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Fig. 1 Body weight change of dams during gestation and lactation
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Fig. 2 Food intake of dams during gestation
and lactation periods
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Fig. 3 Water intake of dams during gestation

and lactation periods
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Table 1 Absolute and relative organ weight of reared dams

+P<0.05, ++P<0.01Significant difference {rom control(Aspin-WeLcus t-test)

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of animals 20 20 20 20
Final B.W. (g) 285 +13 293 +16 293 +14 293 +14
Carcass (g) 194 +13 196 +12 190 *+10 188 *+12
(8%) (68t 3) (67£ 2) (65 2**) (64t 3**)
Heart (mg) 869 +74 867 +61 865 +74 834 +81
(mg%) (305+24) (296 +20) (295+20) (285+25*%)
Lung (g) 1.17+0.14 1.16+0.08 1.09+0.10* 1.11%+0.10
(g%) (0.41£0.04) (0.40%0.03) (0.37+0.03**) (0.38+0.04*)
Liver (g) 12.0+1.1 12.4+1.2 12.5+0.9 12.6+1.3
(%) (4.2140.3) (4.240.3) (4.3£0.2) (4.31+0.3)
Kidneys (g) 2.161+0.17 2.31+0.21° 2.31+0.11** 2.24%+0.19
(8%) (0.76+0.05) (0.79£0.06) (0.79+0.03%) (0.7710.06)
Spleen (mg) 576 +87 613 +54 584 +63 575 +90
(mg%) (202+31) (210+20) (200+22) (196+31)
Adrenals (mg) 85 +11 83 =8 85 +13 83 +13
(mg%) (30 4) (28+ 3) (29% 5) (28+ 4)
Thymus (mg) 146 +52 154 +37 143 +43 148 +69
(mg%) (51£16) (52+12) (49£14) (51£25)
Ovaries (mg) 88 +12 85 +10 82 +10 80 +14
(mg%) (31% 4) (29t 4) (28% 3*) (27 5*)
' Uterus (mg) 345 109 270 55+ 252 +53** 248 +51**
(mg%) (121437) (92+18*") (86+18**) (85+19**)
Cecum* (g) 12.6+2.8 18.2+3.4** 21.2+5.2* 25.4+6.9**
(g%) (4.4%1.0) (6.2+1.2**) (7.2£1.7**) (8.6%2.2%)
Cecum - (g) 2.861+0.57 3.481+0.62** 3.57+0.60** 4.07+0.69**
(g%) (1.00£0.19) (1.19£0.20**) (1.2240.19**) (1.391+0.24**)

* P<0.05, % % P<0.01 Significant difference from control (STupenT’s t-test)

+P<0.05, ++P<0.01 Significant difference from control (Aspin-WELcH's t-test)

Cecum + : Cecum with contents
Cecum  : Cecum without contents
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Table 2 Observation of Fi
Compound CAZ
Control
Dose ( g/ kg) 0.25 0.5 1.0
No. of litters 20 20 20 20
No. of implantations (268 ) (264 ) (260 ) (261)
13.4%t2.1 13.2+1.9 13.0+1.0 13.0%1.3
Mean delivery day 21,5£0.6 21.510.6 21.1+0.4* 21.4%0.5
No. of alive F
Postpartum day 0 (250) (236) (248) (255),
12.5+ 2.5 1.8+ 2.1 12.4+ 1.5 12.8+ 1.5
1 (248) (235) (247) ( 253)
124+ 2.6 1.8+ 2.1 12.3+ 1.5 12.6 1.5
4 (246 ) (233) (247) (246 )
12.3+ 2.6 11.6+ 2.0 12.3+ ,1.5 12.3+ 1.5
After selection (192) (194) (199 ) (198)
9.6+ 1.0 9.7t 1.1 9.9+ 0.2 9.9+ 0.4
21 (187) (192) (198) (188)
9.3t 1.5 9.6t 1.2 9.9+ 0.3 9.4+ 2.3
No. of dead F1
at birth 5/268 4/264 3/ 260 1/ 261
(%) (1.9) (1.5) (1.2) (0.4)
Postpartum day 1 2/250 1/236 1/248 2/255
(%) (0.8) (0.4) (0.4) (0.8)
2—4 2/250 2/236 0/248 7/255
(%) (0.8) (0.8) (0.0) (2.7)
5—21 5/192 2/194 1/199 10/198
(%) (2.6) (1.0) (0.5) (5.1)
Sex ratio of newborn 115/135 109 /127 118 /130 126 /129
(Male/Female) (0.85) (0.86) (0.91) (0.98)
Live birth index (A) 250 / 268 236 / 264 248 / 260 255/ 261
(%) (93.3) (189.4) (95.4) (97.7)
Viability index (B) 246 / 250 233/ 236 247/ 248 246 / 255
(% (198.4) (98.7) (199.6) (96.5)
Lactation index (C) 187 /192 192 /194 198 / 199 188 /198
(%) (97.4) (199.0) (99.5) (94.9)
External malformation 0/ 250 0/236 0/248 0/ 255
Visceral examination of F; 187 - 192 198 188
Dilatation of renal pelvis 5 2 4 5
(%) (2.7) (1.0) (2.0) (2.7)
H_vdrunephr((zsn)s 0 0 1 0
_— o (0.0) (0.0) (0.5) (0.0)
trophy of(at/z)sus 1 0 1 0
(1.1) (0.0) (1.1) (0.0)
Atrophy of epididymis 0 0 1 0
(%) (0.0) (0.0) (1.1) (0.0)
Atrophy of seminal vesicle 0 0 1 0
(%) (0.0) (0.0) (1.1) (0.0)

