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Chemical name : 5, 8-dihydro-5-methoxy-8-oxo-2 H-1, 3~
dioxolo-[4, 5-g]lquinoline-7-carboxylic
acid

Molecular formula : C;,HyNO;

Molecular weight : 263.21
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Table 2 Clinical results classified by organism

Clinical efficacy
. No. of ‘
Organism cases Excellent or Poor
good
E. coli 6 5 1
S Acinetobacter anitratum 1 1
imple L.
infection Proteus mirabilis 1 1
Serratia marcescens 3 2 1
Citrobacter freundii 2
(Enterococcus 1 1
Mixed F. meningosepticum
infection (Pseudomonas 1 1
F. meningosepticum

Table 3 Susceptibility of clinical isolated strains to AB-206

1.56 3.12( 6.25) 12.5/ 25 | 50 | 100 [>100 | 200 |>200

MIC (ug/ml)
Organism <0.1]0.20.39 0.78
Inoculum size 10%/ml
4

E. coli 4
Proteus mirabilis
Enterococcus

F. meningosepticum
Citrobacter freundii
Candida

Serratia marcescens
Enterobacter cloacae
Acinetobacter anitratum
Pseudomonas

MIC (ug/ml)
Mgo.l 0.2 | 0.39 0.78
Inoculum size 10%/ml

1.56] 3.12| 6.25/ 12.5| 25 | 50 | 100 {>100 | 200 |>200

E. coli 2
Proteus mirabilis 1
Enterococcus

F. meningosepticum
Citrobacter freundii
Candida

Serratia marcescens
Enterobacter cloacae
Acinetobacter anitratum
Pseudomonas

BrAELTVEMEOBACIIATITERSEATHS

LEbLIhBH, bW b SR MM O REREYEC S
LTRHRRFTELRVWEEL DR,
V. EHERNCEDAXDRE

Table 2 iRT &b, BMBRHoOHE, E.coi T

BT A3 A, AR, JEHLATHol Ac-

inetobacter anitratum Ti3ZE% 14, Proteus mira-

bilis ‘T2 %y 15, Serratia marcescens TXHR) 2
B, 4&% 1%, Citrobacter freundii 2 Hlix & TI®ED
ThH-Mo

—%, BABYTx, Enterococcus, F.meningo-
septicum = X 5 D18, I X U Pseudomonas,
F. meningosepticum X 53D 14, WThbEHT
Doilo
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Table 4 Susceptibility of clinical isolated strains to NA

<0.1]0.2|0.39 0.78

MIC (ug/ml)
Organism

Inoculum size 10°/m1\

1.56| 3.12| 6.25| 12.5| 25 | 50| 100({>100 | 200 {>200

E. coli

Proteus mirabilis
Enterococcus

F. meningosepticum
Citrobacter freundii
Candida

Serratia marcescens
Enterobacter cloacae
Acinetobacter anitratum
Pseudomonas

-
H OOl M R W

MIC (ug/ml)
mgm 0.2 | 0.9 0.78
Inoculum size 108/ml

1.56/ 3.12| 6.25/ 12.5 25 | 50| 100|>100 | 200 [>200

E. coli

Proteus mirabilis
Enterococcus

F. meningosepticum
Citrobacter freundii
Candida

Serratia marcescens
Enterobacter cloacae
Acinetobacter anitratum
Pseudomonas

-
[ RS R S SO

VI. i ®& /]

SIS FIEGIIS X OB ERID 55 S hic26kk
oWnWT, FhFh AB-206, NA (Nalidixic acid),
ABPC (Aminobenzyl penicillin) o MIC % HlE L
BB LI, £OREEIL, Table3, 4, 5 WiRTEFDH
T, 26 (kO ERIL, E.coli 8%k, Proteus mirabilis
1%k, Enterococcus 3 #k, F.meningosepticum 3 ¥,
Citrobacter freundii 2%k, Candida 1%, Serratia
marcescens 5k, Enterobacter cloacae 1%k, Acin-
etobacter anitratum 1%, Pseudomonas 1#Th -
o

