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COVID-19: Find the Right
Questions to be Answered

To tHE EpITOR—We read with great in-
terest the article by Montejano and col-
leagues, which aimed to assess how the
inclusion criteria of ongoing phase 2
and 3 clinical trials for coronavirus
disease 2019 (COVID-19) treatment fit
with the actual population of hospitalized
individuals with severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2)
infection in a teaching hospital in
Madrid, Spain [1]. The authors found
that most of individuals admitted to their
hospital do not meet the inclusion crite-
ria for recent trials and concluded that
this was mainly due to discrepancies be-
tween the ideal trial population and the
actual characteristics of COVID-19 hos-
pitalized individuals, which are rapidly
evolving.

Although we do agree that the charac-
teristics of the hospitalized population
change over time and might have led to
the discrepancies observed, we would
like to underline some inconsistencies
in the methodology applied by the
authors that could have led to an under
estimation of eligible participants: (1) first
of all the BEST [2] and DEFACOVID [3]
trials, aimed to evaluate potential treat-
ment for acute respiratory distress syn-
drome (ARDS). Because the authors
excluded the “critically ill patients at the
time of admission” from their analysed
sample it is not surprising that most of
the participants were not eligible for these
2 trials; (2) the author stated that “the ini-
tiation of COVID-19-specific treatment
in 61% of patients” were among the
most prevalent exclusion criteria. This
statement would have only been true if
the investigated trials would have been
actively enrolling at the site when the ret-
rospective eligibility assessment was car-
ried out and all the individual would
have had the possibility to be screened at

the time of SARS-CoV-2 diagnosis/
admission for the eligibility in these trials.
Otherwise, considering that the observa-
tion of the authors was retrospective in
nature, a prevalent user bias would have
occurred and “potentially eligible individ-
uals” at TO (baseline) would have been
wrongly identified as “non-eligible” be-
cause previously exposed to SARS-CoV-2
treatments [4].

Apart from these methodological con-
cerns, we believe that the authors have
raised an important issue. Although the
COVID-19 pandemic is no longer consid-
ered a public health emergency of interna-
tional concern by the World Health
Organization (WHO) [5], it continues to
challenge our everyday clinical practice;
therefore, it remains crucial to identify re-
sidual unmet needs [6] in order to be able
to pose the right causal questions [7]. In
conclusion, because of the rapidly evolv-
ing clinical scenario, one important pit-
fall, not specifically mentioned by the
authors, is that often, by the time the trial
is completed, the original trial question is
no longer relevant for clinical practice.
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