VOL. 26 S—4 CHEMOTHERAPY 305

AB-206 = Bg-3 5 E R AR R A B SR
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AB-206 i3 fERILETE MRS X REREKRR
£z BT BI% s o Nalidixic acid E&La¥HTh
54, #E¥ o Nalidixic acid, Piromidic acid iz b T
BhHEDELTRL, 127 7 AREEO RS F—If
DS ABHER M3 TSI AR ERSBEVHEAR
7 P ARRTREBERL TV %,

bhbhi4E AB-206 0 &S ESEEKCN T2
RRENNESN, BEREZOMBEFREYREL,
LRAVEFATH B HFRBERPEBRBECFERAL TEH DO
BEERBRCOVWTLRF LD TLTORELRE T %0
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1. RBREARED

EEEHHE : FHEKIY Staphylococcus aureus 209 P
¥, SFEK, E.coli NIHJ JC-2 #, CN-314 k3 X 0O¢
HBEoEE Staphylococcus aureus 50 £, E. coli 50 #,
Proteus mirvabilis 43 #, Proteus vulgaris 7 ¥k, Ser-
ratia marcescens 50 ¥k, Klebsiella pneumoniae 50
¥k, Pseudomonas aeruginosa 50 B THh by, HALFE
BMEFSEER - (BEEEE 105, Heart Infusion
Agar (pH7.0) %M\, FRAEREC LD AB-206 1

53 B BWE MR BIE Lo R Nalidixic acid (NA)
TR B RREMARIEL, AB-206 Dk & H# LT,
AB-206 |3 KIS TH B 1edd 1% REEF b Y 7 AKE
WRHBEREL TRV,

EEARHE : Tablel D FEwRT Lk b, Staphylo-
coccus aureus 209P ¥k, F Bk, E.coli NIHJ JC-2
¥k, CN-314 #ko> AB-206 o35 REZH, Thith
12.5, 6.25, 0.78, 0.39ug/ml TH bh, NA i35
RS2 200, 100, 6.25, 3.13ug/ml TH ot

BELSBAEERED AB-206 1253 A RREZ WAL b
vz NA DFh L g%, Tablel b UM
Fig. 1~5 &R L1

FTRTOEEIZ I\ T AB-206 11 NA X h T S hicR
ZMAmE T LT Y, Staphylococcus aureus 50 BT
13, NA st LT 100xg/ml Ll EThlhiEBEraIE
BRI OIK LT, 44 Bt 12.50g/ml THREH
IEMERB Bhic, E.coli 50 gkTi, 33T AB-206 25
ug/ml PUTFORECREEHIE,NZEDON, &K 48
1% 0.39~1.56 ug/ml DREECTRBEAILMZED LRI,
NA 5 LTI 46 2% 6.25~12.5ug/ml TREMIE

Table 1 Distribution of susceptibility of clinical isolates to AB-206 and nalidixic acid

(Inoculum size 108/ml)

Oreani Anti- | No- of | >
rganism biotics f;ts‘?égs 0.1 0.2/ 0.390.78|1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 200
Staphylococcus aureus A]iIﬁOB gg 4 2 lg 3§
Escherichia coli AB-206) 50 10 | 24 | 10 2|2l )
Proteus mirabilis A%—ios ﬁg 2 33 6 1 6 3; 3! 1 1
Proteus vulgaris A%—ﬁos ; 4 1 1 g
Serratia marcescens A%‘XOG gg 6 15 13 lg g g 1 6 zg
Klebsiella pneumoniae A]%\I—XOG gg 8 16 12 5 g g é 7 1?3 g
Pseudomonas aeruginosa | AB-206 50 16 (30| 4
AB-206 NA
Staphylococcus aureus 209 P 12.5ug/ml 200 ug/ml
Staphylococcus aureus Terajima 6.25 100
E. coli NIHJ JC-2 0.78 6.25
E. coli CN-314 0.39 3.13
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Fig. 1 Correlogram between AB-206 and NA
Staphylococcus aureus (50 strains)
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Fig. 2 Correlogram between AB-206 and NA
E. coli (50 strains)
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Fig. 3 Correlogram between AB-206 and NA
Proteus mirabilis (43 strains)
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Xh, 4 BRiX 200ug/ml TLRERZD LRI,
Proteus mivabilis 43 #£Ti133XT AB-206 12.5ug/
ml LT CRFEERBD O, E. coli DRZMIME
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Fig. 4 Correlogram between AB-206 and NA
Serratia marcescens (49 strains)
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Fig. 5 Correlogram between AB-206 and NA
Klebsiella pneumoniae (45 strains)

