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Table 29  Hematological examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

RBC (10%uL) 866 = 45 874 + 30 850 = 19 861 =+ 57
HGB (g/dL) 159 + 0.5 16.1 + 0.5 16.2 =+ 04 159 + 0.8
HCT (%) 46.8 + 1.9 475 = 1.8 474 = 0.8 46.7 + 24
MCV (fL) 54.1 = 14 543 + 1.4 558 + 1.0 543 + 1.4
MCH (pg) 184 =+ 0.7 184 + 0.5 19.1 + 0.5 185 + 0.6
MCHC (g/dL) 339 = 0.5 339 + 0.5 343 = 0.5 341 ¢ 0.2
PLT (10%pL) 978 + 103 973 + 111 99.7 + 134 940 + 39
RET (%) 29 + 1 34 + 5 32 £ 5 29 + 4
PT (sec.) 19.8 + 2.7 216 + 33 20.1 + 3.0 19.7 + 42
APTT (sec.) 229 + 1.3 239 + 2.5 231 = 1.4 235 + 38
Fbg (mg/dL) 208.1 £+ 147 2104 + 9.4 2099 = 6.6 196.3 = 6.3
WBC (10%/uL) 56 =+ 12 60 =+ 10 59 + 19 64 + 11
Differential leukocyte (%)

Lymphocyte 86.2 = 3.0 873 + 4.6 878 + 3.5 875 + 39
Neutrophil 13.0 + 3.5 115 + 3.6 11.7 £ 37 113 + 4.0
Eosinophil 07 + 0.8 07 + 1.0 02 + 0.4 05 + 0.8
Basophil 00 + 0.0 00 £ 0.0 00 + 0.0 00 + 0.0
Monocyte 02 =+ 0.4 0.5 + 0.5 03 £ 0.5 07 + 0.5

Each value shows mean + S.D.
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Table 30  Hematological examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of females 6 6 6 6

RBC (10%uL) 722 £ 36 687 + 34 719 = 27 721 + 38
HGB (g/dL) 147 + 0.4 142 =+ 0.5 141 £ 0.7 146 * 0.8
HCT (%) 420 = 1.3 402 + 22 41.1 = 1.7 420 + 23
MCV (fL) 583 + 1.7 585 + 2.1 572 + 1.1 58.3 + 1.5
MCH (rg) 204 =+ 0.7 206 = 0.6 19.6 = 03 202 + 04
MCHC (g/dL) 349 =+ 0.7 353 =+ 1.0 342 + 0.7 347 + 0.5
PLT (10%uL) 109.3 + 7.1 89.7 £ 12,1 ** 95.0 + 9.6 * 963 = 7.4
RET (%) 59 + 11 59 + 7 68 + 8 68 = 14
PT (sec.) 159 + 0.6 162 * 04 16.1 + 0.4 16.0 + 08
APTT (sec.) 16.6 + 0.7 168 + 1.2 17.1 + 0.8 17.1 % 0.9
Fbg (mg/dL) 2243 + 234 2116 + 33.7 2148 =+ 317 212.8 + 209
WBC (10%/yL) 46 + 14 39 + 10 43 + 7 39 + 7
Differential leukocyte (%)

Lymphocyte 840 + 35 850 + 7.2 83.7 + 6.1 862 + 2.9
Neutrophil 143 = 4.6 138 = 6.5 152 + 4.9 122 + 2.5
Eosinophil 08 = 1.0 03 0.8 03 = 0.5 1.0 + 0.9
Basophil 00 =+ 0.0 00 + 0.0 0.0 = 0.0 00 = 0.0
Monocyte 08 + 0.8 08 + 0.8 08 % 1.0 0.7 + 0.5

