APO-ZOPICLONE 7.5MG TABLETS
Zopiclone Tablets 7.5 mg

PHARMACOLOGY :

Zopiclone, a cyclopyrrolone derivative, is a short-acting
hypnotic agent. Zopiclone belongs to a novel chemical
class which is structurally unrelated to existing
hypnotics. However, the pharmacological profile of
zopiclone is similar to that of the benzodiazepines.

In sleep laboratory studies of one to 21-day duration in
man, zopiclone reduced sleep latency, increased the
duration of sleep and decreased the number of
nocturnal awakenings. Zopiclone delayed the onset of
REM sleep but did not reduce consistently the total
duration of REM periods. The duration of stage 1 sleep
was shortened, and the time spent in stage 2 sleep
increased. In most studies, stage 3 and 4 sleep tended
to be increased, but no change and actual decreases
have also been observed. The effect of zopiclone on
stage 3 and 4 differs from that of the benzodiazepines
which suppresses slow wave sleep. The clinical
significance of this finding is not known. With hypnotic
drugs, the duration of hypnotic effect and the profile of
unwanted effects may be influenced by the alpha
(distribution) and beta (elimination) half-lives of the
administered drug and any active metabolites formed.
When half-lives are long, the drug or metabolite may
accumulate during periods of nightly administration and
be associated with impairments of cognitive and motor
performance during waking hours. If half-lives are short,
the drug and metabolites will be cleared before the
next dose is ingested, and carry-over effects related to
sedation or CNS depression should be minimal or
absent. If the drug has a very short elimination half-life,
it is possible that a relative deficiency (i.e., in relation to
the receptor site) may occur at some point in the
interval between each night's use. This sequence of
events may account for two clinical findings reported to
occur after several weeks of nightly use of rapidly
eliminated benzodiazepines or benzodiazepine-like
hypnotics : 1) increased wakefulness during the last
third of the night and 2) the appearance of increased
day-time anxiety.

During nightly use and for an extended period,
pharmacodynamic tolerance or adaptation to some
effects of benzodiazepines or benzodiazepine-like
hypnotics may develop. However, in two sleep
laboratory studies involving 17 patients, there was an
absence of tolerance with zopiclone for treatment
periods of more than 4 weeks.

Rebound Insomnia

A transient syndrome whereby the symptoms that led
to treatment with a benzodiazepine or benzodiazepine-
like agent recur in an enhanced form, may occur on
withdrawal of hypnotic treatment.

Some manifestations of rebound insomnia have been
reported both in sleep laboratory and clinical studies
following the withdrawal of zopiclone.

Zopiclone treatment was associated with dose-related
residual effects.

Pharmacokinetics

Absorption : Zopiclone is rapidly and well absorbed.
Bioavailability is more than 75%, indicating the absence

of a significant first-pass effect. After the administration
of 3.75 and 7.5 mg doses, peak plasma concentrations
of 30 and 60 ng/ml, respectively were reached in less
than 2 hours. Absorption was similar in males and
females.

Repeated daily administration of a 7.5 mg oral dose for
14 days did not change the pharmacokinetic
characteristics of zopiclone and did not lead to
accumulation.

Distribution : Zopiclone is rapidly distributed from the
vascular compartment (distribution half-life [t%.a] : 1.2
hours) while the elimination half-life is approximately 5
hours (range : 3.8 to 6.5 hours). Plasma protein binding
is low (approximately 45% in the 25 - 100 ng/ml
concentration range) and non saturable. The risk of
drug interaction arising from displacement of bound
drug is low.

Metabolism : Zopiclone is extensively metabolized by
three major pathways; only about 4 to 5% of the drug is
excreted unchanged in the wurine. The principal
metabolites are the N-oxide derivative (~12%) which
has weak pharmacological activity in animals, and the
N-desmethyl metabolite (~16%) which is
pharmacologically inactive. Their apparent half-lives
evaluated from the urinary data are approximately 4.5
and 7.4 hours, respectively.

Both metabolites are excreted renally. Other
metabolites resulting from oxidative decarboxylation
are partly eliminated via the lung as carbon dioxide. In
animals, zopiclone did not induce hepatic microsomal
enzymes.

