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5-methoxy-8-o0xo0-2 H-1, 3-dioxolo-[4, 5-g]quinoline-
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Fig.1 Chemical structures of AB-206, Nalidixic
acid, Piromidic acid and Pipemidic acid
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1. fERZEHA

EH L LTiE, AB-206 (fRIL¥ T EHRRALH),
Nalidixic acid (NA) %5 X Ot Pipemidic acid (PPA) ®
Wb HEOB S AT b DRV,

2. HEARIETA

BERED 7T ABEMER S LU 7 AREERCH
THRBRENAE S %, BikEc Tryptosoya broth
(TSB: =y A1), BZHHlEc Heart infusion agar
(HIA: =y 241) 2BAWT, BHR{EREFERNRE
BHIIE@E (MIC) JEEELTRDI, tl, VY
FERER, MARERN, 77 ) 7THEROVTUL 10%
Emym HIA %, SIEENOBEBEAE, ¥AREE
it Thioglycollate E5i1 I (= v A 4) %, WH, B
KEIX GC Kb (= » A M)AV

3. ERSERCT 5 RREM S

BERRH R & Sl X hte 7 ¥ ERE 55 Bk, KIBHE 55
B, FHAHE 42 Bk ZTHE 65 ¥, v T F7 54 Kk
X UMRIBE 55 BieoWwT, AALFEEEES MIC 3
EERBLT, BREHABETIR T

4. HEHCRETHERTFORE

RE N RIETEE o, EfERN, BEHEEOR
Mz o\~ T, Escherichia coli NIH JC-2, Klebsiella
pneumoniae, Serratia marcescens T-55, Pseudo-
monas aeruginosa E-2 »RBE & LT, Heart infus-
ion broth (HIB: = » 2 4) #AWKREFRE B7°C
18~20 BERHIBEE) W X W BRI E1TIs- T

5. HEEARR HMERCRETHE

TSB ChijE53# L 7= E. coli NIH JC-2, K. pneumoniae,
S. marcescens T-55, Ps.aeruginosa E-2 % HIB iz
BL, WEMPHE CRE SR TS, ZOEKY HIB
THERL, ¥ X% 107 cells/ml AR, FiEORE
e s X5 KRR ML, BRI AR L RE
Lo
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TSB THi¥E#E L o E. coli NIH JC-2, K. pneumoniae,
S. marcescens T-55, Ps.aeruginosa E-2 % Z kD
10 MIC nFHIw&H S HIA Ergbiky, 37°C
24 BERIEEBMCAE Ulea v = — KR HIE L,

7. =Y ARBRHRIHEC KT B EEDE

(a) KRBERIUECHHT 5 HREDE

FRIKBED E.coli No. 29 % Nutrient broth (NB:
=y AA) 1 37°C 14 BERIEEERE, FEBTHERL, 4
% Gastric mucin (Nutritional Biochemicals Corpora-
tion) LEREBEA L, T DEIKD 1,000LD; % 15
10 ITE0 ddY Rds=v R (17~18g) oM EREL,
Y2 % 18 0.5% CMC iR i X7 AB-206,
NA X0 PPA 05 Ui, ZOHK 7 HEEED
BEYTh\, EBRE LR, LITCHFIELD-WILCOXON
HZ X o T EDso fHE B LT,

(b) FRRERPEECT T 5 KRR

FEIR 78D K. pneumoniae % NB jz 37°C 18 B
BER LEAEKTHERLL, ZOEE O 100LD;,
Z1H 10 Bowy AOBBMEBL, RE2BEE
1, AB-206, NA ¥ X' PPA % 0#5 L1,

(¢) &7 F7RPFECHT 5 HBEHE

FRIRGBED S. marcescens T-55 % 2/3 ED TSB
12 37°C 18 BERIBERE, MBI 10% &b X5 HE
EEL, 1.5 BREIRE D HEL, R THERL, 6
% Gastric mucin (Orthana-Kemisk-Fabrik-A/S) &
ZEEAE Lo ZOBEWD 560 LD, # 1 10 ED~
ADMEBERNCEEL, BY2 B4 1E, AB-206,
NA & X0 PPA 20511,

(d) RBERYYECKTHBEDE

FEIR> 8D Ps.aeruginosa E-2 %2 5 F7 D4 L
FIRRCE B &, FRAE %, 6% Gastric mucin
(Orthana-Kemisk-Fabrik-A/S) L & EBRE Lo =D
B D 60LDs, % 1B 10D~ A EEHICEEL T,
R 2 BRI 1 [El, AB-206, NA 35 X0t PPA %%
[=E 200 Y
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1. HEARZ FT A

