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Orthovanadate stimulates cAMP phosphodiesterase 3 activity
in isolated rat hepatocytes through mitogen-activated protein kinase
activation dependent on cAMP-dependent protein kinase
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ABSTRACT : Orthovanadate (vanadate) as well as insulin stimulated phosphodiesterase 3 (PDE3)
in the particulate fraction of rat hepatocytes. The vanadate-induced activations of PDE3 and
mitogen-activated protein kinase (MAPK) were inhibited by H-89 and PD98059, suggesting
that the MAPK activation via cAMP-dependent protein kinase (PKA) and MAPK kinase is
involved in the vanadate action. On the other hand, the insulin-induced activations of PDE3 and
Akt were inhibited by wortmannin, suggesting involvement of the Akt activation via
phosphatidylinositol 3-kinase (PI3K) in the insulin action. The vanadate-induced activations of
PKA and PDE3 were inhibited in part by propranolol or genistein, suggesting that vanadate may
exert its actions via dual signaling pathways of beta-adrenergic receptors and receptor tyrosine
kinases of growth factors. Vanadate, in contrast to insulin, did not promote the phosphorylation
of insulin receptor substrate-1. The vanadate-induced increase in the phosphorylation of a main
isoform of MAPKSs, p44 protein, was detected by immunoblotting migration patterns of SDS-
PAGE. A partially purified PDE3 activity was increased by addition of MAPK or Akt to the
reaction mixture, suggesting that MAPK as well as Akt acts upstream of PDE3. The activation of
PDE3 by insulin was independent of a transient increase in the MAPK activity, probably due to
the dephosphorylated inactivation mediated by the induced activation of MAPK phosphatases
(MKPs). Vanadate did not affect the MKP activity. These results indicate that vanadate stimulates
the particulate PDE3 activity by activating mainly p44 MAPK via a PKA-dependent process,
and that it differs from insulin with regard to a phosphorylation cascade of PDE3 activation.
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