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Fig. 1 Effect of cefamandole sodium given intra-

peritoneally on body weight in preg-
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Fig. 2 Effect of cefamandole sodium given intra-
venously on body weight in pregnant
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Table 1  Effect of cefamandole sodilum on body weight changes during lactation in Fqo female rats
Route of adminimatiors Day of lactation
and daily dose (mg/kg)®) | After parturition 10 15 21
P Control 249+ 4 (22)* 294+4 (19) [281t4 (19)

500 2594 (22)
1,000 270 £ 4* (22)
2,000 2695 (20)

274+ 3 (19; 289+ 3 (19)
29824 (22

295 1 4* (20)
2912 4% (19)

307 + 5% (22)
320 £ 4* (20)
315£4*(19)

3154 5% (22) | 313 ¢ 5* (22)
3252 5*(20) | 321 £ 6* (20)
3262 4% (19) [ 315£4*(19)

v Control 2475 24;

268+ 4

2814 {21; 264 £ 4 (20)

22 282:4 (21
1,000 267 £ 6* (16 283 1 4* l4§ 310+ 5% (14) | 320+ 4% (14) | 315+ 5* (14)
2,000 254+ 5 (26) 2852 7* (16 304 £ 7% (16) | 313+ 7% (16) | 306 £ 7* (16)

a) : Cefamandole sodium was administered intraperitoneally or intravenously from day 17 of pregnancy until the

day of weaning.

* . Statistically significant against control at P < 0.05

+ : Meant SE
( ) : No. of rats examined
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BTEBOMRANAONICT LT, LhrboEiizk
EROMMICONERTH 120 KRBHEMERI,
DOEGBAICPES RERMmZRKL, CMD #5720
TR L VIEMBERLUI. Licd-T, #xiEE,
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Table 2 Reﬁroductlve ﬂngings ot Fo rats given intraperitoneal or intravenous administration of cefamandole sodium
iRoute of administration lnd o IP ! v
daily dose (mg/kg) ) Control 500 1,000 2,000 Control 1,000 2,000
No. of pregnant rats 22 23 23 22 24 18 28
Gestation period (day) ' 22.1:0.1 % 22 220£0.1 |220:01 (221201 [221:0.1 |[22.120.1
Parturition index (%) 100 (22/22) 100 (23/23) | 100 (23/23) | 100 (22/22) | 100 (24/24)| 89 (16/18) | 96 (27/28)
No. of total pup 285 299 273 288 305 212 304
No. of live pup 265 289 254 243 294 200 243
{Male/Female) (145/120) | (144/145) | (120/134) | (119/124) | (138/156) | ( 99/101) (126/117)
Mean litter size 13.0£¢04 [13.0:03 |[120:20.5 [131:04 [127:04 [13.3¢07 11,32 0.5
48-hr. survival index (%) 86 99¢ 96* 86 84 96* 88
(222/257) | (275/277) | (214/224) | (193/222) | (248/294) | (180/188) (193/219)
(Male/Female) © (119/103) | (139/136) | (104/110) | ( 96/97 ) | (120/128) | ( 88/92 ) (99/94 )
Viability index at weaning (%) - 99 99 98 96 95 96 94
(149/151) | (175/176) | (155/158) [ (145/151) [ (160/168) | (107/112) (128/136)
(Male/Female) (73/76 )| (89/86 ) | (74/81 )| (73/72 ) | ( 80/80 )| ( 52/55 ) ( 64/64 )
Ano-genital distance on day 2 (mm)) ' 3
Male ' 4.08 £ 0.05 |4.26 + 0.05*( 4.26 + 0.09 | 4.02+ 0.10 | 4.09 + 0,08 8 0.07*] 3.65 + 0.08*
Female 2.29:0.05 [2.32:0.04 | 2,332 005 | 2.25+0.06 | 2.13 £ 0.0§ +0.05 | 2.07 £ 0.08
No. of external malformation 0 0 0 0 0 0 0

a) : Cefamandole sodium was administered intraperitoneally or intravenously from day 17 of pregnancy until the day of weaning.

* . Statistically significant against control at P < 0.05
+ : Meant: SE
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Fig. 3 Effecl of cefamandole sodium given to
mothers on body weight in 1"y male and
female rats (IP group)
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IMigr. 4 Effect of cefamandole sodium given to
mothers on body weight in IF; malc and
female rats (IV group)
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Fig. 5 Body weight changes of Fi pregnant
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Fig. 6 Body weight changes of Fi pregnant
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Table 9  Fetal development in F pregnant rats (observed on Day 21 of pregnancy)
Route of administration and P v
daily dose (mg/kg) Control 500 1,000 2,000 Control 1,000 2,000
No. of pregnant rats 9 10 7 10 8 9 9
No. of corpora lutea 142 162 105 141 125 118 129
(Per litter) (15.8+0.6) | (16.2¢1.3) [ (15.0+0.6) |(14.1£0.6) [(156£1.0)[(13.1¢1.4)|(14.3:0.8)
No. of implantation sites 124 130 95 131 111 106 121
(Per litter) (13.8+0.6) | (13.021.6) | (13.6+0.9) [(13.1£0.7) {(13.9%1.0){(11.81.5) {(13.410.6)
Implantation ratio (%) 87 80 90 93 89 90 94
No. of living fetuses 110 112 91 126 103 96 112
(Litter size) (122+0.6) | (11.3:1.7) | (13.0+1.0) | (12,6’ 0.7) [(12.9+ 1.1)|(10.7 £ 1.5) | (12.4 £ 0.8)
(Male/Female) (55/55) (53/59) (47/44) (59/47) (54/49) (43/53) (65/47)
No. of resorbed fetuses 13 18 4 5 8 10 . 9
(Per litter) (14:06)| (1.8:07)| (06t0.2)| (0.5+0.2) | 1.0£0.7)| (1.1x03)| (1.0:0.2)
No. of macerated fetuses 1 0 0 0 0 0 0
Fetal viability (%) 89 86 87 96 93 91 93
No. of external malformation 0 0 0 0 13) 0 1)

a) : Gastroschisis
b) : Exencephally
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A PERINATAL-POSTNATAL STUDY WITH CEFAMANDOLE IN THE RAT

Fuminiko KoBavasH! and MicHio IToH
Shionogi Research Laboratory, Shionogi & Co., Ltd

Cefamandole sodium was administered intraperitoneally or intravenously to pregnant rats (F,) from Day
17 of gestation through postpartum Day 21 at the daily doses of 500, 1,000 or 2,000 mg/kg to test the effect
of the compound on late fetal development, parturition, and lactation. Progenies (F,), usually 2 males and
2 females from each litter, were tested for their growth, fertility, and reproductive performance by obtain-
ing their F, offsprings. Slight toxicity was observed in the forms of increased postnatal death of F, off.
springs and their body weight decrease at the dose of 2,000 mg/kg by either intraperitoneal or intravenous
route of administration. Growth and survival of the offsprings were unaffected by treatment of the F,
females with cefamandole sodium until weaning. However, enlargement of the caecum was observed at auto-
psy performed at weaning of F, in either F, females or F, pups. Reproductive performances of the F, males
and females were unaffected by treatment of their mothers with this compound. No abnormalities were
found in F, offsprings in their delivery, viability and postnatal development.