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 31  Hematological examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

me/kg 0 62.5 250 1000
Number of males 6 6 6 6

RBC (10%uL) 868 + 33 841 + 39 859 + 24 846 + 44
HGB (g/dL) 159 = 0.4 155 + 0.8 15.8 + 0.6 154 + 0.7
HCT (%) 46.8 + 1.3 456 + 2.0 469 =+ 1.8 458 = 24
MCV (fL) 539 + 0.7 543 1.9 546 =+ 1.1 542 + 1.7
MCH (pg) 183 =+ 0.4 185 = 1.0 184 =+ 0.4 182 =+ 0.7
MCHC (g/dL) 339 =+ 0.5 340 = 0.6 337 + 0.3 336 + 0.5
PLT (10%uL) 993 88 102.0 = 9.3 1043 = 103 100.0 = 13.2
RET (%0) 28 + 4 27 = 4 33 = 8 29 £ 7
PT (sec.) 194 + 22 174 =+ 1.5 183 = 1.7 20.0 = 1.2
APTT (sec.) 222 + 2.7 219 + 1.0 219 = 1.1 23.0 1.0
Fbg (mg/dL) 199.1 + 10.1 1959 = 116 190.2 = 13.1 186.8 + 9.9
WBC (10%uL) 58 + 11 61 = 12 63 = 18 61 = 12
Differential leukocyte (%)

Lymphocyte 88.7 = 3.2 86.5 + 4.6 87.0 + 6.4 878 + 44
Neutrophil 102 + 2.6 120 + 5.0 11.8 + 6.0 105 = 3.6
Eosinophil 0.5 + 0.5 0.7 =+ 0.5 0.7 = 0.8 08 + 1.0
Basophil 00 + 0.0 00 =+ 0.0 00 = 0.0 0.0 + 0.0
Monocyte 0.7 £ 0.5 08 =+ 0.8 0.5 + 0.5 0.8 + 0.8

Each value shows mean = S.D.
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Table 32  Hematological examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 250 1000
Number of females 6 6 6

RBC (10*uL) 761 + 19 743 = 38 760 + 25
HGB (g/dL) 150 + 0.5 146 + 0.7 148 + 0.5
HCT (%) 433 = 1.2 412 + 1.9 427 1.5
MCV (fL) 569 + 1.4 554 + 1.4 56.3 + 0.7
MCH (rg) 197 + 05 197 = 0.7 195 + 03
MCHC (g/dL) 346 + 0.4 355 + 0.3 »* 347 = 03
PLT (10%uL) M5 + 190 9.8 + 38 929 + 9.7
RET (%0) 27 + 6 27 + 5 26 4
PT (sec.) 152 = 1.1 15.1 + 0.4 152 =+ 03
APTT (sec.) 179 + 1.2 173 « 1.2 17.0 + 1.0
Fbg (mg/dL) 1593 + 8.6 1628 + 5.7 163.9 = 5.8
WBC (10%/uL) 31 + 6 33 = 11 33 % 8
Differential leukocyte (%)

Lymphocyte 838 + 39 86.3 + 43 89.5 32+
Neutrophil 152 + 44 122 + 42 92 35+
Eosinophil 02 = 0.4 08 + 0.4 08 + 1.0
Basophil 0.0 =+ 0.0 0.0 0.0 00 + 0.0
Monocyte 08 = 0.8 0.7 £ 0.5 05 0.5

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05, **: P<0.01).
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Table 33 Blood chemical examination of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 792 = 11.8 825 + 81 832 =+ 112 91.1 =+ 225
ALT (fu/L) 220 £ 5.0 239 =+ 43 23.1 + 68 279 £ 110
ALP (IU/L) 3294 = 692 3704 = 478 3803 + 794 3396 =+ 523
y-GTP (IU/L) 036 = 0.22 030 = 0.12 032 £ 025 046 = 021
TP (g/dL) 572 = 0.16 541 = 026* 552 = 0.16 549 £ 0.19
Alb (g/dL) 284 + 0.13 276 + 0.15 286 = 0.13 282 £ 0.14
A/G 099 =+ 0.06 1.05 + 0.08 1.08 + 0.07 1.05 £+ 0.04
T-Bil (mg/dL) 013 £ 0.01 0.12 £+ 0.01* 012 + 0.01 012 £ 0.01
UN (mg/dL) 184 + 1.6 18.0 + 1.5 177 £ 21 182 + 1.2
CRE (mg/dL) 030 =+ 0.04 030 = 0.03 029 £ 0.01 029 = 0.02
Glu (mg/dL) 1151 + 72 1162 + 6.0 1170 £ 151 1192 £ 13.0
T-Cho (mg/dL) 579 + 133 51.5 =+ 13.0 559 £ 11.5 540 + 132
TG (mg/dL) 39.7 + 147 363 + 117 412 £ 170 546 = 29.1
Na (mEq/L) 1445 = 1.2 1459 + 0.5 1452 + 0.8 145.1 = 1.2
K (mEq/L) 432 = 0.23 442 = 0.16 426 + 0.21 423 £ 0.12
Cl (mEqg/L) 105.6 + 1.1 1070 £ 04 * 1064 = 0.8 1062 = 0.7
Ca (mg/dL) 9.7 + 02 95 + 02 96 + 0.1 96 = 03
1P (mg/dL) 72 = 0.7 73 £+ 07 75 £ 0.5 75 £ 08

