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model comparison. We adjusted models for age and sex and FDR-corrected multiple

comparisons.

Result: Participants with better aerobic capacity (VO2max) had lower BG-PVS volumes

(Figure2a) andbetter global cognitiveperformance. ThosewithhigherMTL tauburden

hadworse verbalmemory (Figure 2b).We found no evidence of a relationship between

physical fitness and Alzheimer’s markers, plasticity-related markers, or hippocampal

volume. Moderation analysis revealed that physical fitness did not moderate the

relationship between MTL tau burden and verbal memory, but model comparison

revealed weak evidence for CR againstMTL tau.

Conclusion:Wedemonstrated that aerobic fitness is related to lowerBG-PVS volumes

in old age and showed that aerobic fitness tends to act as CR proxy against MTL

tau pathology. Aerobic fitness may help maintain cerebrovascular and glymphatic

dysfunction in old age, therebymitigating cognitive decline.
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