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Study on the development of pharmacological chaperones for Golgi endo-a-mannosidase
(Department of Science and Technology, Seikei University) OShotaro Ikai, Taiki Kuribara,
Kiichiro Totani

Golgi endo-a-mannosidase is currently known as the only endo-acting enzyme for the N-
glycoprotein transformation pathway that catalyzes the cleavage of internal glycans and
releases the Glcal-3Man from GlciManyGIlcNAc,-protein.

The relationship between mutations in the MANEA gene encoding this enzyme and diseases
are becoming clearer. However, pharmacological chaperones to modify or stabilize the
structure of this enzyme and avoid its degradation has not been reported. In this study, we
examined development of a pharmacological chaperone for this enzyme mimicking the Glcal-
3Man structure. The target ligand is characterized by a Pr group at the Gle-3 position and
deoxygenation at the Man-1 position. The Pr group regulates glycosidase resistance and
inhibitory activity, while the deoxygenation contributes to the regulation of inhibitory activity
and the compound stability.
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