HERFO 77 AGHERS X CBREEFCN TR
BREANEDC OV THRN L Rix, Tablel, 2
RTERBD THB, AB-206 137 Vv EE &~ 7
7 ABHERCRE M RR LI, oEEICIENA S
5\ PPA [, MHETH %o ¥k, 77 ARNHE
BHERLTiE, NA X0 PPA X b i WVREZHER
Lo ZDHESN (MIC) 2T 5 & 7 FvHREOH
4, AB-206 Ti¥ 6.25~12.5 ug/ml, NA T3 >100
ug/ml, PPA Tt 12.5~50 ug/ml k\»5 REH 255

Table1 Antibacterial spectrum of AB-206,
Nalidixic acid and Pipemidic acid
—Gram-positive bacteria—
MIC (ug/ml)

Organism ABEOG NA | PPA
Staphylococcus aureus 209-PJC | 12.5 | >100, 25
Staphylococcus aureus Smith 6.25 100| 12.5
Staphylococcus aureus Neumann| 12.5 | >100 50
Staphylococcus aureus 12.5 | >100; 25

Terajima
Staphylococcus aureus E-46 12.5 | >100] 25
Staphylococcus aureus No. 80 6.25 >100, 50
Staphylococcus epidermidis 50 | >100 >100

Streptococcus pyogenes S-23*
Streptococcus pyogenes Cook*

>100] >100 100
>100| >100{ >100
>100| >100 >100
>100] >100, >100
>100; >100 >100

Streptococcus viridans*
Streptococcus faecalis*

Streptococcus pneumoniae
type I*

Streptococcus pneumoniae
type II*

>100; >100; >100

Streptococcus pneumoniae
type III*

Micrococcus luteus ATCC 9341

>100; >100; 100

>100; >100, >100

Bacillus subtilis ATCC 6633 1.56] 6.25 3.12
Bacillus anthracis 0.78 6.25 6.25
Corynebacterium diphtheriae* 12.5 | >100, 25
Clostridium tetani** 1.56/ 12.5 | 12.5

3.12) 25 25

Clostridium perfringens**

* HIA with 10% horse blood
** Thioglycollate medium

(Inoculum size :
108 cells/ml)

L, AEHERDTSHh T, Vv ERER, ARE
Bfizix, AB-206, NA, PPA 3%t i >100 ug/ml
CHENEREEhotco 75 2RBEORBEICH L
Ti¥, AB-206 Ty 0.39~0.78 ug/ml, NA Ti1. 3. 12~
6.25 ug/ml, PPA i3 1.56 ug/ml THbH, THER
BB 3t LT, AB-2063%h Fh 0.78~1.56 ug/ml,
3.12~25 ug/ml L\~ 5{EERR LI, ¥l =AY =7,
FArueyr—, ~7=ThEOBRNAEECD,
AB-206 |1 0.78~3.12 ug/ml k\~5 BZHARL 10
2. BRIKGBERRC T3 5 RZ M ik X ORRE HAEEY
FERE DB X h e 7" ¥ O BKE 55 Bk, KIBHE 55 #,
IR AREE 42 &k, BWE 65 & 7577 54 %, KRB
BE 55 BRic 3 A RRE S, RESME L UTNA, PPA
& OHEBIBRERET L IR Fig 2~37 Rt &k
THbo

(a) FFPUYREOHE

BEEEN 108 cells/ml o841, Fig.2, 3 it
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Table 2 Antibacterial spectrum of AB-206,
Nalidixic acid and Pipemidic acid
—Gram-negative bacteria—
MIC (ug/ml)

Organism ABéoe NA | PPA
Neisseria gonorrhoeae* 3.12 1.56 0.78
Neisseria meningitidis* 0.78 0.78 0.78
Escherichia coli NIH JC-2 0.39 6.25 1.56
Escherichia coli NIH 0.78 3.12  1.56
Escherichia coli No. 29 0.39 3.12| 1.56
Citrobacter freundii NIH 1.56/ 12.5 | 3.12
10018-68
Salmonella typhi T-287 0.78 3.12| 6.25
Salmonella typhi 0-901 0.78 3.12 1.56
Salmonella paratyphi A 0.78 3.12| 1.56
Salmonella paratyphi B 1.56/ 12.5 | 6.25
Salmonella enteritidis 0.78 12.5 | 3.12
Shigella dysenteriae EW-7 0.78 3.12f 3°12
Shigella flexneri 2a EW-10 0.78 3.12) 3.12
Shigella boydii EW-28 0.39 3.12| 1.56
Shigella sonnei EW-33 0.39 3.12| 3.12
Klebsiella pneumoniae NCTC 0.78 6.25 1.56
9632
Enterobacter cloacae NCTC 1.56, 12.5 | 1.56
9394

