Summary of results ( Diydocheqyl phthalate)

Gengation

Dam: FO  Offspring: F1
Dae(gkg 0 1.6 8 40 200 500 mg/kg
Number of pregnant famdes 12 12 12 12 12 11
Clinical findings |Sa|ivatim 0/12 0/12 0/12 0/12 0/12 11/11
Found deed 0/12 0/12 0/12 0/12 0/12 0/11
Badyweights | Gedtation period - - - — - L
Ladtation period - - - - - -
Fodarenmuaion | Gedtation period - - - - — L
Lactation period - - - - - L
FO |Ddivayad Ddivery 100 100 100 100 100 100
index (%0)
maternal Gedation lencth (dav) 22.08 22.00 22.25 22.17 22.17 2273 H
benavior +0.29 +0.00 +0.45 +0.39 +0.39 +0.47
Number d ] 16.83 16.58 15.83 17.42 14.92 16.82
Implantation sites +1.40 +1.24 +1.90 +1.78 +1.93L +1.89
Nu‘rber_ (o} 15.83 15.33 13.83 16.42 14.33 1291
pupsdeivered +1.40 +2.02 +1.34 +2.11 +2.02 +3.08
Grossfindinos |Liver 0/12 1/12 0/12 0/12 0/12 0/11
Pt light
gay
Kidney 0/12 1/12 0/12 0/12 1/12 0/11
Dilatation,
paviccavity
Urae 0/12 1/12 0/12 0/12 1/12 0/11
Dilatation
H : Significantly higher than the control (p<0.01).
Lorp : Significantly lower than the control (p<0.05 and p<0.01, respectivery).

- : No treatment-related alterations.




Smmary of reults(continued-1)

Genadion Dam: FO  Offspring: F1
De(ugkg) 0 16 8 40 200 || 500 mg/kg
Number of pregnant famales 12 12 12 12 12 11
Final body weights(g) 3213 317.2 317.8 309.2 3156 310.9
+11.9 +10.7 +14.8 +138 +11.2 +16.7
Absluteorcen | Brain Q) 1.92 1.92 1.95 1.95 1.93 1.89
+0.08 +0.05 +0.05 +0.03 +0.03 +0.05
weihts Pituitary (mg) 11.3 109 11.0 11.6 10.7 11.0
+1.1 +1.1 +1.0 +1.2 +1.8 +1.2
Thyrdd (mg) 154 17.3 17.2 17.3 154 175
+2.7 +3.7 +3.2 +2.6 +2.6 +1.9
Thymus@ 027 027 0.26 0.27 027 0.22
+0.04 +0.05 +0.06 +0.04 +0.08 +0.06
Live @ 16.57 16.03 16.24 15.59 15.67 18.79
+1.35 +1.11 +1.29 +1.10 +1.18 +132 4
Kidney @ 230 228 2.23 2.04 227 2.26
+0.18 +0.21 +0.12 +0.19 +0.18 +0.08
Adrend (mg) 717 721 68.6 730 707 833
+4.9 +7.8 +6.7 +6.8 +6.8 +100H
Oway(mg 102.4 934 922 95.8 933 90.0
+13.7 +16.2 +10.3 +16.1 +17.8 +145
Uterus(g) 0.49 0.43 0.47 0.49 0.48 0.42
+0.16 +0.10 +0.12 +0.08 +0.11 +0.05
Reativearcen |Brain 0.60 0.61 0.61 0.63 0.61 0.61
@100g8W) +0.03 +0.02 +0.03 +0.02 4 +0.02 +0.03
weghts Pituitary 35 34 35 37 34 35
(Mg100gBW) +0.3 +0.3 +0.3 +0.3 +0.6 +0.4
Thyrad 48 55 5.4 56 4.9 56
(Mg100gBW) +0.8 +1.1 +1.0 +0.7 +0.8 +0.6
Thyms 0.09 0.09 0.08 0.09 0.09 0.07
1008 W) +0.01 +0.01 +0.02 +0.01 +0.03 +0.02
Liver 5.16 5.06 5.11 5.04 4.97 6.05
©10088W) +0.38 +0.36 +0.27 +0.32 +0.39 +0.31 H
Kidney 0.72 072 0.70 073 0.72 073
©10088W) +0.06 +0.06 +0.04 +0.05 +0.06 +0.04
Adred 23 27 216 236 24 269
(Mg10gBW) +1.4 +2.4 +2.4 +2.1 +2.3 +33 4
Ovary 319 29.4 29.0 310 296 29.1
(mg100gBW) +4.6 +4.9 +3.3 +4.9 +5.7 +5.1
Utaus 0.15 0.13 0.15 0.16 0.15 0.14
@108 W) +0.05 +0.03 +0.04 +0.03 +0.03 +0.02

