BzZP

Summary of results (Benzophenone)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of pregnant females 12 12 12 12 12 12
FO |Gestatior|Clinical findigs NAD 12/12 12/12 12/12 12/12 12/12 12/12
and Found dead 012 012 012 012 0/12 0/12
lactation |Body GD21 388 407 411 411 412 408
eriod weights +182 | #17.9 | %229 | +200 | #2652 | #239
) LD21 306 309 308 316 305 289
+130 | #121 | #108 | +17.0 | 212 | #253
Food GD0-4 179 185 195 19.7 175 146L
consumption +1.33 +2.35 +1.56 +194 | +2.16 +1.92
© GD 4-7 21.0 215 220 231 219 216
+2.19 +1.65 +1.95 +2.56 +2.23 +1.85
GD 7-10 228 226 229 238 231 239
+1.37 +1.60 +1.94 +2.59 +1.65 248
GD 10-14 235 231 24.7 243 26.1H 253
+1.95 +2.60 +1.79 +1.52 +1.65 +2.10
GD 14-17 257 270 26.0 217 284 280
221 +3.08 +6.36 +2.52 +2.80 +1.61
GD 17-21 212 234 235 229 257H | 2584
+3.06 +1.74 +2.82 +2.85 +3.53 +2.33
LD 0-4 30.8 364 35.0 316 338 304
+4.62 +2.56 +3.15 +5.87 +6.20 +4.18
LD 4-7 451 510H | 502H 484 51.7H 428
+3.29 +2.50 +3.50 +4.43 +3.04 +3.90
LD 7-10 49.7 56.1 538 54.8 539 46.6
+3.50 +10.2 +7.34 +3.27 +4.09 541
LD 10-14 55.7 579 56.9 56.9 61.0 517
+4.14 +5.69 +4.17 +2.33 +6.74 +6.43
LD 14-17 60.1 58.7 58.4 578 576 54.6
+6.76 +3.34 +4.28 +4.89 +4.37 +7.44
LD17-21 69.1 748 744 726 738 63.7
+4.26 +6.15 +3.95 +4.55 +3.44 +7.81
Water GD 0-4 331 327 321 328 322 30.6
consumption +4.4 +4.8 +3.0 +4.7 +3.3 +8.2
) GD 4-7 36.5 36.4 373 38.6 40.8 412
+4.7 +45 +35 5.1 +3.7 +7.6
GD 7-10 425 40.5 409 40.8 446 454
57 +4.6 53 5.6 +4.2 +75
GD 10-14 48.6 45.6 478 46.4 53.1 53.0
5.6 +6.8 5.1 53 53 +8.2
GD 14-17 489 50.1 49.1 47.0 518 55.3
+7.1 74 +4.4 +4.3 +4.9 +10.7
GD 17-21 50.6 539 50.9 504 56.5 55.1
9.1 9.4 +7.0 +75 7.7 +6.5
LD 0-4 49.3 56.8 54.6 50.3 530H 505
+8.0 52 +4.3 +8.3 +10.0 +9.3
LD 4-7 70.6 799 76.8 728 828 66.4
+9.0 +8.1 +10.9 52 +10.9 74
LD 7-10 84.2 95.9 89.0 88.6 89.6 849
+15.8 +22.1 +16.8 +14.9 +155 248
LD 10-14 95.1 1029 | 1039 | 1036 | 1018 923
+10.4 +16.3 +12.4 +125 +12.4 +19.0
LD 14-17 1084 1233 116.6 120.2 1132 105.8
+23.6 214 +18.8 +17.4 +154 +215
LD 17-21 1388 1634 1549 156.0 146.1 1216
200 | #282 | #121 | +238 | #1562 | #175

H or H :Significantly higher than the control (p <0.05and p <0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p <0.01, respectively)

NAD: Not abnormalty detcted.
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BzZP

