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Fig. 1. Bactericidal activity of ASPC, PIPC and MZPC against K. pnecumoniae B-54
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Table 1. Survival rate of mice infected with K. pneumoniae B-54 after 10 injections of
antibiotics (50mg/kg/dose) at various intervals (n=9)
Survival rate (%)
Int 1
Antibiotic niervass Days after final injection
(hourly)
1 2 3 4 5 6 7
1 100 100 100 88.8 66.6 22.2 11.1
2 100 100 77.7 66.6 66.6 44.4 33.3
ASPC
3 100 88.8 77.7 77.7 55.5 11.1 11.1
6 100 100 88.8 44.4 0 0 0
1 100 100 88.8 55.5 55.5 33.3 22.2
2 100 100 77.7 22.2 11.1 0 0
PIPC
3 88.8 22.2 11.1 0 0 0 0
6 44 .4 11.1 11.1 0 0 0 0
1 100 100 88.8 55.5 44 .4 11.1 0
2 100 100 66.6 22.2 11.1 0 0
MZPC
3 33.3 0 0 0 0 0
6 22.2 11.1 0 0 0 0
Cont.* 1 44 .4 0 0 0 0 0 0
* The mice were administered with 0.9% NaCl solution for 10 times at 1 hr interval.
Table 2. Effect of single injection of antibiotics 50mg/kg on viable bacterial
cell count in lung of mice infected with K. pneumoniae B-54 (n=4)
Number of bacteria (log CFU/lung)
Antibiotic Hours after injection
—12 0 2 4 6 8 24
Mean 4.7 4.6 4.0 4.2 6.3
ASPC — -
+SE +0.27 +0.18 +0.32 +0.23 +0.48
Mean 5.6 5.4 5.5 5.6 8.0
PIPC - -
*+SE +0.19 +0.14 +0.21 +0.23 +0.25
Mean 5.4 5 5.6 8.9
MZPC - -
+SE +0.23 +0.14 +0.31 +0.32 +0.16
Mean 5.3 5.6 6.6 9.0
Cont. - - -
+SE +0.09 +0.09 +0.59 +0.22
0 1.56 pg/ml 3 X O MZPC : 1.56 pg/ml THh -7,

ASPC ORBEERITIBETHKEF L, 50 pg/ml 1EFH 4 K 2.

% AR 1/10* @A L, €512 1 pg/ml {E
HTh 4 BE#H s 110 wgd Lic, —7, PIPC &
L 0° MZPC 50 pg/ml fEF Tl ASPC @ 1 pg/ml {E3

LRRO ZEERA L» B ohT,
TER CRBENERATH - o
%% o MIC f#i13, ASPC: 0,78 pg/ml, PIPC

1% X0 10 pg/ml
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Fig.2. Survival rate of mice infected with

K. pneumoniae B-54 after 10 injections of
antibiotics (50mg/kg/dose) at various
intervals (n=9)
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Effect of single injection of antibiotics 50 mg/kg on viable bacterial

cell count in lung of mice infected with K. pneumoniae B-54
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Fig.6. Simulation curve of serum and lung

concentrations of antibiotics after single
subcutaneous injection of 50 mg/kg to mice
infected with K. pneumoniae B-54
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THERAPEUTIC EFFECT OF ASPOXICILLIN ON EXPERIMENTAL
PNEUMONIA INDUCED WITH KLEBSIELLA
PNEUMONIAE IN MICE

Nosuo Isun, Kato Tani, Osamu Kasuca, YosummiTsu SAKUMA,
Satosui Okuno, TapaHIRo MaTsusuiTa and TouTaro YAMAGUCHI

Biological Research Laboratory, Tanabe Seiyaku Co., Ltd., 2-2-50,
Kawagishi, Toda, Saitama, Japan

KEeizo MaTsuMoro

Institute for Tropical Medicine, Nagasaki University

The therapeutic effect of aspoxicillin (ASPC) on experimental pneumonia induced with Klebsiella
pneumoniae B-54 in mice was compared with those of piperacillin (PIPC) and mezlocillin (MZPC) under
various administration schedules. A 50 mg/kg/dose of each drug was subcutaneously injected to the
mice 10 times at 1,2, 3 or 6-hourