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Dear Editor,

I read this study with interest. The authors found that the
Aggregate Index of Systemic Inflammation (AISI) did
not change after patients started an SGLT-2 inhibitor, and
concluded that these drugs act through pathways this marker
does not capture (1). The question is worthwhile, but three
points deserve consideration before the “no effect” reading
is accepted.

First, the stable AISI may partly reflect how it is measured.
AISI is built from absolute blood-cell concentrations, and
SGLT-2 inhibitors are well known to contract plasma
volume and raise haematocrit by 2-4 points—a fact the
authors mention themselves (2). When plasma volume
falls, measured concentrations rise. A genuine reduction in
neutrophil, monocyte, or platelet numbers could therefore
be partly masked—though not necessarily erased—by
haemoconcentration. Reporting each component as a
haematocrit-adjusted or relative change from baseline would
show whether the stable AISI is real or largely a fluid-shift
effect.

Second, a non-significant result means a change was
not detected, not that none exists (3). This is the familiar
absence-of-evidence caveat, but it matters here: the phrase
“does not alter AISI” claims more certainty than a single
null comparison supports. Reporting the confidence interval
around the change would let readers judge whether a
clinically relevant effect has genuinely been excluded.

Third, the standard deviation almost doubled at follow-up
(319.5 to 442.4), which raises the possibility of a skewed
distribution, as is common for AISI (4). This alone does not
prove non-normality; a formal check would settle it, and if
the assumption is violated a Wilcoxon signed-rank test with
medians and interquartile ranges would be more robust than
the paired t-test, with power weighed against the sample size

None of this diminishes the value of a well-conducted null
study, which can be genuinely informative. My point is only
that the stable AISI is consistent with either a true absence
of effect or with measurement and design limits, and that
the component-level and distributional analyses suggested
above (perhaps alongside markers such as CRP) would
help distinguish the two. I thank the authors for raising an
important and under-studied question.
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