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Sample size was chosen based on bio-repository or public data repository availability based on specified inclusion/ exclusion criteria

BLSA and ROS participants from the autopsy program that could not be classified as having a clinical diagnosis of AD/ MCI during life and AD
path at autopsy were excluded from the AD group. Participants that could not be classified as cognitively normal during life and free of AD
pathology at death were excluded from the AD group. Participants that could not be classified as cognitively normal during life and having AD
pathology at death were excluded from the ASY group.

GEO data for AD and CN samples that did not include AD cases and at least one of the specific brain regions included in the study (ERC,
hippocampus, visual cortex) were excluded. GEO data for PD and CN samples that did not include PD cases and at least one of the specific
brain regions included in the study (substantia nigra) were excluded.

We explored associations between brain tissue metabolites and disease status and AD pathology in two distinct study populations that differ
across demographic and biologic characteristics. We pooled data across both cohorts and only reported converging results which suggest
that findings replicate across cohorts and likely reflect fundamental features of AD pathogenesis.

Participants were not randomized to disease groups. In BLSA and ROS, disease groups were determined based on cognitive and pathology
criteria. Disease group for participants included in GEO data were determined based on ADRC/ADC/ Brain Bank criteria.

Investigators were not blinded to disease status however, disease status was not determined solely by investigators and was determined by a
consensus diagnosis conference.




