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Fig. 1 Body weight change of dams during gestation and lactation periods
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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 organ weight of pregnant rats
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 24 24 24 25 22
Final B. W, (g) 320 £ 19 312 = 20 34 = 15 303 £ 29* 295 = 24
Carcass (g) 192 £ 11 188 = 10 184 £ 9°*° 178 £ 11°* 171 = 10°**
Heart (mg) nr+ 17 700 £ 51 670 £ 56° 661 + 50°¢ 635 + 56°°
Lung (g) 1.02£ 0.10 0.99+ 0.11 0.98+ 0.08 0.97%+ 0.09 0.96* 0.09
Liver (g) 12.1£ 1.3 11.9+ 1.2 12,1+ 1.0 11.8t 1.4 11.6x 1.5
Kidneys (g) 1.56% 0.11 1.58% 0.15 1.60t 0.13 1.54% 0.11 1.54% 0.15
Spleen (mg) 552 £ 74 547 = 86 547 + 56 566 + 71 535 + 69
Adrenals (mg) 69t 8 68 £ 10 70+ 9 %t 9° 74 + 8°
Thymus (mg) 192 £ 45 217 + 51 169 + 44 179 + 58° 166 + 39°
Ovaries (mg) 107 £ 12 101 £ 19 11 + 17 111 =+ 16 1.3+ 19
Cecum” (g) 59t 1.3 8.4+ 2.2* 10.2+ 3.4*° 11.3+ 4.5 15.3+ 5.2**
Cecum~ (g) 1.59% 0.37 1.93+ 0.35°* 1.88t 0.42° 2.14% 0.45°° 2.20% 0.43*
* P(0.05, *%* P(0.01 Significant difference from control (STubent's t-test)
+ P{0.05, ++ P(0.01 Significant difference from control (Asrin-WerLcu's t-test)
Cecum*: Cecum with contents
Cecum™: Cecum without contents
Table 2 Absolute and relative organ weight of reared dams
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 11 11 11 11 12
Final B. W, (g) 280t 16 268+ 16 265+ 17 214+ 9 275+ 11
Carcass (g 188+ 10 182+ 12 182+ 12 181+ 6 182+ 6
(g%) ( 67t 1) ( 68t 1) ( 69+ 1%) ( 66+ 1) ( 66+ 2)
Heart (mg) 842+ 89 793+ 74 812t 65 863+ 89 845+ 69
(mg%) (301t 22) (296t 27) (306t 23) ( 316+ 32) ( 308+ 24)
Lung (g) 1.10%+ 0.13 1.04% 0.11 1.03+ 0.06 1.07+ 0.08 1.13+ 0.34
(8%) (0.39%+ 0.04) (0.39+ 0.03) (0.39= 0.03) (0.39+ 0.03) (0.41% 0.12)
Liver (g) 11.3%+ 0.8 11.3+ 1.2 11.8%+ 1.0 12.3+ 0.8°** 11.8+ 1.0
(8%) (4.0 0.3) (4.2 0.3) (4.4% 0.2°%) (4.5t 0.3°%) (4.3£0.4)
Kidneys (g) 2.06+ 0.14 1.98+ 0.12 2.02%+ 0.16 2.12+ 0.17 2.10x 0.14
(8%) (0.74% 0.05) (0.74% 0.04) (0.76+ 0.07) (0.78%+ 0.07) (0.76+ 0.05)
Spleen (mg) 561t 71 514+ 69 492t 100 539+ 62 538+ 4
(mg%) (201t 27) (192+ 29) ( 185+ 30) (197+ 22) (196 17)
Adrenals (mg) 80+ 9 82+ 8 79+ 13 83t 9 84+ 11
(mg%) (29t 3) ( 30+ 3) ( 30t 5) ( 30+ 3) ( 31t 3)
Thymus (mg) 149+ 46 137+ 41 161+ 38 138+ 30 151+ 37
(mg%) ( 53t 14) ( 51% 15) ( 60t 11) ( 50+ 11) ( 55t 14)
Ovaries (mg) 97+ 15 92+ 15 93+ 10 92+ 10 88+ 13
(mg%) ( 35 5) ( 34t 6) ( 35+ 3) ( 34x 3) ( 32+ 3)
Uterus (mg) 351t 95 351+ 91 389+ 137 355+ 132 321+ 102
(mg%) (125 31) (131t 36) ( 145+ 46) ( 130+ 49) ( 117 36)
Cecum (g) 13.5+ 2.5 14.0% 3.0 14.9+ 2.3 17.3% 2.4°** 17.7% 4.5°
(g%) (4.8 0.8) (5.2% 1.0) (5.6 0.8%) (6.3 0.9°%) ( 6.4+ 1.5**)
Cecum~- (g) 2.76% 0.34 2.67+ 0.28 2.72% 0.35 2.88+ 0.33 3.24% 0.53°
(g%) (0.99+ 0.14) (0.99+ 0.08) (1.03£ 0.15) (1.05% 0.12) (1.18% 0.21°%)
* P(0.05, =*% P(0.01 Significant difference from control (STubexT’ t-test)

+ P(0.05,

Cecum* . Cecum with contents
Cecum™: Cecum without contents

++ P(0.01 Significant difference from control (Aspin-WELCH's t-test)
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Table 3 Observation of fetuses
C d CAZ
ompon Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 24 24 24 25 22
No. of corpora lutea ( 314) (297) (319 ( 343) (275)
13.1£1.3 12.4%1.9 13.3%1.3 13.7£1.5 12.5£2.4
Preimplantation loss 13/314 18/297 18/319 22/343 20/275
(%) (4.1 (6.1) (5.6) (6.4 (7.3)
No. of implantations (301) ( 279) ( 301) (321) ( 255)
12.5+1.2 11.6+2.7 12,5+1.4 12.8+1.4 11.6£3.1
No. of dead implantations
Resorptions 12/301 9/279 8/301 9/321 10/255
(%) ( 4.0) (3.2 (2.7 (2.8 (3.9
Placental remnants 1/301 2/279 4/301 4/321 2/255
(%) (0.3) (0.7) (1.3 (1.2) (0.8
Macerated fetuses 1/301 0/279 0/301 1/321 2/255
(%) (0.3 (0.0) (0.0 (0.3 (0.8
Dead fetuses 0/301 0/279 0/301 1/321 0/255
(%) (0.0 (0.0) (0.0) (0.3) (0.0
Total dead implantations 14/301 11/279 12/301 15/321 14/255
(%) (4.7 (3.9 ( 4.0) (4.7 (5.5)
No. of live fetuses ( 287) ( 268) ( 289) ( 306) (241)
12.0+1.7 11.212.7 12.0%+1.7 12.2+1.6 11.0£3.2
Sex ratio 148/139 137/131 143/146 150/156 116/125
(Male/Female) (1.06) (1.05) (0.98) (0.96) (0.93)
Body length Male 38.0+ 0.6 38.3+1.0 38.3+0.7 37.9+.0.8 37.9%1.5
(mm)
Female 37.7+0.7 37.51+0.8 37.4%0.7 37.2t0.9° 37.21£0.8°
Tail length Male 14.0+0.5 13.9+0.5 14.0+£0.4 13.8+0.4 14.0+0.7
(mm)
Female 14.1+0.5 14.0+0.4 14.1+0.4 13.91+0.5 13.9=0.4
Body weight Male 3.79+0.25 3.79+0.30 3.78+£0.23 3.68+0.23 3.64+0.39
(®
Female 3.67+0.25 3.631£0.25 3.57x0.21 3.50+0.24* 3.4510.22**
Placental weight Male | 455+ 43 42+ 46 81 £43 424 £34°° 140 +85
(mg)
Female 440+ 47 438 + 47 417 £38 414 £50 423 *+ 46
Adhesion of placenta 2 1 0 3 1
External ma)formations
No. of malformed fetuses 0 0 2 3 0
0.7) (1.0)
Omphalocele 0 0 1 2 0
Cleft palate 0 0 0 1 0
Cleft lip 0 0 1 1] 0
Encephalocele 0 0 0 1 0
Visceral examination
No. of fetuses examined 96 89 99 109 80
Dilatation of renal 0 0 1 0 2
pelvis

