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Note that full information on the approval of the study protocol must also be provided in the manuscript.

This study included whole blood samples of 407 COVID-19 patients collected from fourteen hospitals in Spain (EBioMedicine 66, 103339
(2021)), six COVID-19 patients from Bernardes et al’s longitudinal cohort in Germany (Immunity 53, 1296-1314.e9 (2020)) and 232 healthy
individuals from previous studies with well-characterized populations (PLoS Genet. 16, e1009035 (2020); Epigenetics 13, 1056-1071 (2018);
Transl Psychiatry 9, 118 (2019); Front Genet 10, 1188 (2019); Epigenetics 14, 341-351 (2019)). The sample size provided robust statistical
power in the group comparison using correlation test and t-test.

No data were excluded.

This is a comparative study in patient cohorts. The large sample size with replicating analysis using multiple epigenetic clocks may provide
robust evidence as replicating measurement does.

The subjects were grouped into three groups according to their illness and infection status: healthy individuals, non-severe COVID-19 and
severe COVID-19 patients. Age and sex were matched between the COVID-19 and healthy groups.

The investigators were blinded to group allocation in the primary analysis, while they were not blinded in the replicating analysis and results
interpretation.

The included COVID-19 patients did not present the risk factors of comorbidities, and the healthy individuals and COVID-19
patients did not present significant differences in age and gender.

Patients were eligible if they did not present the risk factors of comorbidities (obesity with a BMI 30, diabetes, hypertension,
autoimmune disorders, and chronic cardiovascular or lung diseases). The whole blood samples of healthy individuals were
collected before 2019 to ensure they had never been exposed to SARS-CoV-2.

The protocol of this study was approved by the institutional ethics review board of Josep Carreras Leukaemia Research
Institute. Written informed consent was obtained from all participants. We conducted this study in compliance with the
principles of the Declaration of Helsinki.




