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ANTI-HISTAMINE OVERDOSE - NON- SEDATING

Introduction

These the newer, non-sedating antihistamines, are often termed the “second generation”
anti-histamines.

The main toxicity of these agents include:

1. CNS depression (mild) only.

2. Nausea
3. Ataxia
4. QT prolongation (and torsades (risk is low).

Most ingestions are benign and will have a good outcome with minimal supportive care.

Preparations

The non-sedating antihistamines include:

1. Loratadine

2. Fexofenadine

3. Cetirizine

4. Levocetirizine
5. Desioratadine

Pharmacokinetics

Absorption:

° Non-sedating antihistamines are well absorbed orally.

° Peak effects are reached in 1-3 hours.



Distribution:
° Vdis<1.5 L/kg

Metabolism and excretion:

° There is limited hepatic metabolism and metabolites have variable half-lives,
(ranging from 8-24 hours).

Pathophysiology

The non sedating antihistamines are less lipophilic than older forms of antihistamines
and are therefore less able to cross the blood brain barrier. It is for this reason they are
less sedating.

Non sedating antihistamines inhibit peripheral H; receptors:

° Selectively
° Competitively
° Reversibly

Compared to the sedating antihistamines the non sedating agents have less affinity for:

° Central Hj receptors:

° Muscarinic receptors

° Alpha; adrenergic receptors

° Serotonergic (5HT) receptors.

In large overdose however some of this selectivity may be lost and so some sedating,
anticholinergic and hypotensive effects may be seen.

QT interval prolongation is thought to be due to potassium channel blockade.

Risk Assessment

Mild sedation only and anticholinergic effects may be seen
QT prolongation of is described, however this is uncommon. If it occurs it is usually in:
° Larger overdoses

Or



) Overdose in association with other pro-arrhythmic drugs.

The actual risk of torsades is largely theoretical, but should nonetheless be anticipated in
those with prolonged QT intervals.

Clinical Features

Symptoms develop within 4-6 hours and generally resolve within 12-24 hours.

In overdose the non-sedating antihistamines may result in:

1. Nausea.

2. Sedation:
° This is usually minor only.

3. Ataxia.

4. Anticholinergic symptoms (see anticholinergic syndrome guidelines)
° This is usually mild only.

Investigations
1. BSL

2. Consider blood alcohol and paracetamol.
3. 12 lead ECG

) These can be performed 12 hourly until there is clear clinical evidence of
improvement

Management

Most ingestions are benign and will have a good outcome with minimal supportive care.

1. Initial resuscitation is rarely required.
° Patients should be monitored for the small risk of QT prolongation.
° IV access, baseline bloods and ECG
2. Charcoal
° This is not routinely necessary in non-sedating antihistamine

overdose.



3. All symptomatic patients need ECG monitoring

4. Hypotension:

° This will usually respond well to fluid therapy.

° Rarely noradrenaline infusion may be required.
5. Anticholinergic symptoms:

) See also anticholinergic toxidrome document
Disposition

All symptomatic patients will need continuous ECG monitoring and 4 hourly 12 lead
ECGs until there is clear evidence of clinical improvement.
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