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Functional role of PPP3CB in neuroblastoma and potential anti-tumor effect of
calcineurin inhibitor on neuroblastoma

LI, YUANYUAN

3,200,000

PPP3CB
PPP3CB T
NFAT Akt MAPK
PPP3CB NFAT
PPP3CB

PPP3CB is the catalytic subunit of calcineurin, a calcium-dependent
serine/threonine phosphatase. In this study we found that overexpression of wildtype PPP3CB or
constitutively active PPP3CB mutant (PPP3CBmut) identified from a neuroblastoma (NB) tumor promoted
cell growth in NB cells. PPP3CB and PPP3CBmut activated nuclear factor of activated T-cells (NFAT)2
/NFATA transcription factors, Akt and MAPK signaling, resulting in the increase in the expressions
of c-Myc, MYCN and B -catenin. Treatment with calcineurin inhibitors (Cals) suppressed cell
proliferation and induced apoptotic cell death in several NB cell lines. Expression of PPP3CB along
with those of c-Myc, MYCN and [ -catenin was decreased in response to Cals. Our findings demonstrate

that PPP3CB contributes to the aggressive behavior of NB tumors and Cals have a strong anti-tumor
activity in vitro by targeting PPP3CB, suggesting that inhibition of calcineurin activity might have
therapeutic potential for high-risk NBs.
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