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Introduction

AGOMELATINE OVERDOSE

Agomelatine (trade name in Australia “Valdoxan”) is a novel, “atypical”, (i.e. not
classifiable among traditional antidepressants) antidepressant agent.

It is a synthetic analogue of melatonin

Agomelatine does not appear to have abuse potential or withdrawal effects

Use of this agent (and therefore the incidence of overdosage) is increasing. according to
the Victorian Poisons Information Service, there was an increase in the total number of

exposures from 2011 (2 calls) to 2016 (41 calls).

Although experience is limited, when taken in overdose in isolation toxicity appears to
be low.

More severe toxicity however may be possible in the setting of polydrug overdose.
Management is supportive, and a good outcome is expected.

History

Agomelatine was introduced into clinical practice in the European Union in February
2009 and the TGA approved it for clinical use in Australia in August 2010.

Preparations
Agomelatine as:
Tablets:

° 25 mg.

Toxicology

The melatonin agonistic effects of agomelatine likely account for its drowsiness/ sedation
effects.

Agomelatine is probably safe in combination with serotoninergic medications as it does
not increase serotonin activity.



Pharmacokinetics

Absorption:
° Agomelatine is administered orally.
After oral administration, it is rapidly absorbed
° Oral bioavailability is around 80%
Absolute bioavailability however is very low (approximately 1% at the

therapeutic oral dose), due to the first-pass effect but this can also be highly
variable due to inter-individual differences in CYP1A2 isoenzyme activity.

Distribution

° Steady-state volume of distribution is about 35 L

° Protein binding is around 95%

° It is thought likely that agomelatine can cross the human placenta.

° It is thought likely that agomelatine is distributed into human breast milk.

Metabolism and excretion:

° Agomelatine is rapidly metabolised by the cytochrome P450 isoenzyme
CYP1AZ2, and to a lesser extent by CYP2C9 and CYP2C19.

Note that there can be significant inter-individual differences in CYP1A2
isoenzyme activity.

° The major metabolites, hydroxylated and demethylated agomelatine, are not
pharmacologically active and are rapidly conjugated and eliminated in the urine.

Risk assessment

Current experience is that the majority of overdoses with this agent are part of polydrug
overdoses, and so it is difficult to ascertain the contribution of toxicity of agomelatine in
isolation.

Although experience is limited, however, when taken in overdose in isolation toxicity
appears to be low.

The smallest ingested dose causing drowsiness in a study by Wong et al was 175 mg. !

The largest overdose taken in the same study was 7.5 grams of agomelatine (which was
co-ingested with escitalopram).



All cases who developed drowsiness were managed supportively without the need for
intubation.

Agomelatine undergoes metabolism via cytochrome P450 1A2 and 2C9 isoenzymes,
hence concurrent use of strong CYP1A2 inhibitors such as fluvoxamine and
ciprofloxacin, may increase agomelatine concentrations.

Clinical features

Current experience suggests that agomelatine ingestion in isolation results in mild
toxicity only with the following most commonly seen:

1. Drowsiness / dizziness

2. Mild disorientation (in larger overdoses)

3. Mild GIT upset - nausea.

More severe toxicity however may be possible in the setting of polydrug overdose.
Investigations

Levels are not routinely done and are unnecessary in any case.

LFTs may be considered due to the propensity for agomelatine-induced liver
transaminase rises in up to 4% of therapeutic ingestions.

Investigations otherwise are directed at the possibility of coingestion and/ or secondary
complications.

Accordingly the following are done/ considered:

1. BSL

2. ECG

3. Paracetamol level
4. Blood alcohol level.

Others investigations are done as clinically indicated.
Management
There is no specific antidote for agomelatine.

Management is supportive, and a good outcome is expected.



Disposition

Current information suggests that an observation period of 6 hours would be reasonable
in patients who have taken an isolated overdose.

Patients could be medically cleared if asymptomatic after this time frame.
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