Enterobacter aerogenes NCTC 0.78 6.25 3.12
10006

Hafnia alvei NCTC 9540 3.12) 25 25
Serratia marcescens 1IFO 3736 1.56| 6.25 3.12
Yersinia enterocolitica 0.78 3.12| 1.56
Te 19(0: 5)
Proteus vulgaris 0X-19 1.56| 6.25 3.12
Proteus mirabilis 1287 1.56] 6.25 3.12
Proteus morganii Kono 0.78 6.25 3.12
Proteus rettgeri NIH 96 0.78 3.12| 1.56
Proteus inconstans NIH 118 0.78 6.25 3.12
Pseudomonas aeruginosa 3.12f 50 |12.5
NCTC 10490
Pseudomonas aeruginosa No. 12 25 | >100 12.5

* GC medium (Inoculum size : 108 cells/ml)

X 51, AB-206 ¥ 6.25~12.5 ug/ml v — 27 ¥HT
BOMRR LI B E LI NA TRIBEALTRTO
BEHY >100 ug/ml DftTHbH, PPA T 25~>100
ug/ml AL T D, AB-206 iz h b 2FEhd
T &R Tt 108 cells/ml o342, Fig.4, 5 it
Lisbh, AB-206 Ti, 6.25ug/ml, PPA T3 25 ug/
ml Ze— 7 %RLEN, NA TR A ETXTORK
A 2100 pg/ml TH o T,
FRVThOBEREOH AR SV T, Figh 7
Rt X5, AB-206 & NA %5\ % PPA ORI

Fig.2 Sensitivity distributions of clinical
isolates Staphylococcus aureus (55
strains) Inoculum size : 108 cells/ml
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Fig.3 Sensitivity distributions of clinical
isolates Staphylococcus aureus (55
strains) Inoculum size : 108 cells/ml
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Fig.4 Sensitivity distributions of clinical
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isolates Staphylococcus aureus (55
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BIBIRIEED bhish ot

(b) XKBEOBHE

108 cells/ml D413 Fig.8, 9 wiT X >51ic, AB-
206 TIXIZE A ETRTOHA 0.39~1.56 ug/ml 5
AL IeAs, 12.5 ug/ml ZRTHEd 1HRRDORI, ¥
FeNA K L TRIZ & A E DRk 3.12~12.5 #g/mliz,
PPA L Tix 1.56~6.25 ug/ml 244 L Chrtoe
108 cells/ml o343, Fig.10, 11 w3 X 5, &%
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Fig.5 Sensitivity distributions of clinical isolates
Staphylococcus aureus (55 strains) Inoculum
size : 108 cells/ml
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Fig.6 Cross resistance between AB-206 and
Nalidixic acid Staphylococcus aureus
(55 strains) Inoculum size : 108 cells/ml
MIC (ug/ml)
>100( 26 | 26 | 2
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Fig.7 Cross resistance between AB-206 and
Pipemidic acid Staphylococcus aureus
(55 strains) Inoculum size : 10° cells/ml
MIC (ug/ml)
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Fig.8 Sensitivity distributions of clinical isolates
Escherichia coli (55 strains) Inoculum size:
108 cells/ml

(%)
100r

80 \
60
40

201

0.39 0.78 1.56 3.12 6.25 12.5 25 50
MIC (ug/ml)

100 >100

Fig.9 Sensitivity distributions of clinical isolates
Escherichia coli (55 strains) Inoculum size:
108 cells/ml
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Fig.10 Sensitivity distributions of clinical

isolates  Escherichia coli (55 strains)
Inoculum size : 108 cells/ml
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Fig.11 Sensitivity distributions of clinical
isolates Escherichia coli (55 stra-
ins) Inoculum size : 10° celle/ml
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Fig.12 Cross resistance between AB-206
and Nalidixic acid Escherichia coli
(55 strains)
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Fig.13 Cross resistance between AB-206
and Pipemidic acid  Escherichia coli
(55 strains)
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Fig.14 Sensitivity distributions of clinical
isolates Klebsiella pneumoniae (42
strains)
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Fig.15 Sensitivity distributions of clinical
isolates Klebsiella pneumoniae (42

strains)
Inoculum size : 108 cells/ml
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Fig.16 Sensitivity distributions of clinical
isolates Klebsiella pneumoniae (42
strains)
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Fig.17 Sensitivtiy distributions of clinical
isolates  Klebsiella pneumoniae (42
strains)

Inoculum size : 108 cells/ml

(%)
100

80
601
401

20

Cumulative percentage
T

L L 1 L L 1
0.19 0.78 3.12 12.5 50 >100
MIC (g /ml)