+P<0.05 Significant difference from control
(A) 'Live birth index (%)

(B) Viability index (%)

(C) Lactation index (%)=

(Aspin-WELCH 'S t-test)

_. Newborns at day 0

Implantations

— Newborns at day 4
Newborns at day 0

Newborns at day 21

X100
%100

Newborns at day 4 (selection)

X100
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Table 3 Postnatal development of F,
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 20 20 20 20

Separation of day 2 17/ 247 42/233 2/247 17/ 251
auricle (%) (6.9 (18.0) (0.8 ( 6.8
3 126 / 247 132/ 233 56/247% 111/ 250

(%) (51.0) (56.7) (22.7) (44.4)

4 244/ 246 232/233 241/ 247 229 / 246

(%) (99.2) (199.6) (97.6) (93.1)

5 192 /192 194 /194 199 /199 187 /188

(%) (100.0) (100.0) (100.0) (199.5)

Appearence of day 9 2/192 8/194 0/199 0/188
abdominal hair (%) ( 1.0 ( 4.1) (0.0 ( 0.0
10 36/192 52 /194 22/199 9/188

(%) (18.8) (26.8) (11.1) (4.8

11 94 /191 129 /193 87 /199 101/ 188

(%) (49.2) ( 66.8) (43.7) (53.7)

12 168 /191 180 /192 188 /199 150 /188

(%) (88.0) (93.8) (94.5) (79.8)

Odontiasis day 10 0/192 0/194 0/199 1/188
(%) ( 0.0 (0.0 (0.0 (0.5

1 13 /191 4/193 4/199 4/188

(%) ( 6.8) (2.1) (2.0 (2.1

12 40 /191 33/192 35/199 32/188

(%) (20.9) (17.2) (17.6) (17.0)

13 107 /191 91/192 89/199 88 /188

(%) (56.0) (47.4) (44.7) (46.8)

14 159 /191 153 /192 147 /199 156 / 188

(%) (83.2) (79.7) (73.9) (83.0)

Eyelids day 15 0/189 14 /192 0/199 0/188
opening (%) (0.0 (7.3 ( 0.0) (0.0
16 34/189 61/192 16 /198 20/188

(%) (18.0) (31.8) ( 8.1) (10.6)

17 91/189 124 /192 106 / 198 114 /188

(%) (48.1) (64.6) ( 53.5) (60.6)

18 147 /189 185 /192 185 /198 181 /188

(%) (77.8) (196.4) (93.4) (96.3)

19 182 /189 192 /192 195 /198 188 / 188

(%) (96.3) (100.0) (98.5) (100.0)

Descent of week 3 86/ 88 91/ 91 90/ 92 84/ 92
testes (%) (97.7) (100.0) (97.8) (91.3)
4 56/ 56 55/ 55 57/ 57 55/ 55

(%) (100.0) (100.0) (100.0) (100.0)

5 56/ 56 55/ 55 57/ 57 55/ 55

(%) (100.0) (100.0) (100.0) (100.0)

Vaginal week 5 7/ 59 2/ 58 4/ 60 0/ 57
opening (%) (11.9) ( 3.4) (6.7 (0.0
6 56 / 59 50/ 58 48/ 60 54/ 57

(%) (94.9) (86.2) (80.0) (94.7)

7 59/ 59 58/ 58 60/ 60 57/ 57

(%) (100.0) (100.0) (100.0) (100.0)

