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Fig.3 Assay by high performance liquid
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Fig.4 Correlogram between MIC of AB-206
and Pipemidic acid (10°® cells/ml)
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Table1 MIC of AB-206 to clinical isolates in

original culture

ug/ml E. coli Klebsiella |Ps. aeruginosa

>100 4
100 3 3

50 1 7

25 1 8

12.5 1 2
6.3 1
3.1 2
1.6 1 5
0.8 11 7
0.4 13* 2

Total 31 20 21

* Included NIHJ
Table 2 MIC of AB-206 to

clinical isolates in

100 fold diluted culture

ug/ml E. coli Klebsiella |Ps. aeruginosa
>100
100 3 2 1
50 1 3
25 1
12.5 1 1 14
6.3 1 2
3.1 2
1.6 1 2
0.8 8
0.4 19* 4
Total 31 20 21

* Included NIHJ
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Fig.6 Serum levels of AB-206 and metabolites in rats (50 mg/kg p.o.)
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Fig.7 Biliary excretion of AB-206 and metabolites in rats (50 mg/kg p.o.)
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Fig.8 The ratios of AB-206 and metabolites in the bile of rats (50 mg/kg p. 0.)
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Table 3 Clinical results with AB-206
Organisms (/ml) :
Cases Diseases d]?fse Sg) Effect Sf;det
Before After (daily X days) etec
1T.Y. 62F | u.u.t.i. E. coli>10%(0.8) | E. coli>10%(0. 8) 1.0x14 poor —
2 C.M 56F | wuti E. coli>105(0. 8) S’g{’i‘éﬁ’&”&;’)‘s 1.0x 7 | good —
. E. coli>10% (44) 1.0x21 _

3T.Y. 63F | wut.i. Klebsiclla (1) — 0.5%28 good
4 I.N. 65F | u.u.t.i E.coli>105(4f) | E.coli>10%(—) 1.0X 7 poor -
5 M. K. 62M | Lu.ti. E. coli>105(4) - 1.0x14 | good =
6 M.T. 64M | Lut.i. E. coli 2.9x103 — 1.0x 7 good —
7 A.M. 52F | Lu.t.i? — — 1.0x 4 ? —
8 F.A. 69F | Lu.t.i.? — 1.0x 4 ? —
9 F.0. 30p | LULL Klebsiella>10° | Klebsiella>10° | 3o 00 | oo | GOTT

-9 hemodialysis (1.6) (1.6) . p APt

In parenthesis, numeral means MIC to AB-206 in original culture.

(#)~(—) means disc sensitivity to NA.

BEEHTIAELE L (P<0.05), M-1G iz o\WTiRE
EHCHERTFEERNMEL (P<0.01), *i-ZtkFrE
ERCHEARTH FEERECIMEE YR L (P<0.05),
ZOMDLETIE 5 v enhkE L, KEMCEEEMN
FAtoY5F (R T

W DHE L R

(1) AB-206G/AB-206F, (2) M-1G/M-1F

(3) M-1(F+G)/AB-206 (F+G),

(4) AB-206G+M-1G/AB-206 F+M-1F
D4ATEDOLERLIEL £ OFEEY Fig 10 KR L,
RIIYZhTHI Y FRAEL, FEEDOALR
WEIANEDSTN, ROETREEEENADLR
oo

PSR CILIE B BAC H~ T AB-206 G/AB-206 F %
B\~ (P<O0.05), FFEAR CIRIEEFRE X v 3 (P<0.01),
FroaFEERI DS (P<0.05) M-1G/M-1F of;
RHEV, IDFEAHETIXEFRHCHE~T AB-206
G+M-1G/AB-206 F+M-1F D} {EL (P<0.05),
Pk DB B IFBEER Tk AB-206 G % X Ot M-1G
DRFPPEMENEEFEL DV BELMEL, YROEEL
LTERDLDOFIHE