Fig.18 Cross resistance between AB-206
and Nalidixic acid Klebsiella pneu-
moniae (42 strains)
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Fig.19 Cross resistance between AB-206
and Pipemidic acid  Klebsiella pneu-
moniae (42 strains)
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108 cells/ml D4, Fig.20, 21 TR+ & %b, AB-
206 Tix =<0.19~0.78 ug/ml, NA % 3.12~25 ug/
ml, PPA Ti% 1.56~6.25 ug/ml w3 AL, AHFIHE
BT SR Tt 108 cells/ml D3g41x, Fig.22, 231
T X5k, AB-206 Ti¥ 108 cells/ml DB AT HENT
REMCEBIZ LA LR DR h o1, ¥, Fig.
24, 25 2R3 X 51 AB-206 2 NA 535\ 3 PPA
DR AHBIBIRIEED b hied 5 1o

(e) 25F7DHEA

Fig.26, 27 w/x3 X 51z, 108 cells/ml o34, AB-
206 Tt 0.78~100 #g/ml, NA T3 3.12~>100 ug/
ml, PPA Ci1 1.56~>100 u#g/ml 5L 4L, 3#
Ehi 2100 ug/ml ZRTHNED B, 100 cells/
ml 41T Fig.28, 29 12/RrT X 512 3 #l & 3 108cells/
ml CHRTRERZHIZ2ERL o, ¥ Fig.30, 31
iR X5z, AB-206 & NA DRI AEEIBIfRA I3 D

Fig.20 Sensitivity distributions of clinical
isolates  Proteus group (65 strains)
Inoculum size : 108 cells/ml

(%)
100
80}
AB-206 PP&A
601 /
,I \\\ NA
40f ARVARRN
! \
20} / // \\ \‘
L 1 1 1 1 L L L L 1
=0.19 0.390.78 1.56 3.126.2512.5 25 50 100 >100
MIC (ug/ml)

Fig.21 Sensitivity distributions of clinical
isolates  Proteus group (65 strains)
Inoculum size : 108 cells/ml
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Fig.22 Sensitivity distributions of clinical
isolates Proteus group (65 strains)
Inoculum size : 108 cells/ml
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Fig.23 Sensitivity distributions of clinical
isolates  Proteus group (65 strains)
Inoculum size : 108 cells/ml
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Fig.24 Cross resistance between AB-206
and Nalidixic acid Proteus group
(65 strains)
Inoculum size : 108 cells/ml
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Fig.25 Cross resistance between AB-206
and Pipemidic acid Proteus group
(65 strains)
Inoculum size : 108 cells/ml
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Fig.26 Sensitivity distributions of clinical
isolates Serratia marcescens (54
strains)
Inoculum size : 108 cells/ml
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Fig.27 Sensitivity distributions of clinical
isolates  Serratia marcescens (54
strains)
Inoculum size : 108 cells/ml

(%)
100-
L -
S
£ sof
L3
o -
S
& e0f
LY
z T
s a0}
3
E ot
S 20t

1 e’ F I SR (NN BN DU B
0.19 0.78 3.12 12.5 50 >100
MIC (ug/ml)



34 CHEMOTHERAPY

SEPT. 1978 ¥

Fig.28 Sensitivity distributions of clinical
isolates Serratia marcescens (54
strains) Inoculum size : 10° cells/ml
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Fig.29 Sensitivity distributions of clinical
isolates Serratia marcescens (54
strains) Inoculum size : 108 cells/ml
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Fig.30 Cross resistance between AB-206
and Nalidixic acid Serratia marcescens
(54 strains)
Inoculum size : 108 cells/ml
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Fig.31 Cross resistance between AB-206
and Pipemidic acid Serratia marcescens &
(54 strains)
Inoculum size : 108 cells/ml

MIC (pug/ml)
>100 3
100 21,5
50 14,1
25

E12.5 11,3
a
6.25 4 312
3.12 23,3
1.56{ 2 |1
0.78

0.78 1.56 3.12 6.2512.5 25 50 100 >100
(ug/ml)
AB-206

Fig.32 Sensitivity distributions of clinical
isolates Pseudomonas aeruginosa
(55 strains)
Inoculum size : 108 cells/ml
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Fig.33 Sensitivity distributions of clinical
isolates Pseudomonas aeruginosa
(55 strains)
Inoculum size : 108 cells/ml
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Fig.34 Sensitivity distributions of clinical
isolates Pseudomonas aeruginosa
(55 strains)
Inoculum size : 108 cells/ml
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Fig.35 Sensitivity distributions of clinical
isolates Pseudomonas aeruginosa
(55 strains) :
Inoculum size : 108 cells/ml
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Fig.36 Cross resistance between AB-206

and Nalidixic acid Pseudomonas
aeruginosa (55 strains)
Inoculum size : 108 cells/ml
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6.2512.5 25 50 100 >100
MIC (g /ml)
AB-206

