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Identification of non-canonical degradation pathway of HIF-1 alpha promoted by
de-ubiqutinating enzyme inhibitor.
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We found that inhibition of de-ubiquitinating enzymes (DUB), which release
ubiquitin (Ub) moieties from Ub chain, promoted a degradation of hypoxia-inducible factor(HIF)-1la
through a unidentified proteasome-independent pathway. We revealed that WP1130, a DUB inhibitor,
activated the p38 MAP kinase pathway and anisomycin, a p38 MAP kinase activator, promoted the
degradation of HIF-1a which accumulated by the proteasome inhibition. These results suggested that
WP1130 activates non-canonical HIF-1la degradation pathway via p38 MAP kinase pathway. We
constructed a series of C-terminal deletion mutants and demonstrated that a region between residues
375 and 600 of HIF-1a is essential for the induction of non-canonical degradation pathway. Study
employing various protease inhibitors including ALLN, a calpain-1 inhibitor, suggested that
calpain-1 inhibitor ALLN-sensitive protease is involved in the WP1130-induced degradation of HIF-1la

accumulated by proteasome-inhibition,
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Identification of non-canonical degradation pathway of HIF-1la promoted by
de-ubiqutinating enzyme inhibitor.
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We found that inhibition of de-ubiquitinating enzymes (DUB), which release ubiquitin (Ub)
moieties from Ub chain, promoted a degradation of hypoxia-inducible factor(HIF)-1la
through a unidentified proteasome-independent pathway. We revealed that WP1130, a
DUB inhibitor, activated the p38 MAP kinase pathway and anisomycin, a p38 MAP kinase
activator, promoted the degradation of HIF-1la which accumulated by the proteasome
inhibition. These results suggested that WP1130 activates non-canonical HIF-1la
degradation pathway via p38 MAP kinase pathway. We constructed a series of C-terminal
deletion mutants and demonstrated that a region between residues 375 and 600 of HIF-1a
is essential for the induction of non-canonical degradation pathway. Study employing
various protease inhibitors including ALLN, a calpain-I inhibitor, suggested that calpain-I
inhibitor ALLN-sensitive protease is involved in the WP1130-induced degradation of
HIF-1a accumulated by proteasome-inhibition,



