Table 1 Final body and liver weight

Basal diet 0.4% FL

Ttem Vehicle ES 10 mg/kg  ES 100/70 mg/kg Vehicle ES 10 mg/kg ES 100/70 mg/kg
No. of aﬁimals 4 5 5 5 5 4
Body weight (g)  20.5 = 0.3 20.6 0.8 204 % 0.8 18.8 = 1.2 19.0 = 0.8 184+ 1.8
Absolute (g)

Liver 0.89 * 0.05 0.92 = 0.05 0.95 £+ 0.02 099 =£0.11 093 £0.04 1.03 = 0.06
Relative (g%) % . ; 5,88

Liver 437 +0.22 4.45 +0.11 4.65 = 0.17 526 =030 4.98 + 0.09 5.60 = 0.34
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**: p<0.01 vs. Basal diet + Vehicle group
# p <0.05 vs. Basal diet +ES 10 mg/kg group
%5 p <0.01 vs. Basal diet +ES 100 mg/kg group
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Table 2 Final body weights and organ weights of gpt delta rats treated with KBrO, or/and Alz for 13 weeks.

Control g& 500 ppm KBrO, 250 ppm  KBrO, 500 ppm IfLB;% 5205: 55: IiBS; 555)00 ;’;’: NFT 500 ppm NET 2500 ppm fi[rzi%%%‘;':’n firlzzggg ggz
No. of animals 5 5 5 5 5 5 5 5 5 5
Final B. W.(g)  354.8 = 33.1 3118 * 256 3218 + 288 282.6 & 21.7%* 2969 x 11.2%* 2711 & 10.7%* 3462 * 17.8 2156 & 13.0% 3209 * 22.7 2129 + 16.6%*
Absolute (g)
Kidneys 201 % 018 212 % 022 2.05 % 0.12 2.16 = 021 215 £ 0.09 220 = 016 2.16 = 0.18 1.91 = 0.09 224 % 0.14 192 = 0.17
Relative (%)
Kidneys 057 %= 0.05 0.68 &= 0.04%  0.64 = 0.04* 076 £ 0.04% 072 = 0.02%%1 081 & 0.03* 062 = 002 0.89 = 0.04% 070 & 005** 090 = 0.03**

** % p<0.01,0.05 vs Control. : p < 0.05 vs corresponding group without combined administration of Alz 500 ppm.



Table 3 gpt MFs in the renal cortex of gpt delta rats treated with KBrO, or/and Alz for 13 weeks.

. Mutant
Group Animal No. Cm® colonies ~ 6-TG® an_d Cro® Frequency Mean =+ SD
(x10%) colonies }
, (x107)
1 6.6 3 0.46
Control 2 10.5 6 0.57 0.69 = 0.31
3 5.8 6 1.03
| 6 5.4 4 0.74
Alz 500 ppm 7 5.1 3 0.58 0.52 = 0.27
8 45 1 0.22
11 45 8 1.76
KBrO, 250 ppm 12 5.0 4 0.80 1.20 = 0.50
13 3.8 4 1.05
16 3.0 6 1.99
KBrO, 500 ppm 17 35 5 1.4 1.3 + 0.42
18 26 3 1.17
, 21 6.3 1 0.16
IiBAr%SZOSOO ppm 2 7.6 2 0.26 0.66 + 0.78
' ppm 23 5.1 8 1.56 :
26 6.4 8 125
IiBAr%SSOOOO ppm 27 5.9 7 1.20 1.27 + 0.09
ppm 28 4.4 6 1.37
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Table 4 Spi- MFs in the renal cortex of gpt delta rats treated with KBrO, or/and Alz for 13 weeks.

Plaques within Placues within Mutant
Group Animal No.  XL-1 Blue MRA V\?L() 5 (P2) Frequency Mean =% SD
(x10%) (x10%)
i 7.9 2 0.25
Control 2 13.0 5 0.39 0.26 £ 0.12
3 6.9 1 0.14
6 5.9 4 0.68
Alz 500 ppm 7 8.0 2 0.25 0.51 = 0.23
8 8.2 5 0.61
11 6.5 3 0.4
KBrO, 250 ppm . o , e 0.41 £ 0.07
16 4.4 1 0.23
KBrO, 500 ppm 17 3.4 2 0.58 0.63 £ 043
18 3.7 4 1.08
< 21 7.6 4 0.53
I_{FBAT%SZO OO If}i: 22 6.1 2 0.33 0.50 + 0.16
23 6.3 4 0.63
26 3.4 4 1.17
EBX%SSO%O ppm 27 8.5 10 1.18 1.07 & 0.19 **
ppm 28 5.9 5 0.85
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**: p <0.01 vs Control



Table 5 Deletion size analysis of Spi- mutants in the renal cortex of gpz delta rats treated with KBr0, or/and

Alz for 13 weeks.

