B. BF3C ik
B. 1 #EREMY
MR 14 il 5 WL BE %A% 14 B
W5 DM Sprague-Dawley 7 v k& BAF %
VA Y- (AFHEFTELF—) LY
fEA L., =R 2252°C, BE 6010%, 12
FRE A ORE T CHEE X ERSY LR
FIRABRICTREE L, 5y MIRY 1V
R T Ly (TPX, BEF ¥ —L R« U 3—
BER) y—YTCHRBEL., K& LTHEA
fe—7<YHhR (KTA he 7L—2,
HAEF—/L R UnR—) BFERALE, %
-, BfRstt oY= A fa s ERY
BoRE LT, fEE L TN < ELIER
RNz B NIH-07PLD
(phytoestrogen low diet) (U x> % /L@
B, T3 2HBEELZY. £/, BAKEIX
RYB—FRx— FRITITLROR b 38—
FERALR, UEiCX v ERSGWE LD F
AEORENOAZWH EERE DL
{LEZDE 2B APERR LT, B, BRI
EREERRKFEHEREESTERINT
BY ., ERIZH o TIIERFOEREME
FHZHIY #ifT L 7=,

B.2 #BWE

Resveratrol (3, 4°, 5-trihydroxy-trans-
stilbene) 72 & OMNT Zearalenone (6-(10-
hydroxy-6-oxo-trans-1-undecenyl)B-resorcylic
acid-lactone) I Sigma (St. Louis, MO) X
DA, EOHAIa~v IS5 7 40—,
B o< b 777 4—{Z LNz

99.8% 7 HTRIZ299% T3 5, Genistein (4,

5, 7-trihydroxyisoflavone) {373 v 3 (#
F) LVBAL, MER&SERES o<
k27 7 ¢+ — (high pressure liquid
chromatography., HPLC) (ZX 5 & =99%T
D, HABEIIEALE B IR 0°CIZfT

& L. 5 AIERGIZ dimethylsulfoxide (DMSO.

TATAT AT HKE) TSR L BFET 4°C

CREFELE,

B3 BEHIHESH A o gEicL b
RERLRCARWN L F~DE 5
B3l YT X ba S oRERER LT
WwEREE
#EZ » b 15-19 BT CTHEBHE
(Resveratrol, Zearalenone. Genistein) #
RN TRE L, BiX3ft 18 8
WEXTFEEE 28 VEBRER 38 K
BE®RLGE) 41 (ZFE30 L), Genistein
DIV 3EER 15-19 B ORHEIZ D B2 LN
REZETHRS L, HWAEMLF (& 30T
FREICMHEL, BOER 260) kibE
L, #&&L LT, Resveratrol |3 10
mg/kg/day & 100 mg/kg/day & L7=, 10
mg/kg/day Resveratrol & i3t F231 HIRY
A 500 77 AERRIZILHRT5HET
BOIBP, TOREEBIIERFEBIIRESY
BiET T8 “ICBIV@RELE,
Zearalenone i 0.1 mg/kg/day & 10 mg/kg/day
& L7273, 0.1 mg/kg Zearalenone |Z7 A Y
AAND 1 BEBED 0.02-0.1 mg/kg/day &
WO EREIZRI TV 3 ¥, Genistein i1 1.5
mg/kg/day & 30 mg/kg/day & FhENRE
L7225, 1.5 mg/ke/day IZIZIET 7T AD 1
HIHBERICHEY T2 9,

B.3.2 A o7 AEHIRER OBEE - e
HIZEALDORE Hik

RO (BREIZEkR) OFEIL21 HET
BERL L =% H 828 L 7-, Zearalenone &
Genistein &= 5814711 28 A ERRFIC,
Resveratrol ' 5- 84713 49 O T, BFE6
C3 B L. RER S CITHESFE 0
FEEBALBRL, 79, B HEE4KIC
THEMIC B L 7-, ARIFLERD & h—
ey MEERIERIL, BRI OXEE L
B L, SROHBRIL AL~ Y CEE - o8
T4 CEAREERIL, HE RE 4175 &



