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Fig.1 Mean body weight changes of dams during gestation and lactation
periods in perinatal and postnatal study on Azthreonam
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Table 1 Mean food and water consumptions by dams during gestation period

Compound Control Azthreoram
Dosz (mg/kg) 100 270 750
No. of dams 20 20 20 20
Food (g/day)
Day 1~ 4 22,7 2.1 22.4%+2.2 22.0%£1.7 22.5% 1.7
4~ 7 22.4% 2.1 22.7£2.4 22.3%£1.8 23.0£ 1.9
7~10 24.1%+ 2.0 23.7£2.5 23.5%+2.4 23.9% 1.9
10~13 24.2+ 1.9 24.4%+2.0 24.2+1.9 24.2% 1.5
13~17 24.2+ 1.8 24.0+1.6 24.5+1.8 25.0+ 1.5
17~20 24.6+ 2.3 22.2+£2.7** 22.1%2.4** 18.5+ 3.6
Water (ml/day)
Day 2~ 3 42.8+ 8.2 40.2%7.9 41.8+7.5 45.3+ 8.4
5~ 6 39.5+ 6.1 39.4%7.8 41.2x7.5 41.0%11.1
8~ 9 40.4% 4.3 41.1%£7.6 42.9+t7.6 2.1+ 6.7
11~12 45.8% 6.4 45.0£7.8 45.016.4 50.8+ 9.8
14~15 43.7£ 5.3 43.0%6.3 44.216.0 44 .8+ 7.2
18~19 43.8%£11.0 46.5+8.1 52.8%+6.6%* 54.0+15.3"
Mean + S.D.
* P<0.05, ** P<0.01 Significant difference from control (STubENT'S t-test)
* P<0.05, ** P<0.01 Significant difference from control (Aspin-WELcH's t-test)
Table 2 Mean food and water consumptions by dams during lactation period
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of dams 20 20 20 19
Food (g/day)
Day 1~ 4 34.1+4.6 37.2+12.2 36.9+ 4.4 38.1+ 6.2°
8 ~11 57.0%6.2 55.6+ 9.4 60.8+ 5.9 64.1+ 7.2**
Water (ml/day)
Day 1~2 50.8+7.3 58.8+31.2 59.8+11.4** 70.0£12.9%*
8~9 78.8+9.9 80.9+19.9 91.4%15.9*" 104.2+17.87"

Mean + S.D.
* 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)
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Table 5 Observations of FO with respect to the birth of F1

Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F0) 20 20 20 19
No. of implantations
Total (295) (289) (298) (287)
Mean = S.D. 14.8+2.5 14.4+2.6 14.9+1.6 15.1+2.9
Mean length of gestation period (Day)
Mean = S.D. 21.8%0.4 21.8+0.4 21.8+0.4 21.8%0.5
No. of alive F1
Postpartum day 0 (275) (266) (281) (270)
Mean = S.D. 13.8+2.4 13.3+2.8 14.0+1.9 14.2+2.7
Postpartum day 1 (274) (266) (280) (269)
Mean + S.D. 13.7+2.5 13.3+2.8 14.0+1.9 14.2+2.7
Postpartum day 4 (268) (253) (275) (267)
Mean *+ S.D. 13.4%+3.0 12.6+4.1 13.8+1.6 14.1£2.7
after selection (192) (183) (200) (186)
Mean = S.D. 9.6+1.2 9.1+2.3 10.0£0.0 9.8+0.7
Postpartum day 21 (192) (183) (194) (181)
Mean = S.D. 9.6x+1.2 9.1+2.3 9.7%+1.1 9.5%+1.1
Sex ratio of newborns 146/129 131/135 141/140 130/140
(Male / Female) (1.13) (0.97) (1.01) (0.93)
Live birth index (A) (%) 93.2 92.0 94.3 94.1
Viability index (B) (%) 97.5 95.1 97.9 98.9
Weaning index (C) (%) 100.0 100.0 97.0 97.3
No. of F1 with malformation 0 0 0 0
Visceral examination
No. of F1 examined 192 183 194 181
Dilatation of the renal pelvis (%) 0.5 1.6 4.6 2.2
Congestion of the thymus (%) 0.5 0.0 0.0 1.7
Atrophy of testis and epididymis (%) 0.0 1.1 0.0 0.0
Nephroblastoma (%) 0.0 0.5 0.0 0.0