Excretion : Excretion studies, using C”-zopiclone have
shown that more than 90% of the administered dose
was excreted over a period of 5 days, 75% being
eliminated in the urine and 16% in the feces.

The low renal clearance of unchanged zopiclone (mean
8.4 ml/min) compared with that of plasma (232 ml/min)
indicates that zopiclone clearance is mainly metabolic.
Special Patient Population :

Elderly Subjects The absolute bioavailability of
zopiclone was increased (94% vs 77% in young subjects)
and the elimination half-life prolonged (~7 hours).
Accumulation has not been observed on repeated
dosing.

Patients with Hepatic Insufficiency : Elimination half-life
was substantially prolonged (11.9 hours) and time to
peak plasma levels delayed (3.5 hours). Consequently,
lower doses are recommended.

Patients with Mild to Moderate Renal Insufficiency : The
pharmacokinetics of zopiclone were not affected.
Hemodialysis did not appear to increase the plasma
clearance of the drug.

Lactating Women : Zopiclone was present in the milk, its
concentration paralleled plasma levels but was about
50% lower.

INDICATIONS :

Sleep disturbance may be the presenting manifestation
of a physical and/or psychiatric disorder. Consequently,
a decision to initiate symptomatic treatment of



insomnia should only be made after the patient has
been carefully evaluated.

APO-ZOPICLONE (zopiclone) is indicated for the
symptomatic relief of transient and short-term insomnia
characterized by difficulty in falling asleep, frequent
nocturnal  awakenings and/or early morning
awakenings.

Treatment with APO-ZOPICLONE should usually not
exceed 7-10 consecutive days. Use for more than 2-3
consecutive weeks requires complete re-evaluation of
the patient.

Prescriptions for APO-ZOPICLONE should be written for
short-term use (7 - 10 days) and it should not be
prescribed in quantities exceeding a 1-month supply.
The use of hypnotics should be restricted for insomnia
where disturbed sleep results in impaired daytime
functioning.

ADVERSE EFFECTS :

The most common adverse reaction seen with zopiclone
is taste alteration (bitter taste). Severe drowsiness
and/or impaired coordination are signs of drug
intolerance or excessive doses.

The following adverse events were observed in patients
receiving zopiclone. In the absence of an established
cause-effect relationship, those adverse reactions that
were observed more frequently with zopiclone than
with a placebo are in italics.

Central Nervous System: Somnolence, asthenia,
dizziness, confusion, anterograde amnesia or memory
impairment, feeling of drunkness, euphoria, nightmare,
agitation, anxiety or nervousness, hostility, depression,
decreased libido, coordination abnormality, hypotonia,
tremor, muscle spasms, paresthesia, speech disorder.
Cardiovascular: palpitations.

Digestive: dry mouth, coated tongue, bad breath,
nausea, vomiting, dyspepsia, diarrhea, constipation,
anorexia or increased appetite.

Respiratory: dyspnea.

Special Senses: amblyopia.

Dermatologic: rash, spots on skin, sweating. Rashes may
be a sign of drug hypersensitivity; discontinue if this
occurs.

Metabolic and Nutritional: weight loss.

Others: bitter taste, headache, limb heaviness, chills.
Laboratory Tests: There have been sporadic reports of
abnormal laboratory test values including increase in
ASAT, ALAT or alkaline phosphatase values.

Geriatric Patients: Geriatric patients tended to have a
higher incidence of palpitations, vomiting, anorexia,
diarrhea, confusion, agitation, anxiety, tremor and
sweating than younger patients.

PRECAUTIONS / WARNINGS:

WARNINGS :

General

Benzodiazepines and benzodiazepine-like agents should
be used with extreme caution in patients with a history
of substance or alcohol abuse.

The smallest possible effective dose should be
prescribed for elderly patients. Inappropriate, heavy
sedation in the elderly may result in accidental
events/falls.

The failure of insomnia to remit after 7 - 10 days of
treatment may indicate the presence of a primary

psychiatric and/or medical illness or the presence of
sleep state misperseption.

Worsening of insomnia or the emergence of new
abnormalities of thinking or behaviour may be the
consequence of an unrecognized psychiatric or physical
disorder. These have also been reported to occur in
association with the use of drugs that act at the
benzodiazepine receptors.