Each value shows mean = S.D.
Significantly different from control group (*:

P<0.05).
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Table 34 Blood chemical examination of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

m 0 62.5 250 1000
Number of females 6 6 6 6

AST (IU/L) 854 = 120 803 = 10.0 78.8 + 6.2 793 £ 106
ALT (IU/L) 17.6 = 2.5 19.8 + 6.6 16.1 + 1.9 193 + 43
ALP (IU/L) 1348 £+ 15.7 182.7 + 414 1504 £ 47.1 165.6 =+ 233
y-GTP (IU/L) 055 + 0.16 0.57 £ 0.15 050 = 0.17 0.55 £+ 0.16
TP (g/dL) 598 £ 0.30 621 + 0.24 6.11 £ 033 6.15 = 0.22
Alb (g/dL) 299 £ 0.28 310 £ 0.23 307 £ 0.19 3.10 £ 0.24
A/G 1.00 £ 0.11 1.01 £ 0.13 1.01 £ 0.05 1.02 £ 0.09
T-Bil (mg/dL) 0.12 = 0.01 0.13 £ 0.01 0.12 = 0.01 0.13 = 0.01
UN (mg/dL) 23.5 = 2.8 232 =+ 1.3 23.5 + 3.7 205 =+ 32
CRE (mg/dL) 040 £ 0.03 038 = 0.02 037 £ 0.03 039 £ 0.02
Glu (mg/dL) 1119 =+ 98 117.8 = 5.5 109.8 =+ 5.0 121.7 =+ 7.9
T-Cho (mg/dL) 71.0 * 4.8 775 + 134 823 + 246 805 £ 15.2
TG (mg/dL) 30.7 + 6.8 319 + 116 348 + 234 343 =+ 146
Na (mEq/L) 1394 = 0.5 1399 + 1.3 140.2 =+ 1.5 1403 + 0.5
K (mEq/L) 427 £+ 023 405 = 0.20 426 + 024 416 £ 0.30
Cl (mEq/L) 103.7 + 1.8 103.6 + 2.6 104.2 + 1.4 104.0 = 1.2
Ca (mg/dL) 10.3 + 0.1 104 = 03 103 + 0.5 104 =+ 0.3
P (mg/dL) 65 + 04 6.8 = 0.6 7.0 + 0.7 6.6 + 0.9

