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Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by
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SPECIFIC COMMENTS TO AUTHORS

This manuscript investigates the impact of the COVID-19 pandemic on the phenotypic
presentation of diabetes. The study design is appropriate, the data quality is high, and
the analytical methods are scientifically sound. The conclusions have clinical relevance,
particularly in revealing phenotypic shifts in diabetes during the pandemic period.
However, the manuscript could be strengthened by deeper exploration of potential
mechanisms, clearer discussion of sample-selection considerations, and more explicit

implications for clinical practice. It is recommended that the authors expand these areas
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and refine the presentation to enhance the depth and readability of the article. Detailed
comments are as follows:

1. The background is clearly presented, but the manuscript would benefit from a more
extensive review of existing studies, especially those concerning phenotypic variation in
diabetes. This would help justify the selection of Lombardy as the study setting more
convincingly.

2. The research design is reasonable, the data sources are reliable, and the analytical
approach is appropriate. However, it should be clarified whether potential confounding
factors—such as lifestyle changes, COVID-19 infection status, or healthcare-seeking
behavior —were accounted for, as these may influence diabetes incidence or phenotype
during the pandemic.

3. The sample size is large and diverse, which enhances the representativeness of the
results. Although data quality is high, the manuscript should discuss possible limitations
related to sample selection — particularly whether certain subgroups were more likely to
access healthcare services during the pandemic.

4. The findings indicate that diabetes patients diagnosed during the pandemic exhibited
fewer cardiovascular risk factors, suggesting possible alterations in clinical presentation
attributable to COVID-19. The results are clearly presented, yet the manuscript could be
improved by further discussing potential underlying mechanisms (e.g., lifestyle changes,
socioeconomic influences). Additionally, where possible, the discussion should
incorporate practical recommendations on how these findings might inform diabetes
management or prevention strategies.

5. The reference list is comprehensive; however, the manuscript would benefit from
including additional up-to-date studies on diabetes phenotypic heterogeneity,

particularly research conducted in the post-COVID-19 context.
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SPECIFIC COMMENTS TO AUTHORS

1. The study lacks critical pathophysiological characterization of the diabetes cohort,
which severely limits the interpretation of the findings. The identification of diabetes is
based solely on administrative exemption records. Without data on key biomarkers such
as C-peptide levels, diabetes autoantibodies (e.g., GAD, IA-2), or even baseline HbAlc, it
is impossible to distinguish between type 2 diabetes, latent autoimmune diabetes in
adults (LADA), or other subtypes. The observed shift towards a younger, less comorbid

profile could equally represent an increase in non-type 2 diabetes forms triggered by the
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pandemic environment (e.g., virus-induced autoimmunity). This fundamental limitation
precludes any definitive conclusion about a change in the 'phenotype' of a specific
diabetes type.

2. The intriguing finding of a lower prevalence of cardiovascular risk factors in the
pandemic cohort warrants a more nuanced discussion of potential mechanisms. The
authors briefly mention this finding but do not adequately explore the underlying
reasons.

3. The mortality analysis may be underpowered and lacks necessary adjustments. The
reported number of deaths is relatively low, and the follow-up period of two years is
short for a mortality outcome in a 40-65 year-old diabetes cohort. More importantly, the
analysis appears to be unadjusted for crucial confounders. Was the mortality
comparison adjusted for age, sex, or most critically, the very cardiovascular
comorbidities that define the key difference between the cohorts? A lower mortality in
the pandemic cohort would be expected if that cohort indeed has fewer high-risk
patients. Presenting an unadjusted comparison is misleading and does not allow for any
meaningful interpretation regarding the impact of the pandemic era itself on survival

4. Is it appropriate to describe the presence or absence of cardiovascular disease in
diabetic patients as a phenotypic characteristic?

5. Whether changes in cardiovascular medication usage before and after the pandemic
were factored into the analysis

6. Regarding the suitability of mortality as an assessment metric, the authors have only
examined survival rates within a two-year period. Would it be more appropriate to

adopt disability-adjusted life years as the metric instead?
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