Pregnancy

Benzodiazepines may cause fetal damage when
administered during pregnancy. During the first
trimester of pregnancy, several studies have suggested
an increased risk of congenial malformations associated
with the use of benzodiazepines.

Insufficient data are available on zopiclone to assess its
safety during human pregnancy. Thus the use of APO-
ZOPICLONE (zopiclone) during pregnancy is not
recommended. If APO-ZOPICLONE is prescribed to a
woman of child-bearing potential, the patient should be
warned of the potential risk to a fetus and advised to
consult her physician regarding the discontinuation of
the drug if she intends to become pregnant or suspects
that she is pregnant.

During the last weeks of pregnancy, ingestion of
therapeutic doses of a benzodiazepine hypnotic has
resulted in neonatal CNS depression due to
transplacental distribution. Similar effects can be
expected to occur with zopiclone, due to its
pharmacological effects.

Neonates exposed to antipsychotic drugs during the
third trimester of pregnancy are at risk for
extrapyramidal and/or withdrawal symptoms following
delivery. There have been reports of agitation,
hypertonia, hypotonia, tremor, somnolence, respiratory
distress, and feeding disorder in these neonates. These
complications have varied in severity; while in some
cases symptoms have been self-limited, in other cases
neonates have required intensive care unit support and
prolonged hospitalisation.

APO-ZOPICLONE should be used during pregnancy only
if the potential benefit justifies the potential risk to the
foetus.

Memory disturbance

Anterograde amnesia of varying severity has been
reported following therapeutic doses of
benzodiazepines or benzodiazepine-like agents. The
event is rare with zopiclone.

Anterograde amnesia is a dose-related phenomenon
and elderly subjects may be at particular risk.

Cases of transient global amnesia and "traveller's
amnesia" have also been reported in association with
benzodiazepines, the latter in individuals who have
taken the drug, often in the middle of the night, to
induce sleep while travelling. Transient global amnesia
and traveller's amnesia are unpredictable and not
necessarily dose-related phenomena. Patients should
be warned not to take APO-ZOPICLONE under
circumstances in which a full night's sleep and clearance
of the drug from the body are not possible before they
need again to resume full activity.

Abnormal Thinking and Psychotic Behavioural Changes
Abnormal thinking and psychotic behavioural changes
have been reported to occur in association with the use
of benzodiazepines and benzodiazepine-like agents




including zopiclone, although rarely. Some of the
changes may be characterized by decreased inhibition,
e.g., aggressiveness or extroversion that seems
excessive, similar to that seen with alcohol and other
CNS depressants (e.g., sedative/hypnotics). Particular
caution is warranted in patients with a history of violent
behaviour and a history of unusual reactions to
sedatives including alcohol and the benzodiazepines or
benzodiazepine-like agents. Psychotic behavioural
changes that have been reported include bizarre
behaviour, hallucinations, and depersonalization.
Abnormal behaviour associated with the use of
benzodiazepines or benzodiazepine-like agents have
been reported more with chronic use and/or high doses
but they may occur during the acute, maintenance or
withdrawal phases of treatment.

It can rarely be determined with certainty whether a
particular instance of abnormal behaviours listed above
is drug induced, spontaneous in origin, or a result of an
underlying psychiatric disorder. Nevertheless, the
emergence of any new behavioural sign or symptom of
concern requires careful and immediate evaluation.
Confusion

The benzodiazepines and benzodiazepine-like agents
affect mental efficiency, e.g., concentration, attention
and vigilance. The risk of confusion is greater in the
elderly and in patients with cerebral impairment.
Anxiety, Restlessness

An increase in daytime anxiety and/or restlessness have
been observed during treatment with zopiclone. This
may be a manifestation of interdose withdrawal, due to
the short elimination half-life of the drug.

Depression

Caution should be exercised if APO-ZOPICLONE is
prescribed to patients with signs and symptoms of
depression that could be intensified by hypnotic drugs.
The potential for self-harm (e.g., intentional overdose)
is high in patients with depression and thus, the least
amount of drug that is feasible should be available to
them at any one time.

Anaphylaxis (severe allergic reaction) and angioedema
(severe facial swelling) which can occur as early as the
first time the product is taken.