Control AlZSO0ppm  KBrO,250ppm  KBrO;S00ppm  'ooai 520560&‘;;“ KBDs 55(?()0;;1:;11
MF  No. MF  No. MF  No. MF  No. MF  No. MF  No.
(No. of animals) 3) 3) 2) 3) 3) 3)
Small deletion 021006 6 0514023 11 041£007 5 063%£043 7 050016 10 08 %009 14
Large deletion  0.05 009 2 0 0 0 0 0 0 0 0 026024 5
T mewitin  acLon 5 gsiaom 1 04lH00T 5 0a0ks 7 0s0%0ls 10 LME0Is 19

WL95 (P2)
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Table 1. Spi” MFs in the liver of F344 gpt delta rats treated with IQ or MelQx and STD or HFD

Treatment  Animal No. Plaues within XLs—l Blue Paque within WL95 F?e?éiﬁzy Mean+ S.D.
MRA (x10°) (P2) s
(x107)
1 9.1 6 0.66
2 18.3 11 0.60
IQ 3 10.5 8 0.76 0.56 = 0.20 **
4 13.5 3 0.22
5 16.1 9 0s¢
6 13.3 8 0.60
1Q 7 ND - -
+ 8 12.0 9 0.75 0.69 = 0.10**
HFD 9 16.2 10 0.62
10 11.2 9 0.81
v o = e
12 13.8 12 0.87
MelQx 13 18.3 12 0.66 1.06 =+ 0.58 **
14 ND - -
15 8'9 .................. 7 0.79 ............
16 17.1 15 0.88
MelQx 17 16.4 18 1.10
+ 18 11.3 17 1.51 093 =+« 039*
HFD 19 19.9 13 0.65
20 13.8 7 0.51 ................................
21 21.3 4 0.19
22 11.3 3 0.26
Vehicle 23 9.0 1 0.11 0.17 =+ 0.07
24 14.8 2 0.14
25 11.6 0 0.00°
26 11.3 14 1.24b
+ 28 14.0 3 0.21 030 =+ 0.11
HFD 29 14.6 3 0.21
30 14.7 5 0.34
N.D., Not detected.

2 No mutant colonies were detected on the plate and these data were excluded from the calculation of MF.
b The data were excluded by Grubbs test at p<0.02.

* #* Sionificantly different from the relevant vehicle control at p<0.05 and 0.01, respectively. (t-test)
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Table 2. Mutation spectra of Spi” mutants in the liver of F344 gpt delta rats treated with IQ or MelQx and STD or HFD.

IQ IQ + HFD MelQx MelQx + HFD Vehicle Vehicle + HFD
Specific mutation Specific mutation Specific mutation Specific mutation Specific mutation Specific mutation
No. % frequency No. % frequency No. % frequency No. % frequency No. % frequency - No. % frequency
(x107%) (x10%) (x10) C(x10%) (x10%) (x10)
1 bp deletion
Simple
G/C 5 14 0.07 £ 0.08 0 0 0 1 2 0.02 £ 0.04 6 9 0.08 = 0.07 1 10 0.01+0.02 3 25 0.05 =+ 0.07
A/T 0 0 ’ 0 0 0 0 0 0 ) 0 0 0 0 0 0 0 0 0
In run
G/C 21 57 031+0.15* k 20 56 0.38 +=0.08 35 73 0.72 £ 0.11%* 50 71 0.67 £ 0.36** 4 40 0.07 £ 0.05 3 25 0.14+£0.19
AT 5 14 0.08 % 0.05 5 14 0.10 = 0.07 3 6 0.07%0.11 4 6 0.04 £ 0.06 1 10 0.02 £ 0.04 325 0.05 =+ 0.07
2bp-1kb 0 0 0 0 0 0 0 0 0 304 004004 0 0 0 0 0 0
deletion
>1 kb deletion 1 3 0.01 £ 0.02 4 11 0.09 +0.10 6 13 0.17%0.34 3 4‘ 0.04 = 0;03 1 10 0.02 + 0.04 I 8 0.02 £+ 0.03
Complex 3 8 0.05 % 0.05 5 14 0.10 = 0.08 1 2 0.03 £ 0.06 2 3 0.02 +0.03 1 10 0.02+ O.Q3 2 17 0.03 & 0.04
Insertion 0 0 0 0 0 0 0 0 0 2 3 0.03 £ 0.04 0 0 0 0 0 0
f:;s"ti wtion 25 0.03 = 0.04 2 6 0.04 % 0.05 2 4 0.04 £ 0.05 0 0 0 2 20 0.03 £ 0.03 0 0 0

