360

CHEMOTHERAPY

SEPT. 1978

AB-206 o e + B DOV T

PR - HREZ -

AEEBR - RIUIEK

UM KRES— 5B

AB-206 i3 fERILFTH () L REREFH)I T LT
BRI hiHiL WO ARMER T, L¥ 412 5,8-dihy-
dro-5-methoxy-8-oxo0-2 H-1, 3-dioxolo [4, 5-g]quino-
line-7-carboxylic acid ¢, FiEHERKI X U RERN
B# & L AL h T\ 5 Nalidixic acid 0 E&{LE %
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Table 1 Biliary excretion of AB-206 after a single oral administration

Dose of oral administration
Hours 500 mg 1,000 mg
after oral
administration Case No. (Age, Sex) Meansj:D Case No. (Age, Sex) Means;tD
@%@hﬂ%%h&%&%w%(WMUmhmwh%%msfmsFWWM
1 — = = = = = = — — | 5.4 0.6 —| 33.7 5.275+£13.1
2 —| —1|36| 2.6 —| 1.4 10.2 2.5+ 3.7 — |40.4 0.8 8.3 73.4 84.734.6+37.6
3 —| —]1.9/10.2 —| 2.8 9.5/3.5+ 4.5 2.5/ 60.0, 0.5/ 20.6 120.5 43.741.3+45.2
4 — | 1.000.8]10.2 —| 53 5.6 3.3+ 3.9 3.2/48.7 1.2 20.9‘ 112.7 30.936.3+41. 4
5 1.3] 9.0 24| 58 9.7 41 3050+ 3.3 7.8 28.9 18.0 21.2| 105.5| 19.1/33.4+36.0
6 1.512.8/3.1| 4.6 7.9 33 1.014.0+258 10.2 8. 85 12.6 19.7 123.9| 14.431.6+45. 4
7 23! 6.5 21| 47 46.0 1.4 — |9.0+£16.5 10.8 3.8 7.1 12.2/123.9 10.228.0£47.1
8 5.9| 3.5 1.4 2.7/ 22.2 1.3l — |53+ 7.7, 15.5 2.3 4.0 11.5 114.1 4.825.4+43.8
9 7.0| 2.109| 1.1 7.4 2.3 — |30+ 3.0 9.8 1.0 2. 5‘ 10.0, 50.0; 3.112.7+18.7
10 5.1 1.110.8| 1.0| —| 41 —|1.7+ 2.0 86 1.3 1.8 4.8 19.1 1.8 6.2+ 6.9
11 26| —|38| —| —| 32 — |14+ 1.7 2.9 0.6 1.3 3.8 12 1519+ 12
12 25| —|1.2] —| —|11.4 — |22+ 4.2 1.4 —| 1.4 2.9 0.9 0.6 1.2+ 1.0
24 1.6| —| —| —| —| —| — 0.2+ 0.6 0.6 — 1.5‘ - — — 10.4420.6

—: <0.5ug/ml
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Fig.1 Biliary excretion of AB-206 after a single
oral administration (500mg)(N=7)

100

40 T

Biliary levels (ug/ml)

20+

0
0 2 4 6 8 10 12 24
Hours after oral adm®-istration

i)@%_’{iﬁ%bﬁ:o
1. # E

7 fEFC 15 AB-206 © 500 mg ¥s X ¢* 1,000 mg
PR D RRH K D REFAIZE (LI Table LitRm & ¥
hThHbo