Summary of results (cntinued- 1)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of pregnant females 3 3 3 3 3 3
FO [Observations Number of 180 183 180 20.7 18.7 173
at terminal corpora lutea +1.7 +32 +2.0 +0.6 +2.1 +15
sacrifice Number of 16.0 16.0 173 170 16.3 16.0
implants +0.0 +2.0 +1.2 +0.0 +0.6 +1.0
Implantation 89.5 88.1 96.7 82.3 88.0 924
Index (%)
Number of deaths 2 1 3 2 6 0
and resorptions
Fetal mortality (%)| 4.2 24 58 39 12.1 0
F1 |Fetal Number of 153 15.7 16.3 16.3 14.3 16.0
findings live fetuses +0.6 +25 +1.2 +1.2 +1.5 +1.0
Sex ratio 1.00 1.04 0.88 0.81 1.26 0.71
Body weight of 49 5.0 51 5.0 51 53
female fetudes +0.1 +0.2 +0.2 +0.2 +0.2 +0.3
Body weight of 53 53 55 54 52 56
male fetudes +0.1 +0.3 +0.2 +0.1 +0.4 +0.3
Number of fetuses 46 47 49 49 43 48
Visceral [Thorax Thymus 0 0 0 0 0 0
examination Lung 0 0 0 0 0 0
Vessels 0 0 0 0 0 0
Heart 0 0 0 0 0 0
Diaphragme 0 0 0 0 0 0
Abdomen Liver 0 0 0 0 0 0
Adrenal gland 0 0 0 0 0 0
Kidney 0 0 0 0 0 0
Spleen 0 0 0 0 0 0
Ureter 0 0 0 0 0 0
Gonad 0 0 0 0 0 0
Skeletal |Abnormality|Skull 0 0 0 0 0 0
examination Sternebrae 0 0 0 0 0 0
Vertebrae 0 0 0 0 0 0
Ribs 0 0 0 0 0 0
Coxa 0 0 0 0 0 0
Fore limbs 0 0 0 0 0 0
Hond limbs 0 0 0 0 0 0
Variations |Number of 25 0 0 0 0 0 0
pre-sacral 26 146(100%)47(100%)49(100%)49(100%)43(100%)48(100%)
vertebrac 27 0 0 0 0 0 0
Number of 12 0 0 0 0 0 0
lib 13 146(100%)47(100%)49(100%)49(100%)43(100%)48(100%)
14 0 0 0 0 0 0
Asymmetric sterne| 0 0 2(4.1%) 0 6(14.0%)[ 1(2.1%)
Splitting sternebrg 0 0 1(2.0%) 0 0 0
Ossification|Number of fetuses
with fully ossified |46(100%}47(100%)49(100%}49(100%}43(100%}48(100%)
cranial bone
Number of 5.00 5.30 483 6.00 6.0 5.90
ossified sternebrag +0.10 044 | #055 +0.06 +0.00 +0.10
Number of 777 7.77 7.70 8.00 797 8.00
ossified metacarpal +0.25 0.32 +0.52 +0.00 +0.06 +0.00
Number of 8.17 8.13 6.37 9.30 9.07 9.33
ossified metacarsa| *0.42 117 +1.69 +0.61 +0.95 +0.99
Number of 9.9 10.1 103 119 118 117
ossified sacral and +0.52 045 +0.60 | 061 | 078 | +0.56
caudal vertebrae

H or H :Significantly higher than the control (p <0.05 and p <0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)
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BzZP N83

Summary of results (cntinued- 2)

Gneration Dam: FO Offspring: F1

Dose (mg/kg) 0 0.002 0.01 0.05 20 100

Number of litters 9 9 9 9 9 9

FO |Delivery |No. of dams, delivered live pupg 9 9 9 9 9 9
and Delivery index (%) 100 100 100 100 100 100
maternal |Gestation length (day) 219 220 221 221 222 230H
behavior [Number of implantaion sites 15.8 15.7 16.2 171 15.6 153

+2.22 +2.00 +1.72 +1.69 +1.33 112

Number [LDO 143 146 146 149 142 108L
of pups 304 | #167 +1.67 +2.03 +1.39 +3.03
Gross findings ~ NAD 12/12 12/12 12/12 12/12 12/12 12/12

Sex ratio (Male / male + female)| 0.87 0.96 0.85 0.96 1.00 1.26

Viability [LD O 99.0 100 99.3 99.4 100 899L
F1 |(%) LD4 100 100 100 98.6 97.0 830L
LD21 99.1 98.2 100 100 97.2 99.0
Body wei{female LDO 56 59 58 59 6.0 6.1
@ 056 | +032 | 027 | 028 | +036 | 052
LD4 9.1 9.7 95 9.3 9.9 10.8H

