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o Age - o0 o Diabetes *N = all randomized partipants. Total 40
and CD4 > 500 - At week 96, there were no significant differences
dementia, cancer or 0 = 0.29 0 = 0.42 R = 0.50 0 = 0.52 b =0.96 0 =0.077 _ d N
o HOMA-IR<2.6 renal impairment 10 - 0.1- between groups in CD4 counts, glomerular filtration
o BMI <30 o Pregnancy. rate CDK-EPI, liver enzymes, and all participants

remained virologically suppressed. More details about
safety are shown in Table 2.

EAA and DNAmMTL changes are shown in figure 2. Median
decreases in EAA were observed in Horvath, Hannum and
PhenoAge clocks, without statistically significant
differences. A trend towards a potential effect on DNAMTL
was observed. Linear mixed models showed a similar
evolution between groups in EAA and DNAmMTL.
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Objectives were to assess metformin safety, changes in
Epigenetic Age Acceleration (EAA) measured by Horvath,
Hannum, PhenoAge, GrimAge, and DNAmMFitAge epigenetic
clocks In whole blood, and changes in blood telomere
length measured by DNA methylation (DNAmMTL) after 96
weeks of follow-up. EAA was defined as the residuals from the
regression of epigenetic age on chronological age. Changes
between treatment groups were analyzed using linear mixed
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models with random intercepts and slopes, and Wilcoxon rank- E Metformin [B] Placebo ° In this pilot trial, metformin treatment for 96 weeks was safe
sum test. ~10~ and well-tolerated in PWH without diabetes. While no trend

Horvath Hannum PhenoAge DNAMFitAge GrimAge DNAMTL favoring metformin was observed across the epigenetic
RESULTS clocks analyzed, the trend in DNAmMTL suggests a

Figure 2. Changes in EAA measurements and DNAMTL after 96 weeks of follow-up . Boxes show medians

and IQRs; whiskers correspond to 10th and 90th percentiles. P-values shown are Wilcoxon rank-sum test. potential positive biological effect, warranting further

40 participants, of whom 35 (17 metformin and 18 placebo)

maintained their randomized treatment until week 960. iInvestigation in larger studies.
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o0 . Table 1. Characteristics of participants.
Clber ‘ IN F EC Idl *N =those who mantained randomized treatment until week 96. Quantitative variables are expressed as medians and interquartile range.
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