* 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)

* P<0.05 ** P<0.01 Significant difference from control (WiLcoxon’s rank sum test)

(A) Live birth index (%) = No. of alive F1 at day 0 / No. of implantations X 100

(B) Viability index (%) = No. of alive F1 at day 4 / No. of alive F1 at day 0 X 100

(C) Weaning index (%) = No. of alive F1 at day 21 / No. of F1 at day 4 after selection X 100
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Table 4 Postnatal developments of F1
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F0) 20 19 20 19
S ) { Day 2 36.3 36.8 42.9 36.2
e"_""la“(";; 3 91.4 87.7 81.8 78.7
auriele 17 4 100.0 100.0 100.0 100.0
Day 9 0.0 0.0 0.0 0.0
10 13.0 24.6 12.4 11.0
Appearance of 11 88.0 86.9 77.3 86.3
abdominal hair 12 100.0 100.0 98.5 98.9
(%) 13 100.0 100.0 99.0 100.0
14 100.0 100.0 99.0 100.0
15 100.0 100.0 100.0 100.0
Day 10 1.6 1.6 1.5 4.9
11 30.2 38.3 40.7 26.9
12 66.7 67.8 72.2 0.
Odontiasis (%) 60.8
13 95.8 93.4 95.4 90.6
14 98.4 100.0 100.0 100.0
15 100.0 100.0 100.0 100.0
Day 13 0.0 1.6 0.0 0.6
. . 14 35.9 37.7 29.4 39.2
Eyelids opening
(%) 15 86.5 92.9 85.1 94.5
v 16 100.0 100.0 99.5 100.0
17 100.0 100.0 100.0 100.0
t of test
Descent of testes | p.y a1 100.0 100.0 100.0 100.0
(%)
Day 35 81.0 76.8 76.7 80.7
. . 42 100.0 98.2 100.0 100.0
Vaginal opening
%) 49 100.0 98.2 100.0 100.0
‘0
56 100.0 98.2 100.0 100.0
63 100.0 100.0 100.0 100.0

* P<0.05, ** P<0.01 Significant difference from control (WiLcoxon’s rank sum test)
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Table 5 Mean body weight changes of F1 (male)

Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F0) 20 20 20 19
Day 0 6.2t 0.3 6.2+ 0.5 6.1 0.5 6.1+ 0.6
4 10.0+ 1.1 10.2+ 1.3 9.6t 1.4 9.6t 1.5
7 16.3£ 1.5 16.6 1.3 15.9+ 1.5 15.7% 2.1
14 32.2% 3.1 32.3%£ 3.2 31.5% 1.8 32.1+ 2.7
21 51.6+ 4.2 52.8+ 4.9 51.7% 3.4 51.3+ 4.7
Body 28 94 + 8 94 + 8 92 +7 92 +8
ioht 35 154 £10 155 =*12 151 =£10 150 =13
w
vee 2| 220 +13 220 +14 217 +13 215 +16
(®) 49 280 *+15 281 *15 278 *16 275 *19
56 332 *17 331 *18 328 *16 324 +24
63 369 *19 369 *17 366 +20 365 =*19
70 401 =*23 403 *20 395 24 399 +20
77 430 +24 434 +22 427 =+26 431 £22
84 452 +28 456 £33 452 28 452 +24
Mean = S.D.
* 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)
Table 6 Mean body weight changes of F1 (female)
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F0) 20 20 20 19
Day 0 5.8+ 0.4 5.8+ 0.5 5.8 0.4 5.8+ 0.5
4 9.5+ 1.0 9.7+ 1.3 9.3+ 1.3 9.2+ 1.4
7 15.4%+ 1.3 15.9+ 1.4 15.0%+ 2.0 14.9+ 1.9
14 30.8+ 2.8 31.7+ 3.1 30.1% 2.3 30.9+ 2.5
21 49.4+ 3.6 50.9+ 4.7 48.7+ 4.1 49.3+ 4.4
Body 28 83 + 6 85 + 7 82 +7 84 + 6
cight 35 128 £ 9 130 *+10 126 *10 129 £ 9
wel
& 2| 166 +10 167 +10 165 +11 167 +10
() 49 192 11 194 +12 193 12 194 £9
56 217 *13 214 17 217 13 218 =*10
63 235 =*15 234 *14 236 14 237 %12
70 249 =*16 250 =14 249 *+14 253 =*15
77 263 =*16 260 =16 264 =*15 266 14
84 275 17 274 14 276 17 276 *16
Mean = S.D.

* P<0.05, ** P<0.01 Significant difference from control (STupbent's t-test)
* P<0.05, ** P<0.01 Significant difference from control (Aspin-WELcH's t-test)
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Table 7 Mean absolute organ weights of 21 days old F1
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
Male
20 16 19 18
No. of litters (F0)
Final body weight (g) 50.9 + 4.3 51.5 + 3.7 51.6 £ 4.2 51.3 = 5.3
Carcass (g) 37.6 £ 3.1 37.6 £ 2.7 37.9 £ 2.6 38.0 + 3.9
Heart (mg) 246 £ 25 255  £23 244 + 23 260 37
Lung (mg) 450 £ 28 455 32 463 £ 44 462 = 38
Liver (g) 1.92+ 0.20 2.00+ 0.17 1.99+ 0.24 1.93+ 0.28
Kidneys (mg) 558 £ 46 566  *£45 559 =+ 58 583 = 79
Spleen (mg) 236  * 40 252 £43 243 £ 39 241 = 48
Testes (mg) 227 £ 27 218 *£21 221 = 29 225 + 34
Caecum (+) (mg) 592  *131 604 79 628 £ 87 621 =148
Caecum (—) (mg) 216  * 40 228 £33 235 =+ 31 229 £ 45
Female
No. of litters (F0) 16 18 20 17
Final body weight (g) 49.6 = 3.4 50.9 + 4.7 48.4 = 6.0 48.2 =+ 3.6
Carcass (g) 36.7 = 2.6 37.4 £ 3.5 35.8 £ 4.2 35.9 + 2.8
Heart (mg) 240 £ 27 254 £22 235 £ 30 238 £ 31
Lung (mg) 436 = 37 440 £27 434 = 4 427 £ 39
Liver (g) 1.95+ 0.17 2.00+ 0.25 1.89%+ 0.30 1.84%= 0.23
Kidneys (mg) 568 £ 46 574 *98 540 £ 76 559  + 51
Spleen (mg) 249 + 37 275  £87 231 = 42 235 = 37
Ovaries (mg) 13 + 3 16 =+ 5* 13 + 4 15 + 4
Caecum (+) (mg) 557 £ 64 594  +89 572  *£156 569 =142
Caecum (—) (mg) 203 £ 19 228  £40° 210 £ 45 213 = 44
Mean + S.D.

* P<0.05, ** P<0.01 Significant difference
© P<0.05 ** P<0.01
Caecum (+) : Caecum with contents

Significant difference

Caecum (—) : Caecum without contents
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Table 8 Mean absolute organ weights of 84 days old F1
Compound Control Azthreonam

Dose (mg/kg) 100 270 750

No. of males 20 19 19 19
Final body weight (g) 440 = 32 47 £ 39 438 + 38 47 + 35
Carcass (g) 345 £ 23 352 + 30 341 =+ 27 348 £ 4
Heart (mg) 1,395 +143 1,388 *£135 1,362 *137 1,370 +109
Lung (mg) 1,437 =+ 90 1,456 +124 1,451 +147 1,454 +163
Liver (g) 15.0 = 1.6 14.8 =+ 2.4 15.1 £ 1.8 15.4 1.7
Kidneys (g) 2.99+ 0.33 2.95& 0.25 2.93+ 0.30 3.02+ 0.29
Spleen (mg) 804 138 851 *120 814 118 806 126
Adrenals (mg) 63 =+ 10 64 =+ 9 60 =+ 7 61 8
Thymus (mg) 431 104 454 + 88 441 109 428 74
Testes (g) 3.38 0.23 3.23+ 0.30 3.20+ 0.26 3.36% 0.32
Epididymides (mg) 1,126 =+ 91 1,112 £ 80 1,110 = 72 1,110 +102
Prostate (mg) 591  £103 491 £ 98** 549 £ 93 569 +116
Caecum (+) (g) 5.9 £ 1.2 59+ 1.3 6.2 £ 1.2 5.9 0.8
Caecum (—) (8) 1.33t 0.21 1.50% 0.22* 1.59+ 0.23** 151+ 0.20°

No. of females 20 19 20 19
Final body weight (g) 268 + 22 278 =+ 23 271+ 22 272 * 16
Carcass (g) 213 + 18 221 + 18 214 =+ 16 218 =+ 13
Heart (mg) 913 =+ 77 914 +120 858 + 85* 889 % 67
Lung (mg) 1,118 =+ 99 1,164 114 1,142 £129 1,111 = 74
Liver (g) 9.0 = 1.1 9.4+ 1.4 9.2 £ 1.2 9.0 = 0.8
Kidneys (g) 1.81+ 0.19 1.90+ 0.15 1.7t 0.15 1.82t 0.12
Spleen (mg) 626 + 78 629 +126 617 =+ 88 624 + 92
Adrenals (mg) 69 * 8 68 =+ 10 66 + 10 68 * 9
Thymus (mg) 404 =+ 90 440 +118 401 =+ 60 435 + 72
Ovaries (mg) 98 £ 16 99 + 15 94 + 21 93 + 22
Uterus (mg) 447 + 87 410 =+ 87 415 =+ 85 457 82
Caecum (+) (& 3.8+ 0.7 41 % 0.9 45+ 1.0° 4.3+ 0.8
Caecum (—) (g) 0.92t 0.15 1.11+ 0.19** 1.11+ 0.23** 1.14+ 0.21**
Mean = S.D.

* P<0.05, ** P<0.01 Significant difference from
* P<0.05, ** P<0.01
Caecum (+) : Caecum with contents

Caecum (—) : Caecum without contexts

55 LU 750 mg/kg #BERIC KV THME 14 AEA
LRt F THBHIC X TA LR, EBHEEE, 100
mg/kg Ll ED KGR ERIC R W TR EMAKIC—EA
A L, 750 mglkg 5B\ THERICHM
Uiz, $EKEL, 270 mg/kg ¥5- 8k L 750 mg/kg
BERAT B\ THREBIAR X b AR bR, D%
BiExX R LT, /i 21 BEDOEHBIC KT, BBO
BEMWMH 100 mg/kg LIEDORBBEELZBETE DR
Too T v MCHRTHBEEMBERRY B Th, AR
BEFABCEBOEREMARD ORI, COEBDE
BEWMIRAEHRCILERIBAMEREOELRET S
LD LEZ bt

control (STupeEnT’s t-test)
Significant difference from control (Aspin-WELCH's t-test)

750 mg/kg BERPED 1 G THEEBIEN & b h, EF
23 BIZFET Lic, ZOETHITIE, Mo ZzEits
I OB RS RO FED bhicdh, At
v AMDZE L L HE X h S EIBEEOIRK, Halke XU
R D B REE D BT bt FFERE L BRAEL
Rflfaozfait, 5o bk 3 ESHEERRYC
FUTLABRALR, TOBEREDR I RARLH
B IrBLEZ BRI,

SEEEOBZIC T, ER 23 BRET L LA
BE, EEHMCERRS, SBREFIEDLALY
oo ¥, AR, £FE, BARCHELTLRER
S0BBIRLRIEH T,
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Table 9 Sense and behavior tests of F1
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F0) 20 19 20 19
Sense test
No. of males examined 102 89 96 93
Corneal reflex (%) 100.0 100.0 100.0 100.0
Pain response (%) 100.0 100.0 100.0 100.0
Righting reflex (%) 100.0 100.0 100.0 100.0
No. of males examined 20 19 19 19
Light reflex (%) 100.0 100.0 100.0 100.0
No. of females examined 90 94 98 88
Corneal reflex (%) 100.0 100.0 100.0 100.0
Pain response (%) 100.0 100.0 100.0 100.0
Righting reflex (%) 100.0 100.0 100.0 100.0
No. of females examined 20 19 20 19
Light reflex (%) 100.0 100.0 100.0 100.0
Behavior test
No. of males examined 20 19 19 19
Traction (%) 100.0 100.0 100.0 100.0
Rotating road (%) 100.0 100.0 100.0 100.0
Sliding angle (°) 46.7+3.8% 45.414.6 45.7+4.5 44.3+3.8
No. of females examined 20 19 20 19
Traction (%) 100.0 100.0 100.0 100.0
Rotating road (%) 100.0 100.0 100.0 100.0
Sliding angle (°) 46.0+3.9% 46.61+4.1 45.41t4.9 44.613.2

#:Mean = S.D.

* P<0.05, ** P<0.01 Significant difference from control (STubENT's t-test)

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

* P<0.05, ** P<0.01 Significant difference from control (WiLcoxon’s rank sum test)

Table 10 Open field tests of F1

Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of ‘males examined 20 17 19 18
Ambulation 44.31+26.7 41.4%23.5 38.2%£27.7 35.0%+17.9
Latency (sec) 39.3%£20.5 42.1+23.7 38.1+19.5 45.4+24.5
Defecation 0.5+ 1.2 0.9+ 2.0 0.3+ 0.9 0.1+ 0.5
Urination 0.0+ 0.2 0.1 0.2 0.1+ 0.2 0.1 0.3
Rearing 5.6+ 3.9 5.6% 4.9 4.7 3.6 4.0+ 4.5
Grooming 0.3% 0.6 0.4= 0.6 0.6 0.8 0.2% 0.7
No. of females examined 18 18 20 19
Ambulation 53.9+27.5 46.7+27.8 55.3+23.7 46.4+19.1
Latency (sec) 38.8+23.1 46.7120.1 33.9+15.2 34.1%18.1
Defecation 0.4+ 1.0 0.2+ 0.7 0.2+ 0.9 0.3+ 0.7
Urination 0.0+ 0.0 0.1+ 0.2 0.0+ 0.0 0.0+ 0.0
Rearing 7.8t 5.6 5.8+ 4.3 8.3+ 5.0 6.5+ 3.5
Grooming 0.4+ 0.5 0.2+ 0.4 0.6+ 0.9 0.3+ 0.7
Mean + S.D.

* 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)
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Table 11 Avoidance response test of F1

Compound Control Azthreonam

Dose (mg/kg) 100 270 750

No. of males examined 20 19 19 19
Day 1 54.5+38.8 34.0%39.9 44.2+38.8 44.4342.5
Avoidance 2 97.5x 4.8 96.5+ 6.5 98.6%+ 2.3 97.24+ 4.5
+ 3 99.7+ 1.0 97.7% 6.3 99.6+ 1.5 99.8% 0.8
Escape 4 99.2+ 3.0 97.4+ 3.1 99.3+ 1.8 99.6+ 1.5
(%) 5 97.0+ 8.1 99.3+ 2.1 89.5+ 1.2 98.8+ 3.4
Day 1 0.0+ 0.0 0.5+ 1.2 0.2+ 0.8 0.5+ 1.7
2 1.7+ 2.8 1.2+ 2.3 3.0+ 9.3 0.3+ 1.0
Avoidance (%) 3 3.7% 6.9 2.1+ 4.2 7.4%17.1 1.8+ 3.0
4 5.3+ 8.8 1.9% 3.7 6.8%17.8 3.9+ 8.0
5 4.8+ 8.6 3.9+ 7.1 9.3420.0 2.1+ 5.1

No. of females examined 20 19 20 19
Day 1 67.8%£22.9 54.9134.6 47.8+29.9* 62.1£28.5
Avoidance 2 97.3£ 7.6 86.5126.1 96.2+ 9.4 95.6+ 8.7
+ 3 99.2+ 2.1 96.1+£11.7 99.2+ 2.1 99.7+ 1.0
Escape 4 99.5+ 1.2 99.5+ 1.7 99.7£ 1.0 100.0x= 0.0
(%) 5 99.8% 0.7 99.7% 1.0 99.0% 3.1 99.7+ 1.0
Day 1 1.2+ 2.7 4% 3.9 1.8+ 3.2 0.9% 1.9
2 8.2%16.4 2.5+ 4.4 6.31+ 8.0 4.4+ 5.9
Avoidance (%) 3 12.5+26.9 6.8+13.1 9.2+10.5 6.3+ 9.3
4 18.2+25.8 11.1%£19.3 15.8+18.7 15.8%21.9
5 23.21+26.3 12.1+23.7 19.0£21.0 9.1+12.9*

Mean = S.D.
* P<0.05, ** P<0.01 Significant difference from control (Stubent’s t-test)
* P<0.05, ** P<0.01 Significant difference from control (Asen-WeLcr's t-test)

Table 12 Copulation, insemination and fertility
indices of F1

Compound Control Azthreonam

Dose (mg/kg) 100 270 750

Photo.1 Anophthalmia (21 days old F2,
100 mg/kg, x40, H.E. stain)

Copulation index 1
Male (%) 100.0 100.0 100.0 100.0

Insemination index
Male (%) 95.0 84.2 85.0 94.7

Copulation index
Female (%) 95.0 | 100.0 | 95.0 | 100.0

Fertility index "
Female (%) 94.7 84.2 84.2 94.7

Delivery rate (%) | 100 0 | 100.0 | 100.0 | 100.0

4 P10.05, < P~ 0.01 Significant difference from
control (Cui-SQUARE test)

Copulation index (%) =No. of animals copulated/No.
of animals paired X 100

Insemination index (%) =No. of males inseminated/No.
of males copulated X 100

Fertility index (%) =No. of females fertilized/No.
of females copulated X 100

Delivery rate (%) =No. of females delivered alive
IF1/No. of females fertilized
X 100
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Table 13 Observations of fetuses from F1 dams

Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of dams (F1) 11 9 10 11
No. of corpora lutea
Total (179) (140) (158) (171)
Mean = S.D. 16.3 £ 2.2 15.6 £ 2.1 15.8 £ 2.3 15.5 = 3.0
Preimplantation loss 18/179 9/140 14/158 27/171
(%) (10.1) (6.4) (8.9) (15.8)
No. of implantations
Total (161) (131) (144) (144)
Mean = S.D. 14.6 = 1.6 14.6 = 2.7 14.4 = 2.1 13.1 = 2.6
No. of dead implantations
Resorptions 8/161 2/131 2/144 2/144
(%) (5.0) (1.5) (1.4) (1.4)
Placental remnants 0/161 0/131 0/144 2/144
(%) (0.0) (0.0) (0.0) (1.4)
Macerated fetuses 0/161 0/131 0/144 0/144
(%) (0.0) (0.0) (0.0) (0.0)
Dead fetuses 0/161 0/131 0/144 0/144
(%) (0.0) (0.0) (0.0) (0.0)
Total dead implantations 8/161 2/131 2/144 4/144
(%) (5.0) (1.5) (1.4) (2.8)
No. of live fetuses (F2)
Total (153) (129) (142) (140)
Mean = S.D. 13.9 £ 1.9 14.3 £ 2.4 14.2 = 2.0 12.7 £ 2.8
Sex ratio
(Male / Female) 71/82 59/70 65/77 76/64
(0.87) (0.84) (0.84) (1.19)
Body length (mm)
Male Mean = S.D. 38.3 = 0.9 38.2 = 0.7 38.9 = 0.7 38.9 = 0.9
Female Mean = S.D. 37.6 £ 1.0 37.5 £ 0.6 38.1 £ 0.6 38.2 £ 1.2
Tail length (mm)
Male Mean £ S.D 13.7 £ 0.5 13.2 £ 0.6 14.0 = 0.6 13.6 = 0.7
Female Mean + S.D 13.6 £ 0.5 13.1 £ 0.6 13.8 = 0.5 13.5 £ 0.8
Body weight (g)
Male Mean £ S.D. 3.69% 0.25 3.67t 0.14 3.77 0.19 3.85+ 0.31
Female Mean = S.D 3.49% 0.28 3.52% 0.11 3.51% 0.17 3.60%t 0.34
Placental weight (mg)
Male Mean *+ S.D. 498 +41 478 £74 475 *64 511 58
Female Mean + S.D. 472  £36 461 £75 453 £54 499  £70
Adhesion of placenta 0 0 0
No. of fetuses with
malformations (F 2) 0 0 0 0
* 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-WEeLcH's t-test)
* P<0.05, ** P<0.01 Significant difference from control (WiLcoxon’s rank sum test)
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Table 14 Observations of F2
Compound Control Azthreonam
Dose (mg/kg) 100 270 750
No. of litters (F1) 7 7 6 7
No. of implantations
Total (105) (110) (90) (98)
Mean + S.D. 15.0£0.8 15.7+1.1 15.0+2.6 14.0+2.2
Mean length of gestation 21.740.5 21.9+0.4 22.040.0 21.940.4
period (Day)
No. of alive F2
Postpartum day 0 (93) (99) (79) (93)
Mean = S.D. 13.3+£2.4 14.1%+1.6 13.2+2.6 13.3%£2.1
Postpartum day 1 (93) (99) (70) (93)
Mean + S.D. 13.3£2.4 14.1£1.6 11.714.2 13.3%2.1
Postpartum day 4 (92) (99) (69) (92)
Mean = S.D. 13.1+£2.2 14.1+1.6 11.5+4.1 13.1%2.1
after selection (70) (70) (53) (70)
Mean = S.D. 10.0£0.0 10.00.0 8.8%£2.0 10.0£0.0
Postpartum day 21 (70) (69) (49) (65)
Mean + S.D. 10.0£0.0 9.9+0.4 8.2+1.8 9.3+£0.8"
Sex ratio of newborns 50/43 49/50 34/45 51/42
Male / Female) (1.16) (0.98) (0.76) (1.21)
Live birth index ‘A1 (%) 88.6 90.0 87.8 94.9
Viability index (B) (%) 98.9 100.0 £7.3 68.9
Weaning index (C) (%) 100.0 98.6 92.5 92.9
No. of IF2 with malformation
Type and No.
Anophthalmia 0 1 0 0
Body weight (g)
Male Day 0 6.1+0.6% 6.220.5 6.0+0.7 6.4+0.5
21 47.8+4.2% 49.6+3.7 50.4+5.4 51.4+4.8
Female Day 0 5.710.4% 5.8+0.3 5.4+0.7 6.0+0.5
21 45.8+2.6% 47.3+2.9 48.4+6.4 49.9+4.9

® Mean = S.D.
* P<0.05 ** P<0.01 Significant difference
* P<0.05, ** P<0.01 Significant difference

from control (STupENT's t-test)
from control (Aspin-WeLcn's t-test)

* P<0.05, *“ P<0.01 Significant difference from control (WiLcoxox's rank sum test)
tA) Live birth index (%) = No. of alive F2 at day 0 / No. of implantations x 100

(B) Viability index

(%) = No. of alive F2 at day 4 / No. of alive F2 at day 0 X 100

(C) Weaning index (%) = No. of alive F2 at day 21 / No. of F2 at day 4 zfter selection

< 100
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TOXICITY STUDY ON AZTHREONAM (6)
PERINATAL AND POSTNATAL STUDY IN RATS

Tapakazu Furunasui, Kazuo Usnipa, Axkiko Taker and Hirosur NakavosHi
NRI Life Science

Perinatal and postnatal study on Azthreonam (AZT), a newly developed monobactam antibiotic,
was conducted by intravenous injection in Sprague-Dawley rats. AZT was administered to female
rats from day 17 of gestation throughout day 20 after delivery.

Body weight gain was decreased from day 14 of lactation until weaning in dams (270 mg/kg or
more). Food intake showed a transient decrease after administration (100 mg/kg or more) and an
increase after delivery (750 mg/kg). Water intake increased after administration (270 mg/kg or more).
An animal in the 750mg/kg group showed a delayed delivery and died on day 23 of gestation. This
animal presented vacuolation of hepatocytes and tubular epithelium. At necropsy on day 21 of lacta-
tion, the increase in weight of caecum (all administration groups) was observed.

No changes were observed as to live birth index, viability index, weaning index, sex ratio, body
weight, postnatal physical developments, external, visceral and skeletal malformations, organ weights
at the age of 21 and 84 days, functional developments, behavioral developments, emotional activity,
learning ability and reproductive performance.

Thus, the maximum no-effect dose level of AZT in the next generation in the present study, was
estimated to be 750 mg/kg.



