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Liver is central to metabolism and health
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SLD is a growing public health concern

cdc.gov

2022 Adult Obesity Prevalence

SLD:
Obesity: 30-90%
Severe Obesity: >90%



NAFLD is a spectrum of liver pathologies
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New Nomenclature: MASLD

Adapted from Rinella et al. Hepatology 2023
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Common Features of MASLD and Alzheimer’s Disease

• Obesity
• T2D
• HTN
• Dyslipidemia
• Metabolic Syndrome (MetS)

• Obesity
• T2D
• HTN
• Dyslipidemia
• Liver manifestation of MetS

AD Risk FactorsMASLD Comorbidities

High hereditability:
*Numerous shared risk genes between NAFLD/MASLD and AD



APOE genetic associations with AD and NAFLD/MASLD

Palmer et al. Hum Mol Genet 2021



AD GWAS risk loci with liver metabolic functions

APOE
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Bellenguez et al. Nat Genet 54, 412–436 (2022)
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Network of genes common to AD and NAFLD

Carbohydrate metabolism

Lipid metabolism

Karbalaei et al. Gastro Hepatol Bed Bench 2018

Immune/Inflammation



Does MASLD directly increase risk of AD?

• Aβ is produced in normal brain but accumulates in AD

• Aβ passes through BBB to peripheral circulation; cleared by liver, kidneys

• MASLD may inhibit peripheral clearance and contribute to neural accumulation

Estrada et al., Front. Aging Neurosci., 2019



Neurotoxic proteins accumulate decades before dementia

Sperling et al. Alz Dement. 2011
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