Each value shows mean + S.D.
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Table 35 Blood chemical examination of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 824 = 123 782 + 84 79.5 + 4.1 83.5 = 9.3
ALT (IU/L) 322 =+ 38 314 = 3.9 324 = 34 339 = 4.8
ALP (IU/L) 2875 + 417 2752 = 371 3132 £ 362 311.2 £ 409
y-GTP (IU/L) 046 = 0.18 033 = 0.15 039 + 0.08 037 £ 0.11
TP (g/dL) 545 + 0.19 545 + 0.30 541 £ 0.26 534 £ 020
Alb (g/dL) 272 £ 0.14 267 = 0.13 271 £ 0.03 268 =+ 0.17
A/G 1.00 £ 0.08 096 = 0.07 1.01 £ 0.11 1.01 £ 0.10
T-Bil (mg/dL) 0.11 £ 0.01 0.11 £ 0.02 0.12 £ 0.01 0.11 £ 0.01
UN (mg/dL) 187 =+ 2.9 175 + 14 19.0 = 22 18.6 =+ 2.0
CRE (mg/dL) 031 £ 0.02 030 =+ 0.02 032 £ 0.02 031 = 0.03
Glu (mg/dL) 1244 = 127 116.8 + 7.9 1199 + 18.8 1194 + 143
T-Cho (mg/dL) 56.1 + 6.1 53.7 + 34 59.0 + 10.5 449 = 133
TG (mg/dL) 479 + 207 431 £+ 146 484 = 144 384 = 132
Na (mEg/L) 1444 = 1.3 145.1 = 1.3 1443 + 0.9 1446 = 1.2
K (mEq/L) 434 £ 030 446 = 022 445 = 0.18 456 = 0.18
Cl (mEq/L) 1054 = 1.1 1054 =+ 1.0 1055 <+ 1.2 1058 =+ 0.9
Ca (mg/dL) 9.5 + 0.3 9.5 * 0.3 94 = 0.3 9.4 = 0.3
IP (mg/dL) 6.7 + 1.2 68 * 0.6 6.5 = 0.5 6.8 = 0.5

Each value shows mean + S.D.
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Table 36 Blood chemical examination of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole

m, 0 250 1000
Number of females 6 6 6

AST (IuL) 712 £ 11.5 769 + 134 755 + 7.0
ALT (IU/L) 268 + 45 272 + 104 278 + 5.6
ALP (IU/L) 1479 = 31.8 142.1 = 244 1224 = 157
y-GTP (IUL) 058 = 0.31 058 + 0.11 052 =+ 0.18
TP (g/dL) 637 = 0.39 626 = 049 625 £ 0.38
Alb (g/dL) 358 + 0.29 345 + 036 3.56 + 0.29
A/G 129 + 0.11 1.23 = 0.11 133 £ 0.12
T-Bil (mg/dL) 0.14 + 0.02 0.13 = 0.02 0.14 = 0.02
UN (mg/dL) 177 £+ 2.8 201 + 29 192 + 43
CRE (mg/dL) 039 + 0.08 038 £ 0.02 039 + 0.03
Glu (mg/dL) 1250 =+ 140 1239 =+ 6.1 1154 + 8.1
T-Cho (mg/dL) 773 = 185 708 + 8.5 700 £ 99
TG (mg/dL) 354 = 102 292 + 156 239 + 120
Na (mEg/L) 1425 + 0.6 1426 + 1.2 1433 + 1.4
K (mEg/L) 412 = 0.09 420 = 021 420 = 025
Cl (mEq/L) 1065 + 0.6 106.7 + 0.5 107.1 + 1.5
Ca (mg/dL) 98 + 04 96 + 03 99 =+ 03
IP (mg/dL) 5.1 + 1.0 55 £ 1.7 58 + 1.2

Each value shows mean + S.D.
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Table 37 Necropsy findings of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
m 0 62.5 250 1000
Number of males 6 6 6 6
Normal ) 6 6 6
Epididymis
Yellowish white nodule, left cauda 1 0 0 0

Study No. 100624
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Table 38 Necropsy findings of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 11
Normal 11 12 12 11
Number of non-pregnant females 1 0 0 1
Normal 1 - - 1
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Table 39 Necropsy findings of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
meg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Normal 6 6 6 6

