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To the Editor: We welcome the letters by Sardu et al [1] and
Lepper et al [2] on our paper entitled ‘Phenotypic characteris-
tics and prognosis of inpatients with COVID-19 and diabetes:
the CORONADO study’ [3]. Sardu et al found that the change
in blood glucose concentration between admission and 24 h
was associated with coronavirus disease-2019 (COVID-19)
outcome in 132 Italian hyperglycaemic (i.e. blood glucose
>7.7 mmol/l on admission) patients hospitalised for both
severe and non-severe disease [1]. In addition, Lepper et al
reported data on an impressive cohort of nearly 7000 patients
with community-acquired pneumonia (CAP) and
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demonstrated that elevated blood glucose on admission was
associated with an increased risk of death in individuals with
or without pre-existing diabetes [2, 4]. Both studies
emphasised the value of admission blood glucose on progno-
sis of COVID-19 and of CAP [2].

Sardu et al considered that we misinterpreted our data on
admission blood glucose, since we claimed that we considered
it to be a consequence of, rather than a contributor to COVID-
19 severity. This point is of scientific and medical interest.
They acknowledged a prognostic role for admission blood
glucose, which is in line with our findings, and, furthermore,
suggested that hyperglycaemia is more than a simple marker
of the severity of the infection. We believe that their interest-
ing results should not lead to any alteration of our conclusion
on the value of admission blood glucose for several reasons.
First, the study by Sardu et al was purely observational and so
causation cannot be established: the greater decrease in blood
glucose between those with a better outcome compared with
the others does not imply that this improvement is causal.
Second, Van den Berghe et al could not find evidence of a
benefit on all-cause death of strict blood glucose control with
insulin compared with conventional therapy in a study of 1200
patients admitted to the medical ICU, with half of the partic-
ipants having respiratory conditions [5].

We fully agree with Lepper et al that admission blood
glucose can be used as a stratification factor to identify
patients at high risk of severe pneumonia [2, 4]. However,
based on our results from the Coronavirus SARS-CoV-2 and



Diabetes Outcomes (CORONADO) study [3], other
biomarkers, such as C-reactive protein, lymphocyte counts
or aspartate aminotransferase, which outperformed blood
glucose in multivariable analysis, could have adequate power
for such a stratification and should not be forgotten.

In conclusion, whether blood glucose in COVID-19 is a
causal factor requiring specific treatment or a mere marker
remains to be established in future dedicated studies including
randomised controlled trials.
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