Eram

Clonazepam

Composition

Eram 0.5 Tablet: Each tablet contains Clonazepam USP 0.5 mg

Eram 1 Tablet: Each tablet contains Clonazepam USP 1 mg

Eram 2 Tablet: Each tablet contains Clonazepam USP 2 mg

Pharmacology

Clonazepam has pharmacological characteristic of benzodiazepine (BZDs) class
of drugs. Clonazepam has sedative, hypnotic and anticonvulsant properties. The
central actions of benzodiazepines are mediated through an enhancement of the
GABAergic neurotransmission at inhibitory synapses. In the presence of
Benzodiazepines the affinity of the GABA receptor for the neurotransmitter is
enhanced through positive allosteric modulation resulting in an increased action of
released GABA on the postsynaptic transmembrane chloride ion flux.
Electroencephalographic investigations have shown that clonazepam rapidly
suppresses many types of paroxysmal activity. Clonazepam has beneficial effects
in generalized and focal epilepsies.

Clonazepam is rapidly and almost completely absorbed after oral administration.
Peak plasma concentrations of clonazepam is reached in 1-4 hours. The
absorption half-life is around 25 minutes. The absolute bioavailability is around
90% with large differences between individuals. Clonazepam distributes very
rapidly to various organs and body tissues with preferential uptake by brain
structures. The distribution half-life is approximately 0.5-1 hour. The plasma
protein binding is 82-86%. The mean elimination half-life is 30-40 hours and is
independent of the dose.

Indications

Eram is indicated, primarily as an adjunct or in refractory cases, in most forms of
epilepsy especially absence seizures including atypical absence seizures;
myoclonic and atonic seizures, Lennox-Gastaut syndrome. For infantile spasms
(including West-Syndrome) and tonic-clonic seizures it is only indicated as an
adjunct or in refractory cases. Also indicated for the treatment of Panic disorder,
with or without agoraphobia.

Dosage and Administration:

Dosage for Epilepsy

Adults: Initial dosage should not exceed 1 mg/day. The maintenance dosage for
adults normally falls within the range from 4 to 8 mg.

Elderly: The lowest possible dose should be used in the elderly. It is
recommended that the initial dosage of Clonazepam should not exceed 0.5
mg/day and particular care should be taken during uptitration. Total daily dosages
should be divided into 3 or 4 doses taken at intervals throughout the day. If
necessary, larger doses may be given at the discretion of the physician, up to a
maximum of 20 mg daily. The maintenance dose should be attained after 2 to 4
weeks of treatment.

Infants and children: To ensure optimum dosage adjustment, children should be
given 0.5 mg tablets. Initial dosage should not exceed 0.25 mg/day for infants and
small children (1 to 5 years) and 0.5 mg /day for older children.

The maintenance dosage for children are as follows:

510 12 years: 3 to 6 mg

1to 5 years: 1to 3 mg

Infants (0 to 1 year): 0.5 mg to 1 mg

Dosage for Panic Disorder

Adult: The initial dose for adults with panic disorder is 0.25 mg twice daily (0.5
mg/day). An increase to 0.5 mg twice daily (1 mg/day) may be made after 3 days.
Subsequent uptitration should be made at intervals of 3 days until panic disorder
is controlled or until limited by side effects. The usual maintenance dose is 1 mg
twice daily (2 mg/day). A maximum dose of 2 mg twice daily (4 mg/day) may be
prescribed in exceptional cases. Once a stable dose is achieved, patients may
switch to a once daily dose, usually taken at bedtime.

Hepatic Impairment

Patients with severe hepatic impairment should not be treated with Clonazepam.
Patients with mild to moderate hepatic impairment should be given the lowest
possible dose.

Method of administration

Treatment should be started with low doses. The dose may be increased
progressively until the maintenance dose suited to the individual patient.

To break the tablet (1 mg & 2 mg) hold it with the score facing up and apply
downward pressure.

Contraindications

Hypersensitivity to the active substance or to any of the excipients. Patients with
acute pulmonary insufficiency, severe respiratory insufficiency, medical history of
sleep apnoea syndrome and severe hepatic impairment as benzodiazepines may
precipitate hepatic encephalopathy. Clonazepam must not be used in patients in
coma, or in patients known to be abusing pharmaceuticals, drugs or alcohol.
Precautions

Some loss of effect may occur during the course of clonazepam long-term
treatment. Prolonged use of benzodiazepines may result in dependence
development with withdrawal symptoms on cessation of use. Clonazepam should
be used with caution in patients with chronic pulmonary insufficiency, or with
impairment of renal or hepatic function, and in the elderly or the debilitated. In
these cases, dosage should generally be reduced. In cases of loss or

bereavement, psychological adjustment may be inhibited by benzodiazepines.
Special caution should be exercised when administering Clonazepam to patients
with mild to moderate hepatic impairment. Clonazepam should be used with
particular caution in patients with ataxia. Benzodiazepines are not recommended
for the primary treatment of psychotic iliness. Patients with a history of depression
and/or suicide attempts should be kept under close supervision. The concomitant
use of Clonazepam with alcohol or/and CNS depressants should be avoided. The
dosage of Clonazepam must be carefully adjusted to individual requirements in
patients with pre-existing disease of the respiratory system (e.g. chronic
obstructive pulmonary disease). Driving, operating machinery and other
hazardous activities should be avoided altogether or at least during the first few
days of treatment.