Fig.37 Cross resistance between AB-206

and Pipemidic acid Pseudomonas
aeruginosa (55 strains)
Inoculum size : 108 cells/ml
MIC (ug/ml)
>100 4
100 1 1
50 9 6 | 2
P
& 25 7| 20
12.5 1 4
6.25
6.2512.5 25 50 100 >100
MIC (ug/ml)
AB-206

DL IIBE e\ 23, AB-206 L PPA offici
E%'C'%oto

(f) REBEOBHE

Fig.32, 33 iRkt X 51z, 108cells/ml D4, AB-
206 Ti¥ 25~>100 #g/ml, PPA Tt 12.5~>100ug/
ml ZHML, NA Tix3T_T o >100 ug/ml ©
iR Utco 108 cells/ml o341z, Fig.34, 351mR
F L% b AB-206,PPA L It RRZHIT 2 R In %A%,
NA it >100 ug/ml OftETH o to WTh
DEEDELETI TS, PPA>AB-206>NA 0JEIC
F¢RTuie, ¥1o Fig.36, 37 1wiRT X 5ic AB-206
& PPA R HBIBIRHFED bRt

3. HEICRETHERTOME

E.coli NIH JC-2, K. pneumoniae, S.marcescens
T-55, Ps.aeruginosa E-2 %\ THE ki
1 pH, B, EEEBEOMECOWTRALE

Table 3 Influence of various factors on MIC
Escherichia coli NIH JC-2
MIC (ug/ml)

AB-206 | NA | PPA

6 0.19 6.25| 6.25
0.39 6.25/ 3.12
0.39 |12.5|1.56

pH

®© 3

50 0.78 |12.5]3.12
Horse serum (%) 10 0.39 3.12| 1.56
0 0.39 3.12| 1.56

2x108 — — —

2x107 | 3.12 25 | 1.56
Inoculum size

(cells/ml) 2x108 | 0.39 |12.5]1.56

2x10% | 0.39 6.25| 1.56

2x104 | 0.39 6.25 1.56
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Fig.38 Bactericidal effect of AB-206, Nalidixic acid and Pipemidic acid against
Escherichia coli NIH JC-2

Log of viable cells

No drug

A

2|-(AB-206)
l

1.56 ug/ml

No drug No drug
’——A
/0.39 ug/ml

0 2

1
4 6

Il 1
8 0 2

Incubation time (hr.)

Table 4 Influence of various factors on MIC
Klebsiella pneumoniae

MIC (zg/ml)

Table 6 Influence of various factors on MIC
Pseudomonas aeruginosa E-2
MIC (ug/ml)

AB-206| NA | PPA AB-206| NA | PPA
6 0.19 | 1.56 [12.5 6 12.5 [>100 25
pH 7 0.19 |3.12|3.12 pH 7 25 [>100 | 12.5
8 0.78 |6.25|1.56 8 50 [>100 | 12.5
50 0.78 [6.25(3.12 50 50 |>100 25
Horse serum (%) 10 0.39 |3.12 | 1.56 Horse serum (%) 10 25 |>100 | 12.5
0 0.39 |3.12 | 1.56 0 12.5 |>100 | 12.5
2x108 | 1.56 | 6.25 | 3.12 2x108 50 |>100 50
2x107 | 0.39 [3.12|3.12 2x107 50 |>100 25
Inoculum size Inoculum size
(cells/ml) 2x108 | 0.39 |3.12|1.56 (cells/ml) 2x108 25 [>100 25
2x10% | 0.39 |3.12|1.56 2x10% | 12.5 |>100 25
2x10* | 0.39 [3.12|1.56 2x10% | 12.5 |>100| 6.25

Table 5 Influence of various factors on MIC
Serratia marcescens T-55

MIC (zg/ml)

AB-206| NA | PPA

6 1.56 6.25/ 12.5
pH 7 3.12 | 12.5| 6.25
8 6.25 25| 6.25

50 3.12 25 | 12.5
Horse serum (%) 10 0.78 6.25 6.25
0 0.78 6.25 3.12

1x10%8 | 6.25 25 25

1x107 | 3.12 |12.5|12.5

Inoculum size

(cells/ml) 1x108 | 1.56 6.25 6.25
1x10% | 1.56 6.25 3.12
1x10¢| 0.39 1.56| 1.56

Ri% Table 3~6 wRTLish THBH, 55 pH O
HTIX AB-206 ®° NA W TFhoBEOBAS, Bk
THEIXPRH X AEACH - o LHL PPA 0
B, TAAVRTHEINRL oo BMFERMOSE
B3FLLIDEYREREELZI T o1, BEEE
TREENSR-TH3H LB B EALHELZT
Mot

