Letter to the Editor
https://doi.org/10.9758/cpn.2017.15.3.296
Clinical Psychopharmacology and Neuroscience 2017,15(3):296-297

PISSN 1738-1088 / eISSN 2093-4327
Copyright ©2017, Korean College of Neuropsychopharmacology

Comment on: Disulfiram Induced Psychosis (Mohapatra and Rath, Clin
Psychopharmacol Neurosci 2017;15:68-69)

Petros N. Karamanakos®, Eleftheria S. Panteli®

'Department of Neurosurgery, Olympion General Hospital and Rehabilitation Center, Patras, “Department of Anesthesiology and Critical Care
Medicine, University Hospital of Patras, School of Medicine University of Patras, Patras, Greece

TO THE EDITOR

We read with great interest the recently published ar-
ticle by Mohapatra and Rath" regarding a case of psy-
chosis after treatment with disulfiram. Because of our
continuous research on disulfiram and its side effects, we
find the issue very interesting and we would like to com-
ment briefly on this report.

In the present manuscript the authors report a case of an
alcoholic patient who developed psychosis one month af-
ter daily intake of 500 mg of disulfiram. After dis-
continuation of the drug the patient improved and he com-
pletely recovered within two weeks. The main underlying
mechanism suggested by the authors was the impairment
of the metabolism of brain catecholamines, due to in-
hibition of dopamine-beta-hydroxylase (DBH), an en-
zyme that catalyzes the conversion of dopamine to nora-
drenaline in the catecholamine storage vesicles.”
Implying that this is a dose-dependent phenomenon they
recommended that disulfiram should be used at the lowest
effective dose, possibly 250 mg daily.l)

Disulfiram has been used for more than sixty years in
the treatment of chronic alcoholism due to the unpleasant
symptoms it provokes after ethanol intake. Classically, the
alcohol intolerance produced by disulfiram has been at-
tributed to the inhibition of the hepatic aldehyde dey-
drogenase (ALDH) and the subsequent accumulation of
toxic amounts of acetaldehyde in the blood. In addition to
provoking an unpleasant aversive reaction to ethanol, it is
well known that disulfiram has also inherent toxicity to-
ward the central and peripheral nervous system.s) A key
role in the neurotoxicity of disulfiram has been attributed
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to the inhibition of DBH, which was also suggested in the
report of Mohapatra and Rath."”

In a previous work of our laboratory team increasing
doses of disulfiram were administered to Wistar rats and
the activity of the hepatic ALDH along with the levels of
brain catecholamines were determined.” According to our
results, disulfiram affected the level of brain catechol-
amines at dose levels higher than those inhibiting the ac-
tivity of ALDH, suggesting that ALDH was highly sensi-
tive to the inhibitory effect of disulfiram, while on the con-
trary, the levels of brain catecholamines, and hence the ac-
tivity of DBH, were more refractory to the action of this
drug. As neurotoxicity of disulfiram is believed to be re-
lated with the produced changes in the levels of catechol-
amines through DBH inhibition, we concluded that in
clinical practice, treatment of alcoholic patients with low
disulfiram doses could retain the aversion effect toward
ethanol, with a reduced risk of neurotoxicity (e.g., psy-
chosis), underlining the dose-dependent property of this
side effect.

In conclusion, the article by Mohapatra and Rath" is
really interesting because it adds one more case of psy-
chosis after treatment with disulfiram. However, their rec-
ommendation for daily use of no more than 250 mg disul-
firam is somehow arbitrary. Consequently, we believe that
the authors should refer our work in their paper in order to
strengthen their assumption regarding the dose-dependent
nature of disulfiram-induced psychosis and highlight that
there is a safety margin in the dosage of disulfiram be-
tween therapeutic and toxic effects.
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