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ER stress intoroduce an innovative therapy for metastatic breast cancer.
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As ubiquitinated (Ub) proteins are concentrated at the aggresome upon
proteasome failure, we focused on the microtubule as the scaffold of this transport pathway for
aggresome formation. Treatment of metastatic breast cancer cell lines with a proteasome inhibitor
bortezomib (BZ) resulted in induction of aggresome in a perinuclear lesion. Vinorelbine (VNR), which

inhibits microtubule polymerization, more effectively squressed BZ-induced aggresome formation
than paclitaxel (PTX), which stabilizes microtubules. Combined treatment using BZ and VNR, but not
PTX, enhanced apoptosis induction along with pronounced ER stress. The addition of azithromycin to
block autophagy flux in the BZ plus VNR-containing cell culture further enhanced the cytotoxicity.
These data suggest that suppression of BZ-induced aggresome formation using an inhibitory drug such
as VNR for microtubule polymerization is a novel strategy for metastatic breast cancer therapy.
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proteasome, and autophagy potentiates ER stress
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Targeting bortezomib-induced
aggresome formation using vinorelbine enhances
the cytotoxic effect along with ER-stress loading
in breast cancer cel lines. 177
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. Targeting aggresome
formation enhances ER-stress mediated cell
death in myeloma cells. 76
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Simultaneous targeting aggresome  proteasome,
and autophagy potentiates ER-stress mediated
cell death in myeloma cells. 73
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