
Supplemental Figures legends 

Supplemental Figure 1. PCA plot of controls and COVID-19 patients at baseline for 750874 

CpG sites. Representation by COVID-19 (red dots) and controls (blue dots) is shown, and the 

proportion of variance is explained by each PC (PC1 and PC2). 

Supplemental Figure 2. Representation of the Akaike Information Criterion (AIC) for the 

comparison of different linear models tested to determine the best model suitable for the 

analysis. Every letter corresponds to a different tested model: (A) None=no covariates. A= Age. 

B=Ethnicity. C=Age, ethnicity. D=Age, ethnicity, the proportion of CD8 T cells, CD4 T cells, and 

B cells. E=Age, the proportion of CD8 T cells, CD4 T cells, and B cells. F=The proportion of CD8 

T cells, CD4 T cells, and B cells. G= The proportion of CD8 T cells and CD4 T cells. H= The 

proportion of CD8 T cells. I= The proportion of B cells. J= The proportion of CD4 T cells. (B). 

Different letters correspond to a different tested model: None= CpG methylation ~ 

Dead/recovered, A= CpG methylation ~ Dead/recovered + Age, B= CpG methylation ~ 

Dead/recovered + Age + MV days, C= CpG methylation ~ Dead/recovered + Age + MV days + 

Gender, D= CpG methylation ~ Dead/recovered + Age + MV days + Gender + ICU stay, E= CpG 

methylation ~ Dead/recovered + Age + MV days + Gender + ICU LoS + ECMO, J= CpG 

methylation ~ Dead/recovered + Age + MV days + Gender + ICU LoS + ECMO + Nosocomial 

infections, K= CpG methylation ~ Dead/recovered + Age + MV days + ICU LoS + ECMO, L= 

CpG methylation ~ Dead/recovered + ICU LoS + ECMO, M= CpG methylation ~ Dead/recovered 

+ Age + ICU LoS, G= CpG methylation ~ Dead/recovered + Age + ICU stay + ECMO, H= CpG 

methylation ~ Dead/recovered + Age + MV days + ICU LoS + ECMO + Nosocomial infections, 

I= CpG methylation ~ Dead/recovered + Age + MV days + Gender + ECMO.  



Supplemental Figure E3: Miami plot from the genome-wide differential methylation 

between COVID-19 and controls. The plot shows the result of the COVID-19 severity 

association test over 750874 CpG positions. The red line designates the genome-wide significance 

threshold of a Benjamini-Hochberg corrected P-value < 0.05. Green dots represent significantly 

different CpGs from the previously reported genes associated with COVID-19(1-7). The upper panel 

represents hypermethylated CpGs, while the lower panel represents hypomethylated CpGs. 
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