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M ETH O DS Fig.2. BG.APOE4.hAB.hMAPT female mice exposed to MetaIlMetaIIoiq display hypgmetgpolism, AB deposition, and r.educed br.a.in efficiency. Bar grgph %
] illustrating the relative uptake of '8F-FDG (a glucose analog representative of metabolic activity) (A) and '8F-AV45 (Amyloid B deposition) (B) by brain region. El
MODEL-AD humanlzed mouse mOdels (B6JhAPO EBhABhMAPT, Although changes in tracer uptake can be quantified, this analytical approach is limited in its ability to identify specific cognitive regions that show significant
. . . alteration. C. Degree distribution (number of connections), node density, clustering coefficients (number of sub-networks), positive and negative connection §
BGJhAPOE4hABhMAPT) were exposed to AS, Cd, or Pb via drlnklng water at strengths. (D) Community ordered adjacency matrices of '8F-FDG PET for 10mo B6.APOE4.hAB.hMAPT female mice showed different numbers of modules 2
. . depending on metal exposure. The As group showed a higher number of modules, while the Cd group showed a lower number. This suggests that the brain g
human'relevant COncentrathnS (e-g-, 20; 505 and 200 ppma reSpeCtW@lY)- After reorganizes its metabolic networks in response to exposure to metals and metalloids. Data with warmer colors show positive correlations, while cooler colors Cd g
i i i i1 show negative correlations. Whole-network metabolic covariance analysis for 10mo B6.APOE4.hAB.hMAPT female mice derived from thresholded networks (p < g
exposure’ we performed neurOImaglng (PET/CT) tO aSSESS amyIOId B (AB) d@pOSltlon 0.05). (E) From the perspective of absolute path lengths, metal exposure increases the lengths of the shortest paths across all regions relative to controls, -
and neuro-metabolism. Mice were euthanized, pe rfused, and tissues were harvested. thereby reducing metabolic efficiency compared to control animals (F). G Representative LA-ICP-TOF-MS analytical maps (MIMS) for As, Cd, Pb, and biometals.

Brains were hemisected for further analysis. Using covariance analysis and METAL/METALLOID EXPOSURE IN NEURO-METABOLIC FUNCTION AND AB
consensus clustering, we evaluated functional connectivity changes across AD DEPOSITION ACROSS GENDER *

stages by computing whole-brain entropy, degree distribution, nodal connection
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% 3% T o g8 AT %) m = = ] node density, clustering coefficients (number of sub-networks), positive and negative connection strengths. Blue bar = male mice, red = female. (F) Community ordered adjacency matrices of '8F-FDG PET for 4mo B6.APOE3.hAB.hMAPT mice
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highlights the importance of integrating the exposome into the AD field and analyzing its progression with age.
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