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Identification of genes involved in the lysosomal degradation of aberrant
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Misfolded membrane proteins in the endoplasmic reticulum (ER) can cause a
variety of diseases. Since they are toxic, they are removed by selective degradation systems in the
ER. In addition to the proteasome-dependent ERAD pathway, there is also a lysosome-dependent pathway

for selective degradation of misfolded membrane proteins in the ER, but the detailed molecular
mechanism of the lysosome pathway has not been clarified. In the present study, we have revealed the
existence of a novel proteolytic pathway in which misfolded membrane proteins are selectively
recognized by the adaptor protein TOLLIP, leading to lysosomal degradation. | have also elucidated
the detailed molecular mechanism of this pathway, including the substrate recognition mechanism and
the transport mechanism to lysosomes.
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