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This study aims to establish a therapeutic strategy for "aggregate
deposition diseases" commonly characterized by the accumulation of protein aggregates. This research
was developed based on our previous finding that the endoplasmic reticulum (ER) membrane
microenvironment has the ability to prevent protein aggregate formation and that the ER
transmembrane protein CLN6, whose function is unknown, is the molecular entity of the ER-driven
anti-aggregate activity. We here show that (1) mutations in the CLN6 gene limit CLN6' s
anti-aggregate activity, but not in an "all-or-nothing” manner, (2) functional interference between
CLN6 mutants can abrogate CLN6’ s anti-aggregate activity, and (3) CLN6' s luminal tail would be
spatially restricted, ensuring that wild-type CLN6 exert its anti-aggregate activity.
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