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 Proteomic analyses have identified many pathways impacted in « Linear mixed-models evaluated the interaction between treatment x MMSE slope on relative abundance of each
Alzheimer’s disease target protein while controlling for age, sex, education, and baseline BD-pTau-217
« |dentified proteins were used to create multivariable signature of treatment response and then baseline and follow-
« Little is known about how amyloid targeting therapies (ATTs) impact up abundance were used to predict MMSE slope and compared to actual MMSE slope
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Collect blood at infusion visits 1 ﬁ | - MMSE predicted by a proteomic signature made up of all significant proteins from the middle panel and actual MMSE using baseline and follow-up
every 4 weeks to measure to / Add 15-20 minutes of research protein abundance

» Baseline abundance of proteins was compared between those who developed ARIA-E and those who did not while
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controlling for age, sex, ATT agent, and ApoE genotype

DNA collection at Cognitive testing using mobile cognitive
baseline, including assessment platform (mCAPP) performed twice » ARIArisk signature created by combining these proteins and ApoE genotype and compared in those who did and
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Diagnosis * ARIA-E identified on clinical 1 22
MCl 81(68.1%) 62 (66.0%) 19 (76.0%) surveillance MRIs 1 3 5 1
Mild Dementia 38 (31.9%) 32 (34.0%) 6(24.0%) ¢ L SpeeFrm e [ L | —_—
Education, years 16.6 (2.6) 16.5(2.5) 18.9(2.9) . . * ° K
MMSE 242(35) 242(36) usze ¢ For participants with at least 6 . . — s | E?
Baseline BD-pTau-217, pg/uL 128(07) 128(07) 129(0.7) months of longitudinal MMSE data 0 0 dEl —— . 0 ——
ABSE Sonctms available post-treatment, slope of 0 1 2
Non-Carrier 40(336%) 36 (363%) 4(16.0%) p : , Slop log2fold change No ARIA-E ARIA-E No ARIA-E ARIA-E
Heterazygote 72(605%)  54(574%)  18(720%) MMSE change during treatment
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Donanemab 51(429%)  35(372%)  16(64.0%) regression Figure 2. Left: Differentialabundance analysis comparing baseline levels in those who develop ARIA-E versus those who do not. Proteins surviving FDR
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Linear mixed-models used to compare effects of interest on relative
abundance of each target protein while controlling for age, sex, and
random effect of participant

. « Alterations in protein levels within the first 3 months of ATT predict both cognitive outcomes and ARIA risk
Minimum log2-fold change of 0.25 and FDR-corrected p < 0.05 were . . ",
considered significant +_These proteins are largely unique from traditional AD molecular markers of pathology
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