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Mitochondrial dysfunction is implicated in the neurodegeneration in Alzheimer’ s
disease. Accumulation of amyloid B protein (AB ) in mitochondria is suggested to be responsible for
mitochondrial dysfunction. Then, we investigated processing of amyloid precursor protein (APP) in
mitochondria in vitro studies.

Microsome and crude mitochondria fractions were obtained from human neuroblastoma SH-SY5Y cells
overexpressing Swedish mutant APP by homogenization and centrifugation. By Western blot analysis.
components of y -secretase complex were similarly recovered in microsome and crude mitochondria
fractions, and BACE1 was enriched in microsome fraction. After iodixanol gradient fractionation,

y -secretase complex components were recovered mainly in lysosome-enriched fractions. Taking these
findings into consideration, it is unlikely that AR is generated from APP locally in mitochondria.
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