Eosinophil count in coronavirus disease 2019: more doubts than
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We are thankful to Roca et al.! for the comments on our letter on eosinopenia in
coronavirus disease 2019 (COVID-19).2 Despite the volume of data on eosinophil count
in patients with COVID-19 was still limited at the time of publishing our pooled
analysis,” two more recent meta-analyses have then become available, which will
provide additional interesting insights on this association. Henry et al. pooled data of 4
different studies, totaling 347 patients,” and found a very modest difference of
eosinophil count in COVID-19 patients with severe illness compared to those with
milder disease (weighted mean difference (WMD), -0.01x10%/L; 95% confidence
interval (95%CI), -0.02 to -0.0x10%L), reporting also a high heterogeneity (12, 74.4%).
In a subsequent article, Ghahramani et al. meta-analyzed the results of 5 different
studies,* and found a modest and only marginally significant difference of eosinophil
count in COVID-19 patients with severe illness compared to those with milder disease
(WMD, -0.03x10°%L; 95%CI, -0.05 to 0.00x10%L), reporting again a very high
heterogeneity (I2, 86%). In both these meta-analyses, therefore, the efficiency of
eosinophil count for predicting severe COVID-19 illness is seemingly marginal and not
completely conclusive, as attested by the broad heterogeneity found in the currently
available literature data.

There is also another aspect that needs to be carefully considered when
attempting to use the eosinophil count for purposes of risk stratification in patients with
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection. Roca et al
reported a mean difference of around 0.009x10%L in the eosinophil count between
COVID-19 patients who died and those who survived, and such difference was found to
be even lower in COVID-19 patients with severe illness than in those with milder
disease (i.e., 0.006x10°L).! Beside the fact that both these values were found to be only
marginally significant (i.e., p=0.032 and p=0.049, respectively), the differences remain

largely comprised within the between-subject biologic variation of the eosinophil count,
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which is as high as 76%.> Moreover, although the instrument used for obtaining the
eosinophil count in patients with COVID-19 has not been clearly described by Roca et
al,! the analytical goal of this parameter has been set at 26%9 a threshold which almost
overlaps with the differences reported by Roca et al in their study,! and which would
hence make the significance of their data clinically ambiguous.

In conclusion, although we would basically agree with Roca et al, that
eosinopenia may play some roles in clinical progression of COVID-19,! the very
modest difference found in COVID-19 patients with or without severe illness and the
current technical drawbacks in measuring eosinophils in whole blood would persuade us
that routine assessment of this parameter remains questionable in patients with COVID-
19. Until the functional sensitivity and the analytical imprecision of the modern
hematological analyzers will be improved, relying on the eosinophil count for

therapeutic management of COVID-19 would hence remain largely unwarranted.
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