& H 12, Genistein EERITxT L Tid Dako 1t
D LSAB ¥ v MW, TR haF 2R
ko (ERa) #ifk (6F11, /AA AT,
R S I s A P
Proliferating cell nuclear antigen (PCNA) 1
£ (PC10, /KRB A T) ORBEREE
To7c, ZHODEEREIIE~A 70y
= — 7 WX HHERIEEITV Y, ILE DR
OFRMEIMEL, Z100um BEHTH
LR ES (terminal end bud, TEB) D14
MEEE B L, FiEE LTRRS 5@
LA LD TEB iZxf L, HAFEAKEET 1000 {ELL
rFof R LR, BERE &L
oo BRARDT v MIBBRBREITORD,
FEHR (MNU) LEA K L7-28, 8 HERH
HCED3IHEM, BAATEZERL, %A
DEBE{T-o7=,

B.4 HARTH 5 W ITEFEME] Genistein %
B 5 BRREBE~DOEE

B.4.1 EEEE

UTOsBERELR,

L8 BAOAEREE (20 1)

I B : 1.5 mg/kg Genistein % {F4R 15-19 H D
BFICERR TRE L, HAMA A EER
(k35 (24 PL)

111 8% : 30 mg/kg Genistein % #L4% 15-19 H
DREAFRIERR FH#E5 L, AT
BRI+ 5 (240)

IV & : 1.5 mg/kg Genistein % 15-19 B#E D
MFAFIERR TS (24 L)

V Bf : 30 mg/kg Genistein % 15-19 BB DI
FAFITER R T®HRSES (24 L)

-V 8O H 4 (7 Sprague-Dawley 7 »» bz
xf L. % 28 H#EMZ T 50 mgkg MNU %
HEERARS L, BRELXRLE, £
L THRAABEEDOEEZES Zlem (ZEL
R A TR L. EBRIIMNU & 5% 22
Wiz THRT LI, 28, £FFRETo 7.

B42 ILERERFE
WIBMICRD A RESE E & b “EE”
FIRMEEE TN T 10%HL= ) VEE -

R T7 4 aBy R e L, HENIIH L
O AHUNLIBIEE R L, e, o
BRREIE O ARER YT Russo H POBEERIZAI
D, FLE LB LIRS oW TR
Lz, AURREOREL LT, ILEBEAER
132 lem LB & BAE U 2S£ 2T
L., BRERBIHBAICHERL 2 2K
NEE L RO T2 BB 2F K
EL.EBRBIIMNUBRS#T v M Z1em
AELA LU TEZRTLIETOHE L L,

B.5 #ElsH

HE, HdFE-NRER, B0, EE
AR [ERELERBPOEBRIIL. FHHE
#iRE (BE) TRELE, HAHIE L
RRIE TITV, JEERA T Mantel-Cox
Logrank FRER % 1T - 7=, W OFEBRITIERME,
SEERER. ANOVA H 5\ i Kruskal-
Wallis TRE L., <0.05 D4 Fisher D
PLSD &k & A U ML Bonferroni/Dunn D ERER
EITv, p<0.05 ZHEL LT,

C. hERER
C.1 EFEWIAI Resveratrol 512X D HEEFR
N < EL~DEE :
15 Hii (Resveratrol # H 5 Bl & 0D #[E]#&
1) M5 49 AERIZE 2 HxHAERINE
R E R Al o2 (Fig 1), E£7=,
EHRER D QT EAE S FREE (368 B)
WXt LA B®RSE (367 H), REERSE
(359 H) T, Resveratrol DHEIZ L=
SRR LM E ST, HEEEEILA
Fpinofe (Fig.2), L2xL. 49 BB CIX
35 — IR EE I KE Resveratrol ¥ 5
BECHEILEN -7 (Table 1), A LFLIE
HE D THEBEFICETIIAR, K
\ZFLRFERE ~ DB E 572, 49 Hilp



i 50 mg/kg MNU L8 % 513725 v F O
AL ML 0 3 BMERAS L, EH
D45 BYA 7 BT 5 EE
Resveratrol A BKFRICHD L=, W
NO5 v FbEMELE LT (Fig. 3).
£7o, EHADEHEDEBEWE R LT A,
Resveratrol DM EKTFHEICRIFER (estrus)
BIEELTHNDZ EMNHHLE, 2k, 49
BT DOILR OB EIIEEMIIETZIT AR M
ol (BEBERIBAMET THD),

