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pyogenes, Str. faecalis DOE#E Tix3XT 100 ug/ml
%482 T\ feo Klebsiella spp. 30 #Ti¥, 1. 56~50 ug/
ml AL AL, D 90% » 6.25 ug/ml LLF o
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CAHTBEHN, D5 94% #30.78 ug/ml LIFTH
~ 120 Serratia 15 gkTi3 0.39 H> 5 100 ug/ml ##Bx
TESTRAVCEEOS LRI, D5 60% 7
0.78 pug/ml LI FTHh oo Proteus Indole(+) 9 #k,
Indole (—) 14 ¥k #y 80% % % #= 0.78 ug/ml LATFT

B o120 Pseudomonas aeruginosa 15 gk T3 12.5 ug/
ml LLETHD, 20> 25~50 ug/ml i© 80% 5
Filto HESMED 5D, Bacteroides 5¥:Tix, 100
pg/ml P ETH 70

N SEEE B DR # % Nalidixic acid 2o\
THHRTHEL o FORRERZIURESMHTARS
L, Figleabhs ko, TXNToOEKT, Nalidixic
acid X b 3 AB-206 OH R\ WFHOEM ZERD I
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LLTHIEL foo EEREMBOFRITMERTCT X » 1o
BB, ER 22 B (FE Slkg) & 197 (45kg)
D EER A volunteer 2 £, 7o b UCIFEERA (395
56kg) T, FOFEUDRKLER(H)RTH S BFER
A 2 flic AB-206 72§ 500mg % 1[EZERNHFE LI
WO mEFRE (CEE)IE, Fig2 kil or, B
iz peak level %#7RL, 1,2RfHfEIZBDED 5.3, 5.4
pg/ml ThHrH, £LT, 4FFREMEIR 1.4 ug/ml L 25E
ETR2EL, 6HHEIX 0.7 ug/ml TH%,

—7, HEEHECZERS 500mg » 1 EENRSL

Table 1 Sensitivity distribution of clinical isolates to AB-2C6

No. MIC (ug/ml)
Test strain of
strains| <0.2|0.39[0.78 | 1.563.13 | 6.25 | 12.5 | 25 ‘ 50 ’ 100 ’ >100

Sta. aureus 35 2 20 12 1
Sta. epidermidis 4 3 1
Str. pyogenes 3 3
Str. faecalis 2 2
Klebsiella spp. 30 16 7 4 2 1
E. coli 50 19 28 1 1 1
Serratia 15 1 8 1 1 1 1 2
Proteus Indole(+) 9 2 2 1 1
Proteus Indole(—) 14 1 6 | 4 1 1 1
Enterobacter 4 3 1
Ps. aeruginosa 15 1 8 4 1 1
Bacteroides 5 1 4
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Fig.1 Cumulative sensitivity distribution of clinical isolates to AB-206
and nalidixic acid (NA)
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Table 2 Results of AB-206 administered to 5 patients with asymptomatic bacteriuria
Isolated
Age Body- ’ . organism Dose of AB-206 Side
No. (yr_)Sex “Eilgg)ht Diagnosis Organ-| MIO_[Daily doseDt‘.g:' Effect effect Note
ism |(e2/mD) (mg/day) | (day)
1) A.S.B.* Entero-
1182 F 51 2) Cervical erosion | bacter 0.39 250x3 5 + -
1) A.S.B.
2(26|F 47 2) Pregnancy E.coli | 0.78 2503 5 + -
(3 rd month)
1) A.S.B. .
3|51|F 44 2) Colpocervicitis E.coli | 0.78 250x 4 5 + -
1) A.S.B. Sta.
4130 F 56 2) Primary sterility | aureus 12.5 250x4 5 + -
1) A- So B- C d'd
5(28| F| 49 | 2) Toxemia of preg- | E.coli | 0.39 | 250x4 | 5 + — | Lanaaa
nancy (6th month) appearance

* A.S.B.: Asymptomatic bacteriuria

[6250 ¥ 4-i% 500mg, 1H 3~4[@, 5~14 AFEELO#R
EL, UToxmR%EBko.

e, BROMER, BEREMERCOVTL, K
A 3~5 BRIMACEELL O, SRR
PERIEOWTiE, RFMES X CRRM 5~7 BREILIA
sk, EFALI b0, ¥oBi R RIE & SN
REEBHEC DWW TR X OIBR2 8 ~108 LA
%k, E¥Lizbo), BOROERH(+)ELT

a) EERMMBERC BT R

EIEEGRMMAERY 2L TR 3 F, @ 2fe, &
#| 250mg X 3~4 [E/HT5 BHHEAR ¥

Rep gz, 108/ml Ll ko E.coli 34|, Entero-
bacter, Sta.aureus & 1BTHY, LHACHERD
‘?ﬁ;g&% Lo

FREFIOER L Table 2 ICEH L 1o

Enterobacter (MIC : 0.39 ug/ml) #BH L FEE
BWOLASHATIE FigdwRnTX o, #52 B
HER, BBR BROVWTHhINFEL

b) SMEMERENITST B HR

AOHERY & bl SRR (46D, sr eV
BE(26), EMAHE(2H), BRAESLE(26)
B o ot B B D E 10 BTkt L, A% 250
mgX3~4 [El/H, 5~7 BHE8Hc, %7 500mgX 4
[/8, 5~7 B2 AEEL T

Feh g, E.coli (MIC : 0.39~6.25 ug/ml) 8
¥, Sta. aureus (MIC : 6.25 ug/ml), Proteus spp.
Indole(+) (MIC:3.13 ug/ml) £ 1ETH%B. Zhb
1060, FHHk CERREO 1 A%ERE, 9FACHERK
BREYBIo ZDKRY Table 3IEHL 7o

£ 10 © 24 & ¢ E. coli (MIC : 6.25 ug/ml) o #H

Fig.4 Case No.1 (32yr., Female, 51 kg)
Asymptomatic bacteriuria

28/ 1----16/H1 18 22

[AB-206 750 mg/day

Date 26

Medication

Urinary symptom -
Turbidity in urine +
Pyuria +
Bacteriurig 1 mi)[51X 10° 35%10° 0 0 0

Organism & MIC
(ug/ml

H H |

) Enterobacter : 0.4

Fig.5 Case No.10 (24yr., Female, 44kg)
Acute simple cystitis

Date 16/11 18 22

{AB-206 1,000mg/day

28

Medication

Miction pain +H+ - = — = _

Pollakiuria + +

Turbidity in

urine

Pyuria

Bacteriuria
(cells/ml)

Organism & MIC

(ug/ml)

19X10° 0 0 0 : 0
E.coli :6.25 ’