2200 1/
100 2

B = = e
LS -
—

w

—

o o w
N Y
[ ORI Y

0.2 0.78 3.13 12.5 50 =200
NA (ug/ml)

IZIERBETH - o

Serratia marcescens 50 #Tix 0.78 ug/ml 7 % 200
ug/ml & ) BIRCRESZ SRR LI, 36 #RiX
12.5ug/ml AT OBECTREMIE X h i, Klebsiella
pneumoniae 50 £ b 12 IERBRDOEZIMSHERL TV
5h, 45 Bk 0.39~12.5ug/ml CREMIELEDD
h, fF NA 13 6.25~200ug/ml o Rl 4L T
o

Pseudomonas aeruginosa =5t L Tix 50 ug/ml LA
FOBRETRTERERIERA DRI o1

2. MEPBRES X ORRFBE

KERHE T - BEEOLWEES AIRHRELT,
2 iz AB-206 250mg, 3 fllicix 500mg ¥ xhXhi
% 30 RO EL, 304, 1, 2, 4, 6 BRRIECERM
L, pH7.4 » Heart Infusion Agar % f\>, E.coli
CN-314 #EEREE LT, FRY » THIR X - THE
B R RIE Ui, EEREMARIZ Moni-Trol HRiwc X
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Table 2 Clinical effect of AB-206 in the treatment of respiratory tract infection

Patients Age Sex Diagnosis Causative organism Daxl(yg()lose Dzlg:}t,i)on Response Sld:ffect
1. M.H. 35 M | Bronchiectasis Unknown 2.0p.o. 14 + -
2. T.T. 37 F | Bronchial asthma Unknown 2.0p.o. 14 — —
3. T.O. 36 M | Chronic bronchitis | Unknown 2.0p.o. 10 + —_
4. M.H. 35 M | Bronchiectasis H.influenzae 1.5p.o. 14 H -
5. M.N. 39 M | Chronic bronchitis | H. parahemolyticus| 2.0p.o. 14 H —

Fig. 6 Serum levels of AB-206

(pug/ml)
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Patients B.W poce Serum Tvels of AB-205 (ug/ml)
Age Sex| (

kg) 1/2he.| 1hr. [ 2hr. [ 4hr. | 6hr.
1. T.0.18 M| 55 | %50mgpo.| 1.8] 3.0/ 2.0/ 1.8[<1.0
2.U.S.68 M| 54 | 250mgpo.| 1.8] 3.6/ 3.2[2.1[<1.0
3. T.M.52 F | 61 | 500mgp.0.[16.0[18.0[10.0] 2.1[<1.0
4
5

. N.T. 67 F [ 30 | 500mgp:0.|14.0]20.0(17.0{ 3.6 | 1.8
.J.W.65 M| 65| 500mgpo| 4.0{12.0[10.0{ 4.2 2.1

DR, AR 2 Flic oW TR IBE 2 RIE L

EERR K : Fig. 6 Wi T X5, 250mg, 500mg #
SVThoBsdREnPREIES 1 BHRCRD L
Rico 250mg #ED 2 6 Tik, 30 4 1.8ug/ml, 1
BERS4% 3.0~3. 6 ug/ml (P 3.3 ug/ml), 2 BRI 2.0
~3.2ug/ml (Fi5 2.6ug/ml), 4 BRI 1.8~2.1ug/
ml (F# 1.95ug/ml) THb, 6 BT 1.04g/ml
UTF &Y PETE e olo

