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Glycoprotein oligosacchairdes play pivotal roles for regulating glycoprotein quality control
in the endoplasmic reticulum (ER), which contributes to construct higher-ordered structures of
glycoproteins and degradation of misfolded glycoproteins. We have discovered novel
misfolded glycoprotein degradation pathway mediated by ER endomannosidase in the
glycoprotein quality control. We have revealed that this enzyme recognizes GlciManyGlcNAc»-
type misfolded glycoprotein as a substrate through multisite (glycan and hydrophobic patch)
recognition property.

In this study, we developed an ER endomannosidase inhibitor based on multisite recognition
property for glycan and hydrophobic patches. Moreover, we will also carried out development
of an irreversible inhibitor having diazirine group as a protein crosslinker.
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Figure 1. Target compound
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