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METHOD CONCLUSION
* This study included a longitudinal cohort * In cognitively unimpaired older women, higher baseline mtDNA levels—suggestive of increased
of cognitively unimpaired older adults mitochondrial stress—were associated with lower baseline levels of the anti-inflammatory cytokine IL-

with and without MDD (N = 112; see

demographics table below). 10 and with lower Year 3 plasma AB42/AB40 ratios, consistent with reduced anti-inflammatory signaling

and greater cerebral amyloid deposition over time.
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*At Screening Visit
» All participants underwent clinical _ _ _ _
_ i _ evaluation including cognitive testing, * Future studies are needed to elucidate the cellular and molecular mechanisms underlying these
Geriatric Psychiatry and a blood draw for biomarker associations, including the potential contributions of neural cell-derived extracellular vesicle mtDNA
determination. (EV-mtDNA), microglial function, and sex-related differences in neuroimmune regulation.

« Participants were followed annually for
three years (N=80 completed all visits).

« Baseline cc-mtDNA and EV-mtDNA LIMITATIONS
levels were determined using
guantitative polymerase chain reaction.

 Plasma AD biomarkers and cytokines
were determined as previously

* We did not have direct measures of brain amyloid, like PET.
* The extent to which blood plasma brain-derived EV-mtDNA and ccf-mtDNA reflects a neural origin remains to be

described. determined
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