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Multidrug resistance is associated with different gene methylation in
people with HIV: a matched cohort study with data from the PRESTIGIO
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Introduction Results

® DNA methylation (DNAm) predicts disease ™ Overall, 54 individuals evaluated (Table 1). ® The top 10 hypermethylated and the top 10
progression, frailty, and mortality in people hypomethylated genes in PWH-4DR reported
with HIV (PWH)[1]. e || e | i |, [
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® Our aim was to investigate DNAm in PWH- '~ 3 DPY19L2P5 pseudogene
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cytosines distributed throughout all chrs, with
. . . a notable enrichment in chr 19 (Figure 1). ® Enrichment  analysis of differentially
Genome-wide methylation patterns were T methylated genes highlighted two pathways:
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determined by reduced representation  BSew v memisies ey estrogen response early and
bisulfite sequencing from peripheral blood ‘serine/threonine kinases’ (Figure 2)

mononuclear cells.
» ‘Serine/threonine kinases’ pathway was

confirmed also in the analysis with
hypomethyated genes only, suggesting a
possible upregulation of the genes in the
pathway in PWH-4DR.
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® Differential DNAm evaluated on cytosines
covered by 210 reads in 210 PWH for each
group: bases with a minimum difference of
25% in medium methylation and a false
discovery rate <0.01 were identified as
differentially methylated.

2e-05

Conclusion
® The number of significant cytosines per
chromosomes (chrs) and genes were ® Even when HIV replication is controlled by

normalized according to chr and gene length, _ _ ART, multidrug resistance is associated with

respectively. a different DNAm, a proxy for different gene
® Enrichment analysis was performed for genes III I I expression.

with 210 differentially methylated cytosines in i i i

DNAm might play a role in the high
inflammation and disease burden observed in
the fragile population with 4DR.

number of differentially methylated cytosines normalized for chr length

absolute count and 20.005 after normalization
for gene length.
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