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Calreticulin is a lectin-like molecular chaperone in the endoplasmic reticulum (ER), and
assists folding of glycoproteins. It is believed that misfolded glycoproteins induce ER stress.
In this respect, the utility of ER-chaperones inhibitor on ER stress regulation has been
suggested, while CRT inhibitor had not been reported. Thus, CRT inhibitor might contribute
to ER stress study. Regarding to development of CRT inhibitor, we have reported CRT is a
bifunctional chaperone that the binding ability is altered depends on aglycone
hydrophobicity.

In this study, we synthesized a novel CRT-binding compound (G1M2-EGg-Fmoc) that
glycan (GIM2) and aglycone (Fmoc) are connected with octaethylene glycol (EGg) linker.
The G1M2-EGg-Fmoc showed 1000-fold higher binding ability compared to GIM2 alone by
hybrid binding concept. Furthermore, the G1M2-EGg-Fmoc inhibited chaperone activity of
CRT. These results indicate G1M2-EGg-Fmoc is a novel hybrid binding type CRT inhibitor.
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