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Functional analysis of AMD related serine protease HtrAl
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Age-related macular degeneration (AMD) is a leading cause of blindness in
the elderly.SNPs(Single nucleotide polymorphisms) of HtrAl gene, which encodes a secreted serine
protease, are strongly linked to the development of AMD and increase the HtrAl expression level. We
identified Clusterin (CLU) as a substrate of HtrAl protease. It was reported that CLU transferred to

the cytoplasm by ER-reflux and promoted autophagy under stress conditions. We found that HtrAl
enhanced autophagy and increased resistance to cell death by degrading or refolding of aggregated
CLU and increasing the amount of CLU transferred to the cytoplasm under stress conditions. In the
future, it is necessary to elucidate why enhancing of autophagy by HtrAl leads to AMD.
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chaperon- and receptormediated extracellular protein degeneration
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