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Fig. 1 Antibacterial concentrations of AB-206
and Nalidixic acid in mouse serum after a
single oral administration (Dose : mg/kg)
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Fig. 2 Antibacterial concentrations of AB-206
and Nalidixic acid in rat serum after a
single oral dose of 50mg/kg
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Fig. 3 Antibacterial concentrations of AB-206
and Nalidixic acid in Beagle dog serum
after a single oral dose of 10mg/kg
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Fig. 4 Antibacterial concentrations of AB-206
in Rhesus monkey serum after a single
oral dose of 50mg/kg
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Table1l Urinary excretion of AB-206 and Nalidixic acid following an
oral administration to mouse, rat, dog and monkey

Mean concentration
D - Recovery rate (%)
Animal species |No. of animals ose (#g/ml, 0~24hr.) 7
(mg/kg) AB-206 NA AB-206 NA
Mouse 10 50 25.0 6.5
Rat 5 50 67.6 249 5.8 20.9
4 10 6.7 78.8 1.4 13.1
Dog 2 40 140 6.6
2 50 68.0 5.2
Monk 3 10 22.3 3.4
e
onkey 3 50 31.7 2.1

Table 2 Fecal excretion of antibacterial activi-
ty following an oral administration of
AB-206, 50mg/kg, to mice and rats

Table 3 Fecal excretion of antibacterial activity
following an oral administration of AB-
206, 50mg/kg, to Rhesus monkeys

Animal | Time |Feces level | AESERE
(hr.) (nglg) 9
0~ 5 1.3 0. 004
Mouse 5~ 8 1.9 0. 006
(n=10) 5~24 0.8 0.025
24~48 <0.1
0~ 8 3.7 0.04
Rat (n=5) 8~24 <0.1
24~48 <0.1

mg/kg HEHTEREN 3.4% XV 2.1% LIEWE
FRLUIB L B oo NA OEIRKILT v T 20.9%,
42T 13.1%, 6.6% Thbh, AB-206 T, WTh
OBREFATLEVENRRTH - o
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B EchikiA Table 2 WiRT, ¥ ATIREL 24 B
B ET, F v bTik8EMEI% T CH ve/s DRETHE
M hio, DEBRHERERENT Litsfc, BIREIRZ <Y
A, Ty bEDBERDO0IZLUTTH-70

7 5 FHFEAK AB-206 % 50mg/kg 5 Uitk o3krh
HEift % Table 31c/RT, EHEENRBD LI Tihbd
EERE X No.l o9 L Tik 76.8ug/g, No.2 5L
3DV AIRE TR 2.24g/g L 4.0ug/g THolo
FPRADOEIRRIEY ART » P LA, WTFhd 0.2
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DBEtE Fig. 5 wRTo BHPBEIRER 2KKEE
Tk 68ug/ml, 2~4 BRITIX 91ug/ml L& — 7iE
L, 4~6 BRI 47 ug/ml BT L%, 24 B % T

' Feces level (ug/g) Recovery
Animal oot | 228 |82t 24;;. ?8 rat((e%)
1 76.8| 19.1| 4.4 2.8 0.15
— — 2.2 <0.1 0.02
3 <0.1]<0.1| 3.3 4.0 0.04

Fig. 5 Antibacterial concentrations of AB-206
in rat bile after a single oral dose of 50
mg/kg
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Table 4 Tissue distribution of antibacterial Table 5 Tissue distribution of antibacterial
activity after oral administration of activity after oral administration of
AB-206, 50mg/kg, to ICR mice. AB-206, 50mg/kg, to male SD rats.
Values are given in ug equivalent to Values are given in ug equivalent to
AB-206 per gram wet tissue and ex- AB-206 per gram wet tissue and ex-
pressed as means of three mice. pressed as means of three rats.