¥ P<0.05,

%% P<0.01 Significant difference from control (Stupent's t-test)
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Table 4 Skeletal examination of fetuses
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 24 24 24 25 22
No. of fetuses examined 191 179. 190 197 161
Malformation 0 0 0 0 0
(7) (0.0 (0.0 (0.0 (0.0 (0.0
Variations
Absence of cervic (%) 1 0 0 0 0
vertebral arch (0.5) (0.0 (0.0 (0.0 (0.0)
Bipartite-shaped 2 0 1 1 1
thoracic ver.cen. (%) (1.0 (0.0) (0.5 (0.5 (0.6)
Shortening of 13th 0 0 0 1 1
rib (%) (0.0 (0.0 (0.0 (0.5) (0.6)
14th rib 0 3 2 7 2
(%) (0.0 (1.7 (11 (3.6 (1.2)
Asymmetry of 2 0 2 0 0
sternebrae (%) (1.0 (0.0 (1.1) (0.0 (0.0
Degree of ossification
Occipital bone (%) 190 179 190 197 161
(99.5) (100.0) (100.0) (100.0) (100.0)
Atlas (%) 0 0 0 0 0
(0.0 (0.0 (0.0 (0.0 (0.0
Axis (%) 2 2 0 0 0
(1.0) (1.1) (0.0 (0.0 (0.0
Cervical vertebral 3 6 6 2 0 0
body (%) (3.1 (3.4 (1.1 (0.0 (0.0
4 12 9 9 5 2
(%) (6.3 (5.0 (4.7) (2.5 (1.2)
5 16 25 22 18 6
(%) (8.4) (14.0) (11.6) (9.1 (3.7
6 41 49 55 46 12
(%) (21.5) (27.4) (28.9) (23.4) (7.5
7 147 132 136 139 102#
(%) (77.0) (73.7) (71.6) (70.6) (63.4)
No. of caudal verte- 5.3+0.5 5.5+ 0.5 5.4£0.6 5.2+0.5 5.2+0.6
brae Sternebra 1 191 179 190 197 161
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
2 190 179 188 197 161
(%) (199.5) (100.0) (198.9) (100.0) (100.0)
3 189 179 188 197 161
(%) (199.0) (100.0) (98.9) (100.0) (100.0)
4 188 179 188 196 158
Al (98.4) (100.90) (98.9) (199.5) (98.1)
5 104 119 127 124 93
(%) (154.5) (66.5) (66.8) ( 62.9) (57.8)
6 189 171 180 188 156
(%) (199.0) (95.5) (194.7) (195.4) (96.9)
Fore limb bones
Distal phalanx 10.0+0.2 10.0+0.0 10.0£0.1 10.0£0.0 10.0+0.0
Middle phalanx 0.0+0.0 0.0+0.0 0.0£0.0 0.0+£0.0 0.0+0.0
Proximal phalanx 2.9x1.2 3.3£1.0 3.2+1.0 3.3+0.8 3.0t1.1
Metacarpal bone 7.9+£0.3 8.0+0.2 7.8+0.4 8.0+0.0 7.9%10.2
Hind limb bones .
Distal phalanx 10.0+0.2 10.0£0.0 10.0£0.1 10.0+0.0 10.0+0.0
Middle phalanx 0.0£0.0 0.0+0.0 0.0£0.0 0.01+0.0 0.0£0.0
Proximal phalanx 0.0+0.0 0.0+0.0 0.0+0.1 0.01+0.0 0.2+0.9
Metatarsal bone 8.21+0.5 8.2%+0.3 8.1+0.4 8.1+0.4 8.11+0.2
Talus (%) 0 0 0 0 0
(0.0 (0.0 (0.0 (0.0 (0.0
Calcaneus (%) 0 0 0 -0 0
(0.0 (0.0 (0.0 (0.0 (0.0

# P<0.05 Significant difference from control (WiLcoxon’s rank sum test)
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Table 5 Observation of F,

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 11 12
No. of implantations ( 143) (148) ( 140) (150) ( 145)
13.0£1.3 13.5+1.0 12.71£0.9 13.6+1.7 12.1+1.8
Mean delivery day 21.3%+0.5 21.1+0.3 21.210.4 21.710.5* 21.8+0.4°°
No. of alive F,
Postpartum day 0 ( 141) (136) (134) ( 140) (126)
12.8+1.3 12.411.3 12.2t£1.0 12.7t£1.5 10.5+2.1**
1 ( 140) (135) (131) ( 140) (124)
12.7£1.3 12.3+1.3 11.9t1.3 12.7£1.5 10.3+2.4*"
4 (137) (135) (130) ( 140) (123)
12.5+1.4 12.3+1.3 11.8%+1.4 12.7t1.5 10.3+2.5*
After selection ( 110) ( 110) ( 110) ( 110 ( 110
10.0£0.0 10.0+0.0 10.0+0.0 10.0+0.0 9.2+1.6
21 ( 110) (110 (110 ( 109) ( 109)
10.0+0.0 10.0+0.0 10.010.0 9.910.3 9.1£1.6
No. of dead F,
at birth 0/143 2/148 0/140 1/150 2/145
(%) (0.0 (1.4) (0.0 (0.7 (1.4)
Postpartum day 1 1/141 1/136 3/134 0/140 2/126
(%) (0.7) (0.7) (2.2 (0.0 (1.6)
2-4 3/141 0/136 1/134 0/140 1/126
(%) (2.1 (0.0 (0.7 (0.0 (0.8
5-21 0/110 0/110 0/110 1/110 1/110
(%) (0.0 (0.0) (0.0) (0.9 (0.9
Sex ratio of newborn 82/ 59 67/ 69 67/ 67 66/ 74 71/ 55
(Male/Female) (1.39) (0.97) (1.00) (0.89) (1.29)
Live birth index (A) 141/143 136/148 % 134/140 140/150 126/145 *
(%) (98.6) (91.9) (95.7) (93.3) (86.9)
Viability index (B) 137/141 135/136 130/134 140/140 123/126
(%) (97.2) (99.3) (97.0) (100.0) (97.6)
Lactation index (C) 110/110 110/110 110/110 109/110 109/110
(%) (100.0) (100.0) (100.0) (99.1) (99.1)
External malformation 0 0 0 0 0
Visceral examination
No. of F, examined 63 57 54 56 64
Atrophy of left testis 0 0 1 0 0
and epididymis
Atrophy of testes and 0 0 0 0 1
epididymides
Enlargement of right 0 0 1 0 0
testis