+1.36 +0.69 +0.69 +0.74 | +0.82 +1.24

LD7 138 147 144 141 146 155
+1.88 +0.91 +0.99 +0.87 +1.35 +1.82

LD 14 258 26.3 264 26.1 26.5 284
+2.90 +154 | +2.10 +1.86 +1.47 +3.36

LD21 414 428 429 42.0 432 46.3
+5.15 +2.49 +3.20 +3.02 +2.53 +7.44

Male LDO 59 6.3 6.2 6.3 6.4H 65H
+0.47 +0.24 | +0.31 +0.41 +0.27 +0.49

LD 4 9.4 103 103 9.8 105 1124
+1.22 +0.49 +0.89 +0.72 +0.69 +1.24

LD7 142 156 153 148 15.2 156
+16.3 +0.73 +1.18 +0.47 +1.16 +2.22

LD 14 26.3 283 279 215 273 282
+2.89 +1.90 +2.15 +1.13 +1.62 +4.39

LD 21 426 457 448 437 442 46.6
+4.92 +3.09 +3.60 +2.05 +2.72 +7.64

Anogenit§Male LDO 4.10 4.14 418 433 | 428H | 4614
distance +0.23 +0.16 +0.26 +0.39 +0.29 +0.43
(mm) Ratio 227 225 228 235 230 247H

0.1 +0.09 +0.13 +0.18 +0.15 +0.20

Female LDo 206 208 216 217 218 233
012 | #0.16 | #0.10 | %024 | 025 | #0.22

Ratio 116 115 120 120 120 128
0,07 | 008 | 006 | 012 | #013 | #0.10

Residual nipples (%) 55.6 55.6 333 333 55.6 0oL
Postnatal|Incior eruption(day) 10.7 111 113 114 110 105
develop- #0.71 | 093 | +087 | 0.73 [ *1.00 | +0.76
ment Eyelied opning(day) 16.4 16.0 16.0 159 158 156

088 | #0.71 | 071 | 2060 | 097 | +141

Descensus testis(day) 194 19.2 194 19.0 19.2 193
+0.88 +0.44 +0.73 +0.87 +0.44 +1.04

H or H :Significantly higher than the control (p <0.05 and p <0.01, respectively)
L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)



BzZP

Summary of results (continued- 3)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 [Clinical |Anatomy Male  NAD 19/19 | 15/15 | 18/18 | 18/18 | 19/19 | 13/13
findings [group Female NAD 1717 20/20 18/18 18/18 1717 10/10
ReproduciorMale NAD 13/13 18/18 15/15 16/16 18/18 18/18
group Female NAD 1717 18/18 19/19 20/20 1717 13/13
Sexual [Male Preputial 36.0 36.7 36.6 379 36.7 36.2
develop- separation (day) +0.88 +10.3 +1.15 +1.64 | +1.57 +0.69
ment Female Vaginal 313 313 303 30.6 30.2 308
opning (day) 4217 | 212 | +124 | 203 | #1.71 | +1.23
Estrus cycle: regul] 100 95.0 100 100 100 100
Body Male Day 21 418 468H | 438 414 45.6=¢ | 486H
weights +3.8 +4.0 +1.9 +25 +3.0 +8.8
@ Day 28 793 84.2 80.3 805 830 | 875H
57 +45 +33 +3.1 57 +10.9
Day 35 129 133 127 128 131 136
+85 6.7 +6.8 +6.2 +8.1 +12.0
Day 42 181 187 178 183 184 190
+11.4 +10.9 +12.3 +9.2 +12.1 +14.7
Day 49 239 242 232 240 240 245
+13.0 +14.8 +14.1 +15.0 +13.9 +16.2
Day 56 291 306 286 297 294 304
+15.5 +14.9 +17.8 +19.2 +18.8 +19.4
Day 63 336 357H 338 336 339 345
+14.9 +16.9 +20.8 +20.7 +14.9 +21.8
Day 70 369 393H 369 371 372 382
+16.3 +17.9 +26.3 +21.7 +16.6 +22.8
Female Day 21 411 42.7 421 415 448H | 500H
24 +34 22 2.7 +34 +7.2
Day 28 727 753 75.0 752 774H | 812H
+45 +35 +32 +3.8 5.9 +6.4
Day 35 113 116 112 115 119H 118
+45 +45 4.7 6.3 +6.3 +6.3
Day 42 148 150 143 149 155 152
+10.0 55 +7.3 6.7 +6.5 +14.9
Day 49 171 179H 168 175 180 H 174
+10.6 +7.9 +8.0 +8.3 +7.6 +15.2
Day 56 191 2024 191 196 202H 194
+10.6 7.7 +8.0 +135 +11.0 +17.4
Day 63 209 2204 | 210 216 222H | 217
+13.3 7.7 +10.4 +14.9 +10.0 +18.0
Day 70 226 234 226 233 238H | 235
+12.6 +8.1 +109 | #147 | #122 | +180