E.coli @ 8Reo\WTHh% L, EEHEE10%/ml T
1% AB-206 » MIC 43#ii% 0.2, 0.39 pug/ml iz zhth
4%, NA Tt 1.56 ug/ml iz 18k, 3.12 ug/ml &5
¥, 6.25 ug/ml & 28k, ABPC T¢I, 3.12 ug/ml &
3k, 6.25 ug/ml W 1k, >200 ug/ml C 4BETH -
oo Thbd E. coli & ou~Tid AB-206 23 NA, ABPC
IV s EER TV, ¥EERE 108/ml iy
THRIFAETH - 7o

Serratia marcescens O 5 BRIZDOWTHhD &, HEE

£ 10%/ml T3 AB-206 » MIC 47513 12.5 ug/ml 2
¥k, 25 ug/ml 3#, NA Tix >200 ug/ml 5%, AB-
PC T3 >200 pg/ml 5#TH oo T Serratia
marcescens "o\ T3 AB-206 |3 NA, ABPC ot~
A ENR T, Fhe, EEEE 105/ml T i3iF
FRRTH - Tco

Enterococcus D 3 BRI ONWTH B L, BHEEE 10¢/
ml Tix ABPC ofiENNb L bBHh TH b, =<
0.1 ug/ml 1%k, 0.78 ug/ml 2K TH -1, HEEER
108/ml CTHIHIEAKETH - 1o

I EDZ L, Enterococcus o\ Tk ABPC ¥
BT ERTWIH, OBEEC DWW TIXL T AB-
206 13 NA, ABPC X h Bh IR RL T,

AB-206 pH B Hicst35 NA, ABPC,CEX,GM : o
E8B8% E. coli wo\~T Fig.2~5 1T, Enterococcus V.
D\t Fig.6~9 WiRL 0 Thbb, E.coli iz
WTIREEREE 109/ml 35 X0 105/ml oW Fhizksu
T, AB-206 2o 4 F X h I TWico LML,
Enterococcus v=o\ Tt AB-206 3% ABPC, CEX, GM
D3FED b4 - T ¥, AB-206 OHEHC
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Table 5 Susceptibility of clinical isolated strains to ABPC
MIC (ug/ml)
m <0.1]0.2|0.39 0.78 1.56 3.12 6.25 12.5 25 50| 100|>100 | 200 [>200
Inoculum size 10%/ml

E. coli 3 1 4

Proteus mirabilis 1

Enterococcus 1 2

F. meningosepticum 3

Citrobacter freundii 2

Candida 1

Serratia marcescens 5

Enterobacter cloacae 1

Acinetobacter anitratum ! 1

Pseudomonas 1

MIC (ug/ml)
m <0.1/0.20.390.78 1.56 3.12 6.25 12.5 25| 50 100(>100 | 200 |>200
Inoculum size 105/m1\

E. coli ‘ 3 4

Proteus mirabilis

Enterococcus 1 2

F. meningosepticum 3

Citrobacter freundii 2

Candida 1

Serratia marcescens 5

Enterobacter cloacae 1

Acinetobacter anitratum 1

Pseudomonas 1

Table 6 Hematological findings before and after AB-206 administration
RBC (x10%) WBC Hb (g/dl) Ht (%)

Case Before After Before After Before After Before After
No. 7 T.K. 425 410 22,000 21, 000 12.2 11.9 36.0 34.9
No. 9 K.N. 393 358 7,800 5, 400 12.6 11.2 37.2 32.9
No.10 S.K. 446 486 10, 000 12, 000 12.0 13.0 34.7 38.6
No.21 H. S. 359" 266 3,900 2,800 12.2 8.8 34.6 25.6
No.12 S.M. 467 480 8,700 24,000 12.6 13.8 36.5 39.1
No.14 K. T. 364 359 12,000 9, 300 11.8 11.6 33.9 34.1

Table 7 Laboratory findings before and after AB-206 administration
\ BUN (mg/dl) S“(:;";/tji‘)i“e GOT GPT AL-P

Case \ Before | After Before | After Before | After Before | After Before | After
No. 7T.K.| 14.1 9.0 0.7 0.6 14 15 5 11 14.3 12.0
No. 9 K. N. 9.9 13.3 0.9 0.7 17 14 6 5 11.8 —
No.10 S. K. 8.8 9.9 — — 34 15 14 4 5.5 6.0
No. 21 H. S. —_ — — — 24 22 22 5 7.8 10.1
No.12 S. M. —_ 14.5 1.0 0.6 26 30 8 10 18.2 10.0
No.14 K. T. 25 12.2 0.8 0.9 15 28 4 7 4.6 4.4
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Fig.2 Sensitivity correlogram of E.coli (8 strains)