MHREE s X O IR SRl OHEB 5 % T G OERKIT A
L GOBMEENERCHFET B LIIELRL VWD
T, BRIIWIFBEER TRV 7 v Y BRASENMET
LTWBlkdtErLbhb,e

3) HEREEABA

FEIRiIcix Table 3 iRtk 5 EMREBBRES
B, TERERRIE4R, &9 AREH LA L,
FER&EE LT E.coli % 105/ml [J LFBHIhi-3D
46, Klebsiella $%10%/ml LI kDD 14), E.coli>
10%/ml & Klebsiella (4+) O3 D14, E.coli 2.9x
10 D014, ERHREZATH-o HEET1
FAEBRCTIZ2M 1 H 1g # 4~14 BREIEOHE, fbo
1604301 B 1g % 21 AL, L 0.5g %#28A
FRELTWB, ThbDERD > LEREILY A, B
DEREROBENLONEH L HEL D D 34,
E.coli 4% U Staph. epidermidis (4x103/ml) i
Bo e MBERERKEL, —BEDEELOhELD1
Bl, MEEHCTETESDOS D 3F, KudbERYE
THEREDLD 2HTH -0

SLE L Zhic X »BEECMKEN Rikdb, BET
REEDL I 9 EF CmhiRE (Table 4), Reskit
(Table 5) %R|E L oo
MFREXBERACHERTEHBE KL T,
PEEOFENE 2 bh b, MKEN ORI CTHEL
THRBERFT250mg 1ERALTVB7eneBbh
B0, BEAEREER AL oo 24 BEHERS D
BEBBRBRAD LI L RZRROAREND R\ o
1 BfeBkiEE, RPERER (EEA 1 4.7%Y) 2ELL
ETLTW3,

AFFERAC X BEEROWT, mE, B, gt
(GOT, GPT, Al-P), Bifgt (BUN, Mg s v7F=v)
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Table 4 Serum level of AB-206

Table 6 F.O. 30y F.Pyelonephritis with SLE

On the 6th day

before breakfast 6.9 ug/ml
—250 mg

before hemodialysis 5.6
—250 mg

after 1hr. 5.0

end of hemodialysis 5.0
—250 mg
—250 mg
On the 7 th day

before breakfast 3.9
—250 mg

after 1hr. 4.8

after 2 hr. 6.0
—250 mg

after 2 hr. 7.2
—250 mg

after 2 hr. 5.6

Table 5 Urinary level and recovery of AB-206
in 24 hr. collected urine

1st~ | 4th~ | 5th~

2 nd day5 th day|6 th day
Level (ug/ml) 3.0 23.5 21.0
Urinary volume (ml) 270 250 300
Total (mg) 0.81 5. 88 6.3
Recovery (%) 0.08 0.59 0.63

75 ¥ OHEBERE L OO BRER LRI Liend, 89
fEGIC GOT, GPT, Al-P o EHMFED bhicLiftbo
EFATIE R ADRENRBD LRI - To
# 9 QIO FFBEEZ D ORAE K i Table 6 17T
L¥hTHb, GOT, GPT, Al-P 0 LR 13 AFIDOBES
%E\‘ibﬁf&b‘o
L LED#AFESHIE# 1A 11 A, 27 BORK
CHHhD L HCHmAREREL TS,
II1. % ®
AB-206 3EH L\WARMIEYBEOZEOF T, ELUED
Nalidixic acid ® Pipemidic acid & DEELMEE 7a
BTHD 5, MBEEMmEAN L hE, FHNIX Nalidixic
acid % Pipemidic acid X b 3% { OHEDEEK 7 Mk
CRL T TEhiciBIEE TrEvbh Ty
BY, FLE S OBRHLHE T, RS #D E.coli
Klebsiella ¢\, Pipemidic acid WH~RTAFDF M
1~3 BYREREEE MIC %7RT3d Dhi% <, Pseudom-
onas aeruginosa TH—MOBIEAHF O FMN 1~2 B
FEEVER R L TV %o MIC fERIEIC 3\ TRIKERE &
100 &% FIRKEEIOEIC 1~2 BEBREDOV L ENAR