Shtplik, Figb iR+ ewh, REKEF2 HERCM
BERIBEMNHEEL, 3 BECBHERBLHFEL, &E
BEHEMERCIZECE LWRBEY B,

c) {1BMERBERIHECTHRR

FEBBCEBLUCERSF, &7 16045018
M RBBREET S L TiE, AF 250 ¥ 7ok 500mgX 4
E/H, 5~14 BREHEEL

R gL, E.coli 24 (MIC: 0.78, 12.5 ug
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Table 3 Results of AB-206 administered to 10 patients with acute cystitis
Isolated Dose of
Body organism AB-206 s
Agel b . . Daily Ef- ide
No. (yr.) Sex w&ii})‘t Diagnosis Organ-| MIC | dose It)i‘;;a' fect | effect Note
ism |(ug/ml)| (mg/ (day)
day)
6|22|F| 47 ‘A&Q* E.coli | 6.25 [250x3] 5 | + -
7|s7|F| 43 | AscC E.coli| 0.3 [250x3 5 | + | -
1) A.S.C. Sta
8(28 | F 48 2) Secondary . 6.25 [250x3] 6 + —
amenorrhoea aureus
1) A.S.C.
2) Abortus imminens . Candida
9(26| F 47 Pregnancy E.coli | 0.78 250x4] 7 + — appearance
(4 th month)
10{24 | F 44 A.S.C. E.coli | 6.25 1250x4| 5 + —
1) A.S.C. Loss of
11|53 | F 48 2) Menopausal E.coli | 0.78 [250x4| 5 + etite
bleeding app
1) A.S.C. During
2) After caesarian |Proteus _ therapy for
1232 | F 54 section, Diabetes [Ind.(+4) 3.13 250x4 5 - diabetes
mellitus mellitus
1) A.S.C .
13|39 | F 58 2) Colpocervicitis E.coli | 0.39 [250x4] 5 + —
1) A.S.C .
14|35 | F 51 2) Myoma uteri E.coli | 0.78 |500x4| 5 + —
15|26 F| 51 | As.cC Eccoli| 0.78 [soox4 7 | + | — |
* A.S.C.: Acute simple cystitis
Table 4 Results of AB-206 administered to 4 patients with chronic cystitis
Isolated Dose of
Body- organism AB-206 S
Age : : : Daily ide
No. yr) Sex| welight Diagnosis Organ- MIC dose Dura- Effect effect Note
(kg) ism. | (“&/| (mg) | tion
ml) day) (day)
1) C.C.* Str Bacteriological
16 |71 | F 48 2) Uterocervical faécalis >100 | 250x 4 5 - — | response ; Not
cancer (Stage 3) eradicated
1) C.C.
17 |52 | F 53 1) Postoperation of E.coli | 0.78 | 250x4 | 14 + —_
myoma uteri
1) C.C. Bacteriological
1829 | F 54 2) Pregnancy (4 th |Serratia|>100 [ 500x4 | 10 — — | response ; Not
month) eradicated
1) C.C. .
19|47 | F 45 2) Myoma uteri E.coli | 12.5 | 500x4 | 10 + —

* C.C.: Chronic cystitis

ml), Str.faecalis 1 (MIC: 100 ug/ml LI E) X
O Serratia 14 (MIC: 100 ug/ml LUE) TH3,
FEHECA L IBIEBDEA T, E. coli( MIC : 12.5

ug/ml) BT Fig.6 wRTLwy,

FH &5 8

HECEEDBRE & L» 5 UM TXTORBKRT A
HE I hico R, BERERRIE4 FF, MIC »EE
D2PCITEHTHY, WORZTHELEBRGHR LM XL
HBL7co T b 4 BloksE % Table 4 EHL oo
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Table 5 Results of AB-206 administered to 3 patients with complicated urinary

tract infection

Isolated Dose of
Body- organism AB-206 sid
Age ; ; ; : Daily ide
No. (yr.) Sex w(ellgl)xt Diagnosis Organ- ?,gg(;/ dose Dt;i)l;,a- Effect effect Note
smo | iy | (o8| (day)
1) Malignant ovarial
20|59 F 42 tumor, *1 E.coli | 0.78 | 500x4 | 10 + -
2) C.U.T.L*2
1) Uterocervical Diz- laced
cancer (Stage 2) . __|ziness| Replaced :
21|46 F 53 Bladder paralysis Serratia| 0.78 | 5004 7 Hea- Str. faecalis
2) C.U.T.L dache
22|38 | F| 48 Y I\Errlljdlgmetrios'is b EOt(ef; 6.25 |s00x4| 8 | — | — E::;zzisoelgglilcoil
2) C.UT.L nd. eradicated

*1 V.U.R.: Vesico-ureteral reflux

*2 C.U.T.IL: Complicated urinary tract infection

Table 6 Summary of the effects of AB-206 against urinary tract infections

o Duration Effect by dosage of AB-206
Diagnosis administration| 250mg x | 250mgx | 500mg X Total
(day) 3/day 4/day 4/day
Asymptomatic 5 2/2% 3/3 5/5
bacteriuria
Acute simple cystitis 5~7 3/3 4/5 2/2 9/10
Chronic cystitis 5~14 1/2 1/2 2/4
Complicated urinary 7~10 1/3 1/3
tract infection
Total 5/5 8/10 4/7 17/22

* No. of effective cases/Sub total cases

Fig.6 Case No.19(47yr., Female, 45kg) Chronic
cystitis and myoma uteri

Date 4N 7 12 15 20
Medication [AB-206 2,000 mg/day ]
Miction pain - - - - —
Pollakiuria + + - - -
Turbidity in urine + —_ - - —
Urinary sediment