(Inoculum size : 10° cells/ml) (Inoculum size : 10® cells/ml)

MIC (ug/ml) MIC (pg/ml)
>200 >200
100 |- 100 -
o 251 2 251+
N Q
o 6.25F m 6.25F
< <
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0.39 L
) g 2 0.39 24
<0.1f <0.1F 2
! Il L 1 1 L J 1 1 1 1 | 1 1
<0.1 0.391.56 6.25 25 100 >200 <0.1 0.39 1.56 6.25 25 100 >200
MIC{yug/ml) MIC (g /ml)
NA NA

Fig.3 Sensitivity correlogram of E.coli (8 strains)

(Inoculum size : 10° cells/ml) (Inoculum size : 10° cells/ml)

MIC (ug/ml) MIC (ug/ml)
>200,- >200
100} 100+
25} 25}
8 8
6.251 > 6.25
m . . ™
< 2
1.56F ‘ 1.56}
0.39fF 4 0.30f 11 4
31 2
<0.1f <0.1}
1 L 1 L 1 L 1 1 1 1 1 I 1 L
<0.1 0.391.56 6.25 25 100 200 <0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml) MIC(ug/ml)
ABPC ABPC

Fig.4 Sensitivity correlogram of E.coli (8 strains)

(Inoculum size : 10° cells/ml) (Inoculum size : 10° cells/ml)

MIC (g /m1) MIC (g /m1)
>200 >200
100} 100
251 - 25k
§'(‘3 25 8‘ 6.25
1 I~ m -
2 <
1.56 1.56
0.391 31 0.39F 3 3
21 1 1 1
<0.1f <0.1F

1 1 1 1 1 1 J
<0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml)

1 L 1 1 1 1 |
<0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml)
CEX , CEX
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Fig.5 Sensitivity correlogram of E.col¢ (8 strains)

(Inoculum size : 10° cells/ml)

MIC (ug/ml)

>200

100

<0.1F

Lo

1 1 1 1 1 1 1
<0.1 0.39 1.56 6.25 25 100 >200

MIC (ug/ml)
GM

Fig.6 Sensitivity correlogram of Enterococcus (3 strains)

(Inoculum size : 10° cells/ml)

MIC (pg/ml)

>200

100

25

AB-206
(=21
&

<0.1

(

1 1 1 1 1 1 J
<0.1 0.39 1.56 6.25 25 100 >200

MIC (ug/ml)
NA

Fig.7 Sensitivity correlogram of Enterococcus (3 strains)

(Inoculum size : 10° cells/ml)

MIC (ug/ml)

>200

100

25

AB-206
=23
3]

<0.1

1 1

1 L Il 1 Il 1
<0.1 0.391.56 6.25 25 100 >200

MIC (pg/ml)
ABPC

>200

100

0.39

<0.1

(Inoculum size : 108 cells/ml)

MIC (ug/ml)

GM

A1 L 1 1 L 1 l
<0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml)
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MIC (ug/ml)

>200

100

25

AB-206
(=23
&

<0.1

MIC (ug/ml)

r

>200

100

<0.1

-

NA

Il 1 1 Il 1 | J
<0.1 0.39 1.56 6.25 25 100 >200

MIC (g /m1)

(Inoculum size : 108 cells/ml)

1

ABPC

1 1 1 1 1 1 —
<0.1 0.39 1.56 6.25 25 100 >200

MIC (ug/ml)
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Fig.8 Sensitivity correlogram of Enterococcus (3 strains)

(Inoculum size : 10° cells/ml) “(Inoculum size : 10° cells/ml)

MIC (ug/ml) MIC (xg/ml)
>200( 1 1/ >200~ 1 2
100 1 100
251 25}
g g
N Q
m 6.25F o 6.251
< <
1.56 1.561
0.39F 0.391
<0.1F <0.1F
1 1 1 1 B I S 1 1 1 | 1 1 |
<0.1 0.391.56 6.25 25 100 >200 <0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml) MIC (ug/ml)
CEX CEX

