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Fig.1 Chemical structure of AB-206
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Fig. 2 Serum levels of AB-206 after 250mg p.o.administration in healthy volunteers
Bioassay : Cup-plate method, E.coli Kp, Standard curve : Consera dilution (Nissui)
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Table 1 Urinary excretion of AB-206 after 250mg p.o. administration in healthy volunteers
Volunteers Urinary levels (u#g/ml) RecE)%ejries
Condition : -
Weight | Height 0~2 2~4 4~6 ~6(h
Name Sex Age (kg) (cm) (hr.) (hr.) (hr.) 0~6(hr.)
T.U. M 29 52 164 35.1 33.5 1.3 1.47
) A.O. M 30 76 168 15.3 12.0 1.9 2. 46
Fasting S.H. | M 30 80 169 2.2 16.4 17.4 2.60
Mean 29.7 69.3 167.0 17.5 20.6 6.9 2.18
S.K. M 27 65 167 9.6 21.3 6.1 2.85
) K. N. M 28 58 170 1.3 14.8 8.9 1.88
Non-fasting | g x. | M 33 82 175 25.4 25.4 19.3 3.09
Mean 29.3 68.3 170.7 12.1 20.5 11. 4 2.61

Bioassay ; Disk method, E.coli Kp

Standard curve : M/15 Phosphate buffer dilution (pH?7.2)
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Table 2-1 Clinical results of AB-206 in acute simple cystitis
Isolated organisms- Effects
Age, |Daily MIC Clinical
No. Sex’ dose (g) . Counts 108 efficac Side effects
X days Strain (cells/ml)| 108 Pyuria |Bacteriuria ¥y
(#g/ml)

1| 20F | 1.0x5 | E.coli 4.0x10% g %g Decreased | Suppressed|Good (=)

2 | 59F | 1.0x5 | E. coli 10° | 3-3% | Cleared | Eliminated |Excellent | (—)

3| 20F | 1.0x5 | E. coli 10: | 939 | Decreased | Unchanged |Good (=)

4| 26F | 1.0x5 | E. coli 1.0x10¢ | 32 | Cleared | Eliminated | Excellent | (—)

5| 41F | 1.0x5 | E.coli 108 8 gg Cleared Eliminated | Excellent | (—)

6 | 24F | 1.0X5 | E. coli 108 %25 Cleared Suppressed | Good (=)

7 |35F | 1.0xX5 | E.coli 2.0x10¢ g gg Cleared Eliminated | Excellent | (—)

8| 28F | 1.0x4 | E. coli 4.0x10° | %% | Decreased | Eliminated | Good (=)

9| 23F | 1.0%x5 | .E. coli 108 gg Cleared Eliminated | Excellent | Dizziness

10 | 59F | 1.0x5 | E. coli 5.0x10¢ | 2 | Decreased | Eliminated | Good (=)

11 | 58F | 1.0x7 | E. coli 4.0x10¢ | 3-20 | Cleared | Eliminated | Excellent| (—)

12 | 31F | 1.0x5 | E. coli 10:| 33 | Cleared | Eliminated |Excellent | Nausea and

. headache

13 | 31F | 1.0%x6 | E. coli 8.0x 103 8 gg Unchanged | Unchanged | Poor (-)

14 | 30F | 1.0x5 | P. mirabilis | 1.0x10* ggg Cleared Eliminated | Excellent (—)

15 | 39F | 1.0x5 | E. coli 10¢| 3% |Cleared | Eliminated |Excellent|

16 | 52F | 1.0x5 | S. aureus 2.0%x10% gg Unchanged | Unchanged | Poor ()

17 | 37F | 1.0x5 | P. mirabilis 108 — Cleared Suppressed | Good (=)

18 | 21F | 1.0x4 | S. aureus 1.5x 108 gg Unchanged | Unchanged | Poor (=)

19 | 54F | 1.0x5 | E. coli 14x10*| — |Cleared | Eliminated |Excellent|

20 | 53F | 1.0x5 | E. coli 100| 320 | Cleared | Eliminated |Excellent| «_,

21 | 53F | 1.0x6 | E. coli 1.4x100 | >3 | Cleared | Eliminated | Good Slight

: epigastralgia

22 | 26F | 1.0x5 | E. coli 100 | 339 | Cleared | Eliminated | Excellent | (—)

23 | 30F | 1.0x5 | E. coli 3.5x10° | 3.3 | Cleared | Eliminated | Excellent | (—)

24 | 25F | 1.0x5 | E. coli 5.0x109| 525 | Cleared | Eliminated | Excellent | (—)

25 | 22F | 1.0x5 | E. coli 6.0x10° | -20 | Cleared | Eliminated | Excellent | (—)