4. HEFARR GEEBmRCRIETRE)

(a) E.coli NIH JC-2 jzo\T

KIBE OB RIETRECOWT, AEKIIE
DfER % Fig. 38 wind, B/NREMILEE (MIC) 3/
b AB-206 o 0.39 #g/ml, NA o 6.25 ug/ml, PPA
D 1.56 ug/ml Ll EDOBE X b BEEANED bR
2%, WFhoERDFE L, EFFER 4EEHUBRCE
%ﬁgﬁ.‘gﬂb Bhﬁ:o
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Fig.39 Bactericidal effect of AB-206, Nalidixic acid and Pipemidic acid against
Klebsiella pneumoniae

Log of viable cells

No drug
9..
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Fig.40 Bactericidal effect of AB-206, Nalidixic acid and Pipemidic acid against
Serratia marcescens T-55

Log of viable cells

9t - No drugl No drug

8f 2

T i 1.56 ug/ml [0 0.78 ug/ml

s 0.39 ug/m

61 \ \A————'A | '

T I 3.12

il * i 25 i

3r }* - 12.5 x
| (AB-206) | (NA) | (PPA)

2 L L 1 1 1 1 1 ! L i 1 1 1
0 2 4 6 8 0 2 4 6 8 0 2 6 8

Incubation time (hr.)

Fig.41 Bactericidal effect of AB-206, Nalidixic acid and Pipemidic acid against
Pseudomonas aeruginosa E-2

Log of viable cells

/
12.5 yg/ml

No drug |

No drug

P I
| (AB-206) (NA) | (PPA)
1 1 1 1 1 1 1 1 1 1
6 2 4 (I'S 80 2 4 6 80 2 6 8

Incubation time (hr.)
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(b) K.pneumoniae {Zo\~T

Fig.39 w3 X 51, MIC 3433 AB-206 o 0.39
upg/ml, NA @ 3.12 ug/ml, PPA o 3.12 p#g/ml Ll E
DRE XV REFERANTEDORIR, ZOROBED
SAWER 4 BRI B LB, —EOBRECS W THEEHNA
Hhhlc,

(c) S.marcescens T-55 {22\T

Fig. 40 wRT X 5w, MIC3isi>% AB-206 o 1. 56
ug/ml, NA @ 6.25 ug/ml, PPA © 3.12 pg/ml Bk
DREWC XV BEEHANED ORI, O 1/4EDOR
BECIBENRIER TH - foo ETKAWER 4R B M
%, »HBETIEHENRDLII,

(d) Ps.aeruginosa E-2 yZ2o\T

Fig.41 wRT X5k, MIC 3/cdhHb AB-206 o 50
ug/ml, PPA o 25 ug/ml Ll EOREW X b REFER
NADdOLN, Z01/4BORETIE, 2RKESLVWOH
MR D b, i NA T >200 zg/ml s
Dz, HIEMEERITRD LRI - o

5. HRAMEEHRHE

E.coli NIH JC-2, K.pneumoniae, S.marcescens
T-55, Ps.aeruginosa E-2 %\~ THRMMEEHBRE
Bl o TR LERE, Table?7 RTikh Th
Do EIREFIEEH 10 MIC D4, AB-206 1% E. coli
NIH JC-2 i3 <1.0x107% K.pneumoniae Ti¥ 5.0
x10-8, S. marcescens T-55 Ti¥ <1.6x107°, Ps.
aeruginosa E-2 Ti% <2.0x10™° oM BEETH D,
NA %5\ ik PPA @b~ THARHER IR Teh o Teo

6. v ARRIWBRIECHT B REAR

(a) XBERPECT 5RO

E.coli No.29 R¥uEexT5EE%HE 1%, Table8
CRTEED ThHbHo AB-206 DREHFIL NA BB\
12 PPA Xh 32 EBRERL, ThboD EDs fHIX
AB-206 %% 0.66 mg/mouse, NA % 1.16 mg/mouse,
PPA 5 1.17 mg/mouse TH o1, 7, () FIX95
% BERAMELZRL TS,

(b) MAERREIIE ST 5 RRFE

K. pneumoniae FRYEWC KT 5 R HE 1%, Table9

Table 7 Frequency of natural resistant
mutants to AB-206

Selected : | Ps. aer-|S. marc-
concen- N%_ﬁ‘gfz I”i‘oa';;': ungn_%sa escens

tration T-55

AB-206 | 1I0MIC |<1.0x | 5.0x [<2.0X |<1.6X
10-° 10-8 10-9) 10-°

NA 1I0MIC| 5.0x | 1.3x | (6.0 | 3.2X%
10-7 1078  107%) 10-8

PPA 10MIC| 2.0x | 2.5x | 2.0x | 1.6x

1078 10-8 10-9 10-°

Table 8 Protecting effect with AB-206, Nalidixic
acid and Pipemidic acid for experimental
E. coli No. 29 infection in mice

