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M-1 [7-amino-1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-1,
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Fig. 1 Metabolic pathway of AT-2266 in man
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thpi7.5~7.6% (14%) T, LATF ethylenediamino
(M-5) 0.8~1.1%, amino k& (M-1) 0.3%, acetyl {§
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¥, AT-2266 100 ¥ X UF 200 mg #5160 Repgki, K
Btk & oxo &1 HRUTE Lico T D&ER, 100, 200mg
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Table 1 24-Hour urinary excretion of AT-2266 and
its metabolites in man following single oral
administration at doses of 400 and 800 mg of
AT-2266

Urinary excretion (%of dose)

Metabolites | - ‘
] 400 mg | 800 mg
AT-2266 4.1 £ 2.6 47.3 + 2.2
M-1 0.3 = 0.0 0.3 £ 0.0
M-2 7.5+ 04 | 7.6 £ 0.8
M-3 © 01 %00 | 0.1 0.0
M-4 03 +00 | 03 =+0.0
M-5 0.8+ 01 | 1.1+ 0.2
Total 53.2 + 2.6 56.6 + 2.5

Values are means * S. E. from 6 subjects.

Fig. 2 Plasma levels of AT-2266 and its metabolite, M-2, in man following single
oral administration at doses of 100, 200, 400 and 800 mg of AT-2266
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Fig. 3 Correlation of dose and pharmacokinetic parameters of

AT-2266 in man
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Fig. 4 Plasma levels of AT-2266 and its metabolite, M-2, in man in a consecutive
oral dosing test of AT-2266 (400 mg twice a day for thirteen times)
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Fig. 5 Urinary excretion of AT-2266 and its metabolite, M-2, in man in a consecutive
oral dosing test of AT-2266 (400 mg twice a day for thirteen times)
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Fig. 6 Effect of food on plasma levels and urinary excretion of AT-2266 in man
following single oral administration at a dose of 400 mg of AT-2266
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Fig. 3 b8BTt X 512, B3 L7-100~800 mg D
BEEE T, REnEPRELFRE, AUC XU
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AT-2266 400mg # 1 A 28 7 B 13EREREL
7:B, 18 H&7HBOHRERPEIRLNT,
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Fig. 7 Comparison of plasma levels and urinary excretion of AT-2266 in man between a high-
performance liquid chromatographic method and a thin-layer cup-plate method following
single oral administraion at a dose of 400 mg of AT-2266
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PHARMACOKINETICS OF A NEW ANTIBACTERIAL AGENT AT-2266 Il
PLASMA LEVELS AND URINARY EXCRETION
OF AT-2266 AND ITS METABOLITES IN MAN

TosHikAzU YAMAGUCHI, REIKO Suzuki and YUTAKA SEKINE
Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

AT-2266, a new Synthetic antibacterial agent, was administered orally to male healthy volunteers. Plasma levels
and urinary excretion of AT-2266 and its metabolites were determined by high-performance liquid chromatography
after single dosing (100, 200, 400 and 800 mg, each of 6 subjects) or consecutive dosings (400 mg twice a day for 7
days, 6 subjects). The results were as follows.

1. The unchanged AT-2266 and its metabolite M-2 were found in plasma, and other 4 metabolites M-1, M-3,
M-4 and M-5 together with the unchanged drug and M-2 were detected in urine.

2. Mean plasma levels of the unchanged drug were maximal 1-2h after single dosing of 100, 200, 400 and 800 mg
of AT-2266 with levelsof 0.5, 1.6, 2.7 and 6.0 #g/ml, respectively, in a dose-related manner, followed by a biphasic
decrease with an apparent terminal elimination half-life of 5.4-5.8h. Mean plasma levels of M-2 were one tenth of
those of the unchanged drug.

3. An average of 32.0% of the unchanged drug was bound to plasma protein.

4. A total amount of urinary excretion for 24h after single dosing was 53-59% of the dose. More than 80% of
the urinary excretion was the unchanged AT-2266. Urinary excretion of the major metabolite M-2 was 1/5 or less
of that of the unchanged drug, and those of other 4 metabolites M-1, M-3, M-4 and M-5 were less than 1.1% of
the dose.

5. Plasma levels and urinary excretion were not significantly changed with or without food.

6. Mean peak level of the unchanged drug after consecutive dosings was 1.6 times higher than that after first
dosing, but there were no significant changes in the elimination half-life and the ratios of M-2 to the unchanged
drug in plasma and urine.

7. The results indicate that the antibacterial activity in man after single and consecutive oral administration of
AT-2266 is mainly due to the unchanged drug.