H or H :Significantly higher than the control (p <0.05and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05and p < 0.01, respectively)
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BzZP

Summary of results (continued- 4)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 |Mating |Mating Male 100 100 100 100 100 100
and index (%) [Female 100 100 100 100 100 100
fertility |Fertility (%)|Male 100 100 100 100 100 100
Female 100 100 100 100 100 100
Observations Number of 189 19.8 189 191 188 203
at terminal Corpora Lutea +3.1 +3.0 +3.0 +4.3 24 +28
sacrifice Number of 147 15.0 138 138 148 155
implants +2.8 +1.8 +2.3 +3.6 +1.7 +1.4
Implantation rate({ 79.0 76.5 74.8 729 80.1 715
Number of deaths 11 16 16 24 12 12
and resorption
Fetal mortality 41 55 78 89 48 57
Fetal No. of live fetuses | 14.1 141 129 126 141 147
Findings 27 +1.7 +3.0 +3.8 +1.8 +1.1
Sex ratio 1.10 0.98 1.07 1.07 0.98 1.03
F2 male fetal 54 54 5.2 55 55 53
body weights +0.3 +0.2 +0.2 +0.2 +0.3 +0.2
F2 female fetal 5.0 5.0 49 51 51 5.0
body weights +0.3 +0.2 +0.2 +0.2 +0.3 +0.2
Exernal 0 la) 0 0 0 0
abnormalities
Copulatory Number of 19.2 128 134 234 20.6 158
behavior mount (Mf) +8.42 +10.6 +5.56 +14.1 +14.1 +9.36
Number of 18.2 17.9 16.9 17.9 16.7 185
intromission (If) +2.67 +4.21 +2.80 +4.16 +5.93 +6.22
Number of 346 272 320 3.06 2,67 267
ejaculatoon (Ef) +0.88 +0.96 +1.01 +0.93 +0.91 +1.03
Mount latency 108 316 156 124 244 344
(ML) +106 +283 +97.7 +144 +376 +456
Intromission laten| 49.5 92.9 726 67.6 51.0 159
(IL) +40.6 +114 +61.3 +48.9 +46.6 +406
Ejaculation latenc: 396 599 462 440 470 476
(EL) +208 +328 +380 +314 +273 +288
Post ejaculation Inf] 349 381 370 341 369 353
(PEI) +71.0 +69.6 +73.3 +57.5 +65.0 +60.6
Fertility 13/13 17/18 15/15 16/16 16/18 17/18
100% | 94.4% 100% 100% | 88.9% | 94.4%
Gross 3 weeks old [male NAD 15/15 18/18 1717 19/19 15/15 919
findings female NAD 20/20 | 16/16 | 1919 | 1717 | 2121 | 1111
10 weeks male NAD 19/19 15/15 18/18 18/18 19/19 13/13
old female NAD 17117 | 20/20 | 188 | 1818 | 1717 | 10/10
Repro. male NAD 13/13 18/18 15/15 16/16 18/18 18/18
group female NAD 1717 18/18 19/19 20/20 1717 13/13

H or H :Significantly higher than the control (p <0.05 and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)

a): Acrania, open eyelid, protruding

NAD: Not abnormalty detcted.
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BzZP