11/26 12/4 12/9
AB-2061g
CET 2g—
11/24| 12/7 | 12/14) 12/27)1/11}1/27
Serum
GOT 22 96 66 79 | 60|33
GPT 27 44 73 113 | 81 | 34
Al-P 12.0| 13.6/ 28.0 34.622.2]15.8
BUN 36.4/ 35.1 22.0/ 32.6
Creatinine 4.2 420 4.0 3.6
RBC(x10%) 192 | 200 | 214| 235
Hb (g/dl) 6.2 6.4 7.1 7.3
Ht(%) 19 19.5 22.5 22.5
WBC 12, 400 9, 70012, 300(13, 000
Thrombo(x104) | 17.0| 13.0| 11.8 19.4
Na 141 | 139 | 137 | 139
K 3.3 31 29 32
Cl 105 | 100 | 101 | 99
Urine ]

Protein +3 +2 | +3
Glucose + +1| —
RBC 7/1 41| 211
WBC >30/1 >30/1] 14/1

bhan, zokdkBRIMbOERTLADhSZL
NHBHMND, EERHELEDL > KBHEYFETHOME
HRESLBANE IR TEDLY, SHOMETHA
50

FFNTEER TR 5 Fig. 2R Ui X 5 7 fRE#
B X h, AB-206 2 M-1 X0 v 7w v
&3 Tcbh, BREIVCEHFRL) ORECHHES
RBZERMBRTV B, A EDIXERTIEDEDKNA
BHE - R e FEERORBICBLE L » THREY
#775»T3s b, CET % RFP 7z ¥ OFi EMEORBHIUF
EEEY TIIHELAET T L 2RELLY, &F
oW THRABEOBEENS T » bEAWVWT CCL XD
s S AR ERL, ARS RO RBORHL B
LI5 AR, AEFDOEHR 7 » bIoBT 5 RS2
WTIRTTREBEND BN, ZOHECHETESED
EEIRINHAEL, &l UTERE VA TORBE
RBORNLILsteo FOERITEROLEY T, ERA
TR 35 9 F 0B Blcd L E 2 bh b Mnefie <
59 FNLELEENL S LITELELBRETHAS 50 L
N LA EBEEOLL W -HENA CRTAREY
LRI B &, AB-206 225 M-1 ~Of# 2 TSR
CETL, RBRBSM»DHRT LFEERX
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Ehote 74 2y 1 RERFRERERO MIC EX b
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2) CCl FEES » b ERFEZES » P TIREE
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CLINICAL AND EXPERIMENTAL STUDIES ON AB-206

KemMer Masummo, ¥ Ortoniko Kuni, Kazuruto Fukava
and Taxkasur Komatsu

Department of Internal Medicine, The Institute of Medical Science,
University of Tokyo
* Recent address : Tokyo Welfare Pension Hospitl

Some experimental and clinical studies on a new synthetic antibacterial agent AB-206 were performed
and the following results were obtained.

1) The MIC values of various gram-negative bacilli isolated from clinical material were higher by
two to four times for pipemidic acid than for AB-206 in a majority of strains.

MIC values were higher by two to four times when an original overnight broth culture was used
as an inoculum than those when its 100-fold dilution was used.

2) In rats with liver dysfunctions due to CCl,, in particular in those with cirrhosis, it is consid-
ered that the metabolism of AB-206 into M-1 and glucuronide of AB-206 and M-1 is depressed when
compared to normal rats.

3) In the clinical field, AB-206 was administered to 9 cases of urinary tract infections. The effect
of this drug was evaluated as good in 4 cases, as poor in 3 cases and undecided in 2 cases. In one
case which was receiving hemo-dialysis on account of renal insufficiency, an elevation in sGOT, sGPT
and Al-P was observed following administration of AB-206. However, recovery ensued after cessation
of this drug. Although definitive conclusion cannot be drawn, the possibility that AB-206 may be
involved in the abnormal elevation cannot be denied.