* P<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (Asein-WELcH's t-test)
# P<0.05, ## P<0.01 Significant difference from control (WiLcoxon's rank sum test)

(A) Live birth index (%) = Newborns at day 0 X 100

Implantations

Newborns at day 4
Newborns at day 0

(B) Viability index (%) X 100

[

Newborns at day 21
Newborns at day 4 (selection) X 100

(C) Lactation index (%)
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Table 6 Postnatal development of F,

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 1 12

Separation of  day 2 5/137 1/135 6/129 4/140 34/123
auricle (%) ( 3.6) ( 0.7) ( 4.7) (2.9 (27.6)
3 47/137 22/135 24/129 100/140 98/123%

(%) (34.3) (16.3) ( 18.6) (71.4) (79.7)

4 135/137 134/135 129/129 139/140 122/123

(%) (98.5) (99.3) (100.0) (199.3) (99.2)

5 110/110 110/110 110/110 110/110 110/110

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

Appearance of day g9 0/110 0/110 0/110 2/110 3/109
abdominal hair (%) ( 0.0) ( 0.0 (0.0 ( 1.8) (2.8)
10 24/110 10/110 17/110 26/110 43/109

(%) (21.8) (9.1) (15.5) ( 23.6) (39.4)

1 76/110 64/110 77/110 93/110 92/109

(%) (69.1) (58.2) ( 70.0) ( 84.5) ( 84.4)

12 110/110 109/110 110/110 110/110 106/109

(%) (100.0) (99.1) (100.0) (100.0) (97.2)

Odontiasis day 10 1/110 0/110 1/110 0/110 4/109
(%) ( 0.9) ( 0.0) ( 0.9) ( 0.0) ( 3.7

1 8/110 5/110 4/110 7/110 25/109

(%) (1.3 ( 4.5) ( 3.6) ( 6.4) (22.9)

12 37/110 24/110 22/110 34/110 61/109

(%) ( 33.6) (21.8) (20.0) (30.9) ( 56.0)

13 70/110 56/110 67/110 82/110 93/109

(%) ( 63.6) (50.9) ( 60.9) (74.5) ( 85.3)

14 102/110 97/110 103/110 110/110 105/109

(%) (92.7) (88.2) (93.6) (100.0) (96.3)

Eyelids day 15 1/110 0/110 0/110 0/110 0/109
opening (%) (0.9) ( 0.0) ( 0.0) ( 0.0) ( 0.0
16 19/110 0/110 18/110 27/110 47/109

(%) (17.3) ( 0.0) (16.4) ( 24.5) (43.1)

17 68/110 47/110 62/110 96/110 ¢ 86/109

(%) (61.8) ( 42.7) ( 56.4) (87.3) (78.9)

18 109/110 102/110 107/110 109/110 105/109

(%) (199.1) (92.7) (97.3) (99.1) ( 96.3)

19 110/110 109/110 110/110 109/109 107/109

(%) (100.0) (99.1) (100.0) (100.0) (98.2)

Descent of week 3 47/ 63 31/ 57 35/ 54 42/ 56 56/ 64
testes (%) (74.6) ( 54.4) ( 64.8) (75.0) ( 87.5)
4 32/ 33 33/ 33 32/ 33 32/ 32 36/ 36

(%) (97.0) (100.0) ( 97.0) (100.0) (100.0)

5 33/ 33 33/ 33 33/ 33 32/ 32 36/ 36

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

Vaginal week 5 3/ 31 2/ 32 5/ 33 2/ 33 5/ 30
opening (%) (9.7) ( 6.3) (15.2) ( 6.1) (16.7)
6 17/ 31 17/ 32 11/ 33 12/ 33 14/ 30

(%) ( 54.8) (53.1) (33.3) ( 36.4) ( 46.7)

7 30/ 31 30/ 32 26/ 33 31/ 33 29/ 30

(%) (196.8) (193.8) (78.8) (193.9) (96.7)

# P<0.05 Significant difference from control (WiLcoxon’s rank sum test)
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Table 7 Body weight change of F, (male)
(o} und CAZ
ompo Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 11 12
day 0 5.6+ 0.2 5.4+ 0.3 5.5+ 0.4 5.6% 0.4 6.1+ 0.4**
4 8.2+ 0.5 8.1+ 0.7 8.3+ 0.9 8.5+ 0.8 9.2+ 0.8**
7 11.8+ 1.0 11.6+ 0.7 12.0% 1.2 12.2+ 1.0 129+ 1.2 *
14 22.5¢ 1.3 22.0% 1.1 22,6t 2.0 22.7+ 1.4 23.2+ 2.3
21 343+ 2.4 33.6% 2.5 33.9+ 3.9 34.91 2.5 36.3+ 4.5
Body 28 64 £ 5 63 + 3 63 + 6 64 6 67 +7
weight 35 104 + 9 102 +5 102 +8 105 +10 109 +10
(g) 42 146 +11 142 + 8 142 +13 48 £10 49 +13
49 188 + 14 183 *11 185 +13 192 +14 193 +17
56 235 +16 230 +15 231 +16 235 *15 238 +18
63 276 +16 268 +17 271 *16 272 +14 273 +17
70 308 +17 299 +20 302 +15 301 +14 302 +16
77 335 +19 327 £22 330 +16 327 *16 328 +16
84 358 +21 347 +23 351 +16 345 +19 347 *16
* P(0.05, *3* P(0.01 Significant differnce from control (Stupent’s t-fest)
Table 8 Body weight change of F, (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 11 12
day 0 5.3+ 0.2 5.1+ 0.3 5.3+ 0.4 5.3+ 0.3 5.5+ 0.6
4 7.7+ 0.4 7.7+ 0.6 8.0+ 0.8 8.0+ 0.6 8.8+ 0.9**
7 11.4% 0.9 11.0+ 0.6 1.5+ 1.0 11.7+ 0.8 12.3+ 1.2*
14 21.9+ 1.6 21.1+ 1.1 22.1+ 1.5 21.7+ 1.5 22.2+ 2.3
21 33.5+ 2.4 32.5+ 2.1 33.3+ 2.9 33.5+ 2.5 34.7+ 4.3
Boby 28 61 * ¢ 58 + 3* 59 £ 4 59 + 4 62 + 6
"(2)5'“ 35 9 *6 89 +5 92 +5 92 +6 9% + 7
42 124 +7 116 =+ 6°** 120 =7 121 +6 124 + 8
49 150 + 9 142 +9 47 *7 146 *10 151 £ 7
56 174 8 167 =+11 171 + 8 170 +11 172 £ 7
63 190 =8 183 +11 190 +10 186 +14 187 + 7
70 207 + 9 199 +14 205 +11 201 +15 202 + 7
77 221 +10 213 +14 220 +11 215 +16 217 + 9
84 230 + g 226 +15 231 +12 225 +15 226 + 9
* P(0.05, ** P(0.01 Significant difference from control (StupEnT's t-test)
++ P(0.01 Significant difference from control (Asein-WeLci's t-test)
Be@d LA TH o1, Tix 0.25 3 XU° 2.0g/kg/day W HEHF THEERET

.