H: Significantly higher than the control (p<0.01).




Smmary of reults(continued-2)

Genadion Dam: FO  Offspring: F1
De=(ugkg 0 16 8 40 200 | 500 mg/kg
Nerods  henatoovte
focal 0/12 0/12 012 112 011 011
Ned_os's henatoovte
messve 0/12 112 0/12 0/12 0/11 0/11
Liver Hypartraohy,
oéh?t?ima 0112 0112 0112 012 011 5/11 H
Tubule basophilic 012 012 012 012 011 111
Kidney | Cast, prateinacenus 012 012 012 012 011 111
hydranephrcss 012 0/12 012 012 11 011
F [*1 [Uree | Dilatation, lumen 0/12 0/12 0112 012 11 011
Oay |Cys fdlicular 012 012 112 012 011 011
Uteus - - - - — —
Cavixd uteaus - — - - - —
Vagna - - - - - —
Ovat antarior lobe|  4/12 212 112 112 11 4/11
Fituitary OwW. intermediate
lobe 0/12 0/12 112 012 011 111
Thyrad _ _ _ _ _ _
Parathyrdd _ _ _ _ _ _
Adrend _ _ _ _ _ —

H : Significantly higher than the control (p<0.05).

— : No treatment-rel ated alterations.
*1 : Histopathological findings




Smmary of reults(continued-3)

Generation Dam: FO  Offspring: F1
Doe(ugkg) 0 1.6 8 40 200 500 mg/kg
Sexratio(maefemae 0.95 123 101 0.80 0.91 1.36
Vigbility (%) LDO 99.47 99.46 99.40 98.48 98.84 96.48
LD4 97.35 98.91 99.39 95.36 89.41 97.08
LD22 100 100 98.96 100 100 98.84
Badvwedhts LDO 6.1 6.1 6.3 5.9 6.2 5.8
+0.3 0.2 0.3 0.4 +0.5 +0.3L
(@) LD4 9.1 9.4 10.1 9.2 9.3 8.9
+0.8 0.9 +10H +1.0 +1.1 +0.9
Mde LD7 145 14.8 16.0 14.6 14.9 14.0
+14 2.2 +1.3 1.7 +2.1 +1.7
LD14 30.9 31.2 326 314 31.6 28.0
+1.9 3.7 2.0 1.9 +25 131
LD2L 50.9 50.7 52.8 51.3 51.0 46.9
+2.8 5.3 +3.7 +3.3 +3.9 +3.1
After weanina - - - - -
D
FL LDO 5.7 5.7 5.9 5.6 5.7 54
+0.3 0.2 0.3 +0.3 +0.4 +0.3
LD4 8.6 8.8 9.5 8.6 8.9 8.2
+0.7 0.9 1.2 +1.1 +1.0 +0.9
Fende |LD7 13.8 14.2 15.0 13.7 144 12.9
+15 2.3 +1.3 +2.0 +2.2 +19
LD14 29.3 30.2 30.7 29.7 304 26.4
+1.8 4.0 1.9 25 +2.4 151
LD2L 47.9 48.1 49.6 48.7 48.7 44.0
+2.2 5.1 +35 +3.8 +3.9 +3.3
After weanina - - - - -
D
LDO 314 324 322 3.30 348 294
+0.20 +0.18 +0.23 +0.21 +0.24 4 +0.24
Mde |LD4 4.60 472 4.83 4.90 513 4.48
+0.29 +0.26 +0.18 +0.40H +0.25 4 +0.29
Anoganitaldi LDO 1.49 157 1.49 1.58 1.63 1.66
gances +0.08 +0.21 +0.13 +0.14 +0.13 +0.13 H
(mm) Fende |LD4 2.27 2.35 2.33 242 254 243
+0.16 +0.13 +0.15 +0.20 +0.14 4 +0.18

