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Validation

Sample size was not calculated before the study. However, our previous study (DOI: 10.1111/dom.14547) showed that even a smaller cohort
is sufficient to observe an effect of glycaemic control on immune-mediated parameters. On the other side, studies exploring the determinants
of breakthrough infections were generally conducted with larger sample sizes. Thus, the effect of risk factors with small effects might not have
been captured here. This aspect has been discussed as a limitation of the study.

No data excluded

Two different statistical methods were tested for the main result (Cox and linear regression). Replication was not attempted due to the unique
design of the study.

No randomization/Observational study

PCR testing for SARS-CoV-2 positivity was made by independent laboratories, unaware of the ongoing study. For the other experiments,
researchers performing the dosage of immune-mediated parameters were blinded during experiments since the allocation of the groups was
post-hoc (glycaemic control was evaluated as the one-year mean of HbA1c at the end of the study).

For flow cytometry analysis, we used the following antibodies: CD4-FITC (#555346, BD biosciences, Clone RPA-T4, 1:100); CD3-PerCP-
Cy5-55A (#552851, Clone SP34-2BD biosciences, 1:10); APC-CD8 (# 555369, Clone RPA-T8, BD biosciences, 1:10); V450- CD69
(#560740, Clone FN50, BD biosciences, 1:100); TNF-!-PE (#554513, Clone Mab11, BD biosciences, 1:500); IL-2 –PE (#554566, Clone
MQ1-17H12, BD biosciences, 1:500); IFN-"-PE (#554701, Clone B27, BD biosciences, 1:500).

For the assessment of neutralization antibody responses, horseradish peroxidase-conjugated RBD (HRP-RBD, Ref S5-30) was supplied
by the kit GenScript SARS-CoV-2 Surrogate Virus Neutralization Test (sVNT) (Cat. No.: L00847-5) and used at the final dilution of 1:50.

All antibodies used in this study have been validated for human specificity and flow cytometry application, as reported on each
specific technical data sheet (FITC Mouse Anti-Human CD4, PerCP Mouse Anti-Human CD3, APC Mouse Anti-Human CD8, V450
Mouse Anti-Human CD69, PE Mouse Anti-Human TNF, PE Rat Anti-Human IL-2, PE Mouse Anti-Human IFN-").