* %#* Sjonificantly different from the relevant vehicle control at p < 0.05 and 0.01, respectively. (t-test)
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Table 3. gpt MFs in the colon of F344 gpt delta rats treated with IQ or MelQx and STD or HFD

. Mutant .
Treatment  Animal No. CmR °k§mes 6-TGR anfi CmR Frequency Mean = S.D.
x10°) colonies "
(x 107)
1 2.2 2 0.91
2 12.8 7 0.55
IQ 3 10.0 7 0.70 0.76 = 030 *
4 134 6 0.45
5 9’9 12 ......... 1'21 .
6 3.1 5 1.61 o
1Q 7 N.D. ; - -
+ 8 12.0 7 0.58 0.89 + 0.48
HFD 9 14.8 10 0.68
10 11.9 ............... 8 0‘67
11 4.9 2 041
12 94 7 0.74
MelQx 13 10.9 11 1.01 0.69 £ 0.25
14 N.D. - -
15 13'7 ..................... 8 0'58 .
16 4.6 7 153
MelQx 17 13.2 7 0.53
+ 18 9.6 9 0.94 1.03 £0.37*
HFD 19 11.6 14 1.21
20 16.4 16 0‘97 ..............
21 15.0 7 0.47
22 8.4 4 0.48
Vehicle 23 14.6 7 0.48 0.38 £ 0.13
24 16.1 3 0.19
25 14.0 4 029
26 15.0 5 0.33
Vehicle 27 1.8 3 1.63°
+ 28 0.4 7 0.75 0.39 == 0.28
HFD 29 12.8 1 0.08
30 15.0 6 0.40

N.D., Not detected.
a The data were excluded by Grubbs test at p<0.01 ’
* **% Sionificantly different from the relevant vehicle control at p<0.05 and 0.01, respectively. (t-test)
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Table 4. Mutation spectra of gp# mutant colonies in the colon of F344 gpt delta rats treated with IQ or MelQx and STD or HFD

MelQx Vehicle
1Q MelQx + Vehicle
HFD HFD HFD
No. (%) MF (x107) No. (%) MF (x107%) No. (%) MF (x10°%) No. (%) MF (x107) No. (%) MF (x107%) "No. (%) MF (x10°%)

Base substitution
Transversions

GC:TA 6 (17.6)  0.11£0.08 6 (20.0)  0.18%0.14 8 (28.6) 024%0.12 12 (22.6) 024=*0.14 5 (20.0)  0.09 2 0.09 5 (26.3)  0.10%0.03

GC:CG 3 (8.8) 0.13£0.19 2 (6.7 0.04+0.05 1 (3.6) 0.02 % 0.04 0 (0.0) 0 0 (0.0) 0 0 (0.0) 0

AT:TA 1 (2.9 0.02 = 0.04 1 (3.3) 0.08+0.16 2 (1.1) 0.05 + 0.06 1 (1.9) 0.01 % 0.03 0 (0.0) 0 2 (10.5)  0.04%0.05

AT:CG 1 2.9 0.02 £ 0.04 1 (3.3) 0.020.04 2 (1.1) 0.05 % 0.09 0 (0.0) 0 2 (8.0) 0.03 +0.04 0 (0.0) 0
Transitions

GC:AT 9 (26.5) 023%0.15 9 (30.0)  0.30£0.23 4 (143)  0.09+0.06 15 (28.3) 027+0.18 8 (320) 0.11=%0.14 8 (42.1) 0.15%0.12

AT:GC 0 (0.0) 0 1 (3.3) 0.02+0.04 0 (0.0) 0 1 (1.9 0.01 +0.03 2 (8.0) 0.03 +0.04 1 (53) 0.02 + 0.03
Delations

