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LETTERS TO THE EDITOR

Hematological Malignancy Patients, COVID-19, and Favipiravir
Hematolojik Malignite Hastalarr, COVID-19 ve Favipiravir
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To the Editor,

We would like to share our ideas on the “Clinical Characteristics
and Outcomes of COVID-19 in Turkish Hematological
Malignancy Patients." As Civriz Bozdag et al. [1] noted in
that study: "Treatments with hydroxychloroquine alone or
in combination with azithromycin were associated with a
higher rate of mortality in comparison to favipiravir use”.
First, favipiravir is an antiviral drug proposed for management
of COVID-19. Compared to other alternative drugs, including
hydroxychloroquine and azithromycin, favipiravir should be
more specifically applied in the management of viral infections.
To determine the exact usefulness of favipiravir, clinical trials
and observational studies are needed for assessment of drug
efficacy and safety. Comparative studies between favipiravir and
other therapies would also be useful and would yield more data
on favipiravir. The report cited here is a good example of this.
Another example is a previous comparative study of favipiravir
therapy and other antiviral drugs [2].

Regarding the effects of favipiravir, some additional
considerations should be discussed. Other concurrent therapies,
such as steroid medications, can also affect the clinical outcome
[3]. Additional analysis of the possible effects of concurrent use
of steroids with favipiravir, hydroxychloroquine, azithromycin,
or their combination would be interesting. Additionally, whether
the efficacy of the drug is associated with specific types and
severities of hematological malignancies is a point for further
research. The day of initiation of favipiravir treatment is also
an important factor for therapeutic outcome [4]. According to
a recent report by Doi et al. [5], early and late administrations
of favipiravir result in different clinical outcomes. More data on
the exact period between onset of disease and start of favipiravir
are required. Regarding the present report [1], Civriz Bozdag et
al. [1] might consider additional factor analysis regarding the
time effect for assessment of the effect of favipiravir. If future
study designs are to be based on the current report of Civriz
Bozdag et al. [1], it may be necessary to conduct an additional
prospective study from the onset of COVID-19 to the start of
favipiravir administration.
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REPLY FROM THE AUTHORS

In our study, we reported the clinical characteristics and
outcomes of 340 adult and pediatric COVID-19 patients with
hematological malignancies from March to November 2020.
The aim of the study was to evaluate the factors related to
severity and mortality of COVID-19 retrospectively; the study
was not statistically designed to show the impact of treatment
on outcomes. There was no approved treatment for COVID-19
so treatment plans in our country entailed hydroxychloroquine
(HCQ) alone or in combination with azithromycin as initial
treatment and favipiravir for further progress of pneumonia in
follow-up. In the later months, favipiravir was introduced to
the initial treatment schedule for COVID-19, which resulted
in the formation of different treatment groups within our
retrospective data.

In  multivariate analysis related to mortality, besides
hematological disease status, decreased life expectancy related
to primary hematological disease, neutropenia, and admission
to the intensive care unit, the type of COVID-19 treatment was
a significant factor. Patients treated with HCQ alone had 4.9-
fold higher mortality risk in comparison to patients treated
with favipiravir alone, while those treated with HCQ plus
favipiravir had 2.0-fold risk and those treated with HCQ plus
azithromycin had 2.1-fold risk. Favipiravir is an antiviral drug
so a greater impact may be expected in comparison to HCQ.
However, it should be kept in mind that the treatment policy in
our country was changed after the negative results published
on HCQ treatment. Furthermore, we did not have any other
patients treated with different antiviral agents in our study.
For patients treated with favipiravir as the initial treatment, all
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were treated with the drug on the day of COVID-19 diagnosis,
so we do not have a second group for a comparison of the
impact of the timeline, unfortunately. Anticytokine treatments
were administered based on individual centers' policies so the
data were heterogenous for further analyses. We agree that
prospective studies would better show the outcome differences
between favipiravir and other antiviral therapies.
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