Stesolid
Diazepam

Therapeutic group
Anxiolyticum and anticonvulsant.

Product description
Clear, colourless to vellowish liquid in a yellow low-density polyethylene tube.

Composition

Rectal tubes of 2.5 ml containing 5 mg of diazepam in solution.

Also contains benzoic acid, sodium benzoate, ethanol, propylene glycol,
benzyl alcohol.

Pharmacology

Diazepam has an anxiolytic, sedative, amnestic, hypnotic, anticonvulsant,
and muscle-relaxing activity. Diazepam is easily absorbed from the rectal
mucosa. The effects is already seen within 5-10 minutes. Maximal plasma
concentration is attained within 10-20 minutes. Diazepam is metabolised in
the liver and its major metabolite, desmethyldiazepam, is pharmacologically
active. The half-life of diazepam is within a range of 20 hours to a few days;
that of desmethyldiazepam is longer. Diazepam is distributed throughout the
body and passes quickly the blood-brain barrier. In the blood, 96-98 per cent
of diazepam is bound to plasma proteins.

Indications

Epileptic and febrile convulsions; to relieve muscle spasm caused by tetanus;
as a sedative in minor surgical and dental procedures, initial use in anxiety
and agitation, when the disorder is severe, disabling or subjecting the
individual to extreme distress. Diazepam Rectal Tube may be used in these
indications when a rapid effect is required but where intravenous injection is
impracticable or undesirable. Diazepam Rectal Tube may be of particular value
for the immediate treatment of convulsions in children.

Contraindications

- Known hypersensitivity to diazepam, benzodiazepines or any of the
excipients.

- Phobic or obsessional states; chronic psychosis, hyperkinesis (paradoxical
reactions may occur).

- Acute pulmonary insufficiency; respiratory depression, acute or chronic
severe respiratory insufficiency (ventilatory failure may be exacerbated).

- Myasthenia gravis (condition may be exacerbated).

- Sleep apnoea (condition may be exacerbated).

- Severe hepatic insufficiency (elimination half-life of diazepam may be
prolonged).

- Acute porphyria.

- Diazepam should not be used as monotherapy in patients with depression
or those with anxiety and depression as suicide may be precipitated in
such patients.

- Planning a pregnancy.

- Pregnancy (see section Pregnancy and Lactation).

Pregnancy and Lactation
The safety of diazepam in human pregnancy has not been established. It
should not be used in the first and third trimesters.

There may be a small increase in the risk of congenital malformation,
particularly oral cleft with the use of benzodiazepines in the first trimester
but a causal relationship has not been established.

If the product is prescribed to a woman of childbearing potential, she should
be warned to contact her physician regarding discontinuance of the product if
she intends to become or suspects that she is pregnant.

If, for compelling medical reasons, the product is administered during the late
phase of pregnancy, or during labour at high doses, effects on the neonate,
such as hypothermia, hypotonia and moderate respiratory depression, can be
expected, due to the pharmacological action of the compound.

Moreover, infants born to mothers who took benzodiazepines chronically
during the latter stages of pregnancy may have developed physical
dependence and may be at some risk for developing withdrawal symptoms in
the postnatal period.

Benzodiazepines are found in the breast milk. Reports have demonstrated
milk:plasma concentration ratios to vary between 0.2 and 2.7. There is
therefore a risk of accumulation in the breastfeeding child. Benzodiazepines
should not be given to breastfeeding mothers.

Side effects

The side effects are dose-related and are generally mild and rare. The
commonest is drowsiness. Less common are dizziness, difficulties with
concentration, and ataxia. Elderly patients are especially susceptible to these
side effects.

Paradoxical reactions, such as excitation, aggressiveness and hallucinations
are rarely seen. Confusion may occur in elderly patients taking high doses.

Dosage
Adult: 10-20mg
Children 6-12 yearsof age:10mg

1-5yearsofage:5mg
The dosage may be repeated if necessary.

Drug Interactions

Disulfiram, cimetidine and omeprazole increases the effect of diazepam.
Rifampicin increases the clearance of diazepam.

Theophylline counteracts the effect of diazepam.

The sedative action of diazepam is intensified by alcohol, hypnotics,
neuroleptics, antihistamines, morphines and its analogues.

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.
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Warning and precautions

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.

Diazepam may increase the patient’s reaction time and therefore, driving
vehicles or operating machinery should be avoided.

Care should be exercised in using diazepam in patients with reduced kidney
or liver function.

Elderly patients are more susceptible to the effects of diazepam and need
lower doses.

Treatment with large doses over a long period carries the risk of increased
tolerance and habituation.

Risks from Concomitant Use with Opioids
Profound sedation, respiratory depression, coma, and death may result from
the concomitant use of Diazepam Rectal Tube 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 Diazepam Rectal Tube 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 misuse, and warn
them of the risk for overdose and death associated with the use of opioids
(See Drug Interactions).

Overdose

Overdosage brings about hypotension, respiratory depression, and coma.
Flumazenil may be used as antidote to poisoning.

The treatment is symptomatic artificial respiration may be necessary.
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1. Remove top by turning it carefully 2-3 times without
pulling

2. Put the patient on the stomach or side with a cushion
under the hip. A small child can lie across your knees.

Storage

3. Insert the nozzle into the anus, but only to the first

mark for children 1-3 years old.

4. Always keep the tube angled with nozzle downwards
during administration. Like this. NOTE: Do not squeeze
the tube before it has been inserted.

5. When inserted, empty the tube by pressing with your

thumb and index finger.

6. Keep pressing while withdrawing the tube. Hold the
buttocks together for a few moments to prevent

seepage.

7. The small amount left in the tube will not aff-ect the

correct dose.

Store at room temperature below 30°C, away from light.

Stesolid 5 mg/2.5 ml Rectal Tube :
Available in box of 5 rectal tubes.

ON MEDICAL PRESCRIPTION ONLY

Manufactured by

PT Actavis Indonesia
JI. Raya Bogor Km. 28, Kelurahan Pekayon, Kecamatan Pasar Rebo
Kota Jakarta Timur, Provinsi DKI Jakarta, Indonesia

Date of revision of package insert : November 2021
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