Singlebp 11 (324) 0.20%024 8 (26.7)  021%0.16 10 35.7) 023020 23 (43.4)  0.46%0.20 5 (20.0)  0.08+0.05 1 (53) 0.03 +0.05

Over 2 bp 0 (0.0) 0 0 (0.0) 0 0 (0.0) 0 0 (0.0) 0 1 (4.0) 0.01 0.03 1 (5.3) 0.03 +0.05
Insertions 2 (5.9) 0.04 £0.05 0 (0.0) 0 1 (3.6) 0.02 = 0.04 0 (0.0) 0 1 (4.0) 0.02 % 0.05 1 (53) 0.03 = 0.05
Complexes 1 2.9 0.02 £ 0.04 2 (6.7) 0.04+0.04 0 (0.0) 0 1 (1.9) 0.04 +0.10 1 (4.0) 0.01 £0.03 0 (0.0) 0
Total 34 0.76 = 0.30 30 0.89::0.48 28 0.69 +0.25 53 1.03 £0.37 25 0.38 0.13 19 0.39+0.28
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Table 5. Spi” MFs in the colon of F344 gpt delta rats treated with IQ or MelQx and STD or HFD

i . Mutant
Treatment  Animal No. Plaues within XL;I Blue Paque within WL93 Frequency Mean % S.D.
MRA (x10°) (P2) s
(x107)
1 32 1 0.31
2 20.9 7 0.34
IQ 3 16.7 11 0.66 053 = 031
4 19.4 6 0.31
5 20.7 21 1'01 .................
6 16.5 4 0.24
IQ 7 N.D. - -
+ 8 19.8 8 0.40 029 =+ 0.08
HFD 9 17.5 5 0.29
10 17.9 4 022
11 5.5 6 1.09
12 8.1 18 222
MelQx 13 153 17 1.11 1.19 =+ 0.78
14 N.D. - -
15 18.9 6 032
16 10.1 14 1.39
MelQx 17 16.1 8 0.50
+ 18 14.9 10 0.67 0.79 =+ 046
HFD 19 15.0 4 0.27
20 23 2. 113
21 22.1 11 0.50
22 7.8 2 0.26
Vehicle 23 17.6 7 0.40 039 = 0.10
24 14.7 6 0.41
25 10.4 5 0.48
26 11.6 11 0.95
Vehicle 27 1.5 0 0.00°
+ 28 9.7 3 0.31 042 =+ 037
HFD 29 20.7 2 0.10
30 12.1 4 0.33

N.D., Not detected.

a No mutant colonies were detected on the plate and these data were excluded from the calculation of MF.
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GD6-GD20) I RERNE ST 5 & MRTH IR 2L EBZMEEREZRL,

FOEEIIRAY. HBRYOIBCEB T L EMR L, 0T TAF—IIE
D FERBEOBERER D FERELES 720, THR 26 FE CTILEHK Y * R EEIEORE
(Cholinesterase:ChE), Hif U L B 2 K533 28#35% (Paraoxogenase-1:PONI),
PON-1IZ4BE% % Estradiol (B2)ZTZ k L AEF®D Corticosterone (CORT) % HIE
L7z, MZ T, BILREME BV CRBERRETER L, HBRE L, ZORE
IHIRE R OETEIREIIC 1T D MR BRI, AW ORI I VE
BT, FITERT D 2 WVIIBEEFHICBWTEE THY . FhEh 161395
MFET & D VTBEFEIRIE TR S iz, D ChE JHMEEE 2 T — U THIfI A0S
T B, AW, TREE - BIHREOIEIC IRV IE AR bz, PON-1TEHEILE
IRHICIE S | ARSI CIHEMER R Ui, 7235, MEIEPHIzHBT 5 PON-1 1k
R BT FRETh o 7. 18 B2 IIEIES IR UUTIR 5148 Y O (41T IR S
TEVMEZR Uiz, HBRWER 5% OME CORT 13 T A 7 A7 — I TOELIERD
DAV A o TN, B BREE CITIEIR TRV VEE R L, “
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PLED ISR D 2 DOHMEY VRS 382 Hlinil, o R YT & 58
ORG24 D b ISR TR b SRV PREIR 278 L7e sy, ol & Wkl 5 2
ATk oz, Lds Ly GEERPI Tl PON-1 IEPEAME <, fiEH > CORT v
VDN T & ERES UTe, T ORI 31T D ITURTM B O TR B ik, SR E
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EHDWIIEREN D D, He XJ. b IR
W 2V Tl M RBEEROF
BLAURRRD Z L ERE L TVWAD2,
E7o, Fpk 25 FEDOAKHFE I ITBVT,
BERBIIXNTHTA TAT—VIZ LD
SZWEITREE 5 X THDERIZONT
IEALIE DA R, A R OYER ) - %
oM v AW THRE LIz E Z A, 4
PRGN CHEB Y BRI SR DR
Paraoxogenase-1 (PON-1), IEW{RiEE
» CYPIA B L O'BA DHEE KT %37z,
* /7~ 2 b L X A F @ Corticosterone
(CORT) X FPHICHEVMEL R LT, i
IREAD B TEAHBEER OB A b L AN
WK DRI B RIFL TV D
ErWmE L,