#P<0.05 Significant difference from control (WiLcoxon’s rank sum test)
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Table 4 Body weight change of F:1 (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 20 20 20 20
day 0 5.810.4 5.910.6 5.51+0.3* 5.510.4°
4 8.3%1.1 9.1%1.6 8.21+0.6 7.9%1.1
7 12.24+1.9 13.3+2.1 12.210.8 11.8+1.2
14 22.414.2 24.713.3 23.3t1.5 22.3%2.6
21 35.3%5.1 39.6+5.8° 36.612.4 35.814.6
Body weight (g) 28 62 110 66 +7 62 £5 61 +8
35 98 +13 104 +12 97 +10 97 £10
42 145 +17 155 +17 145 +13 143 *15
49 191 +20 205 +20° 195 +15 191 £19
56 235 122 251 t21°* 240 =17 234 +20
63 274 122 291 +24° 281 +17 273 121
70 307 22 327 £26* 316 +18 308 +24
77 334 +23 355 +28°* 345 +19 335 +25
84 358 125 379 +31* 371 £19 360 +26
* P<0.05 Signficant difference from control (Stupent’s t-test)
+P<0.05 Signficant difference from control (Aspin-WELCH's t-test)
Table 5 Body weight change of F. (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 20 20 20 20
day 0 5.5+0.5 5.6£0.5 5.2%0.3* 5.320.4
4 8.1£1.0 8.6-1.2 7.8+0.6 7.7+1.1
7 12.0+1.5 12.5=1.6 11.7+0.6 11.5%1.1
14 22.3+2.5 23.8+3.0 22.5*+1.3 21.7+2.0
21 34.9%5.1 38.1=5.2 36.0+2.0 35.0%3.3
Body weight (g) 28 59 *8 61 *£6 59 = 4 59 £5
35 90 *+10 91 =9 89 = 5 88 £ 7
42 124 =11 125 =10 123 = 7 122 £ 7
49 150 +11 153 = 9 150 = 8 150 = 8
56 172 =11 175 *+10 172 = 8 173 = 8
63 193 *+11 195 +12 193 + 8 195 £ 9
70 211 £10 214 £12 212 = 9 214 = 9
77 225 *11 229 +13 226 = 9 229 *11
84 237 £11 241 +14 240 =10 242 +11

+P<0.05 Significant difference from control (AspiN-WELCR's t-test)
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Table 6 Absolute and relative organ weight of 21 days old 1 (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 18 15 17 18
Final B.W. (g) 33.9+5.8 38.1+5.7* 35.943.3 35.91:4.9
Carcass () 25.314.1 28.1+3.7 26.9+2.1 26,1+3.8
(g%) (74.9%1.9) (74.0+1.9) (75.1+1.7) (72.7+5.2)
Heart (mg) 172 £33 188 +28 182 +23 174 +28
(mg%) (509 +49) (494+34) (509+51) (486161)
Lung (mg) 341 =48 370 +45 350 +30 338 +51
(mg%) (1027 £ 154) (985+127) (983+102) (949+134)
Liver (g) 1.22+0.22 1.44£0.30* 1.34+0.17 1.36%0.29
(8%) (3.6110.22) (3.77£0.30) (3.73+0.26) (3.75+0.46)
Kidneys (mg) 400 *68 447 £79 426 +44 404 =73
(mg%) (1182%66) (1170£61) (1187£61) (11261126)
Spleen (mg) 111 +27 130 =37 114 +16 110 +36
(mg%) (323+39) (337£57) (316+34) (302+68)
Testes (mg) 140 £32 159 +28 155 *+21 144 *28
(mg%) (4111+42) (417£37) (43447) (400%58)
Cecum * (mg) 450 +182 774 £309** 783 +229** 884 +268°*
(mg%) (1281£377) (19851566**) (2175£614**) (2431+608**)
Cecum ~ (mg) 161 +44 236 +60°* 192 *+46° 234 £69**
(mg%) (473£97) (616+106**) (534%116) (646£164*+)

*P<0.05, * *P<0.01 Significant difference from control (StupexT's t-test)
++P<0.01 Sighificant difference from control (Aspin-WELcH'S t-test)