500mg K O#ED 3 FHTIE, 30 5t 4.0~16.0 ug/
ml (3E#5 11. 3 ug/ml), 1 B§REE 12.0~20. 0 2g/ml (5F
5 16.7 ng/ml), 2 BRI 10.0~17. 0 ug/ml (74 12.3
ug/ml), 4 BRI 2.1~4.2ug/ml (F#y 3.3 ug/ml)
ThHh, 6 BEE1IAIUNETRETH- 1o, 2 flik
1.8~2.1ug/ml DEERRL Tl

¥, FEF2 B XOEER 4 D 2 flic o TERRFRE
FRE LT, 250mg £ 5 o fER 2 TIRHETETD
b, 500mg BHEDERF 4 T1X, 0~3 BERHOERT 3.2
ug/ml, 3~5 BT 1. 0ug/ml OBREMNE Hhic

II. BE Bk &9 & 5

FERBIZE G Table 2 iRt &), [EKINRE 2
B, BKELL2 M, BREEIEIWE 1HDF 56
Thbo WThbBUEOKERREFTHY, 3 FILEKE

Table 3 Laboratory findings of patients
treated with AB-206 '

1. 2. 3. 4. 5.

M.H.|T.T.|T.O0.M.H.[M.N.
Before | 31.9 | 40.8 | 45.3 | 36.2 | 43.1
After |35.3|38.4|42.5|34.9|42.5

Ht. (%)

Before | 10.2 | 13.7 | 15.0 | 12.2 | 12.9

Hb (g/dl
@D\ atrer (1.7 12,7 | 14.4 | 105 | 14.4

RBC Before | 377 | 453 | 542 | 441 | 477
(10*/mm?) | After 423 | 430 | 506 | 428 | 447

WBC Before |4,700|9,900|7,900|6,500|5, 900
(/mm?®) | After |5,700|7,600 6,000 5,000 5,100

S-GOT Before | 13 | 13 | 16 | 24 | 13
(.u.)| After | 11 9 | 14 | 20 | 18

S-GPT |Before| 11 | 14 | 18 | 7 | 9
Gw)|After | 6 | 6 | 7| 6 | 11

Alk-P-ase | Before | 40 40 48 58 50
(.u)| After | 41 | 35 | 40 | 37 | 45
BUN Before| 10 | 13 | — | 16 | 16

(mg/dl) | After | 11 | 11 | 10 | 10 | 12

Creatinine | Before | 0.8 | 0.8 — 0.9 1.1
(mg/dl) | After 1.1 0.9 1.1| 1.1} 1.3

HEZRETE e o 7eh’, 2 ik H. influenzae, H.
parahemolyticus PNERE & E 2 bR FEFTH %o B
B ifn A IREE D B D DI R B RRPUEC X5 1 Bl 5
Bl 500mg 5B ELE L 26 118 500mg PR &
L, 1 B 4EEFFEAE LA, 160K 3 EFEEY
Tt otco BEWENT 10~14 HTH %,

L OB SERYIETH B, HRATITELLT
WK, BRI EOBREIERS X O RHMEENFIR LR
BERLT, AR (1), °XFEY (+), &% (—) &
Lo

BHSEERD 2 H3s L H. influenzae HRRE &
#x DM REXILEED 1 0 3 AREHTHD,
2REH1H, BHLIATH-70 ‘

5613, EREFALELDRSER, R0
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M, B, BHERE (Table3) Kt RFEIFEDLR
b o 1o
1. # &

AB-206 | Nalidixic acid &L &M TH BH, #HEK
o Nalidixic acid ® Piromidic acid \& XTI 50T
ERICHEIERL, DOZOHEARZ b d, 77
LRMBEORTE LD 7T ABMNHE, HEEER L
A ERERT VWb TWBY, ¥, Nalidixic acid
B LT HIEERRLY, T OMMEEEEE DT
BHW BRI THD Vbbb,

