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[Abstract] Objective: To investigate the long—term effects of neonatal isolation (NI) on behavior and expression of
serotonin reuptake transporter (5—HTT) in adult rats. Methods: Sprague—Dawley pup was isolated from dam, nest and
littermates daily for 4 hours from post-natal day (PND) 2 to PND14 (NI) or undisturbed (non—handled, NH), and subjected
to behavioral sessions for open—field test, elevated plus maze test and forced swim at 12 weeks after birth. The contents of
adrenocorticotrophic hormone (ACTH) and corticosterone (Cort) in plasma were examined, as well as the contents of
serotonin (5-HT) in the hippocampus and hypothalamus by Enzyme-linked immunosorbent assay. 5S-HTT mRNA levels in
the dorsal raphe nucleus were observed in situ hybridization. Results: Total entries and percent of entries to open arms of
elevated plus maze decreased and immobility duration in swim test increased in NI rats compared with NH rats  (P<0.05).
Compared with NH rats, the contents of plasma ACTH and Cort increased while the hippocampus contents of 5-HT
decreased and the raphe expression of 5-HTT mRNA increased in NI rats (P<0.05). Conclusion: The results suggest that
NI may result in the development of depression—/anxiety-like behaviors in adult rats, in which the long—term alterations in
hypothalamic—pituitary—adrenal axis and 5—HTergic neurotransmission may take a role.
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