Study No. 100624
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Table 40 Necropsy findings of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 250 1000
Number of females 6 6 6
Normal 6 6 6
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Table 41 Organ weights of male rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/ke 0 62.5 250 1000
Number of males 6 6 6 6
Body weight ® 459 =+ 29 461 =+ 25 457 = 13 461 = 16
Brain ®) 211 £ 0.10 212 = 0.10 2.13 £ 0.05 206 £ 0.08
(g%) 046 = 0.02 046 = 0.03 047 £ 0.02 045 = 0.02
Pituitary (mg) 144 = 1.7 13.0 = 22 126 + 0.7 124 =+ 1.9
(mg%) 32 0.3 28 =+ 0.5 28 + 0.2 2.7 = 0.4
Thyroids (mg) 214 = 4.7 227 = 2.6 20.7 £ 39 19.0 £ 24
(mg%) 47 0.9 49 % 0.6 46 = 0.9 41 = 0.5
Thymus (mg) 244 =+ 50 285 + 103 228 =+ 41 216 =+ 79
(mg%) 53 = 9 61 = 19 50 + 10 47 = 17
Heart ® 1.37 £+ 0.11 1.52 £+ 0.16 1.39 £+ 0.08 147 £ 0.09
(g%) 030 £ 0.02 033 £ 0.03 030 £ 0.02 032 = 0.02
Liver (3] 11.17 £ 0.71 11.38 £ 1.06 1123 £ 094 11.44 = 0.68
(g%) 244 = 013 247 = 0.12 245 + 0.15 248 = 0.14
Spleen (®) 072 £+ 0.08 071 = 0.13 0.77 £ 0.10 0.67 £ 0.10
(%) 0.16 =+ 0.01 015 £ 0.02 0.17 £ 0.02 0.15 = 0.02
Kidneys (2 297 £ 0.26 28 = 0.16 298 = 0.17 3.00 £ 028
(g%) 065 + 0.05 062 =+ 0.04 0.65 £ 0.03 0.65 £ 0.06
Adrenals (mg) 63.5 + 7.4 62.1 + 8.9 593 + 13.8 643 = 7.6
(mg%) 139 =+ 1.2 135 + 1.8 13.0 = 3.0 140 = 1.7
Testes ® 333 + 025 331 = 037 347 = 0.08 323 £ 0.34
(g%) 0.73 = 0.04 072 =+ 0.06 0.76 £ 0.03 0.70 = 0.06
Epididymides ®) 129 = 0.09 126 £ 0.12 129 =+ 0.12 120 £ 0.07
(%) 028 = 0.02 027 = 0.02 028 £ 0.02 026 = 0.02

Each value shows mean = S.D.
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Table 42 Organ weights of female rats on termination of administration period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 11 12 12 11
Body weight (8 307 £ 20 304 = 21 303 £ 25 300 + 28
Brain (®) 1.97 + 0.08 1.97 + 0.06 2.01 = 0.10 1.97 £ 0.09
(%) 0.64 = 0.04 0.65 + 0.03 0.67 = 0.05 0.66 + 0.07
Pituitary (mg) 182 + 22 179 = 3.0 180 = 1.7 164 £+ 1.6
(mg%) 60 = 0.7 59 + 09 60 = 06 55 £+ 08
Thyroids (mg) 183 + 2.2 181 + 37 180 = 19 179 £ 25
(mg%) 60 £ 0.8 60 £ 12 60 £ 0.7 60 + 08
Thymus (mg) 270 £+ 84 327 £+ 63 267 £ 56 266 + 60
(mg%) 87 + 24 107 £+ 19+ 88 + 15 89 + 19
Heart (8) 1.04 = 0.11 1.00 = 0.08 1.00 + 0.08 1.03 + 0.08
(%) 034 = 0.02 033 = 0.02 0.33 £ 0.02 035 = 0.03
Liver ®) 929 = 0.77 9.70 + 1.19 995 + 1.33 9.77 + 0.89
(g%) 3.03 = 0.20 3.18 =+ 0.21 3.28 + 0.37 326 + 0.25
Spleen (® 0.68 = 0.12 074 £ 0.11 0.75 = 0.11 070 + 0.08
(g%) 0.22 + 0.03 0.24 + 0.03 025 + 0.03 024 = 0.03
Kidneys ® 200 + 0.14 205 + 0.15 205 £ 0.19 203 £ 0.16
(g%) 0.65 + 0.04 0.67 = 0.04 0.68 + 0.06 0.68 = 0.07
Adrenals (mg) 76.6 + 11.5 756 + 5.8 774 + 11.8 756 = 10.2
(mg%) 250 =+ 3.8 249 = 1.8 256 + 3.5 253 + 3.2
Ovaries (mg) 98.7 + 13.9 942 =+ 11.0 999 + 9.6 1035 + 9.8
(mg%) 322 = 4.1 310 £ 32 331 + 39 347 £ 34
Uterus ® 0.54 + 0.10 059 = 0.14 0.57 + 0.04 0.56 + 0.10
(8%) 0.18 £ 0.04 0.19 + 0.05 0.19 + 0.02 0.19 = 0.04