H or 4 Significantly higher than the control (p<0.05 and p<0.01, respectivery).

Lory:

D : Decreasing tendency.

. No treatment-related alterations.

Significantly lower than the control (p<0.05 and p<0.01, respectivery).




Smmary o results(continued-4)

Gengation Dam: FO  Offspring: F1
Doe(gkg) 0 16 8 40 200 | 500 mg/kg
Nipplegppear-  (Mde LD12 0 0 0 0 0 0
o) Fande |LDL2 100 100 100 100 100 100
Sud  dedolMde  |Preputid 42.04 41.88 41.92 41.38 42.14 4155
Pment ) sparation +1.94 +2.44 +1.72 +1.93 +2.10 +1.79
Famde |Vagnd 31.00 31.25 3058 30.96 30.91 3033
qpening +1.64 +2.05 +1.41 +1.76 +1.44 +1.39
5] Count of erus 358 375 375 3.75 373 373
+0.51 +0.45 +0.45 +0.45 +0.47 +0.65
Esrausoyde(day) 4.00 4.00 4.00 4.00 4,00 3.97
+0.00 +0.00 +0.00 +0.00 +0.00 +0.10
Copulaion  |Mde 100 100 100 100 90.91 72.73D
index©)  |Femde 100 100 100 100 90.91 72.73D
Fertility index (%) 91.67 91.67 9167 100 100 62.50D
Numbe of 16.27 16.82 1507 15.42 16.00 16.80
corporalutea +1.62 +1.25 +2.80 +1.82 +1.56 +2.17
Fertility Numbe 1555 16.09 16.00 16.25 15.40 16.60
implantations +181 +1.45 +1.90 +1.82 +2.12 +1.95
Deedeminyo 5.85 12.43H 8.33 2.16 10.39 9.64
index (%)
Numbe 14.64 14.09 14.00 15.08 13.80 15.00
liveembyro +1.91 +158 +3.29 +2.23 +2.39 +2.00
Number of 625.6 681.1 7125 670.1 692.3 309.5D
epidamd sperm +98.5 +79.2 +50.0 +65.2 +96.9 +367.0
(x10/cauda)
%()Srm matility 97.78 98.66 97.83 98.15 97.57 54.60D
Abnormd spem 181 211 228 222 218 2.00
Index (%)

H : Significantly higher than the control (p<0.05).

D : Decreasing tendency.




Smmary o results(continued-5)

