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mg/kg kB & L, DESHHHIET K b—¥ 23
WYEH O Y =2 Th % 100 ng/kg KB X V20
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3.3 THRMN=YAWHERTDFEH

DES 2 & o THHES N2 KT 7 K +
— Y ADGF M E T 572012, Fas, FasL
B &L U Bcl2, Bax I22W THRUEMMILENIZZ
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DFFEIEEARET 2L LB, F=AT4 I
X B IR ROVERI B % M7 % 729, Fas,

FasL $ & U8 Bcl-2, Bax OFBLCH LT Ssigiilisk
LM HRES L7246 5, Fas 13 mg/kg A % 8
¥ &9 LG EE DES 85 0B 60 X 2l %
BRI, BRI T 28R S, PE
FTAHOOBMLE LTHWTWD I LAVRE S
72c —77, Bax \3MEiEEE DES #4512 & 2 i 5E
MR D 7 AR b — Y AMIAICHREB L T
Lt PSRRI X % AN sE
WEAIB G LT B AT REMEAVRIE Stz F 72,
SZATA VIiEBax ORBICKBELEE 5L
12k ), DESIC& 27 F b — ¥ A3
L CHIBIRIR 2R LT B THEMAVRIZ S N7z

CDE) BT A b ay AR & RO NS BIRELY
HOWEBHP LA L OT Y ZREERNTHHDRD
PEPEEELZMETH 255, SHEOFER TN
ET BT ENTERDPo 2105 ROBRMHLE
THhkdo

Wethlc, AWFEZRITTA1d72Y, HERHF
RO A WY T LAl R - ESCUREUY B
SUBIREMICOE ) BB L E T ek, )t
WD % D ZHEE BH YL EIFET.
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Preventive Effect of Genistein on Diethylstilbestrol Induced Spermatogenic
Cell Apoptosis

Masashi Shin

(Department of Histology and Cell Biology, Nagasaki University Graduate School of Biomedical Sciences)

To understand the effect of diethylstilbestrol (DES) and genistein (GE) on mammalian
spermatogenesis, we investigated the effect of wide ranges of DES on spermatogenic cell
apoptosis in adult mice testis and whether GE prevents the effect of DES on germ cell
apoptosis or not. Mice were subcutaneously administered DES or GE or mixture of GE and
DES at various doses every 5 days and killed 20 days after the first injection. The testes
were fixed in 4% paraformaldehyde in PBS and embedded in paraffin. The frequency of
germ cell apoptosis was determined by terminal deoxynucleotidyl transferase-mediated
dUTP nick end-labeling (TUNEL) staining and shown as the number of TUNEL-positive
cells per seminiferous tubule in each experimental group. As a result, in the DES-injected
groups, the number of TUNEL positive germ cells was increased and had two peaks at
doses of 100 ng/kg body weight (bw) and 20 mg/kg bw. On the other hand, the number of
TUNEL positive cells did not increase in 100 ng/kg bw of DES with 1 or 3 mg/kg bw of GE
injected groups as compared to control group. It was suggested that GE might prevent
germ cell apoptosis induced by low dose of DES. For analyzing the molecular mechanism of
germ cell apoptosis induced by DES and preventive effect by GE, the expression of Fas/Fas
ligand (FasL) and Bcl-2/Bax were examined by immunohistochemistry. As a result, Fas
was expressed in germ cells of high doses of DES injected mice testes, but it was not
expressed in germ cells at control and low dose of DES injected groups. These results
suggest that the roles of the Fas/FasL system in germ cell apoptosis may be limited to the
testis which was damaged critically by severe treatment such as high doses of DES
injection and that the Bcl-2/Bax system may be generally implicated in the induction of
germ cell apoptosis. Also, we found that the strong expression of Bax in germ cells was
tightly associated with TUNEL positive cell in all experimental groups. Since estrogenic
compounds are assumed to affect cells through estrogen receptor (ER), we examined their
expression immunohistochemically. Though ER « was expressed in Leydig cell nuclei and
expression pattern didn't change among experimental groups, ER « seemed to be unrelated
to the DES induced germ cell apoptosis. The specific staining of ER # did not detected in
mouse testis, therefore it is not clear whether ER £ is concerned with germ cell apoptosis
induced by DES. In this study, it was suggested that intakes of foods made from soy bean
may prevent the reproductive toxicity of some kind and dose of estrogenic endocrine

disruptors.



