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Fig. 1. Blood concentrations of radioactivity after daily oral administration of [MC] gatifloxacin
for 14 days in non-fasting male rats (dose: 10 mg/kg/day).
Each point represents the mean = SE of four rats.

* : Administration of drug
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Table 1. Pharmacokinetic parameters of radioactivity after the 1st
and the 14th oral administrations of [YC] gatifloxacin
at a daily dose of 10 mg/kg for 14 days in non-fasting

male rats
Parameter 1st dose 14th dose
Cmax (pxg eq./mL) 0.76 £0.07 0.90+0.13
Tmax  (h) 1.75£0.25 1.25+0.60
T (h) 4.02+0.79 3.98+0.49
AUC, .. (n1g eq.-h/mL) 5.55£0.35 6.40 £0.30

Each value represents the mean =SE of four rats.

Table 2. Tissue concentrations of radioactivity after repeated oral administration of [*C] gatifloxacin
at a daily dose of 10 mg/kg for 14 days in non-fasting male rats

Concentration (xg eq./mL or g)

Tissue
1 h 24 h 72 h 192 h
Blood 0.98 +0.04 ND ND ND
Plasma 1.01 £0.05 0.02£0.02 ND ND
Red blood cells 0.88£0.06 ND ND ND
Brain 0.12£0.00 ND ND ND
Thymus 1.56 £0.10 ND ND ND
Heart 1.72 £0.06 0.07£0.03 0.02 £0.02 ND
Lung 1.86 £0.08 0.09 £0.03 ND ND
Liver 3.77+0.46 0.24 +0.05 0.06 £0.02 ND
Pancreas 4.17£0.53 0.12+0.08 ND ND
Spleen 2.15+0.11 0.09+0.03 0.12+0.12 ND
Kidney 7.55+0.69 0.33£0.11 0.07 £0.01 0.01£0.01
Testis 0.67 £0.02 0.19£0.04 0.01 £0.01 ND
Muscle 1.57+0.08 0.05£0.03 ND 0.01£0.01
Fat ND 0.14£0.14 ND ND
Skin 0.97+0.13 0.07£0.01 0.02 £0.02 0.01+0.01
Stomach + contents 293.13+19.40 4.32+2.49 1.20+1.17 0.01 £0.01
Small intestine + contents 113.51£16.43 8.19+4.02 0.52+0.37 ND
Large intestine + contents 41.80+4.65 22.66 £9.40 2.60£2.22 0.05%0.02
Bone 1.15+0.07 0.33+0.04 0.23£0.02 0.14 £0.02
Eyeball 0.44 £0.04 ND ND ND
Harderian gland 1.67+0.17 0.07£0.02 ND ND
Hypophysis ND ND ND ND
Submaxillary gland 2.52+0.27 0.09£0.03 ND ND
Lymph node 1.82+0.15 ND ND ND
Thyroid gland 2.05+£0.47 ND ND ND
Trachea 1.03+0.11 0.16£0.16 ND ND
Adrenal 1.49+0.07 ND ND ND
Epididymis 1.12£0.04 0.09£0.03 0.03£0.01 ND
Seminal vesicle 1.04 £0.08 0.12£0.06 0.01£0.01 ND
Urinary bladder 2.63+0.20 0.30+0.16 ND ND
Brown fat 1.07£0.07 0.06 £0.04 ND ND
Prostate 1.44 +£0.06 0.12+0.08 ND ND
Cerebrospinal fluid ND ND ND ND

Each value represents the mean = SE of three rats.
ND: not detected
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Fig. 2. Excretion of radioactivity in urine and feces during and after repeated oral
administration of ["*C] gatifloxacin at a daily dose of 10 mg/kg for 14 days in non-
fasting male rats. Each point represents the mean=SE of four rats.

Table 3. Cumulative excretion of radioactivity in urine and feces during
and after oral administration of ['C] gatifloxacin at a daily
dose of 10 mg/kg for 14 days in non-fasting male rats

Cumulative excretion (% of total dose)
Day h -
Urine Feces Total
1 0~ 24 25%0.2 4.9+0.1 7.4+0.1
2 0~ 48 4.7+0.2 10.5+£0.2 15.1+0.2
3 0~ 72 6.8+0.3 16.3£0.3 23.1%+0.2
4 0~ 96 89+04 22.0x0.3 30.9+0.2
5 0~ 120 10.7£0.3 28.0x0.5 38.8+0.4
6 0~ 144 13.0£0.3 33.5£0.5 46.5+0.4
7 0~ 168 14.9+0.5 39.4+0.8 54.3£0.5
8 0~ 192 16.9£0.6 45.0+0.8 61.9+0.5
9 0~ 216 18.9+0.5 50.6 £0.8 69.5+0.7

10 0 ~ 240 20.5+0.6 55.9£0.8 76.4 £0.7

11 0~ 264 22.2£0.8 61.5+0.9 83.7+0.7

12 0~ 288 23.8+1.0 67.5x1.1 91.3+0.8

13 0~ 312 258+ 1.1 725+ 1.1 98.4 +0.8

14 0~ 336 279+1.3 779+14 105.8+0.8

15 0~ 360 28.1£1.3 783+x14 106.4 =0.9

16 0~ 384 28.2%x1.3 785+ 1.5 106.7 =0.9

17 0~ 408 28.3+1.3 785% 1.5 106.8 0.9

19 0 ~ 456 28.3+1.3 785+ 1.5 106.8 0.9

21 0~ 504 284+1.3 78.6 1.5 106.9+0.9

Each value represents the mean £ SE of four rats.
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Absorption, distribution and excretion of [!C] gatifloxacin
after repeated oral administration in rats

Akira Idesawa, Masaaki Machida, Ryuzo Yuasa,
Masakatsu Komuro, Ryozo Ishida and Hiroshi Uchida
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.
2399-1 Mitarai, Nogi-machi, Shimotsuga-gun,
Tochigi 329-0114, Japan

We investigated the absorption, distribution, and excretion of [MC] gatifloxacin (GFLX) during
and after repeated oral administration at a once-daily dose of 10 mg/kg for 14 days in rats.

1) Radioactivity in the blood 1 hour after each oral administration ranged from 0.63 to 0.38
1g eq./mL, and radioactivity at 24 hours reached a steady state, 0.04 xg eq./mlL, after the
6th dose. There was no significant change in pharmacokinetic parameters between the first
and last days.

2) One hour after the 14th administration, radioactivity in the kidney, spleen, and liver were
higher than in other tissues: 7.55, 4.17, and 3.77 pug eq./g, respectively. On the other hand,
radioactivity in the brain, eyeball, and fat tissues were less than half of that in the blood.
Radioactivity in almost all tissues except the bone decreased to the limit of detection (below
0.01 uxg eq./g) by 192 hours after the final dosing.

3) The daily excretion of radioactivity into urine and feces during repeated dosing ranged
from 22.2 to 34.7% and from 68.2 to 84.3% of the daily dose, respectively. Nearly all of the
radioactivity was excreted in urine and feces within 24 hours after the last dosing. The cumulative
excretion of the total dose in urine and feces was 28.4 % and 78.6 %, respectively, within 192
hours after the last dosing.