Summary of results (continued- 5)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 |absolute |Male Liver(g) 1.923 2.003 1.992 2.042 2.208 2.037
Organ +0.282 | #0.236 | +0.206 | +0.323 | +0.517 | +0.479
weights Brain(mg) 1376 1407 1376 1360 1388 1380
922 | #596 | #39.0 | +620 | 720 | %733
3 Pituiary(mg) 1.60 161 1.66 1.80 1.99 1.79
weeks 040 | 043 | +033 | +048 | #0.70 | +0.66
old Thyroid(mg) 524 539 543 519 583 5.46
+0.78 +1.19 +1.22 +1.37 +191 +1.06
Adrenals(mg) 14.7 154 15.6 14.6 15.6 155
+191 +2.25 +3.34 +2.50 +2.27 +3.27
Kidneys(mg) 541 569 540 561 | 602H | 618
+59.0 +49.3 +33.0 +49.6 +62.1 +124
Spleen(mag) 156 145 155 139 154 155
+30.5 +20.6 +21.8 +185 +18.0 +35.7
Testes(mg) 190 187 184 188 190 193
+19.8 +20.9 +26.1 +14.6 +16.9 +36.7
Epididymis(mg) 321 307 294 306 327 36.0
+341 +341 +3.50 +3.39 +4.86 +3.79
Prostate 6.5 6.3 6.3 72 76 58
Dorsolaterl lobe(mq +1.32 +1.56 +2.61 +164 | +2.25 +1.64
Prostate 125 13.7 115 125 11.9 10.9
Ventral lobe(mg) +2.05 +3.92 +3.34 | +2.98 +3.75 +4.67
Seminal vesicle 1) | 9.12 931 954 911 10.6 113
(mg) +086 | +205 | #329 | #1.40 | +274 | +1.88
Ductus deferens(m| 145 135 133 142 148 14.0
+1.76 +2.64 +2.45 +1.78 +1.56 271
M. Levator ani(mg)| 9.86 115 112 9.58 105 10.8
+4.73 +2.87 +4.95 +3.37 +2.69 +4.82
M. bulbospongiosu{ 22.1 18.0 216 218 221 233
(mg) +7.87 | 595 | +639 | #458 | +558 | 624
Penis(mg) 382 388 357 383 366 37.3
+4.18 429 250 324 431 237
Penis Length(cm) | 111 112 1.08 112 1.07 1.07
+0.04 0.06 0.08 0.07 0.06 0.09
Female Liver(g) 1.883 1.859 1.758 1.884 1.933 2147
#0251 | +0.244 | +0.345 | +0.296 | +0.224 | +0.404
Brain(mg) 1315 1353 1340 1286 1291 1347
+69.7 +60.0 +149 +57.0 535 +55.5
Pituitary(mg) 175 164 184 164 158 167
+038 | 041 | +040 | +030 | +032 | +042
Thyroid(mg) 508 494 512 4.30 529 578
+1.09 | #1.29 | #159 | +0.83 | #116 | *1.34
Adrenals(mg) 139 139 144 121 133 16.2
279 | 208 | #¥389 | 155 | 212 | #364
Kidneys(mg) 551 544 512 523 576 669 H
675 | 629 | #534 | 857 | 605 | #61.3
Spleen(mg) 144 139 155 137 135 150
235 | #187 | %128 | +295 | £333 | #2656
Ovarys(mg) 781 | 807 | 773 | 744 [ 786 | 899
+1.60 +2.07 +1.71 +1.33 +2.15 +1.64
Uterus(mg) 29.8 293 29.0 282 282 376H
+5.58 +7.25 +4.90 +5.85 +6.70 +9.01

H or H :Significantly higher than the control (p <0.05 and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)

1) : Including coagulating glands
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BzZP

