Enhanced hypotensive effects may occur when diazepam is given with
antihypertensive agents. Increased sedation may occur with alpha-blockers
or moxonidine.

Disulfiram:

The metabolism of diazepam is inhibited by disulfiram resulting in increased
sedation.

Levodopa:

Benzodiazepines may antagonise the effects of levodopa.

Theophylline:

Theophylline may reduce the effects of benzodiazepines.

Skeletal muscle relaxants:

Increased sedation may occur with concurrent use of baclofen or tizanidine
and diazepam.

SIDE-EFFECTS: The most common side-effects are drowsiness, light-
headedness, unsteadiness and ataxia.

Respiratory depression has occasionally been reported. Apnoea may occur
rarely following intravenous injection.

Other side-effects include, bradycardia, hypotension, gastrointestinal and
visual adisturbances, skin rashes, thrombophlebitic, amnesia urinary
retention, headaches, confusion, vertigo, changes in libido, blood dyscrasias
and jaundice.

TREATMENT OF OVERDOSAGE: Treatment is symptomatic. Flumazenil
is a specific IV antidote for use in emergency situations. Patients requiring
such intervention should be monitored closely in hospital.

Treatment should be kept to a minimum and only given under close medical
supervision, as would normally be the case for Diazepam Injection. Little is
known regarding the efficacy of benzodiazepines in long term use.

DOSAGE ANDADMINISTRATION

Where continuous intravenous infusion is necessary it is suggested that 2
ml Diazepam Injection is mixed with at least 200 ml of infusion fluid such as
Sodium Chloride Injection or Dextrose Injection and that such solutions
should be used immediately. There is evidence that Diazepam is adsorbed
onto plastic infusion bags and giving sets. It is therefore recommended that
glass bottles should be used for the administration of Diazepam by
intravenous infusion. Diazepam injection should not be mixed with other
drugs.

In severe anxiety or acute muscle spasm: Diazepam 10 mg may be given
intravenously or intramuscularly and repeated after 4 hours.

In tetanus: 100 to 300 micrograms per kg body weight may be given
intravenously and repeatedly every 1 to 4 hours; alternatively, a continuous

infusion of 3 to 10 mg per kg every 24 hours may be used or similar doses may
be given by nasoduodenal tube.

In status epilepticus: 150 to 250 micrograms per kg is given by intramuscular
or intravenous injection and repeated if required after 30 to 60 minutes.
Once the patient is controlled, recurrence of seizures may be prevented by a
slow infusion providing 3 mg per kg over 24 hours.

In minor surgical procedures and dentistry: the usual dose is 100 to 200
micrograms per kg by injection adjusted to the patient’s requirements.
Children: Benzyl alcohol may cause toxic reactions and anaphylactic
reactions in infants and children upto 3 years old; and it must not be given
to premature babies or neonates.

In status epilepticus, epileptic or febrile convulsions: 200 to 300 mcg per
kg body weight is given by intravenous injection. The dose can be repeated,
if necessary, after 30 to 60 minutes.

Sedation or muscle relaxation: Upto 200 mcg per kg body weight may be
given parenterally.

Elderly patients: Doses should not exceed half those normally recommended.
NOT RECOMMONDED FOR NEONATES

IMPORTANT: In order to reduce the likelihood of adverse effects during
intravenous administration the injection should be given slowly (1.0 ml
solution per minute). It is advisable to keep the patient supine for at least
an hour after administration. Except in emergencies, a second person
should always be present during intravenous use and facilities for
resuscitation should always be available.

It is recommended that patients should remain under medical supervision
until at least one hour has elapsed from the time of injection. They should
always be accompanied home by a responsible adult, with a warning not to
drive or operate machinery for 24 hours.

Intravenous injection may be associated with local reactions and
thrombophlebitis and venous thrombosis may occur. In order to minimise
the likelihood of these effects, intravenous injections of Diazepam should
be given into a large vein of the antecubital fossa.