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 43 Organ weights of male rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight ® 504 =+ 30 508 + 27 494 + 37 490 + 33
Brain (3] 2.12 = 0.05 2.10 £ 0.08 2.08 + 0.08 2.13 + 0.06
(g%) 042 + 0.03 0.41 + 0.03 0.42 + 0.03 0.44 = 0.03
Pituitary (mg) 136 = 1.2 150 £+ 1.6 135 £ 1.7 138 £+ 0.5
(mg%) 27 = 0.2 30 £ 04 27 £ 03 29 £ 0.1
Thyroids (mg) 207 + 3.8 255 + 4.2 214 £ 46 208 £+ 19
(mg%) 41 = 09 50 £ 07 43 £ 09 43 + 05
Thymus (mg) 262 = 77 257 £+ 55 276 + 59 270 + 54
(mg%) 52 + 15 51 = 12 56 = 10 55 + 11
Heart ® 1.55 £ 0.16 147 = 0.17 1.45 £ 0.15 144 £ 0.10
(g%) 031 + 0.04 029 + 0.03 029 + 0.03 029 = 0.02
Liver (® 12.18 + 0.91 12.43 £ 0.90 11.99 + 1.60 1242 + 139
(g%) 242 + 0.09 245 + 0.09 242 £ 0.16 253 = 0.16
Spleen ® 0.79 + 0.11 077 £ 0.07 0.77 + 0.13 0.77 = 0.10
(g%) 0.16 = 0.02 0.15 £ 0.02 0.16 + 0.02 0.16 = 0.02
Kidneys ® 296 = 023 3.10 + 0.23 285 + 0.26 3.04 £ 0.16
(g%) 0.59 = 0.05 0.61 £ 0.06 0.58 £ 0.02 062 + 0.01
Adrenals (mg) 59.1 + 53 571 £+ 9.5 53.1 £+ 8.0 564 = 4.2
(mg%) 118 + 14 113 £ 19 107 £ 13 116 + 1.3
Testes (g 324 £ 0.11 336 + 046 3.59 £ 0.35 331 £ 0.21
(g%) 0.65 = 0.04 0.66 + 0.11 0.73 %= 0.09 0.68 + 0.07
Epididymides (®) 1.31 £ 0.10 1.30 + 0.05 1.36 = 0.14 1.33 + 0.10
(g%) 0.26 + 0.02 0.26 + 0.01 0.28 + 0.03 0.27 = 0.03

Each value shows mean = S.D.
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Table 44 Organ weights of female rats on termination of recovery period in combined repeat dose and reproductive/developmental toxicity screening test

of bumetrizole by oral administration

Group Control bumetrizole
m 0 250 1000
Number of females 6 6 6
Body weight ® 316 + 24 323 £+ 25 303 = 8
Brain ® 1.98 + 0.07 202 + 0.14 201 = 0.06
(g%) 0.63 = 0.05 0.63 = 0.08 0.67 = 0.01
Pituitary (mg) 170 + 2.6 182 = 1.6 18.7 + 28
(mg%) 54 £ 1.1 57 = 07 62 = 0.8
Thyroids (mg) 19.0 £ 3.7 192 = 5.7 177 + 3.7
(mg%) 61 = 1.2 59 £ 1.5 58 = 1.2
Thymus (mg) 303 =+ 43 326 + 60 282 + 40
(mg%) 9% + 14 101 £+ 18 93 = 12
Heart (8 097 = 0.07 097 + 0.11 098 = 0.05
(8%) 0.31 = 0.02 030 = 0.02 033 = 0.02
Liver ® 7.81 + 0.68 7.58 = 0.66 7.45 = 0.32
(g%) 247 £ 0.10 235 = 0.12 246 £ 0.11
Spleen ® 0.56 = 0.09 0.57 = 0.09 0.59 + 0.09
(g%) 0.18 + 0.02 0.18 + 0.03 020 = 0.03
Kidneys ® 193 + 0.10 1.88 + 0.11 1.93 £+ 0.11
(g%) 0.61 = 0.05 0.59 + 0.04 0.64 = 0.04
Adrenals (mg) 720 £ 95 66.0 + 6.8 712 + 29
(mg%) 228 + 1.8 206 = 24 235 £ 1.3
Ovaries (mg) 858 + 9.7 741 = 59* 799 £ 7.6
(mg%) 272 = 25 231 + 23* 264 + 2.7
Uterus ® 0.54 + 0.18 062 = 0.16 0.60 = 0.12
(g%) 0.17 + 0.05 0.20 = 0.05 020 + 0.04