Time (hr.) Time (hr.)
Tissue Tissue

0.5 1 2 4| 8 |24 0.5 1 2 4 8 (24
Serum (ug/ml)| 59 34 18 8.0] 2.4 —* Serum (ug/ml)| 22.5|37.3 | 24.8 [ 18.2 | 3.0/ 1.0
Liver 12 75| 6.5|1.9 —| — Liver 3.9| 36| 24| 20| —* —
Kidney 32.5 |24 10.5 | 3.1] —| — Kidney 9.0{18.810.1| 51| — | —
Lung 32.5 |30 12 3.2 —| — Brain — | 6.8] 1.8 — |- =
Spleen 19 15 8 3.6 —| — Spinal cord — | 5.8 1.5 el —
Brain 13.5 | 10 4.110.9] —— Lung 5.5/14.0| 6.3| 53| — | —
Testis 10.5| 9.5| 4.6 1.3 —| — Spleen 27| 63| 3.2| 24| — | —
Muscle 19 16.5| 8.5|2.4] —| — Testis — | 6.3] 3.2 — | = —
Skin 19 10 5.0/0.9] —— Muscle 3.1/10.0| 55| 1.9 | — | —
* —:<0.8 ug/ml or g * —: <1.5 ug/g wet tissue

Table 6 Distribution of antibacterial activity in gastrointestinal tracts
after an oral administration of AB-206, 50 mg/kg

Tissue level (ug/g)
Animal Tissue
0.5 1 2 4 8 24 hr.
Stomach 110 97.5 87.5 19.0 1.6 0.7
Mouse Small intestine 150 95.0 85.0 31.0 4.7 —*
Large intestine 5.3 5.0 4.4 1.3 — —
Stomach 455 390 200 200 1.7 —
Rat Small intestine 360 340 240 150 16.0 —
Large intestine — 5.5 5.0 230 5.3 —
* —: <0.6 ug/g wet tissue
CEWTHMER EFb3bE Lidleh ot Fig. 6 Bioautogram of urine of mice, rats and
J v FRBTBERSHEIFUS OB T 18 dogs developed by thin-layer chromato-
MEBCRLEL, ~v AREE, Hrim<, BARch graphy
oWl #5 0.5, 2 F LV 4BEBCEWTLRE Solvent

Methanol : 289, Ammonia: Water=20:1: 3

DOEATHY, FlWThimFL D EVETS -,
TVABIVT vy Mot AB-206 o 50mg/kgi%
NHEEROHELERBE R Table 6 1mRTo T L/ BiC
BOWTIIYA, Ty bED05BMICENTRELE Rf
BRELRL, DEERL. KBRS LTIt~y AT 0.5
WHFROBRHIZ BV THEWSHLAED Lok
R, 7y P TR 4 MBI ERE (2804g/g) OB

1.0

’25{‘1&57’:0
6. RPVEEHDE 0 AB-206 Rat Mouse Dog
AB-206 ¥HELIc~V R, Ty b RIVARDRP authentic 0—4 hr  0—6 hr  0—6 hr
DEERBYLRE 7 v~ 57 4 - LV RELT: Urine

2, Fig. 6 I FT X 5T RSB 560 b Bk (50me/kg, p-o. )
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AB-206, A NOVEL CHEMOTHERAPEUTIC AGENT
STUDIES ABOUT ABSORPTION, DISTRIBUTION AND
EXCRETION OF AB-206 BY BIOASSAY

Axio Izawa, Youxko Kisaki, Axira Koupa, Kaoru Yamamori,

Tosuiaki Komatsu and AkKIrRA YosHITAKE*
Research and Development Center, Institute for Biological Science*,
Pharmaceuticals Division, Sumitomo Chemical Co., Ltd.

AB-206, a novel chemotherapeutic agent active against gram-negative bacteria, was administered
to mice, rats, Beagle dogs and Rhesus monkeys at a single oral dose of 10~100mg/kg and absorption,
distribution and excretion were investigated by bioassay using E.coli Kp. The results were as fol-
lows :

AB-206 was absorbed well and rapidly appeared in serum. At a dose of 50mg/kg, mean peak levels
in serum were 37~67 ug/ml. Dose response and species difference of serum level in these animals
were observed.

About 1.4~6.5% of active AB-206 were excreted into urine for 24 hr. postadministration and their
mean urine levels of AB-206 were fully beyond the MICs on many gram-negative bacteria.

High bile levels of AB-206 in rats were observed and the recovery rate reached about 5% in 24hr.
postadministration.

The highest AB-206 concentrations in tissues were observed in lung and kidney but their concentra-
tions were below the serum levels and the levels in liver were the lowest. High antibacterial concentra-
tions in gastrointestinal tracts in mice and rats except for caecum and rectum in mice were observed
during 4hr. postadministration. But fecal recovery rates of antibacterial activity in mice, rats and mon-
keys were below 0.29% of dosage.



