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Evaluation of serum ubiquitin enzyme as a new biomarker for PML-RARA leukemia
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The ubiquitin-proteasome system (UPS) controls normal protein homeostasis in
cells. Bortezomib, a proteasome inhibitor, time- and dose-dependently decreased cell viability and
induced apoptosis in NB4, an acute promyelocytic leukemia (APL) cell line. We confirmed that UbcH8 is the
E2-conjugating enzyme for a fusion protein PML-RARA. Moreover, UbcH8 abundance was dose-dependently
éncreaseqbin the culture supernatant of bortezomib-treated cells. Meanwhile, ER stress was increased by

ortezomib.
We concluded that Bortezomib impairs the UPS that controls normal protein homeostasis by causing
excessive accumulation of PML-RARA fusion protein, augmenting ER stress and leading to APL cell death.
Furthermore, monitoring of UPS-related enzymes can be used to predict the treatment response to
proteasome inhibitors and assess their therapeutic effects.
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