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Fig. 1. Body weight changes of male rats treated orally with fleroxacin.
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Fig. 2. Food consumption changes of male rats treated orally with fleroxacin before mating.
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Fig. 3. Water consumption changes of male rats treated orally with fleroxacin before mating.
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Table 1. Sexual organ weight of male rats treated with fleroxacin
Dose (mg/kg) Control 20 80 320
No. of male rats 23 24 24 23
Body weight 476.3+51.4Y 489.6+44.9 481.9+34.1 495.4+37.2
et 3.392+0.322 3.524+0.259 3.631+0.264* 3.584+0.484
£8LS 0.717+0.075? 0.725+0.077 0.756 +0.064 0.729+0.119
Evididymi 1.329+0.107 1.338+0.131 1.326£0.107 1.148+0.124*
pidicymmis 0.281+0.030 0.274+0.027 0.276 £0.025 0.233+0.033*
Prostat 1.557+0.278 1.465+0.314 1.512+0.288 1.381 +0.190*
I 0.330+0.067 0.301+0.068 0.315+0.063 0.280+ 0.040*
Sardinat vasiclas 1.469+0.271 1.457+0.318 1.360£0.349 1.390+0.289
eminal vesic 0.312+0.067 0.300 +0.067 0.284 +0.077 0.282 +0.059

1) Mean * SD (unit=g)
2) Mean * SD (unit=g/100 g BW)
* Significant difference from the control (p <0.05)

Table 2. Histopathological findings of reproductive organs in male rats treated with fleroxacin for 2.5 months

. . Dose (mg/kg) Control 20 80 320
Histopathological findings
no. of rats 249 24 24 24V
Testis
Atrophy of seminiferous tubule 1 1 0 3
Appearance of giant cell in seminiferous
0 0 3
tubule
E'pididymi.s
A small amount of spermatozoa in tubule 0 1 0 11*

* Significant difference from the control (p<0.05)
1) Including one dead animal after mating .

(

Fig. 5. Testis of a male rat in the 320 mg/kg group.
Note: Atrophy of seminiferous tubules.
There are few spermatids or spermatozoa.

Fig. 4. Testis of a male rat in control group.
No remarkable changes. x 33 HE stain.

Several giant cells are present. x 66 HE stain.
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Fig. 7. Epididymis of a male rat in the 320 mg/kg

Fig. 6.
No remarkable changes. x33 HE stain. group.
Note: There are a few spermatozoa in most of the
tubules. x 33 HE stain,
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Fig. 8. Body weight changes of female rats treated orally with fleroxacin.
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Fig. 9. Food consumption changes of female rats treated orally with fleroxacin.
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Fig. 10. Water consumption changes of female rats treated orally with fleroxacin.
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Table 3. Reproductive performance of rats treated with fleroxacin in the fertility study

Dose (mg/kg) Control 20 80 320
No. of mating males 24 24 24 24
No. of mating females 24 24 24 24
1st mating
No. of males 21 21 21 22
No. of females 21 21 21 22
2nd mating
No. of males 1 2 1 1
No. of females 1 2 1 1
3rd mating
No. of males 0 0 0 1
No. of females 0 0 0
Mating period (days) 2.7+1.4Y 2.5+1.3 3.4+24 3.0x1.2
Male
No. of copulations 24 2] 24 (1) 24 2] 24 [0]
(%) (100.0)? (100.0) (100.0) (100.0)
No. of infertility copulations 0 2 3 4
(%) ( 0.0® ( 83 (12.5) (16.7)
No. of pregnancies 24 22 21 20
(%) (100.0)¥ (91.7) ( 87.5) (833
Female
No. of copulations 24 (2] 24 (1] 24 (2] 24 [1]
(%) (100.0)? (100.0) (100.0) (100.0)
No. of infertility copulations 0 2 3 4
(%) ( 0.0 ( 83 (12.5) (16.7)
No. of pregnancies 24 22 21 20
(%) (100.0)* (91.7) ( 87.5) ( 83.3)
[ ] No. of unknown copulating rats
1) Mean + SD