5 MRk XUHEHMGDO F, 0B%E

NERS I OCRERELAFOEKRE, R, HE
P8, R, Hi, HER £HFR SIVHEERY
Table 5 IR L1z, PHFKHE, FEER, MHIHBIL
T, NBHEBRGHRELAR L OMICERERXE D bIR
hote, PHIEERIICEILTIE, 1.0 3 XU 2.0g/
kglday Wy 5B CERERAS AR, HBAERTO

2, HERTEHEFREFSIZOVWTSH 2.0g/kg/day #5
BTHEERETIED A, RERSLE LR
DEFRE JUOMERICE L TXEREN o1 4
HRE R £ET10AIZE DLk o7,

F, 0&#S{LRBOBEZLRE Y Table6 R Lic,
FENBERITOWTIE, 2.0g/kg/day B 5HET4EBE 3 AIC
BECHmM, BREEZIOVWTIL, 1.0g/kg/day 55
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Table 9 Absolute and relative organ weight of 21 days old F, (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 10 11 10 12
Final B. W. () 34.7t 2.4 33.2%+ 3.3 33.6+ 4.5 34.5t 1.5 36.2+ 5.1
Carcass (g) 26.4+ 1.3 25.0+ 2.4 24.9% 2.9 25.7+ 0.8 26.6= 3.4
(8%) (76.2+ 3.1) (75.4% 3.6) (74.4% 2.8) (74.6+ 1.8) (73.6+ 2.3°%)
Heart (mg) 180 + 19 173 + 26 178 + 23 198 + 27 191 £ 31
(mg%) ( 520+ 45) (521t 54) (531 41) (576 79) ( 531+ 45)
Lung (mg) 364 + 24 339 + 39 346 + 26 353 + 19 357 + 43
(mg%) (1055+ 103) (1024+ 64) (10411 104) (1025t 65) (1007 124)
Liver () 1.31+ 0.17 1.26+ 0.19 1.27+ 0.21 1.31£ 0.13 1.44% 0.25
(g%) (3.76+ 0.27) (3.79+ 0.28) (3.78+ 0.20) (3.80% 0.28) (3.96+ 0.32)
Kidneys (mg) 418 + 44 399 t+ 43 410 £+ 61 423 + 24 454 + 57
(mg%) (1205t 176) (1201t 54) (1220+ 75) (1230t 65) (1260+ 83)
Spleen (mg) 128 + 23 113 + 23 116 £ 35 124 + 18 132 £ 35
(mg%) (369t 57) (337+ 41) (340 + 62) ( 359+ 46) ( 360+ 55)
Testes (mg) 168 + 20 154 + 21 150+ 27 160 + 8 168 + 32
(mg%) (484t 50) (461t 37) (446t 31°) ( 464+ 14) ( 461 50)
Cecum* (mg) 434+ 109 403 * 108 427 £ 179 425 + 95 525 + 170
(mg%) (1241+ 254) (1183+ 209) (1234t 400) (1239+ 293) (14291 426)
Cecum~ (mg) 155 + 47 141 £ 30 150 + 29 152 + 26 175 £ 42
(mg%) ( 442t 107) (419t 72) ( 445+ 60) ( 442+ 78) ( 480% 103)
* P(0.05 Significant differnce from control (STubenT's t-test)
Cecum* . Cecum with contents
Cecum™ : Cecum without contents
Table 10 Absolute and relative orgnan weight of 21 days old F, (female)
C ompound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 8 9 10 9 7
Final B. W. (g) 31.8%+ 2.6 32.3+ 2.5 32.9+ 3.8 34.41+ 2.1° 31.5+ 3.5
Carcass (g) 24.41+ 1.2 23.8%+ 1.9 24.9+ 2.2 25.4%+ 1.4 23.2+ 2.4
(g%) (76.9% 2.6) (73.7 2.3°) (76.0= 6.3) (74.0% 1.5%) (73.7% 1.0%)
Heart (mg) 164 + 20 162+ 19 165 = 11 193 + 25° 175 = 29
(mg%) (517t 48) (500t 32) ( 506+ 34) ( 561+ 69) (556 * 47)
Lung (mg) 328 + 20 325 + 27 327 + 18 348 + 31 333 + 60
(mg%) (1038t 83) (1008t 65) (1003t 97) (1013t 81) (1075+ 160)
Liver (g) 1.26+ 0.12 1.25+ 0.14 1.28%+ 0.18 1.38+0.18 1.21% 0.16
(g%) (3.97+0.30) (3.86+ 0.34) (3.87% 0.16) (4.01£0.34) (3.83% 0.15)
Kidneys (mg) 391 + 34 418 *+ 46 416 = 53 450 + 49° 410 + 43
(mg%) (1232+ 59) (1293t 98) (1262t 51) (1309+ 123) (1302t 57°)
Spleen (mg) 121 + 25 110 £ 19 110 + 27 124 =+ 9 107 £ 24
(mg%) ( 381+ 83) (338+ 37) ( 328+ 46) (362t 22) ( 335+ 45)
Ovaries (mg) 10+ 3 9+ 2 1+ 4 10+ 4 10 £ 3
(mg%) (3211 ( 28t 6) ( 35% 12) ( 29+ 11) (31 9)
Cecum* (mg) 390 + 90 461 *+ 136 419+ 154 430 + 118 431 + 137
(mg%) (1226+ 259) (1406 304) (1242t 342) (1243 305) (1338t 3§S)
Cecum™ (mg) 138 + 31 155 + 35 150 £ 37 156 + 35 155 + 38
(mg%) (433 + 75) ( 475t 76) ( 452t 89) ( 452+ 91) ( 488+ 90)
* P(0.05 Significant difference from control (STupEnT's t-test)

