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and withdrawal would affect CRH signaling. Adult male C57BL/6) mice received four withdrawal
ethanol treatment sessions or a social defeat and withdrawal ethanol treatment at the end of the
week. Then, mice were killed and the CRH-receptor (CRHR)-1, CRHR-2, or CRH-binding protein (CRH-
BP) messenger RNA (mRNA) in the mPFC, NAc, and other brain regions was determined using real-
time PCR. In the mPFC, ethanol and social defeat increased CRHR-2, CRH-BP, and CRHR-2 mRNA at 1
month, but CRHR-1 mRNA remained elevated 2 weeks after the treatment. In the NAc, ethanol and
social defeat increased CRHR-2, CRHR-1, CRH-BP, and CRHR-2 mRNA at 1 month. These changes
persisted for a month after the treatment in the mPFC and 3 weeks in the NAc. Although ethanol-
withdrawn mice showed higher CRHR-1 mRNA, CRHR-2 mRNA remained high, suggesting the
possibility of cross-talk between CRHRs and neurotransmitter systems. In the hippocampus, CRH
signaling remained unchanged. These results reveal the prolonged effects of ethanol and social
defeat on CRHRs and suggest that CRH signaling in the mPFC and the NAc may play a role in
enduring social anxiety produced by psychosocial
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