Genadion Dam: FO  Offspring: F1
Doe(ugkd 0 1.6 8 40 200 500 mg/kg
Defedt 0/25 0/26 0/23 0/22 0/21 2/24
Kidney Dilatt\r;tim. Davig 0/25 0/26 0/23 0/22 0/21 1/24
v
*1| Mde |Udeg |Dilatation 0/25 0/26 0/23 0/22 0/21 1/24
Tedis  |Smdl 0/25 0/26 0/23 0/22 1/21 0/24
Epidid- | Small 0/25 0/26 0/23 0/22 0/21 15/24
ymis
Kidney Dilatt\f;tim. pdvi 0/23 1/22 0/24 1/26 0/23 1/18
o2V
Fende |Urgeg |Dilatation 0/23 1/22 0/24 0/26 0/23 1/18
Ugus |Small 0/23 0/22 0/24 0/26 0/23 1/18
Kidney |Deedt 0/12 0/12 0/12 0/12 0/11 111
Uree  |Dilatation 0/12 0/12 0/12 0/12 0/11 111
Mde |Tedis |Smal 0/12 0/12 0/12 0/12 0/11 8/11
Epidid- | Small 0/12 0/12 0/12 0/12 0/11 8/11
Vmis
F1 Sanind  [Smdl 0/12 0/12 0/12 0/12 0/11 111
*2 veide |Ddet 0/12 0/12 0/12 0/12 0/11 111
Kidney |Deedt 0/12 0/12 0/12 0/12 0/11 1/10
Urge  |Dilatation 0/12 0/12 0/12 0/12 0/11 1/10
Fende |Ovay |Deeat 0/12 0/12 0/12 0/12 0/11 1/10
Ovidud  |Defet 0/12 0/12 0/12 0/12 0/11 1/10
Uterus rl'_‘)éf‘exei uterine 0/12 0/12 0/12 0/12 0/11 1/10
Defet 0/12 0/12 0/12 0/12 0/12 111
Kidney |Enlargament 0/12 0/12 0/12 0/12 0/12 111
Dilatation. oelvi 0/12 112 0/12 0/12 0/12 0/11
cavity
Uge  |Dilatation 0/12 1/12 0/12 0/12 0/12 0/11
*3| Mde |Tetis |Smal 0/12 0/12 0/12 0/12 0/12 8/11
Epdd-  [Small 0/12 0/12 0/12 0/12 0/12 8/11
is
" Defet 0/12 0/12 0/12 0/12 0/12 2/11
Sanind | Defet 0/12 0/12 0/12 0/12 0/12 111
vegde
Femde |All organsand - - - - - -
tisues

— No treatment-related alterations.
*1 :Grossfindings (Day 22)
*2 :Grossfindings (Day 70)
*3:Gross findings (after the mating period)




Smmary o results(continued-6)

Genadion Dam: FO  Offspring: F1
Doe(ugkd) 0 16 8 40 200 || 500 mglkg
Final bod Méde 56.5 56.6 58.1 56.6 56.0 51.9
weights(g +4.2 +6.0 +48 +42 +5.9 +38]
Day 22 Farde 53.2 52.7 53.4 526 535 485
+4.2 +56 +47 +45 +47 +51L
1 Bran@ 150 150 153 151 150 146
+0.05 +0.06 +0.05 +0.05 +005 || +0.04L
Mde  [Eddcymisrg 394 385 381 389 36.8 268
+53 +4.4 +42 +38 +55 +0.1L
Tesis(g) 2249 2235 2316 241 2133 206.1
+21.9 +37.1 +24.4 +14.8 +455 | +232L
Bran(@ 145 145 146 145 144 140
+0.04 +0.07 +0.05 +0.05 +005 | +0.05L
Fade  [Ovaymg 10.2 105 106 105 103 95
+28 +28 +23 +3.0 +3.1 +2.9
FL Utausmg) 445 46.1 47.3 47.3 44.8 446
+77 +15.4 +10.6 +10.8 +10.7 +10.1
"2 Brain 2.66 2.67 2.65 268 2.69 2.82
(@10BW) +0.15 +0.25 +0.17 +0.15 +023 || +017H
Mde mw) 69.6 68.4 65.7 68.9 65.6 51.6
W +73 +73 +57 +6.4 +7.4 +16.8]
Tedis 3975 3936 399.0 396.9 3775 397.0
(mgIDgEW) +213 +40.6 +31.1 +235 +62.5 +34.2
Brain 273 277 275 277 272 2.90
(@I0BW) +0.22 +0.26 +0.19 +0.18 +0.22 +0.23
Farde  |Owry 191 199 19.7 198 19.1 194
(mgIDgBW) +4.8 +4.9 +3.4 +4.7 +4.7 +4.9
U o) 83.7 87.2 88.1 895 83.4 914
W +132 +25.6 +16.0 +16.4 +15.8 +15.6

H : Significantly higher than from the control (p<0.05).
Lor] : Significantly lower than the control (p<0.05 and p<0.01, respectivery).