ME CORRYA, FhERDRELHE L,
WEREE, E. coli Kp i@ 5% » 7HT
v, BEEFRRFIOBE R 115 M ) v BEGHK

(pH7.2) 3 X0 Consera (AK) %A\, HEMmED
#Hux Consera T, HMR OFFIL LITBEIK CT-
o
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Table 2-2 Clinical results of AB-206 in chronic complicated urinary tract infections -
A Daily *g .bE: % Isolated organisms Effects
N ge, dose | & | =% MIC : Clinical | Side
o (8) | & |88 . Count 108 f ffect
Sex ¥ |28 Strain ounts . | efficacy |effects
X days | .S £.9 (cells/ml)| 108 Pyuria | Bacteriuria
i Rk (ug/ml)
1|65M | 2.0x5 |CCPN| PC |S.marcescens| 3.5x10° | 513 | Unchanged | Unchanged | Poor (=)
2 | 51F |2.0x5 | CCC | SBT | E. coli 107 | 33 | Cleared | Replaced | Good (=)
3| 71F | 2.0x6 | CCC | BC |E.coli 1.8x10° | &2% | Cleared | Unchanged | Poor (=)
4| 65F | 2.0x5| CCC | SBT |E.coli 107 g gg Decreased | Unchanged | Poor (=)
5| 77M | 2.0%x5 | CCC | VVF | S. marcescens| 1.1x10° é ?g Unchanged | Unchanged Poor“ (=)
6| 61F | 2.0x5 [ CCC | BS |P.aeruginosa| 8.7x10° 133 Unchanged | Unchanged | Poor - (=)
7 | 75M | 2.0x6 | CCC | BC |E. coli 1.1x10° | O-3% | Decreased | Eliminated | Good (-)
8| 72M | 2.0x6 | CCC | PC | Kiebsiella | 1.8x10% | 23 | Cleared | Eliminated | Excellent | (—)
9 | 66F | 2.0x5 | CCC | NB |E. coli 5.3x100 | >33 | Cleared | Eliminated |Excellent| (—)
10 | 59F | 2.0x5 | CCC | NB |S. faecalis 7.0x10% gzzg Unchanged | Unchanged | Poor (=)

* CCPN : Chronic Complicated Pyelonephritis, CCC : Chronic Complicated Cystitis
** PC : Prostatic Cancer, SBT : Secondary Bladder Tumor, BC : Bladder Cancer, VVF : Vesicovaginal
Fistula, BS : Bladder Stone, NB : Neurogenic Bladder

Table 2-3 Clinical results of AB-206 in acute complicated urinary tract infections
* b0 i
Age Daily ?, ES. * Isolated organisms Effects . '
N | dose| ¢ |&=8 MIC Clinical | Side
> Sex ()| & 8 | Strain Counts 10¢ efficacy | effects
’ xdays | .& £.9 (cells/ml)| 108 Pyuria | Bacteriuria

A _|Ps (ug/ml)

1 | 40F [1.0x5|ACC | UC | E.coli 107 g gg Unchanged | Unchanged | Poor =)

2 | 60M | 1.0x7|ACC|BPH | Ecoli | 3.7x10° | O-3% |Unchanged | Unchanged | Poor | (=)

_* ACC : Acute Complicated Cystitis, ** US : Urethral Stone, BPH : Benign Prostatic Hypertrophy:
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37 5] (BF6M, &F 31 Hl) T FRHML 20~77
BThotoo ERIIANFIZ, Bk UTI 256) (FXT
LFOEMERBEK), Wk UTI 12 §) (IBiERRE 9
B, BEBETRLIG, SHEBKE2H) TH-
(Table 2-1, 2-2, 2-3), UTI o2Wik¥x, UTI %
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Table 3 Underlying diseases of complicated
urinary tract infections

Prostatic cancer 2 cases
Bladder cancer 2 cases
Neurogenic bladder 2 cases
Secondary bladder tumor 2 cases
Others 4 cases

Total 12 cases

B, EREBMERER% 2 A& bhi,
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(28.6%) THZFRIL57.1% Th»tco MEEHZIRR
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Table 4 Clinical results of AB-206 in acute simple cystitis

1) Overall clinical efficacy

Symptom Resolved Improved Persisted
Efficacy on bacteriuria
Pyuria Cleared [Decreased| Unchanged [Cleared [Decreased Unchanged | Cleared [DecreasedUnchanged
Eliminated 15 2 1 18 (7225)
25
=
5
5 Suppressed | 2 1 3 (
b 122
S 25 %)
m
Unchanged 1 e Iy 4
f; 25 (16%)
. 22 1 2
Efficacy on symptom 75 (88%) A (4%) A (894 Overall clinical efficacy
. 22
Effi i 18 3 (88%)
icacy on pyuria / (729) 4 (16%) (129;) 25
25 25 25

7 15/25 (60%)

3/25(12%)
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2) Bacteriological response

