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Dear Editor,
We would like to thank Dr Kounis and his colleagues for tak-

ing interest in our paper and providing their valuable opinion.1

In his letter, Dr Kounis highlights the possible use of corticoste-
roids in mild COVID-19. While we agree that inhaled corticoste-
roids have been the mainstay of treatment in patients with
obstructive airway disease, their use outside this cohort of
patients is still being studied. Existing evidence and standard
practices on management of COVID-19 do not support the blan-
ket use of steroids in mild COVID-19.2 The recently published
STOIC trial asserted that inhaled budesonide reduced the likeli-
hood of needing urgent medical care and the time to recovery in
mild COVID-19 infection.3 However, a subsequent larger trial
(PRINCIPLE) failed to replicate these results completely. Only a
reduced time to clinical recovery (12 vs. 15 days) was observed
in their study, with no overall effects on hospitalization rates or
mortality.4 While the STOIC trial was not placebo-controlled,
the PRINCIPLE trial had several limitations, namely– subjective
self-reported outcome, inclusion of patients with presumed
COVID-19, and enrollment of usual care group over a longer
period of time than the inhaled steroids group. As of now, no
clinical trial has shown any benefit of using corticosteroids in
mild COVID-19, with a recently conducted meta-analysis sug-
gesting possible harm.5 Interestingly, our commentary1 alluded
to the practice of using systemic steroids (oral or parenteral) as
an extrapolation to their use in severe COVID-19, which did not
have and still has no scientific basis besides being potentially
harmful.6,7 While use of systemic steroids, for the said indica-
tion, cannot be justified in the wake of available evidence,
we feel that the jury is still out on the role of inhaled steroids
in mild COVID-19 and would require further trials before a
definitive verdict.

Looking at alternative therapeutic options, monoclonal anti-
bodies like casirivimab–imdevimab have been reported effective in

reducing hospitalization and mortality when administered to
mild–moderate COVID-19 patients.8 Interim results of a new oral
antiviral agent, molnupiravir also show a 50% reduction in risk of
hospitalization or death in this cohort, when administered within
5 days of symptom onset.9 Another oral agent is being studied in
the EPIC-HR trial, interim results of which show reduction in hos-
pitalization and death by 89%.10 Although a number of studies
have shown encouraging results, a critical review of the complete
trial results would be needed before their routine use.

With the advent of newer promising agents, lack of unequivo-
cal benefit with inhaled steroids and possible harm associated
with steroids (systemic > inhaled), it is both logical and imperative
that their use be not ‘generalized’ in patients with mild COVID-19.
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