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Authors’ reply

We appreciate the comments on our
Review article’ from Alberto Donzelli.
We agree that inflammation plays an
initial and defensive role in fighting
infection. The question is how you
define “initial”. When symptoms
manifest, inflammation might already
be there, possibly for a few days.
Our objective is to inhibit the hyper-
inflammation that invariably follows
and is responsible for functional
impairment in the lung and other
organs.

Donzelli refers to a randomised
controlled trial showing that the
use of ibuprofen is unsafe and has
unfavourable outcomes in respiratory
infections; however, the study in
question was published in 2016, well
before the COVID-19 pandemic, and
was designed to assess the effectiveness
of an internet-delivered intervention.

With regard to indometacin, Donzelli
refers to a randomised controlled
trial involving patients admitted to
hospital, a different setting from
ours; moreover, at the time when
our studies were designed, this
information was simply not available.

Concerning nimesulide and celecoxib,
which are recommended in the
absence of any successful randomised

controlled trials, it is important to bear
in mind that we need data in order
to create the theoretical basis for a
randomised controlled trial, and this
is exactly what we have done with our
two previous studies.”?

Indeed, we agree with Donzelli that
the results of secondary outcome
analyses should never be considered
conclusive, but instead as hypothesis
generating. This is why, based on
results from secondary outcome
analyses in our first matched-cohort
study,’ we designed our second
matched-cohort triaP—which Donzelli
overlooked—to compare the incidence
of hospital admission (considered
the primary and single endpoint)
in patients treated by their family
doctors with the proposed algorithm
versus controls treated according
to other therapeutic schedules. This
controlled study showed that there was
a statistically significant reduction in
the single primary endpoint in patients
treated according to the standardised
algorithm. The statistical significance of
this single endpoint was independent
of any Bonferroni adjustment for
multiple comparisons, regardless of
the number of patients involved and
of the non-randomised design. We are
planning a randomised controlled trial
(ClinicalTrials.gov, NCT05413642) to
further corroborate the robustness of
this finding. However, planning and
finalising randomised controlled trials
takes years and requires a huge amount
of resources, so randomised controlled
trials are not necessarily the most
efficient research approach to solving
problems in the context of urgent
public health decision making.*

The response to this issue by
Derek Angus® is even more direct
and straightforward: “If a physician
agrees that evidence is uncertain,
that the chance of benefit outweighs
chance of harm, then just do it. The
consequences for the patient are
salient and immediate, in contrast to
the benefit throughout participation
inan RCT.”
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Monkeypox in
pregnancy: update on
current outbreak

The monkeypox case count in the
current global outbreak surpassed
52000 on Sept 1, 2022. Community
transmission is affecting people
considered to be at high risk of severe
disease, including pregnant women
and neonates, albeit in small numbers
so far. As of Sept 2, 2022, ten cases of
monkeypox in pregnant women have
been reported worldwide, mostly via
local news media rather than medical
or public health publications, with
the first case reported in the USA on
July 23, 2022.* Based on available
information, vertical transmission
did not occur; the neonate received
prophylactic vaccinia immunoglobulin
and did not develop monkeypox
disease.

On Aug 4, 2022, the Government
of Sdo Paulo, Brazil, announced that
two pregnant women had been
diagnosed with monkeypox and
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