SR 26 FEENRTFAVROAZIR
RAREEEE, AR OUEER (RS
/%) OMT v MIBEERERD®REL
L. MRAERORE & ENICBEET DRF
BRIE Lz, £, ERICR T 2EER
FRRAEIR OFEBUL. FEIRVIE D b H Hc
T EEEMCEVWEREEN L RD L
IR S & D mRetE R RE Lz,



B. BreEEE
1. HKBRWE

ARBROEHRME L LT, HHY LAl
N5 F A v (Parathion . O,
- O-DiethylO-4-Nitrophenyl
Phosphorothioate, 99.6%. Fuythlisk T3
BRAXE-) BB AEZ I FFR A
(Methamidophos O, S-Dimethyl
Phosphoramidothioate, 99.7%. Rtk
&) 2ER Lz, T FAFVIERE
E (1-10°C) T, A& I FARRIETHEE
(-20°C) IZBWTENZHIRE LTz,

2. AREW

BARF ¥ —/ R U A—kA 4t B B4R
T (B EKR) TAE I 7= Wistar
Hannover % SPF 7 v b [Crl:'WI (Han)]
O 3 B OMEM RO T Bl OMERES ) %
A LT, HEWIRER S LTEALL,
ATith. 3 EEOEMIL 4 B, 7 B0l
HEEIE 7 BE. Th e BREEICHL
7, BbHIM T, EROMBLEL—
kBB 2 E B EiE L,

7 Wi O MEENY) O —EIXIEIREMY K O\
TIRENM 2185720, Blibth, AATEH
L7, RELEE & MR Sz sy % 1
&1l THmREESEL, BH, BRbHD
VIZA AT RICEFRRD DB E R
Bz e L, #k 0 B (GDO) & L7z, —
B, BRI EE DT, AAT ZERER
%, RECTEENHER S T HEEIT T L
575 (18:00) \ZH T AR OMREEL AWV T
FEEREY B TCHIEEE Xz, &
D, AATEEREL., 3 BEIOKRIEH % He
R U= E) % (AR (PDO) & Uiz, &
PITXIRE 2242°C, 1R 50+20%., #LREK

10 ERA LR (=T Ly 2 BR) R

55

BARFRG 12 RER/B (4PR0 7 BEAUT, FH T
FREAT) B ESNZRER CRE L.

FAEHIIREEETE MF Bk (Y =v %
NVEERTEKEREST) 2HAV, AT VLR
ME RAGEESRIC AN TEIC B B IR
STz, BoBbKIZ, bk (BRh) 277
AT 7 BHEAK R AN TEMIZ BRI
BRSE,

BB, BYOmY BT L CIEIBRE
FEWZEFT CE® DB ERHBIEVEHE
L7z (@M ERZBELAREE ; AC14056),

SRETICHA TR, RBSIBLE O
IR BT DM DO/ TF F A BL W
A5 3 KRR DA BIEFBIC OV TRE
Lz, EDORER, 787 F 4 (P) 0.6 mgkg,
AHIRER (M) 0.8 mgkg #IBEL. B
SUoTERNVTRERABREETHE B
PEIER TR M BB L, RV TRHA
., FHREFATHD LRSS0t SR
BRClE., (TIRHI G 25 rE b IRV ks
FEIR % 7~9 P 0.6+M 0.8 mg/kg/day &M
L L, FBTIREVRE S ORER A
HETHLFHEEIND P 0.3+M 04
mg/kg/day ZAKAEL Lz, £, BiEE
545 0 mgkg/day #3&i1T 7=, BT,
FGATAT =V X DI ORZMEDEN
ERETT A7, Bl AR, KBS B
BE). RSN [FH (CBY) /8 O B %
WE L, Sbic. SILERY R ©
B 18 (DBl &R 7-, (BL., &iHES)
YTCIIRERAEZBEREDH L L,