Summary of results (continued- 6)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 |Relative |Male Liver(%) 4.306 4418 4.499 4.586 4.823 4479
organ +0.430 | +0.692 | +0.392 | +0.529 | +0.928 | +0.479
weights Brain(%x 103) 3103 3102 3116 3070 3055 3122
+288 +261 +188 +129 +171 +479
3 Pituitary(%x10°%) 362 352 3.75 4.05 438 397
weeks +101 | 086 | +065 | +1.00 | +1.63 | *141
old Thyroid(%x10°%) 1.7 11.8 123 1.7 12.8 124
+1.24 +2.13 +2.80 +3.08 +4.04 +3.03
Adrenals(%x 103) 328 339 352 328 342 343
+2.36 +4.58 +7.57 +4.92 +4.05 +4.35
Kidneys(%X103) 1212 1250 1221 1264 | 1320H | 1363H
+73.1 +80.5 +71.9 +69.0 +87.1 +95.5
Spleen(%x10°%) 346 318 349 | 313=n| 338 339
+44.8 +29.6 +45.4 +29.4 +29.1 +38.3
Testes(%x10") 426 410 414 424 417 427
+114 +21.2 +46.0 +16.0 +23.2 +20.8
Epididymis(%x 10° 721 675 66.5 68.8 719 | 8l3=¢
502 | #6.90 | #7.77 | 588 | #9.94 | #134
Prostate Dorsolatg 14.6 139 142 16.2 165 126
lobe(%x10%) +267 | #360 | #6550 | +3.87 | #430 | 214
Prostate Ventral 281 29.9 26.0 282 26.1 238
lobe(%x10°) +404 | 771 | +785 | 654 | 784 | 4875
Semimal vesicle 1)| 205 204 215 20.6 232 256
(%Xloa) +1.95 +4.30 +7.27 +3.00 +6.02 +6.15
ductus deferens 326 295 30.0 319 326 31.0
(%x10%) +402 | 528 | 457 | 361 | 344 | 282
M. Levator ani 221 253 255 214 23.1 235
(%X103) +10.3 +6.11 +11.8 +6.54 +6.00 +9.05
M. bulbospongiosu{ 49.5 394 49.0 49.2 48.6 53.2
(%x10°%) +168 | +124 | +159 | 99 | #120 | #186
Penis(%X103) 858 853 80.7 865 80.6 842
+8.85 +8.90 +5.00 +7.72 +10.7 +11.1
Female Liver(%) 4421 | 4355 | 4098 | 4376 | 4632 | 4.656
+0.454 | +0.396 | +0.708 | +0.391 | +0.330 | +0.588
Brain(%x10°%) 3101 3191 3144 3192 3114 2953
+225 +270 +418 +218 +264 +263
Pituiary(%x10°) 4.10 388 430 400 3.80 367
+0.89 +1.03 +0.95 +0.72 +0.74 +0.86
Thyroid(%x10°%) 11.9 11.6 11.9 11.2 127 125
+2.49 +2.90 +3.46 242 +2.55 +2.16
Adrenals(%X103) 327 327 338 288 318 349
+5.94 541 +9.22 +3.11 +4.04 +4.45
Kidneys(%X103) 1294 1278 1199 1197 | 1379 H | 1457H
+116 +111 +118 +115 +66.4 +47.4
Spleen(%x10°) 339 325 362 310 320 326
+49.2 272 +30.6 +46.8 +56.0 +34.0
Ovary(%><103) 183 189 180 173 18.7 195
+3.28 +4.44 +3.67 +2.66 +4.11 +2.45
Uterus(%x10°) 69.8 69.1 67.7 69.0 673 810
+11.1 +16.4 +10.6 +10.8 +12.2 +13.7

H or H :Significantly higher than the control (p <0.05 and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)

1) : Including coagulating glands
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BzZP

Summary of results (continued- 7)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 |Absolute |[Male Liver(g) 153 1704 156 15.7 15.0 158
organ +1.11 +1.23 +1.66 +1.37 +1.21 +1.88
weights Brain(mg) 1881 1906 1912 1897 1914 1909
+89.7 | #802 | %795 | +67.3 | £92.7 | 815
10 Pituiary(mg) 991 | 112H | 101 10.3 9.83 106
weeks +0.88 | 086 | %103 | +103 | 091 | #1.23
old Thyroid(mg) 186 201 19.2 19.1 206 194
+257 +4.17 +3.71 +3.45 +2.79 +3.13
Adrenals(mg) 56.3 55.0 534 51.7 56.6 60.3
+5.02 +5.87 +4.41 +5.96 +6.00 +6.27
Kidneys(mg) 3001 | 3193 | 3027 | 3039 | 2938 | 3038
+167 +199 +214 +280 +193 +224
Spleen(mag) 850 885 786 | 767L | 857 924
+96.5 +97.2 +84.1 +75.1 +101 +92.7
Testes(mg) 2575 | 2781H | 2657 2672 2690 | 2773H
+127 +138 +113 +186 +86.7 +141
Epididymis(mg) 776 778 777 755 799 794
+59.3 +62.7 +45.6 +43.3 +51.8 +91.2
Prostate Dorsolatd 260 219 238 1910 250 237
lobe(mg) 4506 | +69.7 | 396 | #489 | +443 | 4539
Prostate Ventral 463 453 417 426 448 467
lobe(mg) +741 | +96.1 | 588 | #705 | +65.7 | 487
Seminal vesicle 1) | 1085 1168 1130 1205 1177 1090
(mg) +108 | +163 | +163 | #134 | #151 131
Ductus deferens(m| 143 133 138 138 148 142
+11.6 +15.0 +12.2 +13.4 +18.2 +14.9
Ampullary gland(| 404 3221 36.1 355 36.7 36.8
+6.87 +8.37 +7.36 +8.22 +7.49 517
M. Levator ani(mg)| 235 238 228 228 239 242
+19.4 +215 +25.0 +40.8 +32.5 +355
M. bulbo- 614 612 590 501 620 638
spongiosus(mg) +41.3 +51.0 +54.8 +49.6 554 | 726
Penis(mg) 301 295 287 285 304 282
+23.1 +18.7 +20.9 +29.8 +24.1 +18.7
Penis Length(cm) | 253 243 243 239L 247 233L
+0.15 +0.10 +0.16 +0.17 +0.11 +0.13
Female Liver(g) 105 10.2 10.2 10.2 105 108
+096 | 062 | 071 | 064 | +0.79 | *153
Brain(mg) 1736 | 1723 | 1712 | 1725 | 1715 | 1759
719 | #663 | #99.2 | +950 | +929 | #57.3
Pituitary(mg) 9.15 9.62 9.27 9.81 9.29 9.01
+0.80 | #0.77 | 076 | +0.84 | 066 | *1.13
Thyroid(mg) 145 16.3 16.0 16.7 15.6 16.6
204 | 235 | #¥223 | +289 | 261 | *308
Adrenals(mg) 61.8 64.0 62.9 66.8 70.7H | 705H
610 | #561 | 620 | +9.07 | +666 | +9.96
Kidneys(mg) 1714 | 1778 | 1777 | 1782 | 1770 | 1808
915 +86.6 +140 +159 +119 +152
Spleen(mg) 682 683 655 641 719 740
+75.1 +50.6 +47.9 775 +57.6 +119
Ovarys(mg) 98.3 103 97.1 100 100 110
+11.0 +134 +8.11 +10.1 +15.5 +11.9
Uterus(mg) 681 652 666 672 691 693
+658 | #882 | %788 | 709 | 822 | 813