+ P0.05

Significant difference from control

Cecum* : Cecum with contents
Cecum™: Cecum without contents

(AspiN-WELCH's t-test)
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Table 11 Absolute and relative organ weight of 12 weeks old F, (male)
- Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 11 11 11 11 12
Final B.W. (g 350 = 19 338+ 27 356+ 26 340 + 24 330 + 3¢
Carcass (8) | 264+ 14 261 + 22 271+ 18 261 + 23 254 + 24
@®%) | (15t 1) (77 3) ( 76+ 2) ( 77+ 4 (77 4
Heart (mg) 1060 + 74 1019 + 112 112 + 121 1029 + 100 1021 + 100
(mg%) | (303t 18) ( 302+ 20) (312 24) (302t 21) (311t 34)
Lung (g) 1.32% 0.10 1.24% 0.10 1.35+ 0.12 1.274+ 0.08 1.26+ 0.12
(g%) (0.384 0.03) 0.37+ 0.02) (0.38+ 0.03) 0.37+ 0.02) (0.38+ 0.03)
Liver (g) 13.6+ 1.0 12.9+ 1.4 14.2+ 1.5 13.2+ 1.2 13.0+ 1.4
(g%) (3.9% 0.2) (3.8+ 0.2 (4.0t 0.2) (3.9% 0.2) (4.0 0.2
Kidneys (g) 2.46% 0.15 2.42+ 0.34 2,52+ 0.28 2.48+ 0.26 2.44% 0.24
(8%) (0.70+ 0.05) 0.72+ 0.10) (0.71+ 0.06) (0.73% 0.05) 0.74+ 0.04)
Spleen (mg) 716 + 115 685 + 126 690 = 95 713 + 61 700 + 85
(mg%) ( 204+ 26) ( 202+ 29) ( 194+ 21) ( 210+ 17) ( 214+ 34)
Adrenals (mg) 83t 7 60 = 13 57 + 8 54 £ 7 54 = 10
(mg%) | ' ( 15+ 2) ( 18+ 3% ( 16+ 2) (16 2 ( 16+ 2
Thymus (mg) | 385 + 68 341 + 57 392 + 83 335 + 55 353 + 96
(mg%) (110 17) ( 101+ 18) (110 20) ( 98t 13) ( 107+ 30)
Testes (g) 3.22+ 0.16 3.24+ 0.19 3.37% 0.52 3.13+ 0.24 3.00% 0.47
(8%) (0.92+ 0.05) (0.96+ 0.07) (0.95+ 0.16) (0.92% 0.06) (0.91+ 0.12)
Epididymides (mg) 929 + 84 931 + 80 865 + 129 922 + 80 793 + 262
(mg%) ( 266+ 27) (275+ 14) ( 243+ 26) (2711% 20) (238% 78)
Sem. Ves. (mg) 311 + 78 341 + 84 285 + 64 296 + 68 279 + 71
"(mg%) ( 89+ 23) ( 100+ 21) ( 80+ 17) ( 87+ 20) ( 85+ 21)
Prostate (mg) 562 + 93 533 + 102 616 = 162 638 + 125 536 =+ 153
(mg%) "(161+ 27) ( 158+ 26) ( 172+ 37) (187 35) ( 162+ 41)
Cecum™ (g) 6.7+ 1.0 6.1+ 0.9 6.3+ 1.0 6.1+ 1.5 6.5+ 0.9
(%) (1.9 0.3) (1.8%+ 0.2) (1.8% 0.2) (1.8 0.4) (2.0+ 0.2
Cecum”™ (2) 1.68% 0.22 1.60% 0.25 1.67+ 0.23 1.69+ 0.31 1.75%+ 0.17
(8%) (0.48+ 0.09) (0.47% 0.06) (0.47+ 0.06) (0.50% .0.08) (0.53% 0.05)
* P(0.05 Significant difference from control (STUDENT's t-test)

Cecum*: Cecum with contents
Cecum™ . Cecum without contents

TEB 17 BREEBmA R bR, £0f, BRDO
RE, IREAH, TR BHMACoWTL, RER
SABLHBRLEOMCEEREZIRD LRI 1,

Fi OEHEELE)T Table 7~8 iRLI &k D,
2.0g/kg/day BEREDORED 0, 4, 7 AR LVHED 4, 7
HOGBECHBE LM B D b1, £ Offl, 0.25g/
kg/day 5B OMET 28, 42 HRAEBEABL A LR
Ieh, BERCBEE LBHTIkih o1,
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Cecum™* . Cecum with contents
Cecum™ . Cecum without contents
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BREEZIED LRI 5T,
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ZRB X UMERERIL Table 16 iRk Lick 5ic, #
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5RO 1 I TEEBATERITBD bhl,
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Table 12 Absolute and relative organ weight of 12 weeks old F, (female)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals 10 11 11 11 11
Final B. W. (g) 234 + 8 230 + 18 235 + 16 225 £ 19 233 £ 10
Carcass (g) 183 + 8 178 + 14 181 + 12 176 £ 13 180 £ 8
(8%) (718t 1) (718 2) (7% 2) ( 78 2 (78t 1
Heart (mg) 769 + 49 787 + 66 749 + 63 754 + 4 776 + 70
(mg%) ( 329+ 26) (344t 35) (319t 16) (336t 18) (334+ 24)
Lung (g) 1.11+ 0.08 1.07+ 0.13 1.09+ 0.10 1.06+ 0.13 1.11+ 0.12
(g%) (0.47t 0.03) (0.46t 0.04) (0.46% 0.04) (0.47+ 0.03) (0.48+ 0.04)
Liver (g) 8.2+ 0.4 8.6+ 0.8 8.4+ 0.8 8.1+ 1.0 8.8t 0.7*
(g%) (3.5% 0.1) (3.84 0.2**) (3.6 0.2) (3.6 0.2 (3.8% 0.2*%)
Kidneys (r) 1.70+ 0.13 1.68t 0.13 1.74t 0.14 1.62+ 0.20 1.70% 0.15
(g%) (0.73+ 0.06) (0.73+ 0.04) (0.74% 0.05) (0.72£ 0.05) (0.73£ 0.06)
Spleen (mg) 610t 51 561 + 106 551+ 76 560 + 80 600 + 79
(mg%) (261t 25) (243t 41) (234t 26°) (248t 22) (257t 29)
Adrenals (mg) 66 + 8 66 + 7 68 + 11 66 + 7 74+ 9
(mg?) ( 28+ 4) (29t 3) (29 4) ( 29+ 3) ( 32t 3°)
Thymus (mg) 385 + 51 351 + 65 357 + 48 341 + 64 353 + 60
(mg%) (164t 23) (153+ 28) (152+ 17) ( 151+ 20) ( 152+ 25)
Ovaries (mg) 85 + 12 94 + 17 91+ 15 82 + 17 90 + 13
(mg%) (37 6) ( 41+ 6) ( 39 5) ( 37t 8 ( 39+ 5)
Uterus (mg) 411 + 66 387 + 74 401 £ 92 379+ 70 404 = 74
(mg%) (176t 28) ( 170+ 39) (170 35) (169t 32) (175t 37)
Cecum” (g) 5.0+ 1.1 4.9+ 0.6 4.7+ 1.0 4.4+ 0.9 5.3+ 0.7
(g%) (2.1 0.4) (2.1 0.2) (2.0 0.3) (1.9 0.3) (2.3 0.3)
Cecum™ (g) 1.32+ 0.12 1.29+ 0.20 1.31+ 0.21 1.221+ 0.22 1.33+ 0.27
(g%) (0.57+ 0.06) (0.56t 0.07) (0.56x 0.08) (0.54% 0.09) (0.57% 0.10)
* P(0.05 Significant difference from control (STubesT's t-test)
+ P(0.05, ++ P(0.01 Significant difference from control (Asrin-WEeLcn's test)

i, TERGR THEKREK RER THEFKEF
¥, i R GELLCCHREBERCOVTE, B
G AR LNBEOMCEELERIRD btk >
oo 7t%, 0.5g/kg/day ¥ R CHBREELN 1AL
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1 fAlcabhlc,