Challenge dose MIC EDjo*

cells/mouse| LDj, (#g/mD)) (mg/mouse)
0.66

AB-206 | 6.25 1(0.43~1.02)
1.16

CNA | L5X10° | 1,000 >100 g 79 7 gg)
1.17

PPA 12.5 0. 69~1.99)

* LITCHFIELD-WILCOXON method

Table 9 Protecting effect with AB-206, Nalidixic
acid and Pipemidic acid for experimental
K. pneumoniae infection in mice

Challenge dose MIC EDj *

NA 1.4x108 560 | 6.25

cells/mouse | LDyg, (#1g/ml)) (mg/mouse)
1.73

_AB-206 0.39 (1. 41~2.13)
3.82

_ NA | 3.0x100 | 100 | 3.12 |5 56 4 45)
1.84

PPA 1.56 (1.38~2.52)

* LITCHFIELD-WILCOXON method

Table 10 Protecting effect with AB-206,
Nalidixic acid and Pipemidic acid
for experimental S. marcescens T-55
infection in mice

Challenge dose MIC

Dru EDs*
g cells/mouse| LDj, (ug/ml)| (mg/mouse)
AB-206 1.56 0,353

(0. 205~0. 607)

0.785
(0. 473~1. 303)

PPA 3.12

* LITCHFIELD-WILCOXON method

0.732
(0. 488~1.098)

CRTLED ThHDHo AB-206 DILHELFIZ NA X v 2
fel BBV, PPA LRBIEA%ETHY, ThbHO
EDy, fEiiZ AB-206 % 1.73 mg/mouse, NA 33 3.82mg/
mouse, PPA 1 1.84 mg/mouse THh - iz,

(¢) &7F7RPFECNTHHERBDE

S. marcescens T-55 RRYEC T HHEEHEIL Ta-
ble 10 i/ $T LD Thb, AB-206 DHLEFELFEIZ NA
HBHE PPA mhbRT 2L ER &, ZThb D EDy
iz AB-206 »: 0.353 mg/mouse, NA 73 0.785mg/
mouse, PPA %1 0.732 mg/mouse TH - o

(d) RBERPFECHT5EEHR

Ps. aeruginosa E-2 BEE 73 5 A %R 1% Table
11 wiRTE8h THBHo AB-206 DEEIHRIL NA X
D545 PPA Xbh#2fEBERL, Fhbo EDy fE
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Table 11 Protecting effect with AB-206, Nalidixic
acid and Pipemidic acid for experimental
Ps. aeruginosa E-2 infection in mice

Drug Challenge dose MIC EDgo*
cells/mouse| LDy, (#4g/ml)| (mg/mouse)
2.03
_AB-206 | 50 4. 47~2.80)
10.2
_NA | 7.5x100 |60 | >200 | g .77 9
3.80
PPA 25 |(2.88~5.02)

* LITCHFIELD-WILCOXON method

1% AB-206 5} 2.03 mg/mouse, NA 53 10. 2 mg/mouse,
PPA »% 3.80 mg/mouse TH » Fo * 7= AB-206 |1
PPA 12}hR% & invitro I TIX 25455 DR L
T, in vivo DERFHRTIIHN 2/ TSR TVBENWD
BREIB LI,
1. BEFESIVER

BERCETERREE TER I NICH L L REH
AB-206 1ZB83 % MIEFEAEFE 2 BEAML 2 R E#R Na-
lidixic acid (NA) ¥ X O° Pipemidic acid (PPA) %}
BEH L L TRE%ZTR- 700 £DER, FFIXSFY
HELE—Mo X7 sBHEC L TRZER2RLE
2, 0o 7 ABEEIIL NA 2 PPA LRRESL
Thoto 77 2EHECH L TULXRCHEIZEL,
NA BBWIEPPA L h F<ChTini, LaLiehisd
FIBECR L TiE, PPA Xo&oThic, BEKSHS
FYERE, KBKR, MARE YR 757, B
BT 5ROV TREN LICEE, SREY
BEBTOWTE, NA 50X PPA XhFEhT
Wieht, BIBETIL PPA X9 2EBRES - Thl, ¥
7oA # & NA ORI EBABRERDIT S s Topd, &
#1& PPA ORIz ic HEBEAED bt #
BHeRETHERTFOME T, KBHE, MAEH
557, BBEOVThORBELYAVWEHE L, X’y
KEREEIRDORILI T
HMEERARATIZ3H L b BR/REEHIERE MIC)
DECHREERANZED O, EHIER 4BRUE T
HOoEHELAD bhl, BRMUEHEEE T2, X
BE, WARE ¥5577, REEOVWThoEELE
WicBA DHBHEEIX NA 552 PPA X ) {Ehs
1o~ v ARBRIRBRYUEC K T 5 R R FE T, KIBE
AuvicBs, FHIX NA 550k PPA oy 2453 ¢h
TWico MAEEOBHE, NA X 2L ETSh T
7223, PPA LIRS Thoto €5 F7DHA, NAP
Bk PPA of 2 5T < hTuhic, RIBEOBE, NA
X b 583 <h, PPAHR in vitro HiE NS B
Pdb b in vivo IEH T 25 TShTnis,