Leucocyte + + + - -

Erythrocyte + + — - -
Bacteriuri
actmur(lcae”s al) 37%10° 8X10° 0 0 0
OWM&% E.coli: 12.5

d) WHHERBERPEECH T HHR
REHBEIET R pk - T JRERBRYUIE 3 Blic sy L, 500mg

X 4[E/B, 7~10 BEBRE LI ZD#EFE% Tableb
CEHL o
EMIIEEERE T, VUR &6t0EMATIE, Fig?

wrT ey, E coli MIC:0.78 ug/ml) *5HEL,
#5 6 B ECTRTCOBEKFTROBFERX R LI, Ao
2 Bl BRI - o

Fig.7 Case No.20(59yr., Female, 42kg) Malignant
ovarial tumor., chronic complicated¥ inary
tract infection and VUR

Date 23/V 28 2/V1 Teoennnnns 13
Medication Tecllin 206 mg/cay
Miction pain +++++ £+ —-£-— - -
Sense of retention] + + + ++ — £ — — —— — —_
Turbidity in urine| — —_ — — —
Pyuria + + — — —
Bacteriuria 73X 10° 22X 10 0 0 0

(cells/ml)
Organism & L. ..
ME%‘"E;’;,M]) E.coli 25 E.coli:0.78
e) EIfER

AB-206 ##5 L ARBRYHE 22 flF, RETR
R1G), HEL BB LAXFLCUY, ik
2EERCIEBR L eh » 7o

KRBT 31T B EER# 4 % Table 6 ©10~22
Bl Utehd, Mg, mRELERRE, REE,
7 — A AT A MR ECREAR G OREIM LERDIEh
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Table 7 Changes of laboratory findings before and after administration of AB-206

No. of Before—After
cases Normal Normal Abnormal | Abnormal
examined I
Normal Abnormal Normal Abnormal
Erythrocytes 12 9 1 2
Hematocrit 12 9 3
Hemoglobin 12 8 1 3
Reticulocytes 12 11 1
Leukocytes 12 9 3
Classification of leukocytes 12 10 2
Platelets 11 11
Serum protein 12 10 2
Serum bilirubin 12 12
GOT 12 12
GPT 12 12
Al-P 12 12
BUN 12 12
Proteinuria 22 19 3
Glycosuria 22 21 1
Urinary sediment 22 18 4
(direct) 10 10
Coomb’s test
(indirect) 10 10
7 Tix 12.5 pg/ml P ETH 70
) /N #E COREY, =SB BT kFFC OV TDEE

AB-206 %, # AMEAEEVEMIEIRS B, SbbBMEM:
BEBESS 5~7 B, 180 IR REYUE 5~14 BfE, KR
B REHHE 7~10 B3 D 3 D N L U 145 R, Table 7
CRTERD, 226 17 B, 77.3% CEZHTH -
|HHL LTI, BENRT, MHEECXI30MnEH
1o

1HEENCARS L, 250mgx 3[El/AHE TS5 AL
@, 250mgx 4 [B]/ B#5C 10 Fi 8 Flic, ¥ % 500mg
X 4B/ BHEHLTAF4ACEHTH D, Zhitk
BIBRELIC W EHE ShBERIE, FBms
BliclkdiErzbhad,

EHRER L HEIER, ROOCHEERREORTELL
Tit, GEITREZLOXERL thr ol

IV. #E#BRLEOLUVCKRIE

BHRPEWE AB-206 OHEIEM, MEFRESRLY
CERBEEEBRHEL, UTomREE

1. B HEEfED AB-206 RZM:4Ailk, Nalidixic
acid X v LR T\ %, Sta. aureus © 91.4% 1% 6.25
~12.5 ug/ml » MIC TH» % %, E.coli ® 94% 1%
0.78 ug/ml LA FTHotco Klebsiella d 90% i3 6.25
ug/ml LT o MIC T % 2% Pseudomonas aeruginosa

R L HeeT B &, Sta. aureus, E. coli, Klebsiella
COWTIEFHIL L {—HL T\ 5 i, Pseudomonas
aeruginosa \oWTiE, bhbhoBic MIC o)
NEIKTH - o

2. A% 500mg ZeRnHy 5BF o R FEAR A o i it
B, 1, 2 BERIEM 5 ug/ml ##B% T peak level %
AL, HEEMSEcmEPCERTE S, REWHD RO
FEERE Iz, BVmEFFRELXE