F, D& (Fp) © BEiERE Y Table 18~21 LR
Lo 1.0g/kg/day 5RO 1 BEIHE THRAE
BN EL, RERYEL, BEROOBLBARELL
foo T OREEHADOKRBAKIREOKR, ik LUER
DmERCMmR, BIBFOKRER X UCHECRIEI RS
o 0.5g/kg/day EBCEK 4 BOEFEFRECH
FimAARS R, REEcBETIEBH TR,
oteo Eie, FHFRE, FHEREMN, ek HE
R, AER WERCMLT, RERSATFLNBHE
DRl AEEZ e ol Fo 0 £BMERBIOVWT
& 0.5g/kg/day B 5BEORIEAZ, 1.0g/ke/day &5
BOBSORES L O 2.0g/kg/day H5HOGEHIL
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Table 13 Skeletal examination of F,
——day 4, day2l—
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 8 10 7
No. of F\ examined 27 25 19 30 13
(day 4)
Malformation (%) 0 0 0 0 0
(0.0 (0.0 (0.0 (0.0 (0.0
Variation (%) 0 0 0 0 0
(0.0 (0.0 (0.0 (0.0 (0.0
Degree of ossification
No. of caudal 20.6t1.4 19.8t1.2 19.6+1.6 20.9%+1.3 21.1+1.8
vertebrae
Fore limb bones
Distal phalanx 10.0£0.0 10.0£0.0 10.0£0.0 10.0£0.0 10.0+0.0
Middle phalanx 8.0%0.0 8.010.0 8.0%£0.0 8.010.0 8.0+0.0
Proximal phalanx 8.41+0.8 8.410.8 8.3+0.7 8.410.8 8.6+1.0
Metacarpal bone 8.5+0.8 8.410.8 8.3+0.7 8.410.8 9.1%+1.1
Hind limb bones
Distal phalanx 10.0+0.0 10.0£0.0 10.0+0.0 10.0£0.0 10.0£0.0
Middle phalanx 8.0£0.0 7.81£0.8 8.0+0.0 7.7+£0.9 8.0%£0.0
Proximal phalanx 10.0+0.0 10.0+0.0 10.0+0.0 10.0£0.0 9.710.8
Metatarsal bone 10.0£0.0 10.0+0.0 10.0+0.0 10.0£0.0 9.7%0.8
Talus (%) 27 25 19 30 13
(100.0) (100.0) (100.0) (100.0) (100.0)
Calucaneus (%) 27 25 19 30 13
(100.0) (100.0) (100.0) (100.09 (100.0)
No. of F, examined 46 45 44 44 43
(day 21)
Variation
Cervical rib (%) 0 0 0 0 1
(0.0 (0.0 (0.0 (0.0 (2.3
Degree of ossification
No. of caudal vertebrae 27.110.4 27.1+0.3 27.11+0.6 27.310.5 27.2+0.5
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Table 14 Sense, behavior and avoidance response test of F, (male)

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 11 12
Sense test
Righting reflex 63/ 63 57/ 57 54/ 54 56/ 56 64/ 64
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Pain response 63/ 63 57/ 57 54/ 54 56/ 56 64/ 64
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Corneal reflex 63/ 63 57/ 57 54/ 54 56/ 56 64/ 64
(%) (160.0) (100.0) (100.0) (100.0) (100.0)
Traction 11/ 11 11/ 11 11/ 11 11/ 11 12/ 12
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Light reflex 11/ 11 11/ 11 11/ 11 11/ 11 12/ 12
(%) (169.0) (100.0) (100.0) (100.0) (100.0)
Behavior test
Rotating rod 11/ 11 10/ 11 11/ 11 11/ 11 12/ 12
(%) (100.0) (90.9) (100.0) (100.0) (100.0)
Sliding angle ( °) 49.41+ 4.3 48.5+ 4.5 48.2%+ 3.0 48.6+ 3.5 48.31+4.0
Avoidance response te:t
day 1 7.3+ 14.4 6.1+11.7 4.5t 6.2 1.2+ 2.7 5.3+13.2
day 2 12.31£17.5 13.6+14.6 23.9+30.6 7.6+ 9.8 21.7+27.8
Avoidarze day 3 36.0+27.0 41.8+28.0 45.4136.1 31.5+21.3 38.6133.0
(%) day 4 52.4+22.4 50.9+31.7 54.8+36.0 49.4+28.2 53.3+38.5
day 5 61.8+25.4 59.41+31.6 67.3+33.0 55.8+29.2 56.1+34.2

Table 15 Sense, behavior aad avoidance response test of F, (female)

Compound CAZ
Control
Dosc (g/kg) 0.25 0.5 1.0 2.0
No. of litters 11 11 11 11 11
Sense test
Righting reflex 47/ 47 53/ 53 56/ 56 53/ 53 45/ 45
(%) (160.0) (100.0) (100.0) (100.0) (100.0)
Pain response 47/ 47 53/ 53 56/ 56 53/ 53 45/ 45
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Corneal reflex 47/ 471 53/ 53 56/ 56 53/ 53 45/ 45
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Traction 10/ 10 11/ 11 11/ 11 11/ 11 11/ 11
(%) (100.0) (100.0) (130.0) (100.0) (100.0)
Light reflex 10/ 10 11/ 11 11/ 11 11/ 11 11/ 11
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Behavior test
Rotating rod 10/ 10 11/ 11 11/ 11 11/ 11 11/ 11
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Sliding angle ( °) 49.6t 3.7 48.1t 2.2 49.8t 2.0 50.2+ 3.4 50.8t+ 3.3
Avoidance response test
day 1 18.3+14.4 7.91t13.3 13.9+15.5 13.9+14.6 10.0+ 11.6
day 2 52.7%£25.0 42.7+23.5 46.4+38.9 52.4+28.2 57.0+ 28.7
Avoidance  day 3 74.0%+29.2 67.3+20.2 70.6+32.9 79.4%£15.2 81.8+ 14.9
(%) day 4 81.3+19.8 82.1+20.9 83.91+25.0 83.91+14.7 86.1% 16.5
day 5 79.3%+29.4 90.6+ 7.7 84.61+23.4 92.4+12.2 80.6+19.3
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Table 16 Copulation and fertility index of I,
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
Copulation index Male 21/ 21 20/ 21 22/ 22 21/ 21 16/ 19
(%) (100.0) (95.2) (100.0) (100.0) (84.2)
Fertility index Male 21/ 21 20/ 20 22/ 22 21/ 21 16/ 16
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Copulation index Female 21/ 21 20/ 21 21/ 22 22/ 22 19/ 19
(%) (100.0) (95.2) ( 95.5) (100.0) (100.0)
Fertility index Female 21/ 21 20/ 20 21/ 21 22/ 22 18/ 19
(%) (100.0) (100.0) (100.0) (100.0) (94.7)
No. of dams (F") used 4 12 14 13 1
caesarean section
No. of dams (F,) used
lactation study 7 8 7 9 7
No. of dams (F,) delivered F, 7 8 7 8 7
No. (.’f dead dams (F,) at 0 0 0 1 0
delivery

