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Bezisterim Decreases Biological Age Acceleration in Alzheimer’s Disease

Aging is associated with epigenetic changes in DNA methylation and gene expression, and diseases of
aging show both stochastic changes associated with normal aging, as well as causal changes associated
with diseases of aging. Bezisterim is an anti-inflammatory insulin sensitizer with a good safety profile
to date that is in clinical development for neurodegenerative diseases including Alzheimer’s,
Parkinson’s and Long Covid. Bezisterim showed epigenetic changes relating to biological age and
clinical biomarker changes in a placebo-controlled study (Front Neurosci 19 1516745). Further analyses
of multiple epigenetic clocks indicated that bezisterim decreased epigenetic age acceleration (EAA) as
quantified by multiple epigenetic clocks quantifying the normal aging process (Stochastic.Zhang.EAA,
Stochastic.Horvath.EAA, Stochastic.PhenoAge.EAA, SystemsAge.EAA, Heart.EAA), as well as age
acceleration in epigenetic clocks associated with damage from diseases of aging (PCGrimAge.EAA,
DamAge.EAA, IntrinClock.EAA). By studying the changes in DNA methylation of promoter regions of
genes with significant changes in subjects treated with bezisterim, compared to placebo subjects, it
may be possible to gain insight into pathways related to diseases of aging, and biomarkers to guide
therapeutic assessments. In addition, the stochastic clocks suggest that bezisterim may improve
healthspan for normal aging.
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