*1: Abduteargenwadhts(Day 22)
*2: Rdativeargenweights(Day 2)




Simmary o results(continued-7)

Genadion Dam: FO  Offspring: F1
Dee(gkg) 0 16 8 20 200 | 500 mg/kg
FL |Frelbody Mde 391.4 4017 39538 396.2 398.2 369.9
a9 +18.4 +15.3 +28.1 +29.9 +31.0 +22.2
Farele 252.1 245.6 256.5 266.9 260.6 244.6
+20.0 +20.2 +18.8 +17.4 +19.3 +17.1
Bran@ 204 203 2.05 2.05 204 1.95
+0.06 +0.05 +0.09 +0.08 +004 | +008)
Pititary (Mg 116 101 109 107 110 100
+0.6 +12] +0.7 +0.7L +15 +05]
Thyrad (g 164 177 17.8 164 164 154
+3.0 +3.1 +3.9 +3.8 25 125
Live @ 17.52 17.62 1759 17.37 1757 16.49
+2.30 +1.48 +1.82 +2.15 +2.37 +1.33
Kidy/Q 3.27 3.26 3.25 3.22 3.26 2.77
+0.28 +0.27 +0.17 +0.35 +037 | 031
Aded (g 55.1 58.2 55.1 542 56.4 55.2
+3.9 +5.6 +5.1 +4.8 6.0 +6.2
Mde [Smmird 173 167 164 1.66 157 1.30
veside@ +0.32 +0.25 +0.30 +0.24 +0.40 +0.27 |
Progete(@ 0.77 0.70 0.77 0.78 0.82 0.59
+0.10 +0.13 +0.12 +0.06 +013 | +0.09)
' 0.82 0.79 0.86 0.78 0.89 0.58
Q@ +0.04 +0.07 +0.05 +0.05 +031 | +054)
*1 Tesis@ 2.76 271 281 264 273 1.88
+0.15 +0.11 +0.10 +0.14 +012 | 053
Loam ai 0.87 0.83 0.93 0.87 0.84 0.70
muie@ +0.09 +0.07 +0.10 +0.07 +009 | +0.08)
Bran@ 185 187 1.89 1.90 101 1.79
+0.08 +0.08 +0.06 +0.06 +0.05 +0.07
Piitary (Mg 93 9.0 95 9.7 95 8.8
+0.8 +0.9 +1.3 +1.1 +0.8 +1.7
Thyrad (g 134 131 131 14.8 137 137
+3.1 +2.0 +2.6 +3.6 +3.0 +3.9
Farde |Liver @ 11.84 11.84 1272 1323 12.68 12.39
+1.18 +0.86 +128 | #1.24H | +1.43 +1.29
Kidy/Q 181 184 1.90 1.96 101 168
+0.17 +0.12 +0.18 +0.15 +0.13 +0.18
Aded (g 705 711 734 742 7238 75.7
+6.1 455 +7.7 +9.2 +7.6 +11.0
Oay(m 1120 106.6 105.6 108.1 115.1 100.6
+14.4 +10.0 +15.1 +11.8 +135 +20.6
Utats(mg 0.74 0.72 0.74 0.74 0.73 0.76
+0.09 +0.09 +0.11 +0.07 +0.06 +0.18

L : Significantly lower than the control (p<0.01).
L : Significantly lower than the control (p<0.05).