4. BRERME R SR OFRE



K O WS AR - A I 1 A A
L., #5283 4 ml/keg & Uiz, ATE#RD
PRI % FF A U T2 L 1% Tween80 /KIAE

(Tween80. Fyeflidk T3pNah) wTot

FF A RRE 0.15 mg/mL (Ji& 0.3
mg/kg) K0 0.30 mg/mL At 0.6 mg/ke)
WAL L, A # 3 R 213 0.20 mg/ml
% 0.4 mg/ke) KO0.40 mg/mL (4 0.8
meg/kg) AR L 7o, P, A RRLIE A
111 CiRA L, SR/ L 1w -
W (5°C) LHFTICTREFEL, EERCE
EWCRLUTHEM L,

B 5 0710 E T B A TR O
& UTe, RO EEERBRCIA Sh
TWAHHETHY, Eict bORBEREKIZ
=BT HT b, TOFEFERH L,

e 5 e B OV 14 AT,
TR B OMBIEIREMC S\ Tix, GD6/PD6
m 5 GD13/PD13 (kS B\ M T A TR+
#1) & GD6/PD6 25 GD20/PD20 (iR &
DUNIAIEIREN) T L,

5. lRAIEHE
5.1 5B, A, IR X OMAITIREY
DB

EEMWIZOWTEHESM T, —iREE
ETYPELIRER USET® 1 B 1B L,
T/, BEHEFESRED 2 B (S5
ATE%) \CHEAE. IRER. EE. RUE KR OMERE
EBELT,

5.2.8%

EHP R UORASHOMS v Tk, &5
BifAR (&5 0 H), #5 TRV 14 B, #
BT RICEEZIE L, EIREOMEEE
% & ¥ X GDO/PDO . GD6/PD6 .
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GD13/PD13, GD20/PD20 |Z{KEZHE L
Foo M. BEL I B UNZBIERIEO BIT D
WL, FE R, eI E % 326 LTz
5.3. AR R OV i

B ORI, 5 14 B, 4
iR - AIEHR Y GD13/PD 13, FEIR - 44T
IR GD20/PD20 oA Y 75y [=
ANA L = AT IR G WOARRET
THM L, #KHEIRE D ik & 5H Lo
W U, fuii ek s ission v RBRE (&
NIy b S BKETE B L, @i
Bt L (2000gX4°C X 10 2F). =D L%
MyFHhr7ne Lic, £z, 867
iR O A L, Bifse B a2 JE Ui,
JFligi% 1 X PBS (Phosphate Buffered Salts,
TaKaRa Bio Inc., Japan) THEF#E. —HD
#-80°C THRAF LT, —JF. e oW Tide
MHEEZRE LTz,

5.4. WEHEE
5.4.1. FEWRMEERIEMER L OBEER T
5411 =Y =275 —F (ChENEED
il

H R B E U 72 15 K OV > ChE &
ZHE L7z, ChE EHEORIEILXI Vb7 &
FNFFa) rEEEE L7 DINB I L
VT o7, MIBEIZ DV ThE, JCA-BMI250
BEISOHTERE (BABEFHRINESL) 2RV
T ChE EHEERE LTz, —F . Biz20T
. ¥ (BB T 20% (wiv) EREY R
— MAFHH L, JCA-BM1250 HEIHTER
%A\ ChE JEMEEIE LTz,

5.4.1.2. Paraoxonase 1 &
Frli& % VT, B Y BRI % Ky #
TAHEEEZE L L TH LD Paraoxonase 1



(POND) %BIE Liz, BIEWZIENNT A

F—F (PON-LArylesterase &) BIEX
v b (BHFFA RS 2RV,
5.4.1.3. Estradiol #lE _

& LTIRELLOAWSNDREERLE
VO TH D Estrogen 1T, BHIZ
Estradiol X° Estrone 3% % 9, Z&IFH4T
IRBEICE K S S5 Estradiol X,

PON-1{EHICEET L Z L BHMON TV 5,

F T, IiEEBVWT Estradiol (B2) %]
£ L7, BFEICIZ Rodent Estradiol ELISA

test kit (Endocrine Technologies,
USA) #Hvie,

Inec.