Cecum+ : Cecum with contents
Cecum- : Cecum without contents
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Table 7 Absolute and relative organ weight of 21 days old F: (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 19 17 18 18
Final B.W. (g) 34.6+6.4 38.8+5.8° 35.9+£3.0 34.81+3.8
Carcass (g) 25.914.6 29.014.1° 26.9+1.9 25.84+2.7
(R75) (74.941.5) (74.711.9) (75.2+1.8) (74.2£1.5)
Heart (ng) 174 130 192 +29 185 +15 173 +19
(mg%) (5071 49) (4961 35) (518+ 44) (498 +-47)
Lung (mg) 335 48 357 140 345 - 20 328 137
(mg%) (988 +-146) (931+4109) (967 + 80) (951 +120)
Liver (g) 1.2840.24 1.50 1 0.26* 1.42+0.14" 1.37+0.15
(R7) (3.7110.42) (3.8510.22) (3.95+0.31) (3.94=0.17*)
Kidneys (mg) 439 +87 476 +84 459 *+37 418 46
(mg?7) (1276 +130) (1224 + 84) (1282 +68) (1204 +-68*)
Spleen (mg) 117 +33 138 +37 123 +18 112 25
(myg7%) (335+42) (351 +48) (341 +45) (320 =44)
Ovaries (mg) 10.4 +3.4 11.9+2.9 9.8+3.1 10.3+3.2
(mg%) (29.8+7.0) (30.7+7.1) (27.5+8.5) (29.5+8.3)
Cecum ~ (mg) 448 +194 726 :299°" 851 +272°* 881 +232°**
(mg%) (12541 349) (1855+678*") (2343 +6467") (2520+558**)
Cecum (mg) 176 +51 237 +51** 206 +55 227 =57°**
(mg%) (510111 (612£105**) (568 ~132) (651 +140%*)

* P<0.05, * % P<0.01 Significant difference from control (STupenT's t-test)
+ P<0.05, ++P<0.01 Significant difference from control (Aspix-WeLcH's t-test)

Cecum+ : Cecum with contents

Cecum- : Cecum without contents

iR Lt £% 4 BOBBRBECE VT, BREM I 6. Fi OfE, TES IUETFRE

BREYESULBTIAb AR T, BREREL
T, BEHOREEIHNBIET2 A, 14 BE X B,
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Eirichr o1,
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Licht, BEEIIBEEY T, EHPTERLCEB LT
Ezbhish o1,

Table 11, 12 KRLA-X 51T, BREFKEEFEL
T Fy O@FRFOBRERE(ERARSY, AE, ABERSD
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Table 8 Absolute and relative organ weight of 12 weeks old F, (male)
Compound CAZ
Control
. Dose (g/kg) 0.25 0.5 1.0
No. of litters 19 18 20 18
Final B.W. (g) 350 +33 372 129° 363 +22 362 +30
Carcass (® 270 +25 284 +20 277 18 278 120
(g%) (774 2) (76 + 1) (76 +- 2) (774 3)
Heart (mg) 1074 +113 1119 484 1113 +87 1066 1102
(mg%) (307 1 26) (301 1 21) (307 +21) (2951.25)
Lung (mg) 1314 +136 1341 +87 1303 +103 1283 +115
(mg%) (376 +37) (361 +25) (360 +36) (355+31)
Liver (g) 13.5 1.7 14.7+1.4° 14.1+1.4 13.7+1.7
(&%) (3.870.3) (4.0+0.2) (3.9+0.3) (3.840.4)
Kidneys (g) 2.4410.22 2.60+0.25 2.5210.23) 2.37+0.24
(g%) (0.700.04) (0.70+0.05) (0.6910.05) (0.66+0.05**)
Spleen (mg) 716 +73 718 =118 729 +94 727 t115
(mg%) (205=22) (193%+27) (201%27) (201+33)
Adrenals (mg) 56 + 9 60 *11 61 + 8 57 + 6
(mg%) (16 3) (16 3) (17£ 2) (16 £ 2)
Thymus (mg) 396 +89 370 +67 374 £77 368 +69
(mg%) (113+£24) (99+15%) (103+20) (102+20)
Testes (g) 3.18+0.20 3.241+0.21 3.231+0.19 3.12+0.21
(g%) (0.91+0.06) (0.87+0.06) (0.8910.07) (0.87+0.07*)
Epididymides (mg) 913 +93 932 +76 924 +94 920 +76
(mg%) (261£19) (251%23) (255+25) (255+19)
Sem. Ves (mg) 590 +100 565 +110 558 +87 619 +110
(mg%) (170+34) (153+33) (154%25) (172+33)
Prostate (mg) 298 +71 335 +83 316 +58 292 +61
(mg%) (85+20) (90+21) (87+18) (81+17)
Cecum+ (.g) 5.9+0.8 6.3+1.0 5.9+0.8 6.21+1.3
(e%) (1.740.2) (1.7£0.2) (1.6+0.2) (1.74+0.3)
Cecum- (g) 1.49+0.23 1.48+0.17 1.47+0.21 1.54+0.21
(&%) (0.43+0.06) (0.40+0.05) (0.40+0.05) (0.43+0.06)

¥ P<0.05, *%xP<0.01 Significant difference from control (STUDENT’S t-test)
+P<0.05 Significant difference from control (Aspix-WELcH's t-test)
Cecum™ : Cecum wit hcontents