EHEREHV RO, WTFhi ERRENOES
EEZ LN, REEBHCOVTL, 0.5 1.0 XU
2.0g/kg/day B ER CTHELEB N AOACHER L
o, WThLBERETHY, EEGARNOLEELE
zbhic,

ek, 21 B@D F, oK T, £ F, %1332
bhigh ot

1§ § SE"2 -3

CAZ #5 , F BIFOBEHBIHCHIRNE S L, B
FrbO R HEFCHT 2 BB oTHE L1,

ERFORBOIFETHE LT 2, 2 0g/kg/day # 5
BO1GIA R 8 H O SEEKICIEFE OO BLIEE L,
Linlig i 6, 2.0g/kg/day #5BED f o> RHEk D —
ERCREAZO N 20 h, ZOBHOTEEER
RREMESFCIRHTE L - 10h, BEBORY
BENETRr o7 bIC LB LD EHEES I,

T OMDIEIRE S35 CAZ ORIEICBI LT3,
0.25g/kg/day L\ Lo MR GHCIREROMY, %
AROfM, hEMMBEOME, SWOE & M2,
0.5g/kg/day LI Lo BOHSETH—H A, URE
RORY BZH Rz, AHEOFHRE, CAZ D7, ¢
CRT2EaMHMRRY S IUHERRTDOLBOT
BRTLALA TV 3, LinL, Fh56DOREIHRES)
Beeem B bt foks, HattBHARORE
BRFBREDREE, LCREITDLRLC &b
b ARABRTALRAOBOERRY L EELAR L
Exbhichotoo

Photo. 1 Omphalocele (CAZ 0. 5g/kg/day, Fetus
of Dam No. 170)

Photo. 2 Cleft lip (CAZ 0.5g/kg/day, Fetus
of Dam No. 259)
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Table 17 Observation of fetuses from F, dams
Compound CA7Z
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of animals (F)) 14 12 14 13 11
No. of corpora lutea (217) (180) (205) (1192) (163)
15.5t1.2 15.0+£2.7 14.61+1.2 14.8+1.7 14.8+1.8
Preimplantation loss 17/217 13/180 12/205 7/192 5/163
(%) (7.8 (7.2) (5.9 (3.6) (3.1
No. of implantations (1 200) ( 167) (193) (185) (158)
14.34+1.4 13.9+2.6 13.841.5 14.2+1.9 14.4+1.7
No. of dead implantations
Resorptions 6/200 3/167 3/193 6/185 3/158
(%) (3.0 (1.8 (1.6) (3.2) (1.9)
Placental remnants 1/200 1/167 2/193 3/185 2/158
(%) (0.5 (0.6) (1.0 (1.6) (1.3)
Macerated fetuses 0/200 2/167 0/193 0/185 1/158
(%) (0.0 (1.2) (0.0 (0.0 (0.6
Dead fetuses 0/200 0/167 0/193 0/185 0/158
(%) (0.0 (0.0 (0.0 (0.0 (0.0)
Total dead implantaions 7/200 6/167 5/193 9/185 6/158
(%) (3.5) (3.6) (2.6) (4.9 (3.8
No. of live fetuses (193) (161) (188) (176) (152)
13.8%1.5 13.4+2.4 13.4%1.5 13.5+1.9 13.8%1.8
Sex ratio 90/103 79/ 82 85/103 86/ 90 90/ 62
(Male/Female) (0.87) (0.96) (0.83) (0.96) (1.45)
Bedy length Male 38.1+0.9 38.41+0.9 38.3+0.7 38.5+1.0 37.6x1.1
(mm)
Female 37.410.8 37.9+0.6 37.6+0.7 37.9%+0.7 37.3%£0.7
Tail length Male 13.8+0.7 14.0+0.6 13.910.7 14.3+0.4° 13.6+1.0
(mm)
Female 13.6+0.5 13.9%£0.3 13.7+0.6 14.0+0.5 13.7£0.8
Body weight Male 3.52+0.32 3.53%+0.19 3.58+0.11 3.40+0.28 3.44+0.25
(g)
Female 3.33+0.28 3.35+0.22 3.37+0.14 3.22+0.22 3.29+0.24
Placental weight Male 488 +96 460 +47 444 34 460 *+42 454 =33
(mg)
Female 486 +81 469 + 38 443 27 461 *55 451 27
Adhesion of placenta 0 0 1 0 0
External malformations
No.of malformed fetuses 0 0 0 0 1
(%) (0.0) (0.0) (0.0) (0.0) 0.7
Short tail 0 0 0 0 1

* P<0.05 Significant difference from control (S rupent's t-test)
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Table 18 Observation of F,

857

Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters (F)) 7 8 7 9 7
No. of dead dams 0 0 0 1 0
No. of implantations ( 91) ( 109) ( 101) ( 108) ( 91)
13.0%2.2 13.6+2.3 14.411.6 13.51+2.3 13.01+ 4.5
Mean delivery day 21.610.5 21.810.5 22.010.0 21.810.7 21.9+0.4
No. of alive F,
Postpartum day 0 ( 85) ( 104) ( 99) ( 106) ( 86)
12.112.5 13.0+2.4 14.1t1.8 13.31+2.1 12.31+4.3
1 ( 84) ( 104) ( 99) (99 ( 86)
12.0t2.2 13.0+2.4 14.1+1.8 12.41+2.1 12.31+4.3
4 ( 82) ( 104) ( 99) ( 98) ( 86)
11.7+1.9 13.0+2.4 14.1+1.8* 12.3+2.2 12.3+4.3
After selection ( 69) ( 80) ( 70) ( 79 ( 63)
9.9+0.4 10.0+0.0 10.01+0.0 9.91+0.4 9.0+2.6
21 ( 69) ( 80) (70 (7 ( 62)
9.9+0.4 10.0+0.0 10.01+0.0 9.6+0.5 8.9+2.6
No. of dead F,
at birth 0/ 91 2/109 0/101 1/108 3/ 91
(%) (0.0 (1.8) (0.0) (0.9 (3.3)
Postpartum day 1 1/ 85 0/104 0/ 99 7/106 0/ 86
(%) (1.2) (0.0) (0.0 (6.6) (0.0)
2-4 2/ 85 0/104 0/ 99 1/106 0/ 86
(%) (2.4) (0.0) (0.0 (0.9 (0.0)
5-21 0/ 69 0/ 80 0/ 70 2/ 79 1/ 63
(%) (0.0) (0.0) (0.0) ( 2.5) (1.6)
Sex ratio of newborn 43/ 42 53/ 51 54/ 45 53/ 53 47/ 39
(Male/Female) (1.02) (1.04) (1.20) (1.00) (1.21)
Live birth index (A) 85/ 91 104/109 99/101 106/108 86/ 91
(%) (93.4) (95.4) (98.0) (98.1) (94.5)
Viability index (B) 82/ 85 104/104 99/ 99 98/106 86/ 86
(%) (96.5) (100.0) (100.0) (92.5) (100.0)
Lactation index (C) 69/ 69 80/ 80 70/ 70 77/ 19 62/ 63
(%) (100.0) (100.0) (100.0) (97.5) (98.4)
External malformation 0 0 0 0 0

* P<0.05 Significant difference from control (S tubknt’s t-test)

(A) Live birth index (%) =
(B) Viability index (%)

(C) Lactation index (%)