5.4.1.4. Corticosterone HIE

A bV ABTERRC W ES BN 2 EE
anFaAf FRO—FETH5 Corticosterone
(CORT) iz 2Tl % AW THRIE Lz,
Al £ iX DetectX Corticosterone Enzyme
immunoassay kit (Arbor Assays, USA) #
A,

4. HEERE

EREEHICOWT, HEE & R,
AR E 7o IR 1 & . AR
# & AR HA . IR & AITIREHA T
et FEBEZRBRES R V1%L~V T
fiEHT L7,

&5 — & 1%, Student’s ttest & FEhi L T
BEEOHERLHE L,

C. BrERER
1. JECEER

RBER P, SEY A B RO
B #) OXBREAETHECHROONER
ATLT, ERTH (C ¥ ORERE

P0.6+MO0.8 mg/kg/day T 1 fFlDOFET-HFE
b, iEiREE D &) T i%\?ﬁ’é—ﬁ%’(“
FETIIRO bivien -7, BiEikPHic

VN THRFRIREE DB 8 1 IFE Ba‘w‘:f:&?)\
THRR T B LTz, BEIREHTIX, T
ITRD bR Do T,

2. —fEikiE
SERMIM 5RO B, IR,
B WL, EAEE L,

AXE 1 —RREE

et ]

(mg/kg/day)
SER | BE 0 P0.3+M0.4 | P0.6+M0.8
HiE | 0 ;
I ——
(R EH]

(mg/kg/day)
FEAR B’E 0 P0.3+M0.4 | P0.6+M0.8
St e
T A 0 i
e
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Ut v ] [ 4EaR 1]
(mg/kg/day) (mg/kg/day)
JER TR \ P0.3+M0.4 | P0.6+M0.8 R R | P0.6+MO0.8
JRTE | 0 0 3 | JRPTHE 1
W a0 0 5 T 1
. JRFTE 0 0 1 — JRpT: 0
WS SR T o 0 0 B 0
JRETE 0 0 0 , JE Tk 0
S EE T o 0 1 R 0
s e i 0 0 0 s {2951 0
W | o 0 0 Wi e 0
g RE 0 2 3 35 2
el HiE 0 0 1 AR ¥ 0
({44 A 3R] 3. K
(mglkg/day) BRI P, 2AEFESWIC BT B EER
FER | RREE | PO.6+MO.8 BERIEFICEm L=, BEL, HEHE
85 izfi’i i P0.6+M0.8 mg/kg/day \Z331) D ILHRHH <
- Bk 0 L. GD13 O{EEN 0 mg/kg/day & HHEL
Lo L THBREF 2R Lk,
et GlEikes 0
Lk 0
s L35S 0
T 0 Ak 2 FHKE
e | 1 Gt
HE 0
ik s wEMA BE#T7A
0 mg/kg/day 78+6 11346
— /0 P0.3+M0.4 mg/kg/day 67+9 99412
[ﬁj—%&{ﬁ ;Elﬁ ] P0.6+MO0.8 meg/ke/day 73+£10 109414
(mg/kg/day)
R | 0 | P0.3+M0.4 | Po.6+Mo.g | | A Bk 14 B
0 mg/kg/day 136+6
g | DDE 0 0 2 P0.3+M0.4 mg/kg/day 11715
25 0 0 5 P0.6+M0.8 mg/kg/day 129+14
s JRETHE 0 0 1
Bk PN o 0 5 (Mean+SD)
T L
‘%r’é‘ AR ®EMA 5% R
i = 0 0 0 0 me/kg/day 162+12 173414
“‘gf ) 0 ’ P0.3+M0.4 mg/kg/day 16026 17647
K P0.6+M0.8 mg/ke/d 163+10 1768
i BE o o 5 mg/kg/day +
A& #wE% 14 8
0 mg/kg/day 18711
P0.3+M0.4 mg/kg/day 189+8
P0.6+M0.8 mg/kg/day 186+8
(Mean+SD)
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