*1: Absluteargen weights (Dey 70)




Smmary o results(continued-8)

Genadion Dam: FO  Offspring: F1
De(ugkg) 0 16 8 40 200 || 500 mg/kg
= Brain 0.52 051 052 0.52 052 053
©10088W) +0.02 +0.02 +0.03 +0.03 +0.04 +0.04
Pituitary 29 25 28 27 28 27
(Mg10gBW) +0.2 +0.3L +0.2 +0.2 +0.3 +0.2
Thyrad 42 4.4 45 41 41 42
(Mg10gBW) +0.7 +0.7 +1.0 +1.0 +0.5 +0.7
Liver 4.47 438 4.44 438 4.40 4.46
@100g8W) +0.44 +0.28 +0.25 +0.32 +0.31 +0.26
Kidney 0.84 0.81 0.82 0.81 0.82 0.75
©10088W) +0.04 +0.05 +0.05 +0.04 +0.06 +0.06
Adrerd 14.1 145 14.0 13.7 14.2 150
(Mg10gBW) +1.1 +1.9 +1.2 +1.3 +1.2 +16
Mae |Seminal vesde 0.44 041 0.42 0.42 0.40 0.35
©10088W) +0.08 +0.06 +0.07 +0.06 +0.11 +0.07 L
Progtate 0.20 017 0.20 0.20 021 0.16
©10088W) +0.03 +0.03 +0.03 +0.02 +0.03 +0.02 |
*1 Epidicymis 021 0.20 0.22 0.20 0.22 0.16
@108 W) +0.01 +0.02 +0.02 +0.02 +0.07 +0.15L
Tedtis 0.71 0.68 071 0.67 0.69 051
©10088W) +0.04 +0.03 +0.05 +0.05 +0.05 +0.14]
Levatar ani 0.22 021 0.24 0.22 021 0.19
F?vlf%?ﬁw» +0.02 +0.01 +0.03 +0.03 +0.03 +0.02 |
Brain 0.74 0.76 074 0.72 074 073
©10088W) +0.05 +0.06 +0.05 +0.06 +0.04 +0.05
Pituitary 37 37 37 37 37 36
(Mg10gBW) +0.2 +0.3 +0.4 +0.3 +0.3 +0.6
Thyrad 53 53 5.1 56 53 56
(Mg10gBW) +1.3 +0.7 +1.0 +15 +1.1 +15
Femde |Live 470 4.83 4.96 4.95 4.86 5.06
@100g8W) +0.25 +0.29 +0.33 +0.28 +0.30 +0.31 H
Kidney 0.72 0.75 0.74 0.74 0.74 0.69
@100g8W) +0.03 +0.04 +0.03 +0.04 +0.05 +0.06
Adrerd 281 29.0 286 27.8 280 309
(Mg100gBW) +2.6 +18 +2.7 +3,0 +2.6 +36
Oy 44.6 436 411 405 442 412
(Mg10gBW) +55 +4.6 +4.4 +29L +4.0 +8.1
Utaus 0.30 0.29 0.29 0.28 0.28 031
(Mg100gBW) +0.05 +0.04 +0.04 +0.03 +0.01 +0.07

H : Significantly higher than the control (p<0.05).

L or | : Significantly lower than the control (p<0.05 and p<0.01, respectivery).
*1:Rddivearganweghts(day 70)




Smmary o results(continued-9)

Gengation Dam: FO  Offspring: F1
Do(ugkg) 0 1.6 8 40 200 500 mg/kg
Mde |Live Nerods
henataove fore 1/12 0/12 0/12 0/12 0/11 0/11
Kidyy  |Hvdronenr-cis 0/12 0/12 0/12 0/12 0/11 2/11
Uede  [Diaation 1/12 0/12 0/12 0/12 o/11 1/11
Tedis Hypoplasa 0/12 0/12 0/12 0/12 1/12 o/11
Enicidvmis gypqdawlAgmes 0/12 0/12 0/12 0/12 0/11 12/19 Y4
Prodate - - — — _ _
Cosgldinggend _ _ _ _ _ _
Samind vesde _ _ _ _ _ _
Pty  |Oatantaiarlobe]  0/12 o/11 0/12 1/12 0/11 011
Thyrdd _ _ _ _ _ _
Adred _ _ _ _ _ _
FL|*1 Bran _ _ _ _ _ _
Famde |Liver _ — - _ _ _
Kidgy  [Hvdaenir-ais 0/12 1/12 0/12 1/13 o/11 1/10
Ovary _ _ _ _ _ _
Ovidud _ _ _ _ _ _
popesa
Ueus harn 0/12 0/11 0/12 0/12 0/11 1/10
Cavixd uterus - - — — _
Vagra — - — — —
Cw. anterior
Pty |ld® 0/12 0/11 013 1/12 0/11 0/10
Thyrdd _ _ _ _ —
Adred _ _ _ _ _
Bran — — — _ _ _

H: Significantly higher than the control (p<0.01).

