— IDAMAN PHARMA MANUFACTURING ———
IDAMAN PHARMA DIAZEPAM TABLET 5MG

PRODUCT DESCRIPTION
Clean, dry, uniform, round, flat, bevel edged tablets and scored on one
side. Colour: Yellow.

Each tablet contains Diazepam 5mg
Source of lactose: Bovine
ROUTE OF ADMINISTRATION: Oral

PHARMACODYNAMICS

Mechanism of Action: In general, diazepam act as depressants of the
central nervous system (CNS), producing all levels of CNS depression
from mild sedation to hypnosis to coma depending on dose.

The precise sites and mechanisms of action have not been completely
established. Although various mechanisms of action have been
proposed, it is believed that benzodiazepines advance or facilitate the
inhibitory neurotransmitter action of gamaaminobutyric acid (GABA),
which mediates both pro-and post-synaptic inhibition in all regions of
the CNS, following interaction between diazepam and a specific
neuronal membrane receptor.

Antianxiety Agent: Sedative-hypnotic Believed to stimulate GAMA
receptors in the ascending reticular activating system. Since GAMA is
inhibitory, receptor stimulation increases inhibitions and blocks both
cortical and limbic arousal following stimulation of the brain stem
formation.

Anticonvulsant: Appear to act, at least partially, by enhancing
presynaptic inhibition. Suppress the spread of seizure activity produced
by epileptogenic foci in the cortex, thalamus and limbic structures but
do not abolish the abnormal discharge of the focus.

Skeletal Muscle Relaxant: The exact mechanism of action of diazepam
has not been completely established but it appears to produce skeletal
muscle relaxation primarily by inhibiting spinal polysynaptic afferent
pathways; however, it may also inhibit monosynaptic afferent
pathways. Diazepam may inhibit monosynaptic and polysynaptic
reflexes by acting as an inhibitory neuronal transmitter or by blocking
excitatory synaptic transmission. It may also directly depress motor
nervo and muscle function.

Antitremor Agent: Mechanism of action is not known.

PHARMACOKINETICS

Diazepam is a benzodiazepine tranquiliser with anticonvulsant,
sedative, muscle relaxant, anti-tremor and amnesia properties.
Diazepam is readily and completely absorbed from the gastrointestinal
tract, peak plasma concentrations occurring within about 30 to 90
minutes of oral administration. The rate of absorption is age-related
and tend to be delayed in the elderly. Diazepam crosses the blood-
brain barrier and is highly lipid soluble. Initial effects of diazepam
decrease rapidly as it is redistributed into fat depots and tissues.
Diazepam has a biphasis half-life with an initial rapid distribution phase
followed by a prolonged terminal elimination phase of 1 or 2 days.
Diazepam is extensively metabolized in the liver, in addition to
desmethyldiazepam, its active metabolites include methyloxazepam
and temazepam. It is excreted in the urine, mainly in the form of its
metabolites. There is no billiary excretion. Diazepam is very extensively

bound to plasma protein. The plasma half-life of diazepam is prolonged
in neonates and in the elderly and in patients with kidney or liver
diseases. In addition to crossing the blood-brain barrier, diazepam and
its metabolites also crosses the placental barrier and are excreted in
breast milk.

INDICATIONS

1) Treatment of anxiety.

2) Treatment of acute alcohol withdrawal symptoms.

3) Indicated for preoperative procedures to relieve anxiety and
tension.

4) Indicated as an adjunct prior to endoscopic procedures.

5) Indicated as short-term (7-14 days) adjunctive therapy in
convulsive disorder.

6) Indicated as an adjunct for the treatment of skeletal muscle spasm.

7) Treatment of familial, senile or essential action tremors.

RECOMMENDED DOSAGE

Usual Adult Dose:

Antianxiety Agent - Orally, 2 to 10mg, two to four times a day.
Sedative-Hypnotic-Acute Alcohol Withdrawal:

Orally, 10mg, three or four times during the first 24 hours, reduces to
5mg, three or four times a day as needed.

Anticonvulsant: Orally, 2 to 10mg, three or four times a day.

Skeletal Muscle Relaxant: Orally, 2 to 10mg, three or four times a day.
Note: Geriatric or debilitated patients - Orally, 2 to 2.5mg one or two
times a day, increase gradually as needed and tolerated.

Usual Pediatric Dose:

Children Up To 6 Months of Age: Use is not recommended.

Children 6 Months Of Age And Over: Orally, 1 mg to 2.5 mg, three or
four times a day initially. Because of varied responses to CNS-acting
drugs, initiate therapy with lowest dose and increase gradually as
needed and tolerated.