Side Effects

Allergic reactions and very rare cases of anaphylaxis have been reported to occur
with benzodiazepines. Emotional and mood disturbances, confusional state,
disorientation have been observed. Depression may occur in patients treated with
Clonazepam, but it may be also associated with the underlying disease. The
following paradoxical reactions have been observed: restlessness, irritability,
aggressiveness, agitation, nervousness, hostility, anxiety, delusion, anger, sleep
disturbances, nightmares, abnormal dreams, hallucinations, psychosis,
hyperactivity, inappropriate behaviour and other adverse behavioural effects and
activation of new types of seizures are known to occur. If these occur, the drug
should be discontinued.

Impaired concentration, somnolence, slowed reaction, muscular hypotonia,
dizziness, ataxia and co-ordination disturbance-these undesirable effects occur
relatively frequently and are usually transient and generally disappear
spontaneously in the course of the treatment or on reduction of the dosage. They
can be partially prevented by increasing the dose slowly at the start of treatment.
Pregnancy and Lactation

Preclinical studies have shown reproductive toxicity and Clonazepam possesses
the possibility of producing congenital malformations. Clonazepam should only be
administered to pregnant women if the potential benefits outweigh the risk to the
fetus. During pregnancy, Clonazepam may be administered only if there is a
compelling indication. Clonazepam has harmful pharmacological effects on
pregnancy and the fetus/newborn child. Administration of high doses in the last
trimester of pregnancy or during labor can cause irregularities in the heart beat of
the unborn child and hypothermia, hypotonia, mild respiratory depression and
poor feeding in the neonate.

Lactation: Although, the active ingredient of Clonazepam has been found to pass
into the maternal milk in small amounts only, mothers undergoing treatment with
this drug should not breastfeed. If there is a compelling indication for Clonazepam,
breastfeeding should be discontinued.

Drug Interactions: The antiepileptic drugs phenytoin, phenobarbital,
carbamazepine, lamotrigine and to a lesser extent valproate may increase the
clearance of Clonazepam thereby decreasing the plasma concentrations of the
latter by up to 38% during combined treatment. Clonazepam has the potential to
influence concentrations of phenytoin. Due to the bi-directional nature of the
Clonazepam phenytoin interaction, phenytoin levels have been found to be
unchanged, increased or decreased upon coadministration with Clonazepam
depending on dosing and patient factors. The selective serotonin reuptake
inhibitors sertraline (weak CYP3A4 inducer), fluoxetine (CYP2D6 inhibitor) and
the anti-epileptic drug felbamate (CYP2C19 inhibitor; CYP3A4 inducer) do not
affect the pharmacokinetics of clonazepam when administered concomitantly.
Overdose

The symptoms of overdosage or intoxication vary greatly from person to person
depending on age, bodyweight and individual response. Benzodiazepines
commonly cause drowsiness, ataxia, dysarthria and nystagmus. Overdose of
Clonazepam is seldom life-threatening if the drug is taken alone, but may lead to
coma, areflexia, apnea, hypotension and cardiorespiratory depression. Coma, if it
occurs, usually lasts a few hours but it may be more protracted and cyclical,
particularly in elderly patients. Increased frequency of seizures may occur in
patients at supratherapeutic plasma concentrations. Benzodiazepine respiratory
depressant effects are more serious in patients with severe chronic obstructive
airways disease.

Storage

Store in a dry place below 30°C, protected from light. Keep out of the reach of
children.

How Supplied:

Eram 0.5 Tablet (60’s): Each box contains 60 tablets (6x10’s) in Alu-PVdC blister
pack.

Eram 1 Tablet (60’s): Each box contains 60 tablets (6x10’s) in Alu-PVdC blister
pack

Eram 2 Tablet (50’s): Each box contains 50 tablets (5x10’s) in Alu-PVdC blister
pack

Manufactured by:
b DBL Pharmaceuticals Limited
~7= 4 Surabari, Kashimpur, Gazipur, Bangladesh

C:10400282
www.dbl-pharma.com
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