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Tension, anxiety, agitation due to acute alcohol withdrawal, adjunct for the relief of skeletal
muscle spasm, convulsive disorders.
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4.4 Special warnings and precautions for use

For all patients, prolonged use of this product may lead to drug dependence and addiction but can occur
with short-term use at recommended therapeutic doses. The risks are increased in individuals with current
or past history of substance misuse disorder (including alcohol misuse) or mental health disorder (e.qg.,
major depression). Additional support and monitoring may be necessary when prescribing for patients at
risk of drug misuse.

A comprehensive patient history should be taken to document concomitant medications, including over-
the-counter medicines and medicines obtained on-line, and past and present medical and psychiatric
conditions.

Patients may find that treatment is less effective with chronic use and express a need to increase the
dose to obtain the same level of symptom control as initially experienced. Patients may also supplement
their treatment with additional medications to achieve the same effect. These could be signs that the
patient is developing tolerance. The risks of developing tolerance should be explained to the patient.

Overuse or misuse may result in overdose and/or death. It is important that patients only use medicines
that are prescribed for them at the dose they have been prescribed and do not give this medicine to

anyone else.

Patients should be closely monitored for signs of misuse, abuse, or addiction.
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The clinical need for treatment with Diazepam should be reviewed regularly, with frequent assessments of
patients being undertaken during the course of their treatment

Drug withdrawal syndrome

Prior to starting treatment with Diazepam, a discussion should be held with patients to explain the risk of
dependence, addiction, and drug withdrawal syndrome. A withdrawal strategy for ending treatment with
Diazepam should also be put in place with the patient before starting treatment (there may be exceptions
to this in specific clinical situations such as symptom management in end of life palliative care).

Drug withdrawal syndrome may occur upon abrupt cessation of therapy or dose reduction. When a
patient no longer requires therapy, it is advisable to taper the dose gradually to minimise symptoms of
withdrawal. Tapering from a high dose may take in excess of weeks or months. Patients should be
informed of this when the medication is first prescribed.

The reduction schedule for a patient should be tailored to the individual and should be modified to allow
intolerable withdrawal symptoms to improve before making the next reduction. If using a published
withdrawal schedule, apply it flexibly to accommodate the person’s preferences, changes to their
circumstances and the response to dose reductions.

Suggest a slow stepwise rate of reduction proportionate to the existing dose, so that decrements become
smaller as the dose is lowered, unless clinical risk is such that rapid withdrawal is needed.

If a patient develops withdrawal reactions, consider pausing the taper or increasing the dosage to the
previous tapered dosage level.

If women take this drug during pregnancy, there is a risk that their newborn infants will experience
neonatal withdrawal syndrome.

4.9 Overdose

Management

Maintain a clear airway and adequate ventilation.

Monitoring level of consciousness, respiratory rate, pulse oximetry and blood pressure in symptomatic
patients.

Consider arterial blood gas analysis in patients who have a reduced level of consciousness (GCS < 8;
AVPU scale P or U) or have reduced oxygen saturations on pulse oximetry.

Correct hypotension by raising the foot of the bed and by giving an appropriate fluid challenge. Where
hypotension is thought mainly due to decreased systemic vascular resistance, drugs with alpha-adrenergic
activity such as noradrenaline or high dose dopamine (10-30 micrograms/kg/min) may be beneficial. The
dose of inotrope should be titrated against blood pressure.

If severe hypotension persists despite the above measures, then central venous pressure monitoring
should be considered.

Supportive measures are indicated depending on the patient’s clinical state.

Benzodiazepines are not significantly removed from the body by dialysis.
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If CNS depression is severe consider the use of flumazenil (Anexate), a benzodiazepine
antagonist. Flumazenil is not advised as a routine diagnostic test in patients with reduced conscious
level. It may sometimes be used as an alternative to ventilation in children who are naive to
benzodiazepines, or in patients with COPD to avoid the need for ventilation. This should rarely be
required. It has a short half-life (about an hour) and in this situation an infusion may therefore be
required and should NOT TO BE USED IN MIXED OVERDOSE. Flumazenil is contraindicated when
patients have ingested multiple medicines, especially after co-ingestion of a benzodiazepine and a
tricyclic antidepressant. |t is contraindicated in the presence of drugs that reduce seizure threshold -

It is not necessary or appropriate in cases of poisoning to fully reverse the benzodiazepine effect. This is
because the benzodiazepine may be suppressing seizures induced by the second drug; its antagonism by
flumazenil can reveal severe status epilepticus that is very difficult to control.

Contraindications to the use of flumazenil include features suggestive of a tricyclic antidepressant ingestion
including a wide QRS, or large pupils. Use in patients postcardiac arrest is also contraindicated.

It should be used with caution in patients with a history of seizures, head injury, or chronic benzodiazepine
use.

Occasionally a respirator may be required but generally few problems are encountered, although
behavioral changes are likely in children.

If excitation occurs, barbiturates should not be used.

Effects of overdose are more severe when taken with centrally-acting drugs, especially alcohol, and in
the absence of supportive measures, may prove fatal.
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