H or H :Significantly higher than the control (p <0.05 and p <0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)

N83



BzZP

Summary of results (continued- 8)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0002 | 001 [ 005 20 100
Number of litters 3 3 3 3 3 3
F1 |Relative |Male Liver(%) 4.15 4.32 421 425 4,04 414
organ +0.21 +0.17 +0.27 +0.27 +0.22 +0.34
weights Brain(%x 103) 510 487 520 513 516 501
+22.3 324 | £332 +25.7 +36.3 +20.6
10 Pituitary(%x10”) 269 285 2.75 277 259 278
weeks +0.21 +0.23 +0.31 +0.23 +0.23 +0.43
old Thyroid(%x10°%) 5.04 512 518 513 529 5.08
+0.72 +1.11 +0.90 +0.82 +0.82 +0.75
Ad renals(%xloa) 15.3 140L 145 14.0 15.1 15.8
+12.8 +1.21 +1.05 +1.48 +1.60 +1.74
Kidneys(%x10°) 814 813 821 821 803 796
+30.7 +35.7 +42.1 +64.1 +35.0 +42.9
Spleen(%x10°%) 230 225 213 | 207L | 229 242
245 +20.1 +20.5 +20.6 252 +20.8
Testes(%x10") 699 709 722 722 720 729
+31.9 +34.6 +49.2 +49.4 +42.6 +53.7
Epididymis(%x10] 211 198 211 204 214 208
+15.0 +12.0 +155 +14.5 +16.8 +19.2
Prostate Dorsolatg 70.7 558L | 649 518L | 702 62.2
lobe(%x10%) #145 | #175 | 122 | #137 | #11.2 | +139
Prostate Ventral 125 115 113 115 118 122
Iobe(%xloa) +18.1 +23.2 +16.6 +18.3 +16.3 +12.3
Semimal vesicle 1)| 295 298 307 325 303 286
(%x10°) #341 | +413 | 447 | 328 | +446 | 297
ductus deferens 38.6 339L 374 37.2 38.7 373
(%x10%) 271 | +415 | 353 | +4.07 | 568 | +4.37
Ampullary gland 11.0 8.24 9.81 9.59 9.29 9.63
(%X103) +1.88 +2.27 +2.12 +223 +2.13 +1.26
M. Levator ani 63.7 60.7 61.8 61.6 62.6 635
(%x10%) +469 | 643 | 695 | 116 | 2001 | 910
M. bulbo- 167 156 161 160 166 168
spongiosus(%x10°)| +105 | *143 | 180 | 180 | 160 | 224
Penis(%x10%) 817 | 753L | 779 770 79.8 740
+6.02 +5.58 +4.75 +8.99 +8.04 | #6.13
Female Liver(%) 450 4.36 4.40 4.28 437 452
+0.31 +0.19 +0.22 +0.23 +0.21 +0.42
Brai n(%xloﬁ) 754 738 738 724 720 739
+40.0 +33.6 +58.6 +59.1 +47.3 +53.9
Pituiary(%x10°) 4.00 412 399 411 389 3.77
+0.33 +0.31 +0.28 +0.38 +0.27 +0.43
Thyroid(%x10°%) 6.30 7.00 6.92 7.02 6.81 7.00
+0.95 +1.10 +1.04 +1.32 +1.07 +1.37
Adrenals(%X103) 26.8 274 271 280 279H 294
+2.04 +252 +2.61 +4.22 +2.70 +3.10
Kidneys(%x10°%) 744 762 765 746 731 756
+34.6 +42.1 +52.9 +59.6 +21.3 +26.1
Spleen(%x10°%) 296 293 282 269 299 312
+29.5 +2.39 +19.7 +38.3 +13.7 +58.4
Ovary(%x10") 427 | 442 | 418 | 421 | 420 | 460
+4.90 +6.11 +2.92 573 577 +3.06
Uterus(%xloa) 296 276 287 282 2901 289
+27.6 +36.6 +36.1 +31.9 +42.2 +21.0