C.2 BHEHH] Zearalenone B 52 L HREFE
RWGTW < EL~DEE
A% 2 By (Zearalenone R EBEAAFF) LV
15 Wi E TOMEEIL Zearalenone 52 &
DWEREY 5 T2 (Fig. 4), 28 HERERIZE
TAHFE-IRERIZLAEEZEIT L
(Table 3) , FERFANZHEEEZ ARV,
nEB. ZORHAROETICLELITAR
Dyof-, L L. Zearalenone KEFRE5FHT
ITEALE AT R L CHRERERNOR
ERH LT (Fig.5), £, HEA#MIES
TOMBT v NBEH 45 BVA 71V ThH
o T2 DZ%f U Zearalenone % 58 CII5RFE
RBEEXEL, VB, RERGFHLLIT,
FIt R E R EERY & Vo - AED
oA EmRIZA LD (Fig. 6) .
Zearalenone 5 CIXIABEFHEIZCEELH O
SER%H 27 (Fig. 7), 7. HEABRIIH
TR THhH B,

C.3 AR - BHFEHAT Genistein # 5-(2 &
LFREFRLHNGUWH < L~ 2

HA &7 Genistein & 5- 1T ELBEXTR T » k
(U TIEAE T, ¥ B EFEHE Genistein
REIEEEMAEE L7 (Fig.8), A&
iE 28 HEmIZB\W T h RO B\ 2 S =208,
Z DOFF T O Genistein 4VE 7+ h OFE %
FEIFREEIVTILLEOABESHRT »
Mot U TEBWMEmIZSH -7 (Table 4),

¥, B DIZEEHRTKE Genistein #
EHROAHAFEIZRR L (Fig.9), MEY
WZDOWNWTHDE, WALBEMNET v MI£T
EED4-5 AEAZEZEL-0iITx L,
Genistein 35 L 72 &8O >80%IZEFEE
HEELTEY, BYOEHEOER & 27
EELH -7, BEIEO RV EERT AR
o 7te (Fig. 10), FHORAREL D &,
FAFEMIAT Genistein 5 7 » b TIIAKER
B, PERGHVCTRLRBEHOER %
#.7= (Table 5),

C.4 H4a7 - BHELET Genistein #E51 &

% FLAR A~

28 HBRFDOHLIRE R—L » w7 MER
THE&ELLE ZA, AROBEFITERMEICE
%49, Genistein LB DI 3 H
BRODFERIZIEZE L < TEB #i& % & 7=,

F v FILBRFEBEIZTEB L0 ihE b £ X
b TWad, Fhi, TEB OMEEEL S
I HIARENEART X EE TH 5, BUER
BZ v M® TEB {2t L, Genistein 35 7
» h @ TEB T ERofSH AR E D H E 42
BT & PCNA EZREOFERBL & 47

(Table 6) ,

C.5 H4AHT « BFEMAT Genistein 512 &
5 MNU R ALBRBIE~DEE

28 BERZEIT 5 50 mg/kg MNU O Hi[EIfE RS
N E1Z L D Genistein FLIREBIZXT 2
EEBERAI L, EBRIXIMNU £5#% 22
(26 BiEmE) (KT L7, B@+
Genistein D AR KER S/ 5 N EE
AT KBREROR | LA EEB 2 X7
LTHELEDT, 202 LITER LK
LT, i, AREE & U CHEEFRIZ.
WU RIEA A2y (L BE 18, 38E: 1
., sEE: 20, BELBZHLAE-bOOR
TR EIT o1, TORE, LEBRE
F (2 1cm ILIBRF L BRI 14