Newborns at. day 0 % 100
Implantations

___ Newborns _at day 4
~  Newborns at day 0 X 100
Newborns at day 21
Newborns at day 4 (selection) X 100
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Table 19 Postnatal development of F,
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters (F,) 7 8 7 8 7
Separation of day 2 3/ 82 2/104 3/ 99 12/ 98 4/ 86
auricle (%) (3.7 (1.9 ( 3.0) (12.2) ( 4.7)
3 49/ 82 75/104 96/ 99 55/ 98 71/ 86
(%) (59.8) (72.1) (197.0) (56.1) ( 82.6)
4 75/ 82 104/104 99/ 99 98/ 98 85/ 86
(%) (91.5) (100.0) (100.0) (100.0) (98.8)
5 69/ 69 80/ 80 70/ 70 78/ 78 63/ 63
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
Appearance of day 9 0/ 69 0/ 80 0/ 70 0/ 78 0/ 63
abdominal hair (%) (0.0) (0.0) (0.0) ( 0.0) ( 0.0)
10 13/ 69 11/ 80 16/ 70 3/ 178 8/ 63
(%) (18.8) (13.7) (22.9) ( 3.8 (12.7)
11 52/ 69 56/ 80 65/ 70 36/ 78% 51/ 63
(%) (75.4) (70.0) (92.9) (46.2) ( 81.0)
12 66/ 69 76/ 80 70/ 70 64/ 78 61/ 63
(%) (95.7) (95.0) (100.0) (82.1) (96.8)
Odontiasis day 10 1/ 69 0/ 80 0/ 70 1/ 78 0/ 63
(%) (1.4) ( 0.0) ( 0.0) ( 1.3) (0.0
11 7/ 63 2/ 80 2/ 70 2/ 78 3/ 63
(%) (10.1) ( 2.5) (2.9 ( 2.6) ( 4.8)
12 17/ 69 22/ 80 21/ 70 15/ 78 21/ 63
(%) (24.6) (27.5) (30.0) (19.2) (33.3)
13 36/ 69 42/ 80 43/ 70 43/ 78 39/ 63
(%) (52.2) (52.5) (61.4) (55.1) (61.9)
14 49/ 69 63/ 80 63/ 70 53/ 78 60/ 63%
(%) (71.0) (78.7) (90.0) (67.9) (95.2)
Eyelids day 15 0/ 69 0/ 80 3/ 170 0/ 78 0/ 63
opening (%) ( 0.0) (0.0) ( 4.3) ( 0.0) ( 0.0)
16 7/ 69 12/ 80 42/ 70%% 12/ 78 24/ 63
(%) (10.1) (15.0) (160.0) (15.4) (38.1)
17 52/ 69 55/ 80 69/ 70% 28/ 78 52/ 63
(%) (75.4) (68.8) (98.6) (35.9) ( 82.5)
18 67/ 69 78/ 80 70/ 70 69/ 78 63/ 63
(%) (97.1) (97.5) (100.0) ( 88.5) (100.0)
19 69/ 69 80/ 80 70/ 70 78/ 718 62/ 62
(%) (100.0) (100.0) (100.0) (100.0) (100.0)
# P<0.05, ## P<0.01 Significant difference from control (WiLcoxox's rank sum test)
Table 20 Body weight change of F, (male)
Compound CAZ
Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters (F)) 7 8 7 8 6
day 0 5.5%£0.5 5.7+0.3 5.8+0.3 5.3£0.4 5.7+0.2
+
Body weight 4 8.3+1.1 8.5+0.9 8.7+0.7 7.9+1.2 8.2+1.0
(g) 7 12.3+1.2 12.6+1.2 13.4%0.7 11.1+1.4 12.2%1.1
14 23.2%£1.6 23.3+1.9 25.2+1.5* 21.5%£2.6 23.6+1.6
21 36.3+3.0 36.0£4.0 39.4%£2.3 32.0+2.6%* 37.7%£2.7

* P<0.05, * % P<0.01 Significant difference from control (S Tubent's t-test)
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Table 21 Body weight change of F, (female)
Compound CAZ
e — Control
Dose (g/kg) 0.25 0.5 1.0 2.0
No. of litters (F,) 7 8 7 8 7
day 0 5.310.6 5.310.3 5.4%0.3 5010.3 5.5%0.4
Body weight 4 7.9+1.2 8.11£0.9 8.4+0.8 7.611.0 8.2t1.1
() 7 11.7+1.2 11.8+0.8 12.810.9 10.81 1.1 12.111.1
14 22.2t1.2 22.4+1.7 24.6£1.7** 21.211.6 23.4%1.9
21 34.1+2.0 34.5+4.0 38.0+2.1°* 3.841.7° 37.613.2°
% P<0.05, *% P-<0.01 Significant difference from control {&S 1unenT's t-test)

Photo. 3 Cleft palate (CAZ 1.0 g/kg/day, fetus
of Dam No. 111)

Photo. 4 Encephalocele and Omphalocele (CAZ
1.0 g/kg/day, fetus of Dam No. 200)

EEROBIFOBEICS\C, WBHOERE L
CAZ #EABOTEMER & ORIICEITR b igh -1,
¥t AHRE BE~r=7, B, oW, M~
=7), NBRERE (BEEE), LR @GSO
R, Witk EE, H13 B OER, $UMEOR
B, WESHOEMT) MNAShicrl, LIFhb DR
THBRECLEEIR, 0, AEBEEED LW
Ehh, BREHIL RS NI
MiFEoRE IOV Tix, 1.0g/keg/day U EDOHED

Photo. 5

Dilatation of renal pelvis (CAZ 2.0
g/kg/day, Fetus of Dam No. 290)

B ERCHEBRFORER L UHBREOMA b 2.0g/
kg/day X ERFCHE 7 A AR ROR 1 BE S
#, CAZ % 1.0g/kg/day LA EHET % LIRFFCRE
MBS EEL bR, flld cephalosporin
PAEMEY bk BRERCRTOREFMEHBD LI
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SAFETY STUDY ON CEFTAZIDIME (VII)
TERATOLOGICAL STUDY IN RATS

Tapakazu Furunasui, Akiko Taker, Tomoko Honpa

and HirosHur NakayosHI

Life Sciences Department, Nomura Research Institute

Teratological 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

7 to 17 of gestation at the dosage of 0.25, 0.5, 1.0 and 2.0 g/kg/day.

Decrease in food intake, increase in water intake, depression of body weight gain and the dilatation
of cecum were observed in dams at the dosage of 0.25 g/kg/day or more.

Depression of body length and body weight was observed in female fetuses at doses of 1.0 g/kg/day
or more, and decrease in ossification of the body of 7 th cervical vertebra was noted in fetuses treated
with CAZ at the dose of 2.0g/kg/day. However, CAZ failed to induce external, visceral or skeletal
anomalies in fetuses.

In the observation of F;, extension of the mean gestation period and decrease in live birth index,
increase in mean body weight at 7 days after birth and acceleration of separation of auricle were
observed in the 2.0g/kg/day group, whereas CAZ did not cause any significant changes in viability
index, lactation index, behavior or reproductive performance of F;, compared with the control group.
No anomalies were observed in the F, generation.

These results suggest that the maximum no-effect dose level of CAZ on F, and F; generation is
0.5 g/kg/day.



