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Psychoactive compounds as multifactorial protection

factors against COVID-19
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The SARS-CoV-2 pandemic has raised a number of questions
regarding the best treatment options that might be effective in
slowing the spread of the illness, specifically in vulnerable
patient groups, including patients with psychiatric disorders.
Against all odds, in France, units for COVID-19 psychiatric
inpatients have remained nearly empty. Moreover, they have
been able to effectively manage COVID-19 although patients
with psychiatric disorders frequently present with a number of
risk factors for a poor COVID-19 prognosis [1]. This, along
with the fact that symptomatic COVID-19 cases have been
reported far more often in health care workers than in psychi-
atric inpatients—in France and others European countries—
has raised the question whether specific psychoactive drugs
might have a protective effect against COVID-19 [2].

Among these drugs, chlorpromazine in particular has been
proposed as a potential treatment option against the virus,
owing to its anti-MERS-CoV and anti-SARS-CoV-1 proper-
ties [2, 3]. However, chlorpromazine is seldom prescribed
(2% of prescriptions in France) [4]. Hence, it is unlikely that
this antipsychotic drug alone might explain the widespread
protective factors found in patients with mental illnesses.

It is important therefore to consider other explanations.
Tobacco use for instance could play a role as a protective
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factor in patients with psychiatric disorders, whom present
with extremely high prevalence rates of tobacco consumption.
Indeed, nicotine has been recently put forward as a potential
protective factor [5].

Lithium, clomipramine (a tricyclic antidepressant with a
pharmacochemical structure related to that of phenothiazines),
and benztropine also seem to have an effect on coronaviruses,
whereas haloperidol, paroxetine, and melatonin have been
found to have a therapeutic effect on other viruses [6, 7].
Cyamemazine (a phenothiazine, related to chlorpromazine),
tropatepine (an anticholinergic drug, structurally and pharma-
cologically related to benztropine), haloperidol, and
alimemazine (a phenothiazine hypnotic drug) are often pre-
scribed in France (20%, 19%, and 14% of prescriptions, re-
spectively) [4].

Given the number of psychoactive compounds found in
psychiatric settings more frequently than chlorpromazine
[4], we can thus suggest that the potential prophylactic
effect of these drugs in patients with psychiatric illnesses
is more closely linked to a phenothiazine class effect and
to unspecified factors (e.g., related to nicotine and others
psychotropics drugs) rather than to chlorpromazine specif-
ically [8, 9].

Service Pharmacie, Etablissement Public de Santé Alsace Nord,
Brumath, France

Service Pharmacie, CHU de de Strasbourg, Strasbourg, France

Service Pharmacie, Centre Hospitalier de Montceau,
Montceau-les-Mines, France

®  UMR 1253, iBrain, Université de Tours, CHRU de Tours, INSERM,
Tours, France

Centre Expert Dépression Résistante, Fondation FondaMental,
Tours, France

Pole Hospitalo-Universitaire de Psychiatrie d’ Adultes du Grand
Nancy, Centre Psychothérapique de Nancy, Laxou, France

12 Département de Neurologie, CHU de Nancy, Nancy, France

@ Springer


http://crossmark.crossref.org/dialog/?doi=10.1007/s11845-020-02346-9&domain=pdf
mailto:herve.javelot@ch-epsan.fr

850

Ir J Med Sci (2021) 190:849-850

All these arguments should lead us to cautiously examine
the prophylactic effects of phenothiazines in the treatment of
COVID-19. Indeed, the protective factors found in patients
with psychiatric disorders are most probably multifactorial
and likely due to a number of psychoactive substances found
in mental health clinical settings. This is precisely the phar-
macological assumption that deserves to be further investigat-
ed in future studies in order to gather more understanding
regarding the link between exposure to psychoactive sub-
stances in psychiatric patients and protection against SARS-
CoV2.

Two recent articles mentioned the potentially prophylactic na-
ture of psychotropic drugs by mixing pharmacoepidemiological
and pharmacochemical/chemoinformatics data [1, 10].

These studies suggest that some molecules, especially
the best-tolerated drugs, could be used as prophylactic
agents against SARS-CoV-2 infection (e.g., nicotine or/
and antihistamine agents) and could offer new therapeu-
tic perspectives [1].
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