2) (No. of copulating rats / No. of mated rats) x 100

3) (No. of infertile copulating rats / No. of mated rats) x 100

4) (No. of pregnant rats / No. of copulating rats) x 100
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Table 4. Effects of fleroxacin on pregnant rats
Dose (mg/kg) Control 20 80 320
No. of pregnant rats 24 22 21V 20
No. of corpora lutea 401 396 366 329
(per litter) (16.7+2.4)3 (18.0+2.2) (17.4%1.9) (16.5+1.7)
No. of implantations 352 339 324 211
(per litter) (14.7%+3.5) (15.4%+2.4) (15.4+2.3) (10.6£5.0)*
Implantation rate (%) 87.0 86.4 88.7 63.9*
No. of resorptions 14 16 14 16
(%) 4.0) 4.7 4.3) (7.6)
No. of dead fetuses 0 1 0 1
(%) (0.0) 0.3) 0.0) 0.5)
No. of surviving fetuses® 338 322 300 194
(per litter) (14.1+3.2) (14.6 £2.6) (15.0+2.2) (9.7£4.9)*
No. of males 159 159 148 95
No. of females 179 163 152 99
Sex ratio (M/F) 1.18 1.12 1.18 1.35
No. of gross malformations 0 0 0 2
(%) (1.03)
Type
Anury 0 0 0 2
Club foot 0 0 0 1
Vertebral abnormality 0 0 0 1
* Significant difference from the control (p<0.05)
1) Contain a delivery animal
2) Excluding newborn animals
3) Mean + SD
Table 5. Effects of fleroxacin on the rat fetuses
Dose (mg/kg) Control 20 80 320
No. of pregnant rats? 22 21 19 19
No. of surviving fetuses 311 307 287 187
No. of males 141 151 141 93
No. of females 170 156 146 94
Fetal body weight [g]
Male 3.77+0.18? 3.74 +0.47 3.92+0.20* 3.93+0.38
Female 3.57+0.19 3.52+0.45 3.66+0.18 3.75+0.27*
Placental weight [g]
Male 0.451+0.065 0.495+0.084 0.487+0.045* 0.577+0.103*
Female 0.434 £0.055 0.459+0.094 0.473+0.050* 0.555+0.118*

* Significant difference from the control (p<0.05)
1) Excluding unknown copulation rats

2) Mean *+ SD
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FERTILITY STUDY ON FLEROXACIN IN RATS

Hirosni Suzuki, Takio Takanasui, Yuko Sato and Yasuo Ase
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.
2399-1 Mitarai, Nogi-machi, Shimotsuga-gun, Tochigi 329-01, Japan

We conducted a fertility study on fleroxacin in Crj: Wistar rats. Fleroxacin was orally administered at doses of 20, 80 and
320 mg/kg/day to the male rats for 61 days before mating and until fertility was confirmed and to the females for 14 days
before mating and up to the day 7 of gestation.

1. In the 320 mg/kg male group, as general symptoms, an increase in unkempt fur was observed from the start of
treatment. Sedation was also noted.

2. In the 320 mg/kg male group, transient suppression of body weight gain was observed at the start of treatment, but
afterwards, this was recovered.

3. In the 320 mg/kg male group, the organ weight of epididymis and prostate significantly decreased. In histological
findings of testes and epididymis, disappearance or reduction in spermatozoa and atrophy of seminiferous tubules were
observed.

4. The mating performance of fleroxacin-treated groups was the same as that of the control group.

5. The number of implantations, the implantation rate and number of surviving fetuses significantly decreased in the 320
mg/kg group, but no effect on growth or external defects in fetuses were observed.

The maximum no-effect dose of fleroxacin was considered to be 80 mg/kg for Fo rats and fetuses.



