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We investigated whether Amyloid B -protein (AB ) is generated locally from
amyloid precursor protein (APP) within mitochondria by analyzing the expression patterns of APP and
related molecules in mitochondria separated from human neuroblastoma SH-SY5Y cells and those
expressing Swedish mutant APP. In view of the particularly low expression levels of BACE1, vy
-secretase complex proteins, and B -CTF in mitochondria, we propose that it is unlikely that AR
generation from APP occurs locally within this organelle. On the other hand, abnormalities of the
autophagy-lysosomal pathway (ALP) have been implicated in the pathology of AD. Activation of TFEB
(transcription factor EB), a master regulator of the ALP, leads to ALP facilitation. The present
study sought to clarify whether TFEB-mediated ALP facilitation influences the process of AR
generation in neurons, indicating that TFEB-mediated ALP enhancement appears to have dual, but
opposite, effects on AR production in neurons.
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