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Targeting Cytoglobin gene regulation as a promising strategy for treatment of
liver fibrosis

SATO-MATSUBARA, Misako

3,600,000

CYGB
HSC CYGB

FGF2 CYGB FGF2 CYGB
FGF2 CYcB

Cytoglobin (CYGB) belongs to the mammalian globin family and is primarily
localized in fibroblastic cells of various organs, including hepatic stellate cells (HSCs). In
addition to its gas-binding ability, CYGB ma¥ be relevant for organ fibrosis and cancer due to its
anti-oxidative properties; however, the regulation of CYGB gene expression remains unknown. We
report fibroblast growth factor 2 SFGFZ as a key factor for CYGB induction in human HSCs through
JNK signaling. ChIP analyses revealed the augmented binding of phospho-c-JUN to its consensus motif
in the CYGB promoter, upon FGF2 stimulation. Additionally, FGF2 induced a quiescence-like phenotype
of HSCs partly via the ERK pathway. In bile duct-ligated mice, FGF2 administration ameliorated liver

fibrosis and significantly reduced activated HSCs. In conclusion, FGF2 triggers CYGB gene
expression and deactivation of myofibroblastic human HSCs, indicating its therapeutic potential for

treating liver fibrosis.
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