LBEEIZ L LT Genistein VB EII VT
LRV ERIZH -7 (Fig. 11),
BEEHa1 & Genistein &8 4 #) TiX
B2l &2 272535, ML Genistein 2LE
BETHAMAFRCHERBAITIEIELRD
>7- (Table7), FLEHEREE (1LH/ZY
OIEBEE) 1. Bl BEYR Genistein
BEBHTEVMERIZH - 7208, ELER
7y MW UTERICEEL o7, 2
B. BEEEBARY (MNU&&5»5ERILIR
JEEEN 2 1lem (2725 £ TOHR) X
Genistein ¥ 55 v b CEMCER & B 725
BT HEEZ Aol

D. %

Resveratrol X RARIZHFES DREYHE(LFEY
BT, 7RUDHRICEMLUTHEEL, K
TAVIZHLBEIALD LN,
Resveratrol I3 7 74 F 7 L ¥ & LTHE
ML, O Z2RRERA»GHETS &%
Z BN TV BB, Resveratrol |3 ER L #EH
L. A b AERERTZ 06, #
MR b F AlgEnTng 9, BE,
Resveratrol D A F /N ABEITT AT Y
FA—/R° DES LT 5 Y, BFEHRiOT
A NF VA=, DESRT R FAT R
SHERIORRERTOLRLZLT, BX
AT DEBHEEZPETE Y, KRBT > B
FRWETEEET vEA 12X 3L 120
mg/kg Resveratrol % T & 5 W MR DI
3HEEARE L Tb= R br s B
BHTET 'Y 575mgkg % 3 BRLERKZ
FRELTLZR b S UoEERLneED
HEHHDH P, 1000 ug/day Resveratrol OB
AHZ > h~D 6 BREHK S THFEE
xR hal R ARG~ DR
EARVB S THRBLELBRD Y, i
F. KT v e~ 7 HED Resveratrol O
fok#sE (100 uM/10% =% / —/L) 12K
HEEROCINREREM, HEAZHDOH<

IDHEL -

IR STV A5 19,20 mg/kg Resveratrol
# 28 BMIERAAR T v M u&RELT
b, BEZIIUDAMEBEERVWED
WELHD D, 45EOBFEMET Resveratrol
B 5Tk, EEBIMCEIEETIR. 49
A CORBREE BV THEYFE -
BEROEMA 270, A EE
2 A E A B & Resveratrol O EK
RN RBHOEE L B T8, RFIZEH
P& I iz,

Zearalenone IZBMHICHFETH 7V Y v A
DEETHHIEET, BRINWEBYEZI
LTE MIEBRAENS, Zearalenone {37 A

Fa S iERERETAED, REORER
HEIERINL, BEZMMLTHE MIEA
TAHRREMENDH D, FrEF 3-5 BE) O
+ 17 AR5 v NI Zearalenone ¥ 53" %
YEMOORREE R LD, PR THERE
EEEL, NRIVEELIROB MG A
D, AEOHEE LV (EFEIMERIT)
e A (HEMNGHEA SE) w7 A
2 1ug &\ D 8B D Zearalenone & T #
ELTH 8 # AT 714%ICEIEORE %
&5, 4[EOD 10 mg/kg/day Zearalenone
BRETIIABICERHER 21, 2B,
28 B CITFH., INRICERITH L A
oo’ 8 EERLARE DM E B 0 FH A
B3 Zearalenone DRV N3N < ELVEA
FRL, BEOXRnERETs2H0LBb
s,

Genistein (T A EIZEEN 5 TE @Y —
A ST, TR MU EEED
BLL. ER 20T FAOMIZ, FARA
JAZ—-PNEHEELEY, MEHFELZD
fL7Y, FIBMLfERZ R L0, #Mias
LT V- EERERE D,
Genistein DEE~DOFE L L THAERR S
THRERL D EZ XL, BEHaERS TIX
ik L OWMELY AL P, SEOER
T, HARRSICLVRERV & E- L



