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Table 1 Some pharmacokinetic parameters of AT.
2266 in mice, rats, dogs and monkeys follo.
wing singe oral administration at a dose of
20 mg/kg of AT-2266

| *1 *9 *3 %y
Species Cmax tmax AUC t1/2

! | | D D
Mouse | 0.8 | 1 1.8 | 20
Rat 0.6 0.5 1.9 | 28
Dog 4.2 2 51.8 5.0
Monkey | 4.2 2 32.0 | 4.2

*1 peak plasma concentration (zg/ml)

*2 time of peak plasma concentration (h)

*3 area under the plasma concentration-time curve
(#g-h-ml™, 0-24h)

*4 apparent terminal elimination half-life (h)
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2 BRI 2.5 pg/m] OB EERR LA, Zhidfio
BY LRI, REIAEDI/5L BIRETH - T BN
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Fig. 1 Plasma levels of AT-2266 and its metabolite, M-2, in mice, rats, dogs and monkeys
following single oral administration at a dose of 20 mg/kg of AT-2266
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Plottings are mean values from 5 animals.

Table 2 24-Hour urinary excretion of AT-2266 and its metabolites in mice, rats, cats,
dogs and monkeys following single oral administration of 20 mg/kg of AT-2266

Urinary excretion (% of dose, mean = S. E.)

+ 3.2 +0.0 *+1. +0.0 +0.1 +0.1 + 4

Species T - T N ‘7 o
~ ) ) U ) AT-2266
(AT-2266 M-l M-2 M-3 M-4 M-5 G 2206, Total
Mouse | 284 | 03 © 07 | 03 0.2 0.9 | o | 308
+ 1.5  +0.0 +0.1 +0.1 +0.0 | 0.2 : + 1.4
Rat 126 0.1 0.3 0.1 0.2 | trace* | 6.2 ‘ 19.4
+1.4 +0.0 +0.0 +0.0 +0.0 409 | +23
Cat 41.8 trace . 0.2 0.5 trace 0.5 0 ‘ 43.0
Lo+ 4.4 +0.1 +0.3 +0.1 L+ 4.6
Dog 27.2 i 0.1 0.1 0.1 trace 1.5 0 28.9
£54 | *0.0 +0.0 +0.0 +0.2  +56
! |
Monkey | 424 0.1 12.0 0.1 0.7 0.7 0 . 55.9
4 + 4.6

* <0.05 % of the dose
Five male ICR mice (35-39g), 5 male SD rats (180-215g), 2 male cats (2.3, 3.1kg), 5 male beagle dogs
(11.9-15.2kg) and 5 cynomolgus monkeys (3 male and 2 female, 2.7-3.8kg) were used without fasting..
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Fig. 2 Metabolic pathway and 24-hour urinary excretion of AT-2266
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l. Mg LH.CON C,H.

NH;CHyCH,NH |
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o

M-1 M-5
Mouse 0.3 %( 1 %) Mouse o.1%( 2%) Mouse 0.3%( 1%) M 0.2 %(<1%) Mo 0. 3 %)
Rat  0.1%(<1%  Rat  0.3%( 2%) Rat o.1%'§(<v£) Rat 0.2 %( 1%) Pl B
Cat  trace (<1 %) Cat  0.2%(<1%) Cat  0.5%( 1%) Cat  trace (<1%) Cat  0.5%( 1%)
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Monkey 0.1 %(<1 %) Monkey 12.0%(. 21%) Monkey 0.1%(<1%) Monkey 0.7 %( 1%) Mankey 0.7 % ( 1 %)

trace : <0.05%
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PHARMACOKINETICS OF A NEW ANTIBACTERIAL AGENT AT-2266 II
PLASMA LEVELS AND URINARY EXCRETION OF AT-2266
AND ITS METABOLITES IN MICE, RATS, CATS, DOGS
AND MONKEYS

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

Plasma levels and urinary excretion of AT-2266 and its metabolites in mice, rats, cats, dogs and monkeys fol-
lowing single oral administration of 20 mg/kg of AT-2266 were determined by high-performance liquid chromato-
graphy with the following results.

1. The unchanged AT-2266 and its metabolite M-2 were found in plasma of all animals examined, but other
metabolites were not detected.

2. AT-2266 was rapidly absorbed, and mean plasma levels were maximal 0.5-2 h after dosing with levels of
0.8,0.6,4.2 and 4.2 #g/ml in mice, rats, dogs and monkeys, respectively, and declined with apparent half-lives
of 2.0, 2.8, 5.0 and 4.2 h, respectively. Mean plasma levels of M-2 in mice, rats and dogs were less than 0.03
pg/ml, but was 2.5 gg/ml in monkeys (about 60 % of the unchanged drug).

3. Other 4 metabolites M-1, M-3, M-4 and M-5 were excreted together with the unchanged drug and M-2 in
urine of all animals. In addition, the glucuronide of the unchanged drug was also detected in rat urine.

4. Mean urinary excretion in mice, rats, cats, dogs and monkeys for 24 h after dosing were found to be 30.8,
19.4, 43.0, 28.9 and 55.9% of the dose, respectively. A large portion of the urinary excretion was the unchanged
drug (> 90 % in mice, cats and dogs, 76% in monkeys and 65 % in rats). Urinary excretion of the metabolites
were less than 1.5% of the dose except for M-2 in monkeys (12.0%) and the glucuronide in rats (6.2%).

5. Mean biliary excretion in rats for 24 h after dosing was accounted for 25.3% of the dose, and the major
excreta was the conjugates of the unchanged drug.

6. The results suggest that the antibacterial activity after oral administration of AT-2266 is mainly due to the
unchanged drug.