STORAGE

Store below 25°C., protected from light. Do not freeze.
PRESENTATION

Lori ® (Diazepam Injection B.P.) is available as a ampoule containing
Diazepam B.P. 5mg/ml.

MADE IN INDIA BY:

NEON LABORATORIES LTD.

28, Mahal Ind. Estate, M. Caves Road,
Andheri (East), Mumbai - 400 093.

P155/6

For the use only of a Registered Medical
Practitioners or a Hospital or a Laboratory.

DIAZEPAM INJECTION B.P.
Lori®

COMPOSITION

Each ml contains:

Diazepam B.P. 5mg
Benzyl Alcohol B.P. 1.5% v/v
(as preservative)

Propylene Glycol B.P. &
Water for Injections B.P. g.s.

DESCRIPTION

Diazepam is a benzodiazepine derivative. It is chemically described as 7-
chloro-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one. Its
molecular formulais C H,,CIN,0, molecular weight is 284.7 and its structure
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PHARMACOLOGY

a) Pharmacodynamic properties

Diazepam is a benzodiazepine tranquillizer with anticonvulsant, sedative,
muscle relaxant and amnesic properties. It is used in the treatment of anxiety
and tension states, as a sedative and pre-medicant, in the control of muscle
spasm as in tetanus, and in the management of alcohol withdrawal symptoms.
It is of value in patients undergoing orthopedic procedures endoscopy and
cardioversion.

Cl

b) Pharmacokinetic properties

Diazepam is metabolised to two active metabolites, one of which,
desmethyldiazepam, has an extended half-life. Diazepam is therefore a long
acting benzodiazepine and repeated doses may lead to accumulation.
Diazepam is metabolised in the liver and excreted via the kidney. Impaired
hepatic or renal function may prolong the duration of action of diazepam. It
is recommended that elderly and debilitated patients receive initially one
half the normal recommended dose.

During prolonged administration, for example in the treatment of tetanus,




the dosage should generally be reduced after 6-7 days, to reduce the
likelihood of accumulation and prolonged CNS depression.

INDICATIONS

Diazepam has anticonvulsant, sedative and muscle relaxant properties. It is
used in the treatment of anxiety and tension states, as a sedative and
premedicant, in the control of muscle spasm and in the management of alcohol
withdrawal symptoms. Control of status epilepticus, epiletic and febrile
convulsions.

CONTRA-INDICATIONS, WARNINGS, ETC
Contra-indications; Known sensitivity to Diazepam. Acute pulmonary
insufficiency. Respiratory depression, severe liver dysfunction.

Diazepam Injection should not be used in phobic or obsessional states as
there is insufficient evidence of efficacy and safety in this situation, nor
should it be used in the treatment of depression or anxiety associated with
depression due to the risk of suicide being precipitated in this patient group.
Diazepam Injection should not be used in the treatment of chronic psychosis.
In common with other benzodiazepines, the use of Diazepam may be
associated with amnesia and Diazepam Injection should not be used in cases
of loss or bereavement as psychological adjustment may be inhibited.

Useinpregnancy: There is no evidence as to safety in human pregnancy, nor
is there evidence from animal work that it is free from hazard. Do not use
during pregnancy, especially during the first and last trimesters unless there
are compelling reasons.

In labour, high single doses or repeated low doses have been reported to
produce hypotonia, poor suckling and hypothermia in the neonate and
irregularities in the foetal heart.

Lactation: Diazepam is excreted in the breast milk and therefore its use
during lactation should be avoided.

WARNINGS

As with other benzodiazepines, extreme caution should be used if prescribing
Diazepam Injection for patients with personality disorders. The
disinhibiting effects of benzodiazepines may be manifested as the
precipitation of suicide in patients who are depressed and show aggressive
behaviour towards self and others.

This product contains 15mg/ml of benzyl alcohol. There is a risk of benzyl
alcohol poisoning with prolonged use of high dose intravenous infusion of
diazepam Injection containing benzeyl alcohol.