AB-206 > 500 mg #5837 HICOEFREBE T
KON 7.0, 12.8, 3.8, 10.2, 71.9, 11.4, 10.2 ug/
ml Thoteo LLRASIETFEED Peak (XkD
¥D 9, 6, 6 3, 6 4, 2 BEETHD, Case3 &kX
0% Case 6 Tix%® Peak BEX I D ID 3.1 4g/ml
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Fig.2 Biliary excretion of AB-206 after a single
oral administration (1,000 mg)(N=6)
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21.2, 123.9, 84.7 ug/ml TH -1 T bRE—EH
¥\ Tl 500 mg #¥ 5. 8¥L 1,000 mg 5 FE DR
~OHHfE Pattern 1357 b BLIL TV 523, 500 mg £
LB X D3 1,000 mg # 50K AEH P BREIEEY
RL, 2 Peak ~DFERHEMN X HiEL, Dose res-
ponse AEE¥» bhiz, &k 500 mg #5874, 1,000
mg 5F 6 SIiC IS\ 5 R RHT R IRE O FHE TR
+&, Fig.l X0 Fig.2 & Hh T, %D Peak {#
(% 500 mg HLBETIL6 R B T 14.0+25.8 1g/ml,
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st FEFIC X b JBH A~ Pattern (322 b, Peak
~DEERE I X O E ORI FRECHTL Y DENHRD
h, EEREEILLIKRTH -1, ok 500 mg #H5

Table 2 Sensitivity of nalidixic acid to several genera isolated from buman bile

Samples (1971~1975)

Disease Sensitivity of nalidixic acid (disk method)
Organism No. of strains + H + -
1) Benign disease
E. coli 150 62.0% 23.3% 8.0% 6.7%
Klebsiella 113 52.2 17.7 9.7 20.4
Enterobacter 54 35.2 18.5 27.8 18.5
Pseudomonas 44 2.3 0 2.3 95. 4
2) Malignant disease
E. coli 22 63. 6 31.8 4.6 0
Klebsiella 25 44.0 32.0 12.0 12.0
Enterobacter 10 30.0 40.0 20.0 10.0
Pseudomonas 6 0 0 0 100
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%o LLT AB-206 DR KRBIC 31T 5 ETF DEREI% fHiE
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WAEE R Pattern iofE 4« ® Type BR Bhich, FObE
WL 2~9 Bfichic W BEETH D, 500mg HEHD
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BB EHEEEI NI, ThUT CRIFBIERE & OB
HBIMILIZE A LT EHEE S ey, S HIEFOK
NEERILERDDEELORD,

X ik
1) #24E B R EEREFLHTH L MRS AB-206
WRBEE R, LR 1977
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BILIARY EXCRETION OF AB-206 IN MAN

Terutsucu Nakama, TEeir Furusawa, Tetrsuo HisapoMme
and Fumio NakAvama
Department of Surgery I, Kyushu University, Faculty of Medicine, Fukuoka, Japan

The biliary excretion of AB-206 was studied in six patients with common bile duct drainage for
cholelithiasis and one with PTC-drainage for gallbladder carcinoma. AB-206 was administered orally
30 minutes after the breakfast. The concentration of the drug in bile was determined by the cup
method using E.coli Kp strain.

After a single oral administration of 500 mg of AB-206, average biliary levels (N=7) were 0, 2.5+
3.7, 3.5+4.5, 3.3+3.9, 5.0+3.3, 14.0+25.8, 9.0+16.5, 5.3+7.7, 3.0+3.0, 1.7+2.0, 1.4+£1.7, 2.2
+4.2, and 0.2+0.6 #g/ml, whereas with 1,000 mg (N=6), 7.5+13.1, 34.6+37.6, 41.3+45.2, 36.3+
41.4, 33.4+36.0, 31.6+45.4, 28.0+47.1, 25.4+43.8, 12.7+18.7, 6.2+6.9, 1.9+1.2, 1.2+1.0 and
0.4+0.6 ug/ml at 1, 2, 3, 4, 5, 6, 7, 8 9, 10, 11, 12 and 24 hours, respectively.

The highest peak was 71.9 #g/ml in the former and 123.9 #g/ml in the latter. A doseresponse
curve was found in all cases.

No definite correlation was found between the biliary excretion of the drug and the liver functions.
However, in a PTC-drainage case with jaundice (total bilirubin : 11 mg/dl) the biliary excretion was
slightly delayed.

Seven cases with surgical infection treated with AB-206 were presented.