Cecum ™ : Cecum without contents
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Table 9 Absolute and relative organ weight of 12 weeks old F, (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 20 19 20 19
Final B.W. (g) 236 £14 242 +13 240 *11 243 =13
Carcass (g) 183 +11 188 + 9 185 1+ 8 186 +11
(&%) (78+ 1) (17 1) 77+ 1) 17+ 1%)
Heart (mg) 767 180 766 163 778 +67 784 +62
(mg%) (3251 24) (316+22) (324+23) (324+21)
Lung (mg) 1088 +106 1092 +76 1066 +140 1109 +75
(mg%) (462 +43) (451+26) (443147) (457125)
Liver () 8.410.7 8.410.8 8.5£1.0 8.9%+1.1
(8%) (3.610.2) (3.510.2) (3.5%0.3) (3.7%0.3)
Kidneys (g) 1.6410.14 1.67£0.12 1.69+0.13 1.71£0.13
(g%) (0.701£0.05) (0.6910.04) (0.70£0.03) (0.71£0.04)
Spleen (mg) 590 +82 599 +114 580 +96 606 +105
(mg%) (2501 34) (248+51) (241134) (250+42)
Adrenals (mg) 70 +12 69 + 9 67 = 8 71 = 8
(mg%) (30t 4) (29t 4) (28+ 3) (29+£ 3)
Thymus (mg) 366 60 389 160 357 =64 .381 *49
(mg%) (155+22) (160+24) (148+24) (157£20)
Ovaries (mg) 81 + 8 85 *+13 77 £13 83 +12
(mg%) (34% 4) (35+ 5) (32% 6) (34 5)
Uterus (mg) 408 *+118 427 +113 405 +117 404 +74
(mg%) (174£55) (176 -46) (169£51) (167 +£32)
Cecum” (g) 4.7+0.8 4.8+0.8 4.9+0.8 5.0%0.9
(g%) (2.0+0.3) (2.0+0.3) (2.0£0.3) (2.120.4)
Cecum (g) 1.181+0.18 1.19+0.17 1.21+0.18 1.23%0.15
(%) (0.50%0.06) (0.4940.05) (0.5140.07) (0.5120.05)
+ P<0.05

Significant difference from control (STupenT's t-test)
Cecum+ : Cecum with contents

Cecum- : Cecum without contents
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Table 10 Skeletal examination of I
—day 4, day2l—
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 16 16 18 18
No. of F1 examined 54 39 48 48
(day 4)
Malformation 0 0 0 0
(%) (0.0) (0.0) (0.0) (0.0)
Variations
Five lumbar vertebrae 2 0 0 0
(%) (3.7) (0.0) (0.0) (0.0)
14th rib 2 0 2 3
(%) (3.7) (0.0) (4.2) (6.3)
Accessory sternebra 0 0 1 0
(%) (0.0) (0.0) (2.1) (0.0)
Degree of ossification
No. of caudal vertebrae 20,3 1.5 2.1 1.4 19.7+ 1.6 20.3+ 2.2
Fore limb bones
Distal phalanx 10.0+ 0.0 10.0+ 0.0 10.0+ 0.0 10.0+ 0.0
Middle phalanx 8.0+ 0.0 8.0+ 0.0 8.0+ 0.0 8.0+ 0.0
Proximal phalanx 8.0 0.1 8.3t 0.6 8.0t 0.0 8.1+ 0.3
Metacarpal bone 8.0 0.0 8.0t 0.0 8.0t 0.0 8.0t 0.0
Hind limb bones
Distal phalanx 10.0+ 0.0 10.0+ 0.0 10.0+ 0.0 10.0+ 0.0
Middle phalanx 7.7 0.7 8.0 0.2 8.0t 0.0 7.4 1.9
Proximal phalanx 10.0+ 0.0 10.0+ 0.0 10.0 0.0 10.0+ 0.0
Metatarsal bone 10.0+ 0.0 10.0+ 0.0 10.0£ 0.0 10.0+ 0.0
Talus 44 36 33 44
(%) ( 81.5) (92.3) ( 68.8) (91.7)
Calcaneus 54 39 48 48
(%) (100.0) (100.0) (100.0) (100.0)
No. of F1 examined 71 79 81 76
(day 21)
Variation ,
Loss of 13th rib 1 0 0 0
(%) (1.4) (0.0) (0.0) (0.0)
Degree of ossification
No. of caudal vertebrae 27.1 0.6 27.5+ 0.6* 27.3 0.3 27.2+ 0.5

