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A novel signaling crosstalk between prostaglandin E2 receptors and IGF-1
receptor as a possible molecular target for antitumor therapy
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Using human pancreatic cancer cells BxPC-3, metabolome analyses were
conducted. Compared with IGF-1-treated cells, EP2/EP4 antagonists-pretreated IGF-1-treated cells
caused marked increases of metabolites in glutamate-metabolic pathway and coline- metabolic pathway,

and apparent decreases of metabolites in pentose-phosphate-metabolic pathway. Of these,
gamma-glutamylcyclotransferase (GGCT), which play a role in glutamate-metabolic pathway was further
investigated.

Stable knockdown cells derived from BxPC-3 decreased cell growth rate and exhibited GO/Gl arrest.
Furthermore, susceptibility to IGF-1-induced growth stimulation was also decreased, whereas effects
of EP2/EP4 antagonists on abrogation of IGF-1-induced growth stimulation was diminished.
Interestingly, GGCT overexpression in parental BxPC-3 also induced decrease of cell growth rate and
ERK activation.
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