BEYRRE Tl oA EmmE 27~ B
VL FRR, 28 BB OMERFE —JEE
B3 Genistein # 5-iZ L W HA L T2 28,
MR ERNITIER AR o7, BEDSET
W KB Genistein #5377 v T
ISERBRRE LR, hOERFE T
BEEDR L, AR 5 Genistein
BREORET, >80%DT v MIEBE R
Rinotz, AL, BEYRIRETIIRE -
DVEREHLGICRENOREF AT, —
. HAEME S TIIREYOER IR,
hotr, BlE, 3 OB\ FHE L
HET S L. Aminh < EAERR
Zearalenone 7358 < , Resveratrol 230 & D4
HMAHEY LES2E+RELTWDA L%
EZRT 5L, KIT Genistein 2 X
Resveratrol 1355 & E X bhiz,

7, 12-dimethylbenz (o) anthracene

(DMBA) ®* MNU 12X 5T v NERLE
FTMIZEBWT, Genistein Z HAEESE 2
HVITEER O PR ET 5 L IEAm
bbb, —F, HEREOBEICEZ?
EHAEMHFOLELZHEI T L oHES
FDH W Ty NERIEICEBVTRES
DRSEMIIRIERR 5 R OARO 7K EE
WIRTET A, bbb, BERIOERL
EN B AR TEB HiEH, b L7 igh
3f (alveolar bud) 24 f{bd+hif, B+
IRBERE IR SN D, o, BEAHES
FRr DB ORFH S BBIC B L RIT T
B b MIBWTHLBREORARRE
BEHREZICETDE EEBS 2V, @
WOT v MLBREERIZBVL T, BEA
ITEEHRELO S0 HENIZOE Sh Ty
e ULDFEHE LT X, REE2ELLW
EERERTHD MNU &, RIEHLIROIE
B BRI (28 B oHE
1T L. B4 Genistein 8O ILMRFEEIC
RIETREBLRILEL A, BEH
Genistein & 512 & Y% 59 AR

Genistein #5128 T H LEOMFHIE R 2
L. L Dbt 1.5mgkeg (EBEAMHE)
DOEFEHAIRE TIABOEEL M 4 &
77

4B MNU ##5 U7 28 OEhL, w8
7 v b _THERPAREFRR T, F—L -
w7 MERTHLHIBROUZEEIZ TEB
E L <Y, Genistein HHIZ L AHHLRD
LT EAE SR & B L TEEED )
DTz, & TAWNBEAIOER E &% TEB
OHREECHEMENES 7+ 5 & | Genistein
512X 0 EED ERaEMEMEI DR b
PCNA EE#EROBETHBEINE, b bR
BT, ik GERE) 3B Emeds z
ERFEBILTVWD, Fox it Z OE*AEH
TR, Ty bETAEENTHFTLEL
ZAH BE~VAOEFAREIREOEN
{ZH LT, ERoFBMEHIBRER DR & AR
FEIEHEOBE T2 A, 7 FERILED
KE (>80%) ITHRLEVKFHETHD D
b, SEOIBEMHIOMF L LT, &
T AARTEEELE O BIBRAEFR 72 2 ERafBTE
M DO & AR E DK T2 Z 1lem 4
BEAWMAT- iR T D5, RESKIEHL
FELLSERTATUT AT, EEEE
AL THoBELTYH, LBEOREAR
BRIZEEED D, BEHHDIIESED
EBE1bH L, HAERTH D WITERGRTOE
M, 77 AOERTAAEBENARHD
VWMEE D 20 fF 8D Genistein BT 5 &
HEOWEII R, LBOWMFEICHFSE TS
LEZ BN, BICEENRIOLEEMNERD
Genistein FERUIFEZI L E X 5,

E. 5

1. RERT A b4 b LT Resveratrol.,
Zearalenone, Genistein DREE 72 HTHC NS
W< EAFRIZ2E T v PEHWTRANL
7 _

2. 1 B EE L L T Resveratrol 13777



VIZHE LT S00 77 AR HTNIED 10
{& B, Zearalenone [I7 A U AD 1 BEXK
BEEAZLNTE D 100 f5E, Genistein X
TYTAD BIEBERRLUNCED 20 %
B'E L,

