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GABA rho2

Role of GABA receptor rho2 (Gabrr2) and GABA C receptor agonist, TACA, in
osteoclast differentiation.

TAMAMURA, Yoshihiro
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Gabrr2 is a subunit of GABAc receptor that functions as a chloride ion
channel, however its expression and function in osteoclast differentiation are largely unknown. In
this study, we examined the expression and function of Gabrr2 in vitro using bone marrow-derived
primary osteoclasts. Gabrr2 expression was upregulated in parallel with the expression of osteoclast

differentiation marker genes. Retroviral overexpression of Gabrr2 or treatment with its agonist
TACA resulted in the reduction of TRAP staining and the decereased expression of TRAP, Nfatcl and
Cathepsin K. In contrast, treatment with shGabrr2 enhanced expression of these genes. Moreover,
upregulation of Nfatcl by shGabrr2 was blunted by the treatment with calcineurin inhibitor FK506.
Also, Gabrr2 overexpression resulted in the reduction of phospho-lkba after TNF treatment. These
results indicate that Gabrr2 has a inhibitory role for the osteoclast differentiation by inhibiting
calcineurin activity or NFkB signaling.
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