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Table 2 Tissue levels of *C at 24 hr. after
single or consecutive daily doses of

50 or 200 mg/kg/day of *C-AB-206 to
rats

C trati e
Table 1 Blood levels of “C after single or oncentration (xg/g or ml)
consecutive daily administration of 50 ) Dose : 50 mg/kg Dose : 200 mg/kg
or 200 mg/kg/day of “C-AB-206 to Tissue
male Sprague-Dawley rats Day Day
Dose Concentration (ug/ml)® 1 21 1 21
(mglﬁw Day 1 2 . 6 | z4nr. Blood |1.140.1|0.940.1 10.5+0.7 4.7+0.8
Serum | 1.1+0.2|0.8+0.119.8+0.6{ 8.4+1.7
26.1 |18.8 |13.1 |10.9 1.1 :
5 1 £0.3 +0.3 +0.2 +0.2 +0.1 Ll‘ver 1.3+£0.1 | 1.3+£0.2 | 15.9+1.3| 8.2+1.4
o1 | 259 | 249 | 156 9.9 0.9 Kidney | 1.7+0.2 | 1.44+0.1 | 19.5+0. 8 12.2+2.0
+2.3 +3.1 +1.4 +0.2 +0.0 Lung 0.7 0.5 6.4 3.3
i 0.2 0.1 2.0 1.0
, | 265 206 [33.8 |27.6 | 10.5 Brain
200 +1.8 +3.2 +2.1] +1.4 +0.7 Spleen 0.6 0.3 4.8 2.4
9] (384 [43.0 425 [20.1 | 4.7 Testis 0.3 0.2 2.6 2.2
+6.2| +7.9 3.6 +1.3 +0.8
* Adrenall 45 0.5 7.2 3.2
a: Mean of 3 rats+S.E. g
Values given in terms of AB-206 equivalents a : Mean of 3 rats+S.E.
Table 3 Excretion of C in urine and feces of rats after consecutive daily doses of
50 or 200 mg/kg/day of 4C-AB-206
Excretion of M#C (% of dose)®
Dose
Excreta? Da
(mg/kg) 2 y
1 6 9 12 18 19
Urine 36.7+1.8 33.7+0.6 30.3+1.2 28.8+0.7 30.6+2.1 27.3+0.9
50 Feces 49.3+5.5 60.0+1. 4 60.8+7.1 52.6+1.1 62.0+2.9 62.4+1.7
Total 86.0+7.1 93.7+1.9 91.1+8.2 81.4+1.0 92.6+3.2 89.7+2.5
Urine 26.4+1.1 33.0+3.2 30.0+1.5 27.6+3.5 26.0+1.1 21.9+2.6
200 Feces 34.9+1.1 57.7+5.1 70.1+4.3 63.6+4.9 62.6+1.9 64.1+8.2
Total 61.3+2.1 90.7+3.9 |100.1+3.4 91.2+1. 4 88.7+2.8 86.0+5.7

a : Mean of 3 rats+S.E.

b : Collected each day during 24 hr. period after each administration
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too £, BAMENEVWETHEINLFLBRORE
PMPEEY EE¥bo TR OTFAEEL b “C 0ERIT

Table 4 Excretion of *C in excreta of rats
after 21 consecutive daily doses of 50
or 200 mg/kg/day of *C-AB-206

Excretion of #C (% of dose)*
Time after the last dosing

(br.) Total
24 48 | 72 | 120 | 144

Dose
(mg/ |Excreta
kg)

Urine | 38.6) 0.5 0.3 0.3 0.6 40.3
50 | Feces | 71.1| 6.4 0.5 0.6 0.3 78.9

Total | 109.7 6.9/ 0.8 0.9 0.9 119.2

Urine | 32.3 1.3 0.3 0.1 0.1} 34.1
200 | Feces | 68.1 17.5 3.4 0.6/ 0.2 89.8

Total | 100.4| 18.8 3.7 0.7 0.3 123.9

a : Mean of 3 rats

Table 5 Tissue levels of #C at 144 hr. after
21 consecutive daily doses of 50 or
200 mg/kg/day of *C-AB-206 to rats

Concentration (ug/ml or g)®
Tissue Dose (mg/kg)

50 200
Blood ) 0.5 1.5
Serum 0.3 0.9
Liver 0.7 1.0
Kidney 0.9 1.1
Lung 0.4 1.0
Brain 0.1 0.5
Spleen 0.3 1.4
Testis 0.2 0.4
Adrenal gland 0.4 1.1
Stomach? 14 17
S. intestineP 5 5
L. intestine® 12 11

a: Mean of 3 rats. Values given in terms of
AB-206 equivalents
b : Contained contents
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Fig. 1 Composition of radioactivity in urine
of either consecutively dosed rats or
different aged-rats receiving 50 mg/kg/
day of *C-AB-206
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Fig. 2 Composition of radioactivity in urine of
either consecutively dosed rats or differ-
ent aged-rats receiving 200 mg/kg/day of
14C-AB-206
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ABSORPTION, DISTRIBUTION, EXCRETION AND
METABOLISM OF “C-AB-206 IN RATS AFTER
MULTIPLE ORAL ADMINISTRATION

Akira Yosurtake, Kazuo Kawanara and Fumiakr Suono
Institute for Biological Science, Sumitomo Chemical Co., Ltd.

Axio Izawa and Tosuiaki Komatsu
Research and Development Center, Pharmaceuticals Division,
Sumitomo Chemical Co., Ltd.

Absorption, distribution, excretion and metabolism of 5, 8-dihydro-5-methoxy-8-oxo-2 H-1, 3-dioxolo
[4, 5-gJquinoline-7-carboxylic acid (AB-206), a new antimicrobial agent, were examined in rats after
multiple oral administration of 50 and 200 mg/kg/day of !4C-labelled AB-206 for 21 days, and the
effect of age on the metabolism of AB-206 was also examined in different-aged rats. The results are
summarized as follows.

1. The blood levels of C during 2 to 6 hr periods after daily doses for 21 consecutive days were
higher than those of single administration but thereafter decreased as low as the latter ; the peak
levels being 26 ugEq/ml (50 mg/kg) and 43 ugEq/ml (200 mg/kg).

2. With both dosages, the concentrations of 14C in the tissues examined at 24 hr. after 21 con-
secutive doses showed the values not higher than those of single administration. By 144 hr. postadmini-
stration only traces of MC (below 1 ugEq/g) remained in all of the examined tissues except gastro-
intestinal tracts.

3. During the consecutive dosing with both dosages of 50 and 200 mg/kg, the rats excreted 1C
into urine and feces in almost constant recovery rates : 30% of the dose in urine and 60% in feces.
The total recovery rate of MC in urine and feces reached 120% of the last dose by 144 hr. postadmini-
stration.

4. The urine samples were analysed by TLC and HLC, and intact AB-206, 5,8-dihydro-8-oxo-2H-
1, 3-dioxolo[ 4, 5-gJquinoline-7-carboxylic acid (M-1) and the glucuronide of AB-206 were detected. It
was observed with both dosages that the ratio of intact AB-206 in the urinary *C increased according
to multiple dosings while those of M-1 and the glucuronide of AB-206 decreased. When 4C-AB-206
was administered to the different-aged rats, the similar tendency was observed with increasing of
age (6 to 9 weeks-old).



