATRIC
Caution should be whengiving ide to elderly pati
* PEDIATRIC
Amisulpride is not recommended in children less than 15 years old because its efficacy and safety have not yet been established in this age
group.

ADVERSE EFFECTS/UNDESIRABLE EFFECTS

QT interval ion, and ventricular arrhythmias such as forsades de pointes; ventricular
Iachycard\a WhICh may result in ventricular fibrillation or cardiac arrest; sudden death; venous thromboembolism, including cases of pulmonary
embollsm sometlmes fatal and cases ofdeep ve\nthromboss

and i urticaria

EndocnnelMetaboIlc We\ght gain; |ncreased plasma pro\acnn levels which may result in ia, breast
pain, ion and impotence;
Gastromlestmal Constlpatlon nausea, vommng drymouth
Hepatic: Elevati mes, mainly
Nervous System: \nsomma anxiety, agitation, somnolence, extrapyramidal symptoms (e.g., tremor, rigidity, hypokinesia, hypersalivation,
akathisia, dyskinesia), acute dystonia (e.g., spasm torticollis, oculogyric crisis, trismus), tardive dyskinesia (characterized by rhythmic,
tary primarily of the t or face), NMS, seizures

possible risk of ion or sedation.

OVERDOSAGE AND MANAGEMENT

i with in is limited. There have been repons of of the known and adverse
effects of amisulpri includ , sedation, coma, d
Fatal outcomes have been reported mainly in combmaﬂcn with other psychotropic agents. In cases of acute overdosage, the possibility of
multiple drug intake should be considered.
There is no specific antidote to amisulpride. Appropriate supportive measure should be instituted with close observation of vital functions
\ncludlng contlnuous cardiac momtonng because of the risk of prolongation of QT interval. If severe extrapyramidal symptoms occur,

agents should be

t isis not asamethod of ion since amisulpride is weakly dialyzed.

STORAGE CONDITION
Store attemperatures not exceeding 30°C. Keep the product out of reach and sight of children.

ADVERSE DRUG REACTION REPORTING STATEMENT
For suspected adverse drug reaction, seek medical attention |mmedlate\y and reporl to the FDA at www.fda.gov.ph AND Unilab at (+632) 858-
1000o0r; ilab.com,ph, Byreporting undesi , you can help provide morei ion on the safety of this medicine.

AVAILABILITY
Amisulpride (Amiabel) 200 mg Film-Coated Tablet -Alu/ Clear PVC Blister Pack x 10's (Box of 30's) - DR-XY41219
Amisulpride (Amiabel) 400 mg Film-Coated Tablet - Alu/ Clear PVC Blister Pack x 10's (Box of 30's) - DR-XY41217

Trusted Quality Healthcare

CAUTION ) ) Manufactured by AMHERST LABORATORIES, INC.

Foods, Drugs, Devices, and Cosmetics Act UNILAB Pharma Campus, Barangay Mamplasan, Bifian, Laguna, Philippines
Prohibits dispensing without prescription. for UNILAB, Inc.

P300000017470 No. 66 United Street, Mandaluyong City, Metro Manila, Philippines
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