— : No treatment-rel ated alterations.
*1: Higgpathdogical findings(Day 22)




Simmary o reults(continued-10)

Generation Dam: FO  Offspring: F1
Doe(ugkg) 0 1.6 8 40 200 500 mg/kg
Liver oy s Peratte 1/12 0/12 V12 0/12 111 0/11
Kichey Tihula haenhilie 3/12 2/12 3/12 2/12 3/11 3/11
Mineralizet-ion, 0/12 0/12 0/12 0/12 0/11 111
Tedis ;imm;j: 0/12 0/12 0/12 0/12 0/11 8/11 Y
Hunarrloda Ladn - 0/12 0/12 0/12 0/12 0/11 8/11 Y
FL|*1| Mde ;T‘*““‘m riant 0/12 0/12 0/12 0/12 0/11 8/11 Y4
saminifaraichiilo
Enididvmis Ugﬁq@mﬂe 0/12 0/12 0/12 0/12 0/11 8/11 Y4
lumen
Cel detris 0/12 0/12 0/12 0/12 0/11 4/11 H
Hmoniadal/A renede 0/12 0/12 0/12 0/12 0/11 2/11
Dilatation, lumen 0/12 0/12 0/12 0/12 0/11 111
Progeie el infitrarion 0/12 0/12 0/12 0/12 111 0/11
Cosgletingdard” - - - - - -
Samind vesde - - — — — -
Pituitary |\t anterine lohe 1/12 112 2/12 112 111 2/11
DS itemaieaq /12 0/12 112 0/12 0/11 0/11
Thyrdd _ _ _ _ _ _
Adred - — - - - -
Femde |Live - - — - - —
Kidngy | Tl haswhilie 1/12 0/12 0/12 2/12 0/11 3/10
Mineralizat-ion, 0/12 0/12 0/12 112 0/11 4/11H
Ovay o _ _ _ _ _ _
Ovidut — — - = - -
Ueus - - - - - -
Cavix dlOs suamag  0/12 0/12 v12 0/12 0/11 0/9
uterus epithelial
Vagra — — — — — —
Pituitary | Owd. anteriar Icbe 2/12 0/12 0/12 4/12 0/11 1/10
Thyrdd - - - - - _
Adred - - - - — _
H ory: Significantly higher than the control (p<0.05 and p<0.01, respectivery).

— No treatment-related alterations.
*1: Hisgpathdogical findings(Day 70)




Simmary of reults(continued-11)