3. AEIIBREEOWMEIIEDL LT,
Genistein D HART#R 5 TR L. BEMF
5 THM L7255, Resveratrol, Zearalenone
THREEE AR T,

4. BEMFEK (BB O) (X Zearalenone KX
BRE L Genistein ERPRITRKERESHTE
& L7-75, Resveratrol TITEEL H/2h o
Too

5. fHxtFE — IR E BT Resveratrol (49
Hi#w) THEM. Genistein (28 H#p) THD
% FxT-h3, Zearalenone (28 HEh) TIIEAL
2 WTFRIZEBW T OB BE A
Lo, '

6. M #i13 Resveratrol & Genistein B &
HRIHR S CIIREHOEREE A28, 26
JEHHEILE LT, —7F . Zearalenone #¢
57y NCIIDE - REREREE LFFER
FOREREME S WoHEELRBEE R A
i

7. UEXY ., 3 00EBHEIZONT, &
5B FORBEZBRL THETD L.,
A 53ueh < ELYER OB 1L Zearalenone >
Genistein >Resveratrol & &% b5,

8. Genistein D F A M R T ITFLE 2 MH 35
HAllH D, BICEELRIOERMNARD
B E TR E LB &7,

9. Genistein D FLIAINHIEHE L, ERILRIZ
Bt 5 L OERESL (TEB) 1281 % ERa
BB YERE IR O & MIBRETEE O TIC &
Do
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Fig. 1 Relative body weight gains in prepubertal resveratrol-treated or -untreated female Sprague-

Dawley rats
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Fig. 2 Vaginal opening in relation to resveratrol treatment
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Table 1 Effect of prepubertal resveratrol treatment on body weight and relative uterine-ovarian
weight in female Sprague-Dawley rats at 49 days of age

Group Resveratrol treatment Body weight (g) Relative uterine-ovarian weight (% BW)
1 Untreated 184+8 0.29+0.03
2 10mg/kg/day x5 17619 0.32+0.05
3 100mg/ke/day x5 178420 0.37x0.08x

Each group consists of 6 rats
Values represents mean=SD
* p < 0.05 compared with group 1 (Fisher' s PLSD)
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Fig. 3 Patterns of estrous cycle in relation to resveratrol treatment



Table 2 Percent of time spent in each phase of estrous cycle in female Sprague-Dawley rats
treated with resveratrol at prepuberty

% of time spent in each phase of cycle

Group Resveratro! treatment Proestrus : Estrus Metestrus Diestrus
1 Untreated 19.8+5.4 26.2+4.0 32.9+7.1 21.0£7.0
2 10mg/ke/day 16. 7x6. 1 33.1+6.4 30.2+7.3 20.0+8.3
3 100mg/kg/day 13.3+5.4 38.5+7.4 21.4%7.2 20.8+11.3

Each group consist of 24 rats
Examined during 8 to 11week of age
Values represents mean X+ S.D.
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Fig. 4 Body weight gains in prepubertal zearalenone-treated or -untreated and at day 28 of MNU-
administered female Sprague-Dawiey rats



Table 3 Effect of prepubertal zearalencne treatment on body weight and relative uterine-ovarian
weight in female Sprague-Dawley rats at 28 days of age

Group Zearalenone treatment Body weight (g) Uterine-ovarian weight (mg)
1 Untreated 1503+ 10.8 347+74
2 0.1 mg/kg/day x5 142.1 7.4 285 + 126
3 10 mg/kg/day x5 135.7+13.3 323 + 80
Each group consist of 6 rats N.S. (Fisher's PLSD)

