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SPECULATION ON PATHOPHYSIOLOGICAL ROLE OF
CRF IN BULIMIA NERVOSA : MECHANISM OF TAIL
PINCH STRESS-INDUCED FOOD INTAKE IN RATS.

Tamotsu Shibasaki”, Keiko Arai”, Mari Hotta”
Nippon Medicai School, Department of Physiology”,
Tokyo Women's Medical School, Department of Medicine”

[Purpose] CRF(corticotropin-releasing factor) is thought to be involved in pathophysiclogy of anorexia
nervosa. However, since the pathophysiological role of CRF in ancorexia bulimia (BN) is unknown, we
aimed to speculate on the role of CRF in BN by clarifying the mechanism of tail pinch (TP)-induced
food intake in rats.

[Method] Male Wistar rats weighing 180 g were used for this study.

[Resuits] A 1-min period of TP significantly increased food intake for 30 min after TP, and this in-
crease was blocked by ip injection of selective CRF receptor typel (CRFR1) antagonist. ICV injection
of CRF significantly increased food intake at doses of 2 and 10ng. TP-induced or 2ng CRF-induced
food intake was inhibited by naloxone, an opioid receptor antagonist, or pimozide, a dopamine D2 re-
ceptor antagonist.

[Conclusion] These results indicate that CRF-CRFRI1 is involved in the mechanism of TP-induced food
intake, and that opioid receptor and dopamine D2 receptor are also involved in the mechanism. Tt is
therefore suggested that CRF may be involved in the pathophysiology of binge eating in patients with
BN, who are under pychological stress.
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LEPTIN REGULATION OF REPRODUCTIVE FUNCTION:
STUDIES WITH TRANSGENIC SKINNY MICE
OVEREXPRESSING LEPTIN.

Yoshthiro Ogawa
Department of Medicine and Clinical Science, Kyoto University Graduate School of Medicine

Excess or loss of body fat can bhe associated with infertility, suggesting that adequate fat mass is
essential for proper reproductive function. Leptin is an adipocyte-derived hormone that is involved in
the regulation of food intake and energy expenditure, and its synthesis and secretion are markedly in-
creased in obesity. Short-term administration of leptin accelerates the onset of puberty in normal mice
and corrects the sterility of leptin-deficient ob/ob mice. These findings suggesi a role for leptin as an
endocrine signal between fat depots and the reproductive axis, but the effect of hyperleptinemia on the
initiation and maintenance of reproductive function has not been elucidated. To address this issue, we
examined the reproductive phenotypes of female transgenic skinny mice with elevated plasma leptin
concentrations comparable to those in obese subjects. With no apparent adipose tissue, female
transgenic skinny mice exhibit accelerated puberty and intact fertility at vounger ages followed by
successful delivery of healthy pups. However, at older ages, they develop hypothalamic hypogonadism
characterized by prolonged menstrual cycles, atrophic ovary, reduced hypothalamic gonadotropin re-
leasing hormone contents, and poor pituitary luteinizing hormone secretion. This study has demon-
strated for the first time to our knowledge that accelerated puberty and late-onset hypothalamic
hypogonadism are associated with chronic hyperleptinemia, thereby leading to a better understanding
of the pathophysiological and therapeutic implication of leptin.
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