H or H :Significantly higher than the control (p <0.05 and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)
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Summary of results (continued- 9)

Gneration Dam: FO Offspring: F1
Dose (mg/kg) 0 0.002 0.01 0.05 20 100
Number of litters 3 3 3 3 3 3
F1 [Histo- |3 weeksold |Kidneys NAD 15/15 # # # 15/15 919
patholo- [Male Testes NAD 15/15 # # # 15/15 99
gical Prostate NAD 15/15 # # # 15/15 9/9
findings |3 weeks old |Kidneys NAD 20/20 # # # # 111
Female Uterus NAD 20/20 # # # # 1111
10 weeks Testes ubule: 0/19 0/15 0/18 0/18 0/19 2/13
old Degeneration NAD
Male Penis NAD 19719 | 15415 | 188 | 1818 | 19/19 | 1313
Ampullary gland
Adenocyte: 0/15 3/15 0/18 1/18 019 013
Column change
10 weeks
old Adrenals NAD 17/17 # # 18/18 16/16 10/10
Female
FO [Hormone|dams Estradiol 136 194 127 7.30 136 109
concentra (pg/mL) +6.92 +15.1 +6.74 | +2.22 +6.00 +6.17
? tions 10 weeks Estradiol 185 218 15.1 133 9151 105
old (pg/mL) 4599 | +103 | 526 | #618 | +282 | 521
Male LOQ,P 0 2 0 7 6 6
Testosteron 3.40 329 3.76 340 3.01 3.78
(ng/mL) +0.77 +1.09 +1.57 +1.79 +0.79 +1.20
FSH 230 231 182 1391 153L 13501
(ng/mL) +95.4 +61.9 +65.8 +50.0 +28.5 +20.4
LH 9.65 10.8 123H 10.7 133H | 175H
(ng/mL) +2.36 +1.68 +3.23 +2.50 +2.88 +4.25
10 weeks Estradiol 102 821 116 51.7L | 547L | 4421
old (pg/mL) +183 | +37.8 | 274 | #214 | +176 | 125
Female Testosteron LOQ2 | LOQ2 | LOQ2 | LOQ2 | LOQ2 | LOQ2
(ng/mL)
FSH 789 87.7 62.3 64.7 64.9 80.0
(ng/mL) +24.2 +32.1 +9.80 +15.2 +11.1 +9.08
LH 8.39 8.30 6.74 758 947H | 129H
(ng/mL) +341 +1.38 +1.01 +1.74 +1.28 +2.08
m-RNA [Male AR 0.0840 # # 0.0905 | 0.0884 | 0.0921
expression +0.0131 +0.0159 | +0.0165 | +0.0184
Female ER alpha 0.2231 # # 0.2423 | 0.2259 | 0.2483
+0.0484 +0.0477 | £0.0307 | £0.0295

H or H :Significantly higher than the control (p <0.05and p < 0.01, respectively)

L or L :Significantly lower than the control (p <0.05 and p < 0.01, respectively)

LOQL1 :Below the limit of quantitation (<5.00 pg/mL)

LOQ2 :Below the limit of quantitation (<2.00 ng/mL)

#: Not examined

10

N83