¥P<0.05 Significant difference from control (STubENT’s t-test)
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Table 11 Sense, behavior and avoidance response test of F, (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 19 20 20 19
Sense test
Righting reflex 83/88 91/91 94/94 92/92
(%) (100.0) (100.0) (100.0) (100.0)
Pain response 88/88 91/91 94/94 92/92
(%) (100.0) (100.0) (100.0) (100.0)
Corneal reflex 87/88 91/91 94/94 92/92
(%) (98.9) (100.0) (100.0) (100.0)
Traction 19/19 18/18 20/20 18/18
(%) (100.0) (100.0) (100.0) (100.‘0)
Light reflex 19/19 18/18 20/20 18/18
(%) (100.0) (100.0) (100.0) (100.0)
Behavior test
Rotating rod 17/19 15/18 18/20 15/18
(%) (89.5) (83.3) (90.0)- (83.3)
Sliding angle (°) 49.914.1 51,1%3.1 51.5+2.9 51.9%3.9
Avoidance response test
day 1 8.619.0 6.31£9.3 12.2+14.7 6.71t9.4
2 27.7120.2 30.9+29.5 47.2+31.7* 24.4=26.5
Avoidance 3 53.3+28.4 55.0+32.1 66.8+29.4 42.0£31.2
(%) 4 68.8+24.3 69.6+24.1 78.3+18.7 57.0£33.5
5 58.4+29.9 71.7%£22.1 83.5+14.5** 59.3=32.7

+P<0.05, ++P<0.01 Significant difference from control (Aspin-WeLcH's t-test)
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Table 12 Sense, behavior and avoidance response test of Iy (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 20 20 20 19
Sense test
Righting reflex 99/99 101/101 104/104 96/96
(%) (100.0) (100.0) (100.0) (100.0)
Pain response 99/99 101 101 104/104 96/96
(%) (100.0) (100.0) (100.0) (100.0)
Corneal reflex 99,99 101/101 104/104 96/96
(%) (100.0) (100.0) (100.0) (100.0)
Traction 20/20 19/19 20/20 19/19
(%) (100.0) (100.0) (100.0) (100.0)
Light reflex 20/20 19/19 20/20 19/19
(%) (100.0) (100.0) (100.0) (100.0)
Behavior test
Rotating rod 20/20 19/19 20/20 16/19
(%) (100.0) (100.0) (100.0) (84.2)
Sliding angle (°) 50.11+4.2 51.6+4.4 52.31+2.8 50.6+3.3
Avoidance response test
day 1 7.5+9.6 14.4+20.0 9.3+8.7 5.1+£5.4
2 36.31+30.7 45.31:28.4 40.21+27.0 27.0+27.4
Avoidance 3 67.3124.9 66.51+25.6 64.71+27.6 50.4+31.4
(%) 4 75.3+18.9 79.7+20.2 74.3122.8 58.6%30.5
5 79.8+16.4 79.5+19.3 73.21+23.3 59.8+32.9*%
P<0.05, Significant difference from control (Aspin-WELcH's t-test)
Table 13 Copulation and fertility index (%) of F,
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
Copulation index Male 18/20 18/20 19/20 18/20
(%) (90.0) (90.0) (95.0) (90.0)
Fertility index Male 17/18 17/18 19/19 18/18
(%) (94.4) (94.4) (100.0) (100.0)
Copulation index Female 17/20 16/20 17/20 19/20
(%) (85.0) (80.0) (85.0) (95.0)
Fertility index Female 16/17 15/16 17/17 18/19
(%) (94.1) (93.8) (100.0) (94.7)
No. of dams (F,) used 10 10 10 11
caesarean section
No. of dams (F,) used 6 5 7 7
lactation study
No. of dams (F,) delivered F, 6 5 7 7
No. of dead dams(F,)at delivery 0 0 0 0
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Table 14 Observation of fetuses from I'; dams
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of animals(F,) 10 10 10 11
No. of corpora lutea (145) (156 ) (152) (166 )
14.5 2.2 15.6+ 1.8 15.2+ 1.5 15.1 1.5
Preimplantation loss 9/ 145 3/ 156 6/152 6/ 166
(%) (6.2) (1.9) (3.9) (3.6)
No. of implantations (136 ) (153 ) (146 ) (160 )
13.6 2.1 15.3+ 1.8 14.6+ 1.7 14.5+ 1.7
No.of dead implantations
Resorptions 3/136 1/153 1/146 3/160
(%) (2.2) (0.7) (0.7) (1.9)
Placental remnants 0/136 3/153 2/ 146 0/160
(%) (0.0) (2.0) (1.4) (0.0)
Macerated fetuses 0/136 1/153 0/ 146 0/160
(%) (0.0) (0.7) (0.0) (0.0)
Dead fetuses 0/136 0/153 0/ 146 -0/160
(%) (0.0) (0.0) (0.0) (0.0)
Total dead implantations 3/136 5/153 3/ 146 3/160
(%) (2.2) (3.3) (2.1) (1.9)
No. of live fetuses (133) (148) (143) (157)
13.3+ 2.3 14.8+ 1.8 4.3+ 1.7 14.3+ 1.4
Sex ratio 64/ 69 79/ 69 79/ 64 75/ 82
(Male / Female) (0.93) (1.14) (1.23) (0.91)
Body length (mm) Male 38.4+ 0.5 38.9+ 1.0 38.7t 1.5 38.7 0.7
Female 37.6 1.1 38.5 0.9 38.0+ 1.0 38.1+ 0.5
Tail length(mm) Male 14.0+ 0.5 14.2 0.6 13.9% 1.1 13.9+ 0.6
Female 13.6 0.7 14.0+ 0.6 13.9+ 0.6 14.0+ 0.3
Body weight (g) Male 3.68+ 0.18 3.60t 0.19 3.78 0.23 3.66+ 0.18
Female 3.41% 0.23 3.48t 0.20 3.481+ 0.21 3.47+ 0.17
Placental weight (mg)  Male 488 = 53 461 = 42 458 + 43 454 + 4
Female 490 = 57 446 + 41 446 + 27 46 + 35*
Adhesion of placenta 2 0 0 0
External malformations
Reduction deformityof forelimb 1 0 0 0