bhbhi BE XD % h fc Staphylococcus au-
reus, E.coli, Proteus [&, Serratia marcescens,
Klebsiella pneumoniae 35 XU Pseudomonas aerugi-
nosa =Xt AME DR BRA L %R, Pseudomonas L)
o rs AEERECHLTIE, KBS0 b 02 12.5
ag/ml LUF o BECREMELEDSh, FERCHE
L NA o EH RT3 hEhicbDTH-
120 LML, Pseudomonas i L Tix 50ug/ml LIF
DOERETCREMLELRTLORAD LI, TOHEE
HATEEEE X Dt ¥ K, Staphylococcus aureus
T APE NS NACHNTERICS DO TH B, il
D PCHRHBWVIL CE RFAER LIRS E2isv£D D
DOTHY, FFOHENLLHRICHEHTCHEIRILY 77
AEHBERREE L TRETHS I,

AB-206 250mg » % \~ i} 500mg &R #HEHOMmME
chBEE IR LR CREECE L, 250mg 0B E
OFHEBME L 3.3ug/ml THoIcHl, 500mg DA
DRBEREE T 16.7Tag/ml THotoo ¥ LR HBE
% 2 e oW THIE LR 250me B 50Tl iiliE L
Bigh » 7opt, 500mg HHHITIX 3. 24g/ml OB|ET
BOIAZED LRI

HbhbhOBE LR TOREETHEXTRRE
EYRLTEY, REECETIRHEIEVX5THS
25 WThick k, chbomEHRECHEN»LE

X TR BRERPFED AV 5121k, AB-206 o 1[g]
#H5812 500mg BREFLWEELZ T\ 5,

IR SR REYE & B RERPIE DS Pl A L
T, 3 BleER, 1 AICRRER), 1 FIcEHTHD,
LAREIERLEADLR T, HEY v EOY AR
BF5EFROMETL BEBESENETHY, —WdE
WV, HHOERECIDBFARBEDLORT B, &
iz, EEREERIZEVWX S ThbBo

REF, NAIZZOWHEAN 7 P A3 X OHEBMAED Y H
bLEXT, PRERPECHCORIELSI LD TY
Tk E2ZHh5A, AB-206 1 XHEAR7 A KL,
207 AEHBRECHTINEEEIERTEY, b
hbhIZAEZ L Tt 23, H. influenzae ioxt3%
WiEHd ABPC RIEE 350D X5 THY, Zhbd
77 AEMRENEELRRE L E 2 bh b BiPR
HRERBIH ) RPECLESTCEHCTHEEL DR
b0 ¥l BROFATHBED, ChHDERBAV3D
CEMTHY, FRUHEOEVWEATHD LE LRI,

(AHEHHIXBME2E2 A58 ATH5,)
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LABORATORY AND CLINICAL STUDIES ON AB-206

Rinzo SoejiMa, Hiroak: Naoe, TosuiHaRu MaTtsusuiMa, YosuiHiko Tano,

Taxeniko Kosavasar and Daisuke MizocucHr

Division of Respiratory Diseases of Internal Medicine, Kawasaki Medical School

Laboratory and clinical investigations were performed on AB-206 and the results obtained were as

follows ;

1) Sensitivity of clinically isolated strains to AB-206 was tested by agar plate dilution method and
compared with that of nalidixic acid (NA). The minimum inhibitory concentrations of AB-206 against
50 strains of E.coli and 43 strains of Proteus mirabilis were 0.39 to 25ug/ml and 0.39 to 12.5ug/ml
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respectively. Thirty-six out of 50 strains of Serratia marcescens and 45 out of 50 strains of Klebsi-
ella pneumoniae were inhibited in the range of 0.39 to 12.5xg/ml of AB-206.

The antibacterial activity of AB-206 against most of clinical isolates was found to be superior to
that of NA.

2) Serum concentrations of AB-206 1 hour after 250mg and 500mg of oral administration reached
peak and the levels ranged from 3.0 to 3.6ug/ml and 12.0 to 20.0ug/ml respectively.

The concentration of AB-206 in sputum was 3.2 ug/ml.

3) Four of five patients with chronic respiratory tract infections treated with AB-206 showed effe-
ctive clinical result. No side effect was observed in all patients.



