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The letter by Añón and Villar [1] raises important issues 
that were outside the scope of our Commentary. A recent 
publication in this journal on the pharmacological prin-
ciples guiding prolonged glucocorticoid (GC) treatment 
in acute respiratory distress syndrome (ARDS) addresses 
these matters [2]. GCs are agonist compounds that bind 
to the GC receptor (GR), producing a pharmacological 
response. Clinical efficacy depends on the magnitude and 
duration of exposure of the GR. The review addresses the 
roles that dosage, timing of initiation, mode of adminis-
tration, duration, and dose tapering, may play in achiev-
ing optimal response to GC therapy in ARDS [2]. Based 
on randomised controlled trials’ (RCTs) findings, GC 
plasma concentration–time profiles, and pharmacody-
namic studies, optimal results are most likely achievable 
with early intervention and a dose sufficient to achieve 
close to maximal GR saturation (methylprednisolone 
80–100  mg, dexamethasone 20  mg) [2]. Therefore, dex-
amethasone at a dose similar to the landmark DEXA-
ARDS RCT [3] might achieve even better outcomes 
than the one reported in the RECOVERY RCT [4]. The 
evidence does not support the concern about complica-
tions from higher doses (methylprednisolone equivalent 
80-to-160 mg) or prolonged (28 days) treatment [2]. On 
the contrary, ARDS RCTs investigating higher doses 
and longer duration of treatment reported a lower rate 
of complications, in part explained by the shorter dura-
tion of ventilatory dependence [2]. In coronavirus disease 

2019 (COVID-19), extended GC treatment was not asso-
ciated with impaired viral clearance [5].

We agree with the authors that morbidity–mortality 
follow-up data beyond 28 days are important in a dis-
ease associated with prolonged mechanical ventilation 
(MV) and long-term disability. It is also likely that dis-
continuing GC treatment on day ten, while still on venti-
latory support, lessens treatment’s potential benefits. We 
believe that GC treatment directed at improving long-
term outcomes should take into consideration the recent 
discoveries underscoring the central regulatory function 
of GC-activated GR in critical illness throughout disease 
development and resolution [6]. Based on these findings, 
GC treatment should probably be prolonged to support 
disease resolution (restoration of tissue anatomy/struc-
ture and function), an active process associated with 
multiple biochemical pathways, including switching pro-
duction from pro-inflammatory to pro-resolving media-
tors with the resolution of granulation tissue, restoration 
of tissue integrity, and clearance of apoptotic cells and 
debris.

In a recent longitudinal observational study [5] con-
ducted in 14 Italian Respiratory Units (n = 173), a pro-
tocol with prolonged methylprednisolone at a dose of 
80 mg/day, administered in patients with severe COVID-
19 pneumonia and high levels of systemic inflammation, 
demonstrated a 71% reduction in mortality and increased 
ventilation-free days by study day 28 [5]. The treatment 
was well tolerated and did not affect viral clearance from 
the airways.

The MEDEAS trial (Methylprednisolone vs. Dexa-
methasone in COVID-19 Pneumonia trial, ClinicalTri-
als.gov Identifier: NCT04636671) attempts to address 
this issue by comparing the RECOVERY RCT protocol 
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to a protocol similar to the one investigated in the Ital-
ian prospective observational study [5]. The study drug 
is methylprednisolone given as an initial bolus of 80 mg 
to achieve close-to-maximal GRα saturation, followed by 
a continuous infusion to maintain high response levels 
throughout treatment, with the option of adjusting treat-
ment duration based on parameters of clinical severity 
and followed by dosage gradual de-escalation to avoid 
inflammation rebound. Site recruitment is still in pro-
gress. Completion of this RCT should provide clarity on 
how essential components of the GC treatment protocol 
impact short and long-term outcomes.
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