Isolates No. of strains Eradicated (%) Persisted 5;;‘)2; r:ériif‘::r treatment
E. coli 21 19 (90.5%) 2 0
S. aureus 2 0( 0%) 2 1
P. mirabilis 2 1 (50.0%) 1 0

Table 5 Clinical results of AB-206 in chronic complicated urinary tract infections
1) Overall clinical efficacy

Pyuria
Cleared Decreased Unchanged Efficacy on bacteriuria
Bacteriuria

Eliminated 7 / 1 3/10 (30%)

Suppressed 0/10 (09%)

Replaced 1 % (10%)

:
T 6 0
Unchanged 1 {A /10 (60%)
1
T t
4 2 4 - Overall clinical  efficacy
Efficacy on pyuria 10 10 - 4
(40%) (20%) (40%) o %)

%}5 xgellent% 2/10(20%) Good 2/10(20%) 3%.,] tH 6/10(60%) '

2) Bacteriological response

No. of strains

Isolates No. of strains Eradicated (%) Persisted appeared after treatment
E. coli 5 3.(60%) 2 0 )
S. marcescens 2 0( 0%) 2 0.
P. aeruginosa 1 0( 0%) 1 0
S. faecalis 1 0( 0%) 1 3
Klebsiella 1 1 (100%) 0 0
EBICHBE L T\W5, tls, Klebsiella 1#RITHEE L “Table 6 Side effects
(Table 5), Slight epigastralgia 1 case
LB MM RDEA 2 Al oV Tk, UTIREhAHm AR Dizziness ' 1 case
Nigwds, 2 ALLRBRR MERVCThIAETHY, Nausea and headache 1 case
2 & HE Lo Total - 3 cases

UE3BORMERETHE, £ 17 A (45.9%),
BB (24.3%), %% 11 41 (29.7%) T, HHX
70.3% THoto
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Table 7 Sensitivity distribution of clinically isolated E.coli (27 strains)

(Inoculum size : 10® cells/ml)

M Mo of 1<0.1) 0.2 [0.30 | 0.78 | 1.56 |3.12 | 6.25 | 12.5 | 25 | 50 | 100 | >100
AB-206 27 7| 13 4] 1| 1] 1

NA 27 3|13| 3| 1 1| 2| 4

PA 27 1| | 7| 1 7

(Inoculum size : 108 cells/ml)

MIC (ug/ml)| No. of
Drog - (#g/mb) B | <0.1) 0.2 | 0.39 | 0.78 | 1.56 [ 3.12 | 6.25 | 12.5 | 25 | 50 | 100 |>100
© AB-206 27 2] 18 1 3 4| 1
NA 27 1, 9| 6| 3 6
PA 27 2 | 18| 4| 1| 7
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% 1 #0003t 35 Bic o\ AB-206, NA ¥ X v Piromi-
dic acid (PA) o MIC %, HAR(LEREFRSOB/NE
HIHIERE (MIC) JERATHE U THE LI,

2) B &
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ﬁL'I‘Co

BB oS\~ E.coli 27 ko MIC X 2 L 5B L,

Table 7 © X 512l b, Tisbb 10%cells/ml i1t 5
F#o MIC 1% 0.2~0.39 ug/ml FIC 20 Bk (74.1%)
#L, 5% 13 # (48.1%) 1% 0.39ug/ml #RL to
¥ = 6.25~50 ug/ml RIZZD D 7 #k (25.9%) MEL,
5% 48 (14.8%) ik 6.25ug/ml ¥R L%,
C MR E 10%cells/ml kB AF o MIC (%, 10°
cells/ml THF5 X HRRkEL LD PDD 0.2~1.56
ug/ml Iz 19 £ (70.4%) FL, 5 13 # (48.1%)
1%°0.39 2g/ml ¥R LTz, Fic 6.25~50ug/ml IR
o 8EE (29.6%) MEL T,

AB-206 © MIC % NA X0 PA 0 2h i HErd
5E, B AB-206 » MIC piflo 2 FHiw T

BA%RTL, Fig. 3, 4 DX 55,
Iv. % B
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o RE Lo 2R 3 flomFREIZND D
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HARTPNE o feh, FHETHRS L 2EREO 1R
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T, FHOBRI TS RHE LD LIFEMIRREN
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AF| o RpHE B L T M RE &L AFTIE b0
RAabhitc, ¥ cFBFO 6 B ¥ ToRFEREILT
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B990 L hain h DEMETH - 1o
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88.0% Th Y, A% 108 1g DR THFHREIHE
TELRRKTH oo e RMUREMMBL 25 Sl
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T, TORAFBREC SHELHBE L T b, Syt
BBt I8t % Staphylococcus aureus V= 3§35 Bk
Labe, FENS T ABEETH LAEHRE T
BHED LARTHIDOTH 7o 5, MLt
FHe: UTL 12 Blo 5 baemptk 2olik1 B 1g, 18
MiEX1H 22 BFELLY, 1g B0 2HzWTFhi
B TH oo MK UTI (2804 C, RERIIEE
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Fig. 3 Cross sensitivity of AB-206 and NA against E. coli. (27 strains)

