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DIPHENOXYLATE - ATROPINE OVERDOSE
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The treatment of Diphenoxylate - Atropine overdoses has potential traps. The opioid
effects of this drug combination can be prolonged. Additionally a phase of re-
narcotisation may occur following a period of apparent recovery. The trap is to
medically clear a patient too early. One should never be in too much of a hurry to
declare a patient “medically clear” following overdose with this combination. Its simply
a matter of due patience!

DIPHENOXYLATE - ATROPINE OVERDOSE

Introduction

Diphenoxylate - Atropine (trade name in Australia, Lomotil), is a combination drug
consisting of an opioid agent (diphenoxylate) and atropine.

It is often prescribed for GIT upset.
There is delayed onset of opioid and anticholinergic effects

Opioid symptoms may be biphasic and prolonged and so premature discharge in
apparently well patients is a potential management pitfall.

Children are more susceptible than adults to the toxic effects of this combination agent
Naloxone is the specific antidote to diphenoxylate poisoning.

See also separate documents on:

° Opioid Toxidrome

) Anticholinergic Toxidrome

Preparation

Tablets:

° Diphenoxylate hydrochloride 2.5 mg/ atropine sulfate 25 microgram tablets.

Pharmacokinetics

Absorption:

° Diphenoxylate is rapidly and well absorbed orally.
) The atropine can result in slowing of absorption of the diphenoxylate.

° Atropine is rapidly absorbed following oral ingestion.



Distribution:
° Diphenoxylate has a VVd of 3.8 L/kg

° Diphenoxylate and Difenoxine both reach peak plasma concentrations at about 2
hours.

° Atropine has a Vd of 2.6 L/kg

Metabolism and excretion:

° Diphenoxylate is metabolised to difenoxine, which is 5 times more active than the
parent diphenoxylate compound.

° Difenoxine’s action is also prolonged by entero-hepatic recirculation.
° Diphenoxylate has an elimination half-life of 2.5 hours.

° Difenoxine has an elimination half-life of 12 hours.

° Atropine has a variable elimination half-life of 2.4 - 12.8 hours.

Pathophysiology

Diphenoxylate is an opioid agonist.
Atropine is a competitive antagonist at muscarinic receptors.

Risk Assessment

Opioid and anticholinergic effects are to be anticipated.
Children

Children are much more susceptible to the effects of Diphenoxylate - Atropine than
adults.

Ingestion of just one tablet in children is not dangerous.
Ingestion of between one and six tablets will require close observation in hospital
Ingestion of 6 or more tablets may be lethal in children.

Clinical Features

The clinical features of overdose will be those of:

1. Opioid toxicity



2. Anticholinergic toxicity.

Opioid effects will usually manifest within a few hours, (see also Toxidrome Opioid
Syndrome document).

It should be noted that following a period of apparent improvement opioid symptoms
may re-emerge for up to 12 -24 hours.

For anticholinergic toxicity effects see Anticholinergic Toxidrome document

Note that not all patients will develop anticholinergic effects. If they do occur they may
precede the opioid effects, but they may be hidden by the opioid effects.

Only rarely will anticholinergic effects predominate.

Investigations

No specific investigations are necessary besides those required for the wusual
considerations of co-ingestion, secondary complications and the ruling out of alternative
diagnoses.

1. BSL
2. Consider coingestion:

° Alcohol and paracetamol levels
3. ECG

Management

1. ABC
° Immediate management involves attention to ABC issues
2. Charcoal:
° This may be considered for alert and cooperative patients who present
within 2 hours of ingestion.
) It is not necessary to ensure a favourable outcome, but may reduce the
requirement for naloxone.
3. Naloxone:
) This is used to reverse the opioid effects of diphenoxylate and its

metabolite difenoxine.



° Repeated doses or an infusion may be necessary, (see separate document
on naloxone).

4. Anticholinergic delirium:

) Should this occur physotigmine can be used, as benzodiazepines may
potentiate the opioid effects of diphenoxylate.

Disposition
Ingestions of one tablet only in children do not require observation.

Children who have taken two or more tablets should be observed for a period of at least
12 hours.

Adults should be observed for at least a period of 8 hours

Patients who develop symptoms will require admission for observation until symptoms
have fully resolved. Up to 48 hours may be required.
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