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The recent report of Lenze and colleagues (Lenze et al. 2020)
indicates that the selective serotonin reuptake inhibitor (SSRI)
fluvoxamine might reduce the rate of clinical deterioration in
outpatients with symptomatic COVID-19. Though limited by
small sample sizes (n’s of 72 and 80) and brief duration, large-
scale follow-up studies appear definitely warranted.

The authors’ stated rationale for testing fluvoxamine is its
agonistic effects at the sigma-1 receptor (S1R), as stimulation
of the S1R receptor is reported to reduce damaging effects of
the inflammatory response. We would like to point out that
fluvoxamine might also exert beneficial effects in COVID
patients through its well-characterized ability to substantially
increase (~ 2–3-fold) nighttime plasma levels of melatonin.
This increase appears to result from fluvoxamine’s inhibition
of the melatonin-metabolizing liver enzymes CYP1A2 and
CYP2C19 (von Bahr et al. 2000).

The potential utility of melatonin in treating COVID pa-
tients has not gone unnoticed, with a November 16, 2020,
PubMed search combining melatonin and COVID producing
54 citations. As discussed in a recent review (Cardinali et al.
2020), melatonin might counteract the consequences of
COVID-19 via salutary effects on the sleep/wake cycle and
more generally on chronobiology, as well as through its anti-
oxidant and anti-inflammatory effects. All of these effects
could be especially important in the elderly given their com-
promised immune response, their reduced production of mel-
atonin, and their typically suboptimal circadian rhythmicity.

Follow-up studies of COVID-19 patients might well bene-
fit from a consideration of the role of melatonin in the

response to fluvoxamine. This could include the measurement
of plasma or urinary melatonin (or both) before and during
drug administration. The closely related matters of chronobi-
ology and circadian rhythmicity could be examined or perhaps
controlled by attention to sleep hygiene and lighting condi-
tions (Kamdar et al. 2017). Finally, it is possible that the co-
administration of fluvoxamine and timed melatonin might be
especially beneficial.
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