Genaaion Dam: FO  Offspring: F1
Do(ugkg) 0 16 8 40 200 500 mg/kg
Dav22 T?rﬂgﬂrglgﬂe n=13 n=13 n=12 n=12 n=11 n=14
0.07 0.05 0.03 0.03 0.01 0.01
+0.06 +0.05 +0.06 +0.04 +0.02 L +0.03 L
Mae (LrgmL) n=12 n=13 n=11 n=10 n=10 n=10
1.50 1.66 1.61 1.64 1.68 1.69
+0.36 +0.35 +0.40 +0.42 +0.47 +0.40
(F%"mL) n=12 n=13 n=11 n=10 n=10 n=10
12.40 12.44 12.08 11.64 13.62 12.47
+3.49 +2.16 +2.19 +2.25 +2.98 +1.64
@nﬁ‘ﬂ‘)‘“ﬁ n=12 n=11 n=11 n=14 n=12 n=11
16.9 21.6 19.1 199 15.3 175
+10.7 +8.1 +13.9 +15.5 +11.5 +8.3
Famde (LrgmL) n=11 n=11 n=12 n=12 n=11 n=7
1.74 1.63 1.63 1.36 151 1.37
+1.08 +0.41 +0.38 +0.39 +0.37 +0.35
FL |*1 (rFSJmL) n=11 n=11 n=12 n=12 n=11 n=7
22.12 20.31 24.83 17.97 22.63 18.11
+10.98 +9.29 +11.56 +6.66 +10.21 +8.18
Dav' 0 (Trgrgif)fme n=12 n=12 n=12 n=12 n=11 n=11
4.69 454 4,98 4.65 443 4.07
+1.41 +1.42 +1.36 +2.22 +1.31 +2.00
Mae ('-rgml_) n=12 n=12 n=12 n=12 n=11 n=11
1.83 1.95 1.82 181 1.79 2.11
+0.41 +0.51 +0.30 +0.30 +0.17 +0.53
(F%"ml_) n=12 n=12 n=12 n=12 n=11 n=11
14.73 14.66 13.47 14.27 14.59 15.50
+1.67 +1.25 +1.85 +1.03 +0.98 +2.93
(%rn?ﬂi)d n=12 n=12 n=12 n=12 n=11 n=10
46.3 459 49.4 36.8 43.3 44.9
+135 +16.1 +19.4 +11.5 +13.1 +15.3
Famde (LrgmL) n=12 n=12 n=12 n=12 n=11 n=10
1.64 1.25 1.40 155 1.31 1.30
+1.61 +0.50 +0.59 +0.18 +0.58 +0.26
(F%*mL) n=12 n=12 n=12 n=12 n=11 n=10
5.82 5.80 6.04 6.08 6.24 6.50
+0.91 +0.72 +0.92 « }0.77 +0.67 +0.60

L : Significantly lower than the control (p<0.05).

*1: Hormoneconoatrations




Simmary o reults(continued-12)

Genaaion Dam: FO  Offspring: F1
Deee(ugkg) 0 16 8 40 200 500 mg/kg
ERa . n=12 n=12 n=12 n=12 n=11 n=11
(x10) 365 273 2.85 358 241 312
+1.07 +0.91 +1.73 +1.28 +0.79 +0.92
ERa n=12 n=12 n=12 n=12 n=11 n=11
(x10) 236.84 253.25 207.88 208.28 231.84 271.42
+3.69 +5.13 +3.67 +3.86 +2.88 +5.38
Progate AR n=12 n=12 n=12 n=12 n=11 n=11
(x10) 188.15 205.14 176.28 188.78 198.67 269.05
+21.83 +21.18 +19.04 +35.71 +32.61 +40.25 4
IGF1 n=12 n=12 n=12 n=12 n=11 n=11
(x10) 31.10 40.60 42.76 34.76 36.15 41.15
+7.28 +7.44 +14.24 +6.48 +8.29 +9.12
FL|*1 |Dav ERa n=12 n=12 n=12 n=12 n=11 n=10
(x10°) 236.68 208.32 315.81 289.36 280.36 247.38
+44.76 +29.22 +57.65 | +27.94H | +22.31H +38.25
Utarus ERb n=12 n=12 n=12 n=12 n=11 n=10
(x10°) 2.64 2.30 3.87 158 172 1.40
+2.11 +2.36 +5.69 +0.77 +0.76 +0.53
AR . n=12 n=12 n=12 n=12 n=11 n=10
(x10) 47.98 4334 61.85 61.07 57.84 50.26
+9.37 +8.54 +1060Y | #442y | +7.12H +6.25
IG~1 n=12 n=12 n=12 n=12 n=11 n=10
(x10) 92.60 91.04 115.65 111.63 112.22 89.38
+22.16 +25.64 +26.03 +22.41 +21.62 +25.96
H ory: Significantly higher than the control (p<0.05 and p<0.01, respectivery).

*1: mRNA eqresion (%)