Complex sleep-related behaviors which may include
sleep driving, making phone calls, preparing and eating
food (while asleep).

Ricks from Concomitant Use with Opiods

Profound sedation, respiratory depression, coma, and
death may result from the concomitant use of APO-
ZOPICLONE with opiods. Observational studies have
demonstrated that concomitant use of opioids and
benzodiazepines increases the risk of drug-related
mortality compared to use of opioids alone. Because of
these risks, reserve concomitant prescribing of these
drugs for wuse in patients for whom alternative
treatment options are inadequate.

If the decision is made to newly prescribe a
benzodiazepine and an opioid together, prescribe the
lowest effective dosages and minimum durations of
concomitant use.

If the decision is made to prescribe a benzodiazepine in
a patient already receiving an opioid, prescribe a lower
initial dose of the benzodiazepine than indicated in the

absence of an opioid, and titrate based on clinical
response.

If the decision is made to prescribe an opioid in a
patient already taking a benzodiazepine, prescribe a
lower initial dose of the opioid, and titrate based on
clinical response.

Follow patients closely for signs and symptoms of
respiratory depression and sedation. Advise both
patients and caregivers about the risks of respiratory
depression and sedation when APO-ZOPICLONE is used
with opioids. Advise patients not to drive or operate
heavy machinery until the effects of concomitant use of
the opioid have been determined. Screen patients for
risk of substance use disorders, including opioid abuse
and misue, and warn them of the risk for overdose and
death associated with the use of opioids (See Drug
Interactions).

PRECAUTIONS

Drug Abuse, Dependence and Withdrawal

Withdrawal symptoms, similar in character to those
noted with barbiturates and alcohol (convulsions,
tremor, abdominal and muscle cramps, vomiting,
sweating, dysphoria, perceptual disturbances and
insomnia) have occurred following abrupt
discontinuation of benzodiazepines and
benzodiazepine-like agents, including zopiclone. The
more severe symptoms are usually associated with
higher dosages and longer usage, although patients
given therapeutic dosages for as few as 1 -2 weeks can
also have withdrawal symptoms including daytime
anxiety between nightly doses. Consequently, abrupt
discontinuation should be avoided and a gradual
dosage tapering schedule is recommended in any
patient taking the drug for more than a few weeks. The
recommendation for tapering is particularly important
in patients with a history of seizures.

The risk of dependence is increased in patients with a
history of alcoholism, drug abuse, or in patients with
marked personality disorders. Interdose daytime
anxiety and rebound anxiety may increase the risk of
dependency in APO-ZOPICLONE treated patients.

As with all hypnotics, repeat prescriptions should be
limited to those who are under medical supervision.
Patients with Specific Conditions

APO-ZOPICLONE should be given with caution to
patients with impaired hepatic or renal function, or
severe pulmonary insufficiency. Respiratory depression
has been reported in patients with compromised
respiratory function.

Patient Requiring Mental Alertness

Because of zopiclone's CNS depressant effect, patients
receiving the drug should be cautioned against engaging
in hazardous occupations requiring complete mental
alertness such as operating machinery or driving a
motor vehicle. For the same reason, patients should be
warned against the concomitant ingestion of APO-
ZOPICLONE and alcohol or CNS depressant drugs.

Use in Pregnancy

For teratogenic effects see WARNINGS. Non-teratogenic
effects a child born to a mother who is on
benzodiazepines or benzodiazepine-like agents may be
at risk for withdrawal symptoms from the drug during
the postnatal period.

Use in Nursing Mothers




Zopiclone is excreted in human milk, and its
concentration may reach 50% of the plasma levels.
Therefore, the administration of APO-ZOPICLONE to
nursing mothers is not recommended.

Use in Children

The safety and effectiveness of zopiclone in children
and young adults below the age of 18 have not been
established.

Use in Elderly

Elderly patients are especially susceptible to dose-
related adverse effects, such as drowsiness, dizziness,
or impaired coordination. Inappropriate, heavy sedation
may result in accidental event/falls. Therefore, the
lowest possible dose should be used in these subjects.

CONTRAINDICATIONS: APO-ZOPICLONE (zopiclone) is
contraindicated in patients with known hypersensitivity
to the drug or any component of its formulation;
myasthenia gravis; sleep apnea syndrome, and severe
hepatic insufficiency.

