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elucidation for the mechanism of anti-mitogenic action

Mitsui, Tetsuo

3,600,000

E2 E2
E2

E2 Gpr30 Gl IGF-1 PRL E2
E2 E2 PRL
genomic 61 E2

Gpr30

Estrogen binds to nuclear estrogen receptors (ERs) to modulate transcription
of target genes in estrogen-responsive cells. However, recent studies have shown that estrogen also
binds to cytoplasmic membrane ERs to modulate protein kinase signaling cascades, leading to

non-genomic actions. We investigated whether either nuclear or membrane ERs, including G
protein-coupled receptor 30 (Gpr30), mediate the inhibitory action of estrogen on insulin-like
growth factor-1 (IGF-1)-induced proliferation of pituitary lactotrophs in primary culture.
Activation of Gpr30 by its agonist G-1 inhibited IGF-1-induced proliferation in a dose-dependent
manner, but it had little effect on modulation of mRNA expression of estrogen-responsive genes.
Here, we demonstrate that E2 inhibition of lactotroph proliferation is due to nuclear ER-mediated
genomic action. Our results suggest that activation of Gpr30 mimics, but does not mediate, the
anti-proliferative action of E2 on lactotrophs.
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