Fig.9 Sensitivity correlogram of Enterococcus (3 strains)

(Inoculum size : 10° cells/ml) (Inoculum size : 10° cells/ml)
MIC (ug/ml) MIC (pg/ml)
> . >2001 1 2
100} 1 100
251 L
§ 5 § 25
m 6.25f q 6.25F
m
< <
1.56 1.56
0.39f 0.39F
<0.1p <0.1F
L 1 1 1 L 1 1 [l 1 1 Il 1 1
<0.1 0.391.56 6.25 25 100 >200 <0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml) MIC (xg/ml)
GM GM
Fig.10 Sensitivity correlogram of E. coli Fig.11 Sensitivity correlogram of Serratia marcescens
(Inoculum size : 10° cells/ml) (Inoculum size : 10° cells/ml)
MIC (ug/ml) MIC (ug/ml)
>200- >200F
100 (- 100 |-
25 © 25 21
2 N 1 1
N
o 6.25 ﬁ 6.251
<
1.56 1.56
0.39F 4 0.39f
4
<0.1F <0.1f
1 1 1 Il 1 Il 1 1 1 1 1 [l |
<0.1 0.39 1.56 6.25 25 100 >200 <0.1 0.391.56 6.25 25 100 >200
MIC (ug/ml) MIC (g /ml)

GM GM
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Fig.12 Sensitivity correlogram of Citrobacter
Sreundii

(Inoculum size : 10° cells/ml)
MIC (ug/ml)
>2001

100}
251 1

6.25[

AB-206

1.56 1
0.391

<0.1p

1 I}
<0.1 0.391.56 6.25 25 100 >200
MIC (ug/ml)

GM

Fig.14 Sensitivity correlogram of Pseudomonas

(Inoculum size : 10° cells/ml)
MIC (ug/ml)
>200

100

<o.1t

| 1 1 1 1 1 1
<0.1 0.391.56 6.25 25 100 >200
MIC (ug/ml)

GM

Fig.16 Sensitivity correlogram of Enterococcus

(Inoculum size : 10° cells/ml)
MIC (ug/ml)
>2000 1 1

1001 1

<0.1fF

1 1 1 L 1 1 J
<0.1 0.39 1.56 6.25 25 100 >200
MIC (ug/ml)

GM

Fig.13 Sensitivity correlogram of Enterobacter
cloacae

(Inoculum size : 10° cells/ml)
MIC (ug/ml)
>200p

100}

251 1

<0.1

1 1 1 1 1 1 1
<0.1 0.39 1.56 6.25 25 100 >200
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AB-206 (5, 8-dihydro-5-methoxy-8-oxo0~2 H-1, 3-dioxolo-[4, 5-g] quinoline-7-carboxylic acid) was
administered orally to a total of 22 cases of various urinary tract infections in dosages of 500 to 1,500
mg/day for a period of 3 to 10 days. The following results were obtained.

1) Among 6 cases of acute simple cystitis, the therapeutic results were rated as excellent in 3
cases, and as good in 3 cases, with an efficacy rate of 100%. Regarding 9 cases of chronic urinary
tract infections, the results were rated as excellent in 1 case, as good 2 cases and poor in 6 cases.
Thus, the efficacy rate in these cases became 33.3%. Six cases which failed to respond to AB-206
were all diagnosed as having chronic urinary tract infections. In all, the results of treatment were

rated as excellent in 4 cases, as good in 5 cases and as poor in 6 cases. The efficacy rate was
60.0%.
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2) An inspection of the results as classified by the causative organisms revealed that AB-206 is
highly active against E.coli and that it is also active against Serratia marcescens, Acinetobacter
anitratum and Proteus mirabilis.

3) MIC of AB-206 for 26 strains of organisms isolated from 16 out of 22 cases was determined
and compared to that of NA and ABPC. It was shown that AB-206 was much more active than NA
and ABPC against Serratia marcescens and that in general it was equally or slightly more active
against other species of organisms. However, against Enterococcus ABPC was superior to AB-206 and
NA.

4) The adverse reactions observed were nausea, dizziness and nausea associated with dizziness in
one case each, all of which were mild and transient in nature. With respect to peripheral blood
and liver and renal functions, no abnormal findings which could be related to treatment with AB-206
were observed.



