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Letter to the Editor

Response to “Should estrogen be used in the co-treatment of COVID-19 patients?”

Dear Editor,

We appreciate the comments by Hamzaoglu and Erel [1] on our
recommendations concerning the use of menopausal hormone therapy
by women suffering with SARS-Cov-2 [2].

The main argument in the letter is that both experimental data and
preliminary clinical evidence suggest that estrogens may protect against
the development of covid disease. This argument agrees with a previous
letter from the Italian Menopause Society [3]. Hamzaoglu and Erel
further add that estrogens might prevent cytokine storm, so that the
evolution of the disease, even in development, might be milder. They
support their position with a series of features of the pathophysiological
mechanism, essentially that estrogens favour a decrease in the tissue
expression of AT1R, the angiotensin II (A-II) type I receptor, together
with an increase in the tissue expression of the anti-inflammatory AT2R
and in the serum levels of ACE2, the enzyme converting angiotensin I to
angiotensin (1–9) and A-II to angiotensin (1–7). This all is supported by
different experimental models and by some clinical evidence, which has
been extended in more recent observations during the outbreak in
Wuhan [4].

We cannot but reiterate our message already detailed in our re-
sponse to the letter by Cagnacci et al. [3]. Of course, we absolutely
agree in that the emerging data concerning the potential protective
effect of estrogens against the progression of the disease is an exciting
area, which will require extensive research. But, also as stated in our
earlier letter, our recommendations refer to a different setting, in which
the disease is already consolidated and in progress. A massive disrup-
tion of the endothelium and a tsunami of inflammatory mediators, with
the corresponding activation of the extrinsic arm of the coagulation
cascade, is the main actor at that stage. This all conditions a generalised
status of thrombotic events in organs and systems. We all will probably
agree in that, in this context, and this is not recent news [5], oral es-
trogens will not help, given their well-established pro-coagulative role
in the haemostatic balance. These women will be meeting two of the
three conditions of the Virchow triad, the injury to the vessel wall plus a
pro-coagulative status. This is also the basis for the consensus on the use
of heparin, which is present in most protocols worldwide. Distinct is the
case of transdermal estrogens, which we have included as an alternative
in our algorithm [2].

The case of the severely ill patients, hospitalised in an intensive care
unit, is still more compelling. We have singled out that situation in our
algorithm, because together with an extremely severe disease, they add
prolonged immobility. So, another one, the third condition, of the
Virchow triad. We absolutely lack any evidence of how the final bal-
ance of estrogens will be in this context. Given the perfect coagulation
storm of the situation, and that the interest in using estrogens would

only be to limit the progression of the disease, since the sedated status
of these women gives no room for considering menopausal symptoms,
we found it common clinical sense to refrain from the use of any form of
MHT. Further clinical evidence will be required, and is eagerly ex-
pected, to support or refute this recommendation.
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