*P<0.05 Significant difference from control (Stubent’s t-test)
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Table 15 Observation of I,
Compound CAZ
Control
Dose (g / kg) 0.25 0.5 1.0
No. of litters(},) 6 5 7 7
No. of implants (78) (68) (100 ) (9 )
13.0t 1.3 13.6¢ 1.1 14.3) 1.1 13.7L 4.0
Mean delivery day 21,5+ 0.5 21.6¢ 0.5 21,9+ 0.4 21.9t 0.4
No. of alive I,
Postpartum day 0 ( 76) (66 ) (96 ) ( 89)
12.7+ 1.8 13.2 + 1.6 13.71 1.0 12.74 3.6
1 (76) ( 66) (96) ( 86)
2.7+ 1.8 13.2+ 1.6 13.7+ 1.0 12.3+ 3.5
4 (76) (66 ) (95) ( 85)
12.7+ 1.8 13.2+ 1.6 13.6+ 1.0 12.1+ 3.5
After selection ( 60 ) ( 50) (70) ( 65)
10.0+ 0.0 10,0+ 0.0 10,0+ 0.0 9.3+ 1.9
21 ( 54) (42) ( 55) (59)
9.0+ 1.3 8..4+ 1.8 7.9 2.0 8.4+ 2.2
No. of dead I,
at birth 1/ 78 1/ 68 1/100 2/ 96
(%) (1.3) (1.5) (1.0) (2.1)
Postpartum day 1 0/ 76 0/ 66 0/ 96 3/ 89
(%) (0.0) (0.0) (0.0 (3.4)
2—4 0/ 76 0/ 66 1/ 96 1/ 89
(%) (0.0) (0.0) (1.0) (1.1)
5—21 6/ 60 8/ 50 15/ 70 6/ 65
(%) (10.0) (16.0) (21.4) (9.2)
Sex ratio of newborn 37/ 39 37/ 29 41/ 55 42/ 47
(Male / Female) (0.95) (1.28) (0.75) (0.89)
Live birth index (A) 76/ 78 66/ 68 96 /100 89/ 96
(%) (97.4) (97.1) (196.0) (92.7)
Viability index (B) 76/ 76 66/ 66 95/ 96 85/ 89
(%) (100.0) (100.0) (199.0) (95.5)
Lactation index (C) 54/ 60 42/ 50 55/ 70 59/ 65
(%) (190.0) (84.0) (78.6) (190.8)
External malformation 0/ 76 0/ 66 0/ 96 0/ 89
(A) Live birth index () = Neprinrne 3t cay 0. 109
(B) Viability index (%) Mat_day_‘txloo

(C) Lactation index (%)

" Newborns at day 0
Newborns at day 21

%100

~Newborns at day 4(selection)
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Table 16 Postnatal development of 17,