3. RIERMMEIRS 6, SbEBRERDL 10 6,
Btk IR RRYLAE 4 B, A PR BR R 3 Bl D3t 22 Bl
%L, AB-206 % 250 ¥ =i 500mg x3~4 [@/H, 5~14
BREOHRELILZ A, 178, T7.3% REHTH-
Too TORBUT, KELY Mo LERFTOERA
- AARMER OB 82 fl, BRBX Il OWTO
Rk, BEE 74% LEPL T3,

FROBRHENEERDR Y25 L, BIREFEEDCS
Mote E.coli 0BE 1T 14 A2RACERTH - ol
Serratia % Proteus DB EXBDED 2 FlOVEHIT
BB, WThLIEHTH -

EHBEC X HELVEIERIR L, BRENRCET
HERREORE L eh 1o
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BEnZ L bRRERIHRTT5 &, AB-206 (1ZERF
ABMEIRIC 813 %, LK E.coli pEHKEEE - TR

dihydro-4-oxo-3-quinolinecarboxylic acids. J.
Med. Chem. 20 :791~796, 1977

BERECHBIIAL L bR, Ergetbfiv, D oobW B LI BALSY & B I Fronuicu -
n vitro antibacterial properties of Nalidixic
TOMOBREADHERIBOTH > 1ofed, FH7ER acid, a new drug active against Gram-nega-
FNTEinh o s, Proteus it L Tix, MIC 5% tive organisms. Antimicr. Agent & Chemoth.
29 i) OBFERHFTES LEDIBOT, EHE ) 1963 : 583~587, 1964
B 2 B NHEH 3) HWEK, ¥IIIERE, HIUEBTF, WEHE: Na-
ﬁ?fﬁih;gf %1523 iff );) ab*?ﬁ;?ﬁk’ 8055 24 lidixic acid 1333 £ DD P, EMAFD
y ' - R 24(5) : 1173, 1972
B REEREEERAARLBRETREL ), 4) FMEK, WKITE, #UEBT : Nalidixic acid
X [ BT B X OHROME(ED 2)0 ERABOHR
1) AGUlL, H.; T.MITANI, A.IZAWA, T.KOMATSU 27(7) : 675, 1975
& T.NAKAGOME : Studies on quinoline deriva- 5) AMEK, =K & SEBA =SHREB: $24
tives and related compound.5. Synthesis and | B R (EFEREFLEBRLZTRSE, FXy v
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THE STUDIES ON AB-206

Kany1 Seica, Masao MiNnacawa and Jiro Ecawa
Department of Obstetrics and Gynecology, Kobe Social Health
Insurance [Central Hospital

Kuniniko Yamajr and Yoko Sucivama

Kinki Mother’s and Children’s Infectious Disease Center

We studied the antibacterial activity of synthetic antibacterial agent AB-206, its serum levels and
clinical results, and obtained the following findings.

1. The sensitivity distribution of AB-206 for clinical isolates proved to be superior to that of
nalidixic acid. The compound’s MIC was found to be between 6.25 and 12.5 ug/ml for 91.4% of Sta.
aureus, while it was less than 0.78 ug/ml for 94% of E.coli. Ninety percent of Klebsiella isolates
were inhibited by a MIC of less than 6.25 ug/ml, but Pseudomonas aeruginosa required a MIC of
more than 12.5 ug/ml.

2. Healthy women given AB-206 in a dose of 500 mg at the time of fasting showed maximum serum
levels of over 5 ug/ml at 1~2 hours, and the drug could be traced in serum until several hours
later.

Higher serum levels could be obtained in patients with hepatic dysfunction indicating 3-grade
icterus index.

3) AB-206 was orally given to a total of 22 cases consisting of 5 cases of asymptomatic bacteriuria,
10 cases of acute simple cystitis, 4 cases of chronic urinary tract infection and 3 cases of complicated
urinary tract infection in a dose schedule of 250 or 500 mg 3 to 4 times a day for 5~14 days. It was
found effective in 17 cases. No remarkable side-effect was induced by administration of AB-206 nor
abnormal changes were seen in laboratory findings after the therapy.