MIC (ug/ml) (Inoculum size:10® cells/ml)

>100
100

50 1

25

© 125
S 6.25 21
M 3.12
1.56 1
0.78 2[1
0.39 1(714]1
0.2 2
0.1

0.1 0.2 0.390.7

1.5 3.126.25 12.
NA

25 50 100 >100
MIC (ug/ml)

(Inoculum size:10° cells/ml).

MIC (ug/ml)

>100
100
50
2
12.5

£6.25 1]2

XD

&

< 1.56
0.78
0.39 9(31
0.2 3[4
0.1

i | 1t | 1t [

=0.1 0.2 0.390.781.563.126.2512.5 25 50 100 >100
NA MIC(pg/ml)

Fig. 4 Cross sensitivity of AB-206 and PA against E.coli (27 strains)
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F IO EERE UTI 2 glost 37 g, SHER1
A lg, BMiEX1H 2g 4B, RAIELTS
A REE o R HER, 8 17 5 (45.9%), FH9



168 CHEMOTHERAPY SEPT. 1978

B (24-3%), &%116) (29.7%) THEEZHIL 70.3% T %8, I.RIX, 246, Hitd X 0%, Chemo-
ot therapy 19 : 387~393, 1971
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%X U° PA o MIC %35 L, AB-206 3t E. coli %t B8 5 KPRAVFSEo Chemotherapy 23 : 2717~

2723, 1975
L5775 ABBECH L TEHWIAENZELTW5 & 5) #AREZE, AHES, FIYAEA : RE - #BER%
DERENB LRI, fEe 35 Pipemidic acid (PPA) Do xggy, B
BARbIEHE D, AREERELREREE H REIB . Chemotherapy 23 : 3025~3038, 1975

6) R A, WHEFEE FEHHE: CLEREFOK

HT RO BEDCER L ¥ T R & HLE R & B4 —Piporaidic acid &

X [ 3 F\ 7283 —, Chemotherapy 23 : 3039~3048,

1) WHEZEE: RERMER ST 2 RBYHMc 2 To 1975

8 25 E A RCEREF XM NI, B, 7) AKX :H 24 BHRCEREFELRAERIER

1977 Be, F¥Es vaowa AB-206, LK, 1977
2) WHEKENR, FHEE BILED, BEHZE, B 8) XJI¥R, WFAHAH, HTHEY, BNEE, B

sTAERE, (AR, BE % : Nalidixic acid © B, PEE®R HTXZE, BEH— BER/IE

EWH T b U EER M BFSE, Chemotherapy 12 : H, HEBA: REBEBRRMEBERTIEEO

384~389, 1964 EKARZHEOBRIED B 5o W R E 23 : 493~
3) WAKYUM, hRE— BEST BR & #K 507, 1977

BEE, =k ¥ HHEA Piromidic acid 0B

CLINICAL AND EXPERIMENTAL STUDIES OF AB-206
IN URINARY TRACT INFECTIONS

Mitsuo Onkawa, AxivosHr Ikepa, Suoicur Kawacucui, Akira OxkasHo,
Suoyt Hirano, Kimiomr Mivazakr and Kyoicur Kuropa
Department of Urology, Scﬂool of Medicine, Kanazawa University
(Director : Prof. K.KURODA)

AB-206, a new synthetic antibacterial drug with similar chemical structure to nalidixic acid, was
evaluated experimentally and clinically in our department. The results were as follows :

1) Concentrations of AB-206 after oral administration of 250 mg were determined in serum and urine
of 6 male healthy adult volunteers (3 fasting cases and 3 non-fasting cases). The mean peak concentra-
tion in serum was 2.5#g/ml at 1 hour in fasting cases and 2.0ug/ml at 4 hours in non-fasting cases
following administration. And the mean urinary recovery during the first 6 hours of administration
was 2.2% in fasting cases and 2.62% in non-fasting cases.

2) Thirty-seven patients with urinary tract infections (25 of acute simple cystitis, 10 of chronic
complicated infections and 2 of acute complicated cystitis) were given AB-206 250 or 500mg four times
a day for 5 days. And the clinical results obtained were excellent in 17 cases (45.9%), good in 9 cases
(24.3%) and poor in 11 cases (29.7%).

Three patients exhibited side effects : One with slight epigastralgia, one with dizziness, and one with
nausea and headache.

3) It was found that AB-206 was more active than nalidixic acid and piromidic acid against Esche-
richia coli isolated from urine specimens of patients with urinary tract infections.