APO-ZOPICLONE is contraindicated in patients who in
the past manifested paradoxical reactions to alcohol
and/or sedative medications.

DRUG INTERACTIONS: Zopiclone may produce additive
CNS depressant effects when co-administered with
alcohol, sedative antihistamines, anticonvulsants, or
psychotropic medications which themselves can
produce CNS depression.

Compounds which inhibit certain hepatic enzymes
(particularly cytochrome P450) may enhance the
activity of benzodiazepines and benzodiazepine-like
agents. Examples include cimetidine or erythromycin.
Opioids

Due to additive pharmacologic effect, the concomitant
use of opioids with benzodiazepines increases the risk
of respiratory depression, profound sedation, coma and
death.

The concomitant use of opioids and benzodiazepines
increases the risk of respiratory depression because of
actions at different receptor sites in the central nervous
system that control respiration. Opioids interact
primarily at p-receptors, and benzodiazepines interact
at GABA, sites. When opioids and benzodiazepines are
combined, the potential for benzodiazepines to
significantly ~ worsen opioid-related respiratory
depression exists.

Reserve concomitant prescribing of these drugs for use
in patients for whom alternative treatment options are
inadequate (see Warnings and Precautions).

Limit dosage and duration of concomitant use of
benzodiazepines and opioids, and follow patients
closely for respiratory depression and sedation.

ROUTE OF ADMINISTRATIO: Oral

DOSAGE: Treatment with APO-ZOPICLONE (zopiclone)
should usually not exceed 7 - 10 consecutive days. Use
for more than 2 - 3 consecutive weeks requires
complete re-evaluation of the patient.

The product should be taken just before retiring for the
night.

Adult Dose

The usual adult dose is 7.5 mg at bedtime. This dose
should not be exceeded.

Geriatric Patients

In the elderly and/or debilitated patient, an initial dose
of 3.75 mg at bedtime is recommended. The dose may
be increased to 7.5 mg if the starting dose does not
offer adequate therapeutic effect.

Patients with Impaired Liver Function or Chronic
Respiratory Insufficiency

The recommended dose is 3.75 mg depending on
acceptability and efficacy. Up to 7.5 mg may be used
with caution in appropriate cases.

APO-ZOPICLONE 7.5 mg tablets may be divided at the
scoreline to provide a 3.75 mg dose.

APO-ZOPICLONE is not indicated for patients under 18
years of age.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINE:
Because of its pharmacological properties and its
effect on central nervous system, zopiclone may
adversely affect the ability to drive or to use
machines. The risk of psychomotor impairment,
including impaired driving ability, is increased if:

¢ zopiclone is taken within 12 hours of performing
activities that require mental alertness,

* a dose higher than the recommended dose is
taken, or

e zopiclone is co-administered with other CNS
depressants, alcohol, or with other drugs that
increase the blood levels of zopiclone.

Patients should be cautioned against engaging in
hazardous occupations requiring complete mental
alertness or motor coordination such as operating
machinery or driving a motor vehicle following
administration of zopiclone and in particular during
the 12 hours following that administration.

SYMPTOMS & TREATMENT OF OVERDOSAGE: In
voluntary or accidental cases of zopiclone overdosage
involving doses up to 340 mg, the principal effects
reported were prolonged sleep, drowsiness, lethargy
and ataxia.

Full manifestation of zopiclone overdosage can be
expected to be consistent with its pharmacological
activity, i.e., somnolence, confusion and coma with
reduced or absent reflexes.

Treatment should be supportive and in response to
clinical signs and symptoms. Respiration, pulse and
blood pressure should be monitored and supported by
general measures when necessary. Immediate gastric
lavage should be performed. Intravenous fluid should
be administered and an adequate airway maintained.
Hemodialysis is probably of no value. It should be borne
in mind that multiple agents may have been ingested.

STORAGE CONDITIONS: Store below 30°C. Protect from
light.

AVAILABILITY OF DOSAGE FORMS: Blue, oval, biconvex,
film-coated tablet. Scored & engraved APO 7.5mg on
one side, other side plain. Available in PVC blister of 10
x 10’s.
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