ZDFEDNTIE, FFOBINBEME & BEIEREL T
WHLDEEZTWSY,
IVv. ¥ & ®»

FL ARSI hicb¥Fk# AB-206 i© o\ T, Na-
lidixic acid (NA), Pipemidic acid (PPA) % M3k
ELUTHIBERRRHE 2T 0 - 1ok R, o¥ 0 X 5 7apif
LR,

1. FFWLY 7 sEHERCHECHENE2RL, £0
HEIENA BB WL PPA X0 3 ¢hTuvnt, ¥4
FFUVRERCORER LR LY, o rS MBS
B LT, NA £ X0 PPA AEHETH - 70

2. BRSEESYURE KBHE HAEE U,
I F TR THBEMIE NA BB\ PPA X b 33
$h, RIBE LTI, PPA X b4o Tk, %
NA L O HBIRRIZED bhin b » foht, PPA &
DI, b ThrrBEnbhics,

3. HENCRETHETOMECOWTUL, ik
KE I BEZITIh 5 T

4. KIGH, MAEHE, 757, fESHCHTIH
BIERAEA T, ROAREHIEEE MIC) Ll ECRE
fEAMRED bR,

5. HAMMEHBEEE X, NA 5% PPA X
b b HBHEEIED - o

6. <V ARRNRIGECK T 5 BEHR TR, KB
B, MXER, €577, SEEYHAVES, NA B
50X PPA X h 34TSR TED, ¥2 U Lok
%’27_1"\‘1/7‘:0

X [

1) AMEEEK 5 24 BHRCEREFATRARILH
Be FES vRov A AB-206, LR, 1977

2) PER=, hRETF, IFET, KATT: FHilt
2EHEH Nalidixic acid B3 2 & 8 0 HF5E,
Chemotherapy 13 : 139~145, 1965

3) AWIEX, HiEBE=: H4HE Rifampicin L&
RAbFEHEH Nalidixic acid & Ot AR B
T A MBEFEN TS, Jap. J. Antibiotics 27 : 643~
652, 1974

4) SHIMIZU, M. ; Y. TAKASE, S.NAKAMURA, H.
KATAE, A. MINAMI, K. NAKATA & N. KUROBE:
Pipemidic acid : Its activities against various
experimental infections. Antimicr. Agents &
Chemoth. 9 : 569~574, 1976

5) FIBRZE, BEFRE BEMEX, AUEX: &R
{L5%35 %) Pipemidic acid wBS3 5 MBS FA9HF
%2, Chemotherapy 23 : 2647~2658, 1975

6) RIEFH, ATFRE WHEE=: LEREHO
BEEw BT 5 RBAEN, (8)RBECNT S
AB-206 0 %8, Chemotherapy, 26 (Suppl. 4):
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BACTERIOLOGICAL EVALUATION OF AB-206, A NEW
CHEMOTHERAPEUTIC AGENT

TaxkesHr NisuiNo, Yosuikt Osana, Micut Wapa
and the late SHozo Nakazawa
Department of Microbiology, Kyoto College of Pharmacy

The in vitro and in vivo antibacterial activity of AB-206 was compared with those of nalidixic acid
(NA) and pipemidic acid (PPA). The following results were obtained.

1) The antibacterial activity of AB-206 against Gram-negative bacteria was superior to those of NA
and PPA.

2) The in vitro antibacterial activity of AB-206 against clinical isolates of Staphylococcus aureus,
Escherichia coli, Proteus species, Klebsiella pneumoniae and Serratia marcescens was superior to those
of NA and PPA, but was inferior to PPA for Pseudomonas aeruginosa.

3) Influence of medium pH, the addition of horse serum and inoculum size on in vitro antibacterial
activity of AB-206 showed the same tendency to NA and PPA.

4) Bactericidal action of AB-206 against Escherichia coli, Klebsiella pneumoniae, Serratia marcescens
and Pseudomonas aeruginosa was similar to those of NA and PPA.

5) Frequency of natural resistant mutants to AB-206 was lower than NA and PPA.

6) On the protecting effect for systemic infections in mice, the effect of AB-206 was superior to
NA and PPA for Escherichia coli, Klebsiella pneumoniae, Serratia marcescens and Pseudomonas

aeruginosa.