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 6 5 7 7
Scparation of day- 2 0/ 76 0/ 66 7/ 95 5/ 85
auricle (%) (0.0) (0.0) (7.4) (5.9)
3 a1/ 76 33/ 66 70/ 95 59/ 85
(%) ( 53.9) ( 50.0) (73.7) (69.4)
4 76/ 76 49/ 51 95/ 95 85/ 85
(%) (100.0) (96.1) (100.0) (100.0)
5 60/ 60 50/ 50 70/ 70 64/ 64
(%) (100.0) (100.0) (100.0) (100.0)
Appearence of day 9 0/ 60 0/ 49 0/ 69 0/ 64
abdominal hair (%) (0.0) ( 0.0 (0.0) (0.0)
10 4/ 59 0/ 49 8/ 66 6/ 64
(%) (6.8) (0.0) (12.1) (9.4)
1 28/ 59 34/ 49 12/ 65 33/ 62
(%) (47.5) (69.4) (64.6) (53.2)
12 50/ 58 47/ 49 59/ 64 51/ 61
(%) (86.2) (95.9) (92.2) ( 83.6)
Odontiasis day 10 0/ 59 0/ 49 2/ 66 0/ 64
(%) (0.0) (0.0) (3.0) (0.0)
1 8/ 59 2/ 49 5/ 65 1/ 62
(%) (13.6) (4.1) (7.7) (1.6)
12 13/ 58 8/ 49 18/ 64 19/ 61
(%) (22.4) (16.3) (28.1) (31.1)
13 34/ 56 19/ 49 51/ 61 50/ 61
(%) (60.7) (38.8) ( 83.6) ( 82.0)
14 53/ 56 37/ 48 60/ 60 60/ 60
(%) (194.6) (77.1) (100.0) (100.0)
Eyelids day 15 0/ 56 0/ 47 2/ 58 3/ 59
opening (%) (0.0) (0.0) (3.4) (5.1)
16 5/ 56 12/ 47 30/ 58 28/ 59
(%) (8.9) (25.5) (51.7) (47.5)
17 29/ 54 29/ 46 48/ 55 48/ 59
(%) (53.7) ( 63.0) (87.3) (81.4)
18 44/ 54 43/ 46 55/ 55 9 54/ 59
(%) (81.5) (93.5) (100.0) ( 91.5)
19 54/ 54 43/ 45 55/ 55 59/ 59
(%) (100.0) (95.6) (100.0) (100.0)
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Table 17 Body weight change of F, (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 6 5 7 7
day 0 5.5t0.2 5.810.2* 5.810.5 5.910.4*
4 8.310.6 8.6+1.1 8.74t0.9 8.711.3
Body weight (g) 7 12.440.9 13.010.8 13.311.3 13.4+1.8
14 22.612.4 24.0t1.7 23.8+4.1 25.243.6
21 35.215.4 36.013.5 38.6+4.0 39.415.3
* P<0.05  Significant difference from control (Stupent's t-test)
+P<0.05 Significant difference from control (Asrin-WELch's t-test)
Table 18 Body weight change of F, (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0
No. of litters 6 5 7 7
day 0 5.1+0.1 5.41+0.2 5.41+0.5 5.510.4
4 7.910.6 8.0+1.0 8.1+1.2 8.1£1.3
Body weight (g) 7 11.8+0.7 12.1+1.2 12.2+2.1 12.4%+2.0
14 22.5+2.4 22.2+1.6 23.21+2.4 23.1+4.9
21 35.0%+5.6 34.61+4.7 38.2+4.3 36.6+5.4
Photo. 1 Hydronephrosis (CAZ 0.5 g/kg/day, Photo. 2 Reduction detormity of forelimb

F, of Dam No. 161)

(Control, Fetus F, of Dam No. 64-1)
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SAFETY STUDY ON CEFTAZIDIME (IX)
PERINATAL AND POSTNATAL STUDY IN RATS

Tapakazu FurunasHi, Ikuo Kato, Akira Nomura

and HirosHr NakAyYosHI

Life Sciences Department, Nomura Research Institute

Perinatal and postnatal study on ceftazidime (CAZ, SN401), a new cephalosporin antibiotic, was

carried out in Sprague-Dawley rats (Slc: SD).

CAZ was administered intravenously to female rats

from day 17 of gestation throughout day 20 after delivery at the dosage of 0.25, 0.5 and 1.0 g/kg/day.

Decrease in food intake at the dose level of 0.25g/kg/day or more, decrease in body weight gain
at the dose level of 0.5g/kg/day or more were observed in the pregnant dams treated with CAZ.
Increase in water intake and the dilatation of cecum were observed in the nursing dams treated with

0.25 g/kg/day or more of CAZ.

Increase in cecum weight at 3 weeks after birth in the treated groups with 0.25 g/kg/day or more
and the depression of body weight at birth in the treated groups with 0.5g/kg/day or more was

observed in F; animals.

However, CAZ did not cause any significant changes in live birth index, viability index, lactation
index, postnatal development, behavior or reproductive performance of F,. In F, generation either,

nor severe anomalies were found in CAZ treated groups.

Thus, the maximum no-effect dose level

of CAZ in the present study was estimated at about 0.25 g/kg/day.