CONTRAINDICATIONS

1) In patients with acute-close angle glaucoma.

2) In patients with psycotic disorder.

3) In patients with myasthenia gravis.

4) In patients with severe chronic obstructive disease.

WARNING & PRECAUTIONS

1) Use diazepam with caution in paediatrics; in elderly and debilitated
patients; in patients with arteriosclerosis, renal or respiratory
dysfunction.

2) Withdrawal of diazepam in patients who have been receiving high
dosage should be gradual.

3) This preparation may be habit forming on prolonged use and may
cause drowsiness, avoid alcoholic beverages.

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

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

Risk from Concomitant Use with Opioids

Profound sedation, respiratory depression, coma, and death may result
from the concomitant use of Idaman Pharma Diazepam Tablet 5mg
with opioids. 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 use 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 Idaman Pharma
Diazepam Tablet 5mg is used with opioids. Screen patients for risk of
substance use disorders, including opioid abuse and misuse, and warn
them of the risk for overdose and death associated with the use of
opioids.

INTERACTIONS WITH OTHER MEDICAMENTS

Be alert for the possible drug interactions between diazepam and
antacids, carbamazepine, cimetidine, CNS depressants, Isoniazid,
levodopa, rifampicin, scopolamine, MAO inhibitors, tricyclic anti-
depressants, fentanyl derivative, phenytoin and valproic acid.
Incompatible with alcohol.

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.

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

PREGNANCY AND LACTATION

Pregnancy

Diazepam crosses the placenta. Diazepam have been reported to
increase the risk of congenital malformations when used during the
first trimester. Chronic usage during pregnancy may cause physical
dependence with resulting withdrawal symptoms in the neonate.
Usage during last weeks of pregnancy (especially with hypnotic doses)
may result in neonatal CNS depression. Thus, use of diazepam during
pregnancy should be carefully considered and should be used only if
the expected benefit outweighs any potential risk.

Lactation

Diazepam and its metabolites are secreted in breast milk. Since
neonates metabolise diazepam more slowly than adult, accumulation
of diazepam and / or its metabolites may occur. Use by nursing
mothers may cause sedation and possible feeding difficulties and
weight loss in the infant. Hence risk-benefit must be considered.

SIDE/ADVERSE EFFECTS

Side effects are usually mild and infrequent, drowsiness, light-
headedness and ataxia, are the most common and are often dose-
dependent. Elderly and debilitated patients are especially susceptible
to these reactions. Diazepam may induce amnesia. Other effects
include hypotension, some respiratory depression, nausea and
constipation, changes in salivation, blurred vision and diplopia,
dysarthria, skin rashes, urinary retention, incontinence, mental
depression, tremor, headache, confusion, slurred speech, vertigo and
changes in libido. Prolonged use of diazepam may lead to the
development of dependence and will produce withdrawal reaction
when withdrawn abruptly.

CAUTION: This preparation may be habit forming on prolonged use.

SYMPTOMS & TREATMENT OVERDOSE

Symptoms:

Include confusion (continuing), severe drowsiness, shakiness,
continuing slurred speech, staggering, unusual slow heartbeat,
shortness of breath, or trouble breathing and severe weakness.

Treatment:

There are no specific treatments, if recent severe overdosage the
stomach should be emptied by aspiration and lavage. The rest of
treatment is symptomatic.

EFFECTS ON ABILITY TO DRIVE & USE MACHINE

Sedation, amnesia and impaired muscular function may adversely
affect the ability to drive or use machines. If insufficient sleep occurs,
the likelihood of impaired alertness may be increased. Impaired
function and sedation may occur the following morning and for several
days after.

Patients should be warned that effects on the central nervous system
may persist into the day after administration even after a single dose.
This medicine can impair cognitive function and can affect a patient's
ability to drive safely. When prescribing this medicine, patients should
be told:

e The medicine is likely to affect your ability to drive

e Do not drive until you know how the medicine affects you

e |tis an offence to drive while under the influence of this medicine

PACK SIZES
e Plastic Containers of 30’s
e Blister Packs of 10’s (100 Strips X 10’s).

STORAGE CONDITION
Keep container tightly closed in a dry place, below 30°C; Protect from
light.

INSTRUCTIONS FOR USE
May be taken with or without food.

SHELF LIFE
3 years from the date of manufacture.



REGISTRATION NUMBER
MAL19860211AZ

CONTROLLED MEDICINE
UBAT TERKAWAL

KEEP MEDICINES OUT OF REACH OF CHILDREN
JAUHI UBAT-UBATAN DARI KANAK-KANAK

For further information, please consult your doctor or your pharmacist.
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