PRECAUTIONS
Diazepam Injection should be used with caution in patients with renal or
hepatic dysfunction, chronic pulmonary insufficiency, closed-angle

glaucoma or organic brain changes, particularly arteriosclerosis and in
prophyria, myasthenia gnavis, coma, alcohol abuse.

Elderly or debilitated patients are particularly susceptible to side-effects
and may require lower doses.

Alertness and performance at skilled tasks may be impaired. Patients should
be warned not to drive or operate machinery. Alcohol may potentiate these
effects.

The absorption from IM injection of diazepam may be variable and this route
of route of administration should only be used if 1V administration is not
possible.

The dependence potential of benzodiazepines is low, particularly when
limited to short term use. Withdrawal symptoms occur with benzodiazepines
following normal therapeutic doses given for short periods of time and may
be associated with physiological and psychological sequelae including
depression. The dependence potential of diazepam increases with dose and
duration of treatment and is greater in patients with a history of alcohol or
drug abuse. Withdrawal symptoms may occur with benzodiazepines
following normal use of therapeutic doses for only short periods. The potential
for withdrawal symptoms should be considered.

Paradoxical reactions and dis-inhibition have been occasionally reported
during benzodiazepine use. Such reactions may be more likely to occur in
children and the elderly. Should these occur, use of the drug should be
discontinued.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

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. Patients should be warned that effects
on the central nervous system may persist into the day after administration
even after a single dose.

. When prescribing this medicine, patients should be told:

« The medicine is likely to affect your ability to drive

« Do not drive until you know how the medicine affects you.

DRUG INTERACTIONS
Diazepam may enhance the effects of other CNS depressants. Their concurrent
use should be avoided.

Particular attention should be paid to the potential effects of drug interactions
with diazepam in the elderly.

CNS depressants:

Enhanced sedation, or respiratory or cardiovascular depression may occur
when diazepam is administered concomitantly with other CNS depressants
including other anticonvulsants, anxiolytics/hypnotics, sedative

antihistamines, alcohol, neuroleptics, antidepressants, analgesics and
anaesthetics.

Anticonvulsants:

Diazepam may increase or decrease plasma concentrations of phenytoin.
Patients should be monitored for signs of increased phenytoin toxicity.
Phenytoin and carbamazepine may reduce plasma levels of diazepam. Increased
sedation or respiratory depression may occur with concurrent use of
barbiturates. Concomitant sodium valproate may increase plasma levels of
diazepam, with associated sedation.

Antidepressants:

The plasma levels of some benzodiazepines are increased by fluvoxamine.
Concurrent use of selective serotonin receptor antagonists or tricyclic
antidepressants may reduce attention and psychomotor performance and affect
the ability to perform complex tasks (e.g. driving).

Antipsychotics:

Plasma concentrations of zotepine may be increased. Severe hypotension,
collapse, loss of consciousness, respiratory depression, and potentially
fatal respiratory arrest have been reported in a few patients taking
benzodiazepines and clozapine. Salivary hypersecretion has also occurred.
Caution is advised when initiating clozapine therapy in patients taking
diazepam. There is an increased risk of hypotension, bradycardia and
respiratory depression when parenteral benzodiazepines are given with
intramuscular olanzapine.

Sodium oxybate

Concomitant use of sodium oxybate (gamma hydroxybutyrate, GHB) should
be avoided as benzodiazepines enhance the effects of this substance.

Antibacterials:

The metabolism of diazepam is inhibited by isoniazid, and to a lesser extent,
by erythromycin. The effect of diazepam may be increased and prolonged.
Known inducers of hepatic enzymes such as rifampicin may increase the
clearance of diazepam.

Antivirals:

Concomitant use of amprenavir and ritonavir should be avoided, as they
have been shown to reduce the clearance of benzodiazepines and may prolong
their actions, with risk of extreme sedation and respiratory depression.
Alcohol:

The sedative effects of diazepam may be enhanced when the product is used
in combination with alcohol.

Gastric acid suppressants:

The metabolism of diazepam may be inhibited by cimetidine, omeprazole and
esomeprazole, resulting in increased plasma concentrations.
Antihypertensive agents:




