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Fig. 1 Chemical sturctures of AM—715 and its metabolites
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Table 1 Antibacterial activity of AM-715 and its metabolites

MIC (ug/ml)

10¢ cells/ml

Organisms

AM-715 M-1 M2 M3 M41) M4(2) M5 M6
B. subtilis ATCC 6633 0.10 0.78 6.25 25 020 =<0.10 6.25 25
S. aureus 209P 0.78 3.13 >100 >100 0.78 1.56 >100 >100
S. aureus ATCC 14775 3.13 6.25 >100 >100 1.56 1.56 >100 >100
E. coli NIHJ JC-2 0.05 0.39 6.25 25 1.56 039 3.13 125§
E. coli ATCC 10536 0.05 0.78 12.5 50 156 039 6.25 125
E. coli Kp 0.05 - - - - - - -
P. vulgaris IFO 3167 0.05 0.78 6.25 625 039 <5010 6.25 125
P. vulgaris XK Denken 0.05 039 6.25 125 1.56 039 6.25 25
K. pneumonige IFO 3512  0.10 0.10 125 25 =0.10 =0.10 313 6.25
P. aeruginosa V-1 0.78 12.5 50 >100 25 6.25 >100 50
P. geruginosa IFO 12689 1.56 25 100 >100 25 6.25 >100 >100
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Fig. 2 Standard calibration lines for AM-715 by
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Fig. 4 Standard calibration lines for AM-715 by
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Fig. 6 Standard calibration lines for AM-715 by
E. coli NIHJ JC-2 inoculated 0.1 (0—o), 0.5
(e~--0) and 1.0% (o—-=0).
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Fig. 7 Standard calibration lines for AM-1715 diluted
with M/15 phosphate buffer, pH 6.0 (4----8),
7.0 (o—--o), 7.5 (0—o) and 8.0 (¢---0) by
E. coli NIHJ JC-2.
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25 F

Fig. 8

20

Inhibitory diameter (mm)

15 F

1 1 '

-

01 02 039 078 156 313 6.25

Congcentration of AM-715 (ug/ml)

M-1 0 E. coli NIHJ JC-2 izt 3 5555 % checker
board KM LA, Fig. 9 &R U7-fEHE % PARSLEY
BOFHES ICHEL FIC R Ak 2 s HEMICH
EEARDRABED bR ol, ot MNEPEER
HH2VWRERETAFELFEESETL, AM-T15 o



VOL. 29 S-4 CHEMOTHERAPY -1}
Table 2 Stability of AM-715 in human serum and urine

AM-71S5 concentration (ug/ml)
Serum Urine 1 Urine 2

Before storage 0.84 112 132

After storage 1162) 1408)

for 15 days 0.86%)  1306) 130b)

a) Stored at 4°C

b) Stored at —40°C
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THE STUDIES ON THE BIOASSAY METHOD OF AM-715 IN BODY FLUIDS

YAsuo OOMORI, SATOSHI MURAYAMA, YAsuo ABE and TSUTOMU IRIKURA
Central Research Laboratories, Kyorin Pharmaceutical Co., Ltd.

Studies on the bioassay method of AM-715 in body fluid were performed and following results were obtained.

It was conceivable that the thin layer cup method, using E. coli NIHJ JC-2 as an assay organism and modified
MULLER-HINTON Medium, was the best way for determination of AM-715 levels in body fluids. Detectable sensi-
tivity limit of this method for AM-715 was 0.05 ug/ml.

It seemed that metabolites of AM-715 did not affect practically the bioassay of AM-715. AM-715 was stable
in human serum at —40°C and in human urine at 4°C and —40°C, at least, for 15 days,