Values represents mean + SD
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Fig. 5 Vaginal opening in relation to zearalenone treatment
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Fig. 6 Patterns of estrous cycle in relation to zearalenone treatment. Persistent estrus: When estrus
phase was found in more than 50% of the experimental period.
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Fig. 7 Daily vaginal cytology smears taken at 8 weeks of age for 3 consecutive weeks from

prepubertal zearalenone-treated and -untreated female Sprague-Dawley rats administered MNU at
28 days of age. Each group consists of 24 rats. ( |l estrus; [_] other phase of the cycle)
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Fig.8 Body weight changes in prenatal and prepubertal genistein-treated or -untreated and at day

28 of MNU-administered female Sprague-Dawley rats

Table 4 Effect of genistein on body weight and relative uterine-ovarian welght in ferale Sprague-

Dawley rats at 28 day of age

Group Treatment Body weight (g) Relative uterine-ovarian
weight (mg/100g BW)
1 Untreated 655128 239+13
2 1.5 mg/kg/dayx5 at prenatal 573 £1.4% 184 £ 10*
3 30 mg/kg/dayx5 at prenatal 59.2+2.3* 163 + 12**
4 1.5 mg/kg/dayxS at prepuberty 83.8 £ 2.3** 191 + 14*
5 30 mg/kg/dayx5 at prepuberty 822+ 2.5%* 213+27

Each group consists of 6 rats. Value represents mean = SEM
p <0.05* and p < 0.01** versus group 1
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Table 5 Estrous cycle in female Sprague-Dawley rats treated with or without genistein

Group Treatement No. of rats % of time spent in each phase of cycle
Proestrus Estrus Metestrus  Diestrus
1 Untreated 20 15915 27.1£09 169+14 40.1%15
2 1.5 mg/kg/day at prenatal 24 175 1.7 27010 18.1*08 374%16
3 30 mg/kg/day at prenatal 24 141%1.5 29011 193+1.0 376%19
4 1.5 mg/kg/day at prepuberty 24 16,6+ 1.5 326+1.2% 184%15 324+1.6*
5 30 mg/kg/day at prepuberty 24 127+ 1.4 364t 1.1 19515 31.4%1.1%

Examined during 10 to 14 weeks of age.
Value represents mean = SEM. *p value < 0.05 versus group 1.

Table 6 Effect of prenatal and prepubertal genistein treatment on percentages of ER- and PCNA-

positive mammary terminal end bud (TEB) cells in 28-day-old female Sprague-Dawley rats

Group Genistein treatment ER-positive (%) PCNA-labeling (%)
1 Untreated 752+1.8 843+2.0
2 1.5 mg/kg/day at prenatal 65.4 £ 2.0** 82.8+14
3 30 mg/kg/day at prenatal 54.4+2 2% 79.0 £ 2.4%
4 1.5 mg/kg/day at prepuberty 52,31 2.1%* 75.2 £ 1.5%%
5 30 mg/kg/day at prepuberty 56,2 + 2 8%* 72.3 £0.8%*

Value represents mean £ SEM. Each group consist of 6 rats.

*p <0.05 and **p < 0.01 versus group 1.
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Fig. 11 Influence of prenatal and prepubertal genistein treatment on the cumulative incidence of
mammary carcinomas >1cm in female Sprague-Dawley rats induced by MNU

Table 7 Effect of genistein treatment on MNU-induced mammary carcinogenesis in female
Sprague-Dawley rats

Group Treatment No.ofrats No. of rats with Total no. of Tumor Tumor latency {days)

carcinomas carcinomas multiplicity
2 lem (%) Range Mean+SEM
1 Untreated 20 14 (70) 31 1.6+0.2 85-186 120*8
2  15mghkg 24 13 (54) 38 1.6+03 85-186 136%9
X5 at prenatal
3  30mgkeg 23 13 (57) 40 1.7+04 93-186 133%8.
x5 at prenatal '
4  1.5mg/kg 24 10 (42)* 29 1.2+£02 98-186 141£10
x5 at prepuberty
5 30mgkg 23 11 (48) 31 1.3+03 98-186 128%10

x5 at prepuberty

Value represents mean + SEM. * p < 0.05 versus group 1.
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