Each value shows mean + S.D.
Significantly different from control group (*: P<0.05).
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Table 45 Histopathological findings of male rats on termination of administration period in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control bumetrizole
mg/kg 0 1000
Grade NY AY o+ o+ 2+ 3+ [N AV o+ o+ 2+ 3+
Findings
Heart f61° (61
Lung
Accumulation, foam cell 4 2 2 0 0 0 5 1 1 0 0 0
Trachea [6] [6]
Liver [6] [6]
Pancreas [6] [6]
Sublingual gland [6] [6]
Submandibular gland [6] [6]
Esophagus [6] [61
Stomach [6] [6}
Duodenum [6] [6}
Jejunum [6] [6]
Mineralization, Peyer's patch 6 0 0 0 0 0 5 1 1 0 0 0
Ileum [6] [6]
Cecum [6] [6]
Colon [6] [6]
Rectum [6] [6]
Thymus (6] (6]
Spleen [6] [6]
Submandibular lymph node [6} [6]
Mesenteric lymph node [6] [6]
Kidney (6] (6]
Urinary bladder [6] [6]
Testis [6] [6]
Epididymis [6] [6]
Cellular infiltration, lymphoid cell 5 1 1 0 0 0 6 0 0 0 0 0
Granuloma, spermatic, lateral 5 1 1 0 0 0 6 0 0 0 0 0
Seminal vesicle [6] [6]
Prostate [6] (6]
Cellular infiltration, lymphoid cell 6 0 0 0 0 0 5 1 1 0 0 0
Pituitary [6] [6]
Adrenal 6] [6]
Thyroid [6] [6]
Parathyroid 61 [6]
Cerebrum [6} [6]
Cerebellum [61 [6]
Medulla oblongata [6] [6]
Spinal code [6] [6]
Sciatic nerve [6] [6]
Eyeball [6] [6]
Harderian gland (6] [6]
Bone marrow (sternum or femur) [6] [6]
Bone (sternum or femur) [6) [6]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 46 Histopathological findings of female rats on termination of administration period in combined repeat dose
and reproductive/developmental toxicity screening test of bumetrizole by oral administration

Group Control . bumetrizole
mg/kg 0 1000
Grade NY A” +  + 2+ 3+IN? AV o+ 2+ 3+
Findings
Heart [61°
Lung (6] [6]
Trachea [6] [6]
Liver [6] [6]
Pancreas [6] [6]
Sublingual gland [6] [6}
Submandibular gland [6] [6}
Esophagus 6] [6]
Stomach [6] [6]
Duodenum [6] [6]
Jejunum [6] [6]
Mineralization, Peyer’s patch 6 0 0 0 0 0 5 1 1 0 0 0
Ileum [6] [6]
Cecum [6] [6]
Colon [6] [6]
Rectum [6} [6]
Thymus [6] [6]
Spleen [6] [6]
Hematopoiesis, extramedullary 3 3 3 0 0 0 5 1 1 0 0 0
Submandibular lymph node [6] [6]
Mesenteric lymph node [6] [6]
Kidney [6] [6}
Urinary bladder [6l 6]
Ovary (6] [6]
Uterus [6] [6]
Vagina [6] [6l
Pituitary [6] [6]
Adrenal [6] [6]
Thyroid [6] [6]
Parathyroid [6] 6]
Cerebrum [6] [6]
Cerebellum {6} [6]
Medulla oblongata [6] [6]
Spinal code [6] [6}
Sciatic nerve [6l [6}
Eyeball [6] [61
Dysplasia, retina, right 6 0 0 0 0 0 5 1 1 0 0 0
Harderian gland [6] [6]
Bone marrow (sternum or femur) [6] [6]
Bone (sternum or femur) [6] [6]
Mammary gland [6] [6]

a): No abnormality detected.

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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b): (Number of pregnant females / number of pairs with successful copulation)x100.

Table 47 Reproductive functions of male rats and female rats in combined repeat dose and reproductive/developmental toxicity screening test
of bumetrizole by oral administration
Group Control bumetrizole
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
Mean=S.D. 31 = 08 35 + 0.5 34 =+ 05 33 =+ 0.5
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 12 12
Copulation index (%) ¥ 100.0 100.0 100.0 100.0
Number of conceiving days
Mean=S.D. 29 * 12 19 =+ 1.0 28 £ 12 31+ 33
Conceiving days 1-5 12 12 12 11
Conceiving days >6 0 0 0 1
Number of pregnant females 11 12 12 1
Fertility index (%) ¥ 91.7 100.0 100.0 91.7
a): (Number of pairs with successful copulation / number of pairs)x100.
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Table 48  Observation of pups (F,) in combined repeat dose and reproductive/development toxicity screening test of bumetrizole by oral administration

Study No. 100624

Group Control bumetrizole

m, 0 62.5 250 1000
Number of dams 11 12 12 11
Length of gestation (days) 223 0.5 225 + 0.5 223 £ 05 223 = 0.5
Pregnancy days = 21 0 0 0 0
Pregnancy days = 22 8 6 8 8
Pregnancy days = 23 3 6 4 3
Corpora lutea 164 + 1.6 156 + 22 173 £ 1.7 16.5 + 14
Implantation scars 144 + 1.3 15.0 + 2.0 157 + 2.1 154 + 1.4
Implantation index (%) ¥ 88.0 = 4.6 96.3 = 5.0 903 + 6.2 937 = 9.3
Gestation index (%) ¥ 100.0 100.0 100.0 100.0

Pups born 13.8 + 1.2 13.8 1.9 140 = 2.6 147 = 1.6
Stillbirths 02 £ 0.6 04 = 0.5 06 + 0.7 04 = 0.5
Live pups born 136 + 0.9 134 + 1.9 134 + 2.6 144 = 1.6
Sex ratio at birth © 1.06 + 029 1.34 + 1.04 224 + 314 121 £ 070
(Total male/total female) 76,/74 84,77 90,771 82,716
Delivery index (%) © 95.2 + 5.1 89.7 = 7.5 855 + 11.5* 935 = 7.0
Birth index (%) * 95.3 = 5.0 89.7 + 7.5 855 + 11.7* 935 + 7.0
Live birth index (%) " 989 + 3.6 97.0 + 38 958 + 4.6 97.5 + 34
Live pups on Day 4 of lactation 135 « 1.2 13.1 £ 1.9 133 + 25 142 + 1.7
Sex ratio on Day 4 of lactation © 106 + 0.29 143 = 1.08 225 £ 313 121 = 0.71
(Total male/total female) 75/73 84,73 90,769 81,75
Viability index (%) ¥ 98.6 = 4.6 975 + 37 989 =+ 3.8 98.7 + 2.8
External abnormalities (%) ™ 00 = 0.0 00 + 0.0 00 =+ 0.0 06 = 2.1
Acaudate 0.0 + 0.0 0.0 + 0.0 00 = 0.0 0.6 = 2.1

Each value shows mean + S.D. per dam.

Significantly different from control group (*: P<0.05).

a): (Number of implantation scars/number of corpora lutea)x100.

¢): Number of male pups/number of female pups.

e): (Number of live pups born/number of implantation scars)x100.
g): (Number of live pups on Day 4/number of live pups born)>100.

b): (Number of dams with live pups/number of pregnant dams)x100.

d): (Number of pups born/number of implantation scars)x100.

£): (Number of live pups born/number of pups born)x100.

h): (Number of pups with external abnormalities/number of live pups)=100.
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Table 49 Delivery conditions and nursing conditions of dams in combined repeat dose and reproductive/developmental toxicity screening
test of bumetrizole by oral administration
Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation
0 1 2 3 4
Control 0 Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
bumetrizole 62.5 |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
250 {Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
1000 |Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11




