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A novel therapeutic method for multiple myeloma by comprehensive control of
intracellular protein degradation mechanism
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We succeeded in identifying the target molecule Protein-X in the autophagy
inhibitory activity of azithromycin by affinity purification using FG beads. In addition to
autophagy inhibition by macrolide and proteasome inhibitor, a combination of SAHA having the HDAC6
inhibitory effect resulted in the maximum level of ER stress loading as well as the induction of the

most potent cell-killing effect in myeloma cell lines. These results strongly suggest the existence
of an intracellular network between autophagy, proteasome, and aggresome formation.

Our results indicate that systematically block the linkage between this network by using the
existing drugs can achieve efficient myeloma cell death via ER stress loading, which we describe “

ER-stress loading therapy” .
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