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AMISULPRIDE OVERDOSE

That night, he paced anxiously in the gardens: Arlington Mansion at night, (still
from Ken Burns’, “The Civil War”, 1990)

“If the President of the United States would tell me that a great battle was to be fought
for the liberty or slavery of the country and asked my judgment as to the ability of a
commander, I would say with my dying breath, let it be Robert E. Lee”.

General Winfield Scott




“I can anticipate no greater calamity for the country than a dissolution of the Union, it
would be an accumulation of all the evils we complain of and I am willing to sacrifice
everything but honor for its preservation”.

Robert E. Lee

The most promising officer in the regular army was Robert E. Lee of Virginia. On April
18, 4 days after Sumter, Lee was summoned to Blair House at Lincoln’s behest and
offered field command of the entire Union Army.

Lee said he would think about it. Virginia had voted to secede the day before.

That night, he paced anxiously in the gardens round his Arlington mansion across the
Potomac. At midnight, Saturday the 20th, Lee wrote his letter of resignation from the
United States Army.

On the 21st the governor of Virginia asked Lee to take command of the State militia.

When Lee had to choose between the Nation and Virginia, there was never any doubt
about what his choice would be. He went with his State and he said, “I can’t draw my
sword against my native State”, or as he called it, “my country”

Shelby Foote, Civil War Historian.
Lincoln had lost his best soldier.
David McCullough and Shelby Foote in Ken Burns’, “The Civil War”, 1990.

On the outbreak of the American Civil War, the grand old General of America, Winfield
Scott, was asked by Abraham Lincoln, who should command the Union Armies. Without
hesitation he replied, “Robert E. Lee”. Lincoln summoned Lee to Blair House where he
offered him command of all the Union armies. Lee could not answer, and asked to be
given some time to think about it. At midnight two days later, after pacing the gardens
around his mansion at Arlington, he finally sat down in his study and wrote to the
President his resignation from the US Army. Though Lee agonized over the decision,
once Virginia had voted to secede from the Union, there was never any real doubt about
what Lee would decide - his first duty had to be to his own “country”.

In the battlefield of the modern Emergency Department, we are daily pressured to
conform to “time-based”, KPIs, which have nothing to do with the actual condition of the
patients we struggle to manage. Untimely, however, we recall the great General Robert.
E. Lee and our first duty is clear! This duty is to our patients, rather than a faceless
manager’s spreadsheet far detached from the reality of the front lines. In the case of
amisulpride overdose, we must not discharge prematurely - these patients, though they
may appear quite well, are at risk of delayed onset of significant cardiac toxicity, and so
our duty is clear, these patients require a prolonged period of cardiac mentoring until
such time as the danger is over!



AMISULPRIDE OVERDOSE

Introduction
Amisulpride is a newer “second generation” or “atypical” antipsychotic agent.

Despite these concerns, about drug induced QT prolongation causing torsades de pointes
(TdP) the occurrence of TdP is rare.

There are relatively few drugs where there are confirmed cases of TdP occurring after
overdose after an overdose. Confirmed cases include thioridazine, citalopram, sotalol and
amisulpride. 2

In overdose amisulpride has significant cardiac toxicity, in particular it has a propensity
for prolonged QT effects with consequent development of torsades de pointes.

Significant ingestions ( > 4 grams) will require a prolonged period of ECG monitoring
(at least 16 hours) as toxic manifestations may be delayed.

History

Amisulpride was introduced to clinical practice in Europe in the 1990s. It was
introduced to clinical practice in Australia in 2002.

Toxicology

Amisulpride is an atypical antipsychotic agent. It is a benzamide derivative.
It acts principally as a dopamine antagonist, (to D2 and D3 receptors).
There is mild antagonism to serotonin, histamine and muscarinic receptors.

In overdose this agent has significant cardiac toxicity, in particular it has a propensity for
prolonged QT effects with consequent development of torsades de pointes.

Pharmacokinetics

Absorption:

° Oral bioavailability is only 50%.

° There are 2 absorption peaks, one at 1 hour and another at 4 hours.
° In overdose peak serum levels can be delayed.
Distribution:

° Volume of distribution is 5.8 L/Kg



Metabolism and excretion:

° There is limited metabolism to inactive metabolites.
° Most of the drug is excreted via renal and fecal routes.
° Elimination half-life is about 12 hours following therapeutic doses.

Risk Assessment

Prolonged QT and torsades de pointes have been documented following ingestion of as
little as 4.6 grams.

Dose related risk assessment:

Dose ingested | Clinical features

<4 grams Mild to moderate sedation.

Mild anticholinergic features

> 4 grams Dose related increasing risk of:

e Bradycardia; this occurs in up to 25 % of cases and is strongly
associated with QT prolongation and torsades de pointes.

e Cardiac toxicity, Bundles branch blocks/ QT prolongation/
Torsades de pointes.

> 8 grams ® As well as cardiac toxicity, increasing risk of:
e Significant sedation

e Hypotension.

Clinical Features

Following large ingestions, symptoms may be only mild for several hours, before a
sudden deterioration.

Features include:




CNS:
° Sedation.
° Coma and seizures are uncommon but can occur at higher doses.

Cardiovascular:

This includes:
° Bradycardia
° QT prolongation and torsades de pointes:
v QT prolongation may be delayed for up to 16 hours (occasionally

even longer) following overdose, or it may occur in the absence of
other signs of toxicity.

° Hypotension.

Investigations

1.

2.

FBE
U&Es/ glucose.
Calcium & magnesium, (especially in the presence of ECG abnormalities).

) Note that deficiencies in calcium, magnesium and potassium may worsen
QT prolongation and so increase the risk of torsades de pointes.

Paracetamol level / blood alcohol level ( as in any overdose if uncertainty exists).
ECG:
° ECG changes can occur early, before significant symptoms develop.

° Monitor for QT prolongation (see Appendix 1 below) and QRS
prolongation.

) Any prolongation of these is significant and mandates ongoing
monitoring.

° Bradycardia is common in severe toxicity. *



Management

1. Immediate attention to any ABC issues:
° Establish 1V access and continuing ECG monitoring.

2. Hypotension:

° IV fluid therapy is usually sufficient to correct this.
3. Charcoal:
° Activated charcoal may be given within 1 hour to alert and cooperative

patients who have ingested > 4 grams.

4. Serial 12 lead ECGs:

° A reasonable time frame is 2 hourly. 3
5. Torsades des pointes:
) This will require magnesium/ atropine - adrenaline - pacing for
background bradyarrhythmias/ cardioversion - defibrillation for prolonged
torsades.

See also separate document for prolonged QT syndromes (in CVS folder).
Disposition:

Patients who have ingested less than 4 grams and who have a normal 12 lead ECG,
including QT interval and do not have symptoms at 6 hours may be medically cleared. 3

Patients who have ingested > 4 grams should be monitored for a period of at least 16
hours and have serial ECGs. After this they may be medically cleared if the ECG is
normal and there are no symptoms. ECG monitoring should only cease after this period
when QT intervals are normal and the patient is asymptomatic.



Appendix 1

The OT Nomogram 2
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The QT nomogram is a plot of the QT interval versus the heart rate. A QT—heart rate
pair above the line is associated with an increased risk of torsades de pointes.



....At midnight, Saturday the 20th, Lee wrote his letter of resignation from the United
States Army.
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