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Table 1. Effects of fleroxacin on pregnant rabbits
Dose (mg/kg) Control 25 50 100
No. of copulations 21 21 21 21
No. of dead rabbits 1 2 2 2
No. of infertilities 1 0 0 0
No. of pregnant rabbits 19 19 19 19
No. of aborted dams 0 1 0 4
No. of corpora lutea 180 176 194 179
(per litter) 9.5+1.5) 9.3x1.7) 10.2+1.7) 9.4%2.2)
No. of implantations 163 146 172 139
(per litter) 8.6*+1.3) 7.7£1.7) (9.1%x1.2) (7.3%£3.0)
Implantation rate (%) 91.1 83.5 89.7 76.3
No. of resorptions 1 2 6 79
(%) 0.6) 1.4 3.5 (5.0
No. of dead fetuses 4 4 4 0
(%) 2.5 2.7 2.3 0.0)
No. of aborted embryos 0 10* 0 35*

*

significant difference from the control (P <0.05)
a) including the number of resorptions from aborted dams.
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Fig. 1. Body weight changes of pregnant rabbits treated orally with fleroxacin for 13 days.
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Fig. 2. Food consumption changes of pregnant rabbits treated orally with fleroxacin for 13 days.

Table 2. Serum concentrations of fleroxacin in pregnant rabbits after oral administration of fleroxacin

Time after administration (h)

(rr?g/skeg) No. 6th day of gestation (first administration) 18th day of gestation (last administration)

1 3 0 1 3
1 ND? ND ND ND ND
Control 2 ND ND ND ND ND
3 ND ND ND ND ND
(mean) — — — — —

1 12.48% 4.29 ND 9.84 2.69

95 2 7.29 2.25 ND 6.17 2.26

3 7.26 2.44 ND 5.19 2.02

(mean) (9.01) (2.99) — (7.07) (2.32)

1 13.35 8.77 ND 19.72 3.82

50 2 3.29 1.24 ND 10.92 2.95

3 13.66 8.32 ND 17.17 9.04

(mean) (10.10) (6.11) — (15.94) (5.27)

1 47.96 23.59 ND 28.14 16.51

100 2 24.22 24.05 ND 34.86 18.86

3 37.89 14.69 ND 39.08 10.38

(mean) (36.69) (20.78) — (34.03) (15.25)

a) not detected
b) ug/ml
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Table 3. Effects of fleroxacin on rabbit fetuses

Dose (mg/kg) Control 25 50 100
No. of examined dams 19 18 19 15
No. of live fetuses 158 130 162 99
(per litter) 8.3+1.3) (7.2+1.8)* 8.5+1.0) (6.6%3.2)

No. of males 72 70 81 55

No. of females 86 60 81 44

Sex ratio [M/F] 0.84 1.17 1.00 1.25
Fetal body weight [g]

Males 45.57+6.68 46.25+7.40 45.30+4.64 46.99+5.50

Females 44.55+7.06 45.77+6.05 43.82+4.09 47.91+8.54
Placental weight [g]

Males 4.76 +1.04 5.09+0.91 4.56+0.75 4.89+1.18

Females 4.57+1.01 4.94+0.74 4.31+0.76 5.21*2.41
No. of malformed fetuses 0 0 0 0

* significant difference from the control (P <0.05)

Table 4. Effects of fleroxacin on visceral malformations in rabbit fetuses

Dose (mg/kg) Control 25 50 100
No. of examined fetuses 79 65 80 49

Hypoplasia of the aortic and
pulmonary truncal valves 1 0 0 0
(%) 1.3)
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Table 5. Effects of fleroxacin on the skeleton of rabbit fetuses
Dose (mg/kg) Control 25 50 100
No. of examined fetuses 79 65 82 50
Cervical rib 2 (2.5? 0 1(12) 0
Sternebrae
Asymmetry 0 0 1(1.2) 0
Accessory
Position 1 0 5(7.7 1(1.2) 0
Fusion
Position IV-V 0 0 1(1.2) 0
Retarded ossification
Position V 19 (24.1) 20 (30.8) 26 (31.7) 16 (32.0)
Position VI 0 3(4.6 8 (9.8)* 3(6.0)
Rib
12-13 ribs (Extra) 10 (12.7) 2(3.0) 13 (15.9) 4 ( 8.0)
13-13 ribs (Extra) 25 (31.6) 15 (23.1) 27 (32.9) 8 (16.0)*
Rudimentary ribs 22 (27.8) 14 (21.5) 15 (18.3) 12 (24.0)
Fusion
Position V-VI 0 0 1(1.2) 0
Sacral vertebrae
Fusion of vertebral bodies 0 1(1.5) 0 0
Sacral and caudal vertebrae
No. examined” 71 56 75 45
No. of ossifications 20.3+0.59 20.2+04 20.1+0.4 20.3+0.4

* significant difference from the control (P <0.05)

a) %

b) specimens with missing caudal vertebrae were excluded.

¢) mean * SD

Fig. 4. Fusion of sacral vertebral bodies (25 mg/kg).

Fig. 5. Fused ribs (50 mg/kg).
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Fig. 6. Fused sternebrae and retarded ossification of
sternebrae (50 mg/kg).
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TERATOLOGICAL STUDY OF FLEROXACIN IN RABBITS

Hirosui Suzuki, Satosti Isuikawa, Yumiko Ocawa, Taxio Takanash and Yasuo ABe
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.
2399-1 Mitarai, Nogi-machi, Shimotsuga-gun, Tochigi 329-01, Japan

Fleroxacin was administered orally to pregnant rabbits during fetal organogenesis at daily doses of 25, 50 and 100 mg/kg,
and the following results were obtained.

1. In pregnant rabbits, abortions were observed in one and four cases of the 25 mg and 100 mg/kg groups, respectively.
Body weight gain was suppressed in the 100 mg/kg group. Transient reduction in food intake was noted in the early days of
treatment. Dilatation of stomach and caecum was observed in three cases of the 100 mg/kg group at autopsy on day 29 of
gestation, but the other drug-treated groups were unaffected.

2. As to the effect on fetuses, the mean number of live fetuses was less in the 25 mg/kg group, but there were no
significant differences in the number of resorptions or dead fetuses between the control and drug-treated groups. Moreover,
there were no effects of fleroxacin on fetal development or any occurrence of teratogenicity.

From the above results, we consider the maximum no-effect dose of fleroxacin to be 50 mg/kg in dams, and 100 mg/kg or
more in fetuses.



