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Role of dysregulation of zinc-dependent proteostasis signaling in zinc
deficiency

Edamatsu, Hironori
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Expression of constitutively active Hras 3HrasGlZV) under zinc-deficient
conditions led to the activation of caspase-3 and stress-activated MAPKs (JINK and p38MAPK). The
induction of these stress responses depended on the activation of ERK, which is downstream of Ras.
HrasG12V expression induced endoplasmic reticulum (ER) stress, which was further exacerbated by zinc
deficiency to activate JNK and p38MAPK through IREL. In addition, HrasG12V expression upregulated
the expression of a subset of zinc-binding proteins, which appears to dysregulate zinc homeostasis
and proteostasis and to confer vulnerability to zinc deficiency.
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