#rzk C-19
HERARBERDEHRRRRBREE

Rk 224 6 H 12 HELE

MEFER - Amase (B)

MEHM : 2007~20009

FEEES 19390252

WEEEERL (FO3X)  Metastin/Kisspeptin ORERE, R AEFEMERE K B3 2 BF%E

WIFRiERES (EX) Study for physiological function of metastin/kisspeptinwith special

reference to reproduction.
MERERSE
FE &8 (INOUE KINJI)
BEKRE - BIFMEFR - &8
MZEEZES : 50091963

FRFEOWE (F130) : A X AT UIF AT F o OABERE, FRIC AT RERIE ~DfE 2
Hff L CTHIER T30 bivlz, Fx OB LFRI 72280 6 A Z 2T 3RO Fiig R = )8
FEZ (AVPV) & FoRE%E (Arc) OFFREMIACHEA S, AVPV TIE= X ha 7 OEDHIHE, Arc

TIEHADHEZZITTND Z LRI SNTR>TWD, £ LT, MIZHWTIE GnRH ##% &/t LT
LH O % — 0 ZARD G5 AR U, HEINPHERGIZ 0 D & B 2 b TV S, AIFFETIIZ D
A Y AF L DEBIT D HREFEGFEW LT E I LICR Lz, £72, ZhboREEE
TICE DAL AF U BAGTORBIFIEZ MR L7z, —JF7. AZ AF I LD GnRH fE Ol IR
IE BT 7R o TR T2y SERII b PRI FIEIC LD | BUR T OEFEERSAIZB N T A
# ZF L GnRH MEBBICHET S 2 LW LML, A X AF U IZERKRETHICHEVT GnRH
MIEAZFIE L TN D Z ENRBENTZ, —TJ7, AZAF VIR ABBIIL DL oWE LTI A
SN, FOERIXFT D ITIIMRE STV, SEl, A X AF URFEL2 O AFIBIC
EH LT, ¥ 7 siEsn 1 ERK1/2 #1EMHb T2 2 L2 LT Lz, ZOERIZA X
AF KK GPRb4 OFBLEFARE T2, F7o, A X AF IR AMBLOEEIELT AR b —
AN R B 2 T2 o To DN AR DS AU O SEBRE A P95 2 & A B BT
L7,

TS OBEE (330) -

We previously found that metastin/kisspeptin is produced in anteroventral periventricular
nucleus(AVPV) and arcuate nucleus(Arc.) in the hypothalamus. It is also revealed that
metastin gene (kiss-1) expression in AVPV is positively and Arc is negatively regulated by
estrogen and may be involved in ovulation and gonadal development through the surge or
pulse mode release of GnRH/LH._In this study we found a clock gene which regulates
metastin gene expression. The clock gene (Dbp) shows not only additive effects with E2 and
it's nuclear receptor ERa on the expression of metastin, but correlation of spatio-temporal
expression pattern between Dbp and metastin. These results strongly suggest Dbp is key
regulator, which set a time of LH surge.

In this study we also performed immunocytochemical study for metastin and GnRH neurons



and found that metastin and GnRH nerve fibers closely contacted at median eminence, which

strongly suggest that metastin may regulate GnRH neurons in median eminence. On the other

hand, metastin is found as a peptide which suppresses metastasis of cancer cells however,

the effect of metastin on metastasis is not well studied. In this study we found that metastin

activates ERK1/2 gene in many kind of cancer cells. We also found that metastin has no effect

on the cancer cell proliferation and apoptosis however, it inhibited migration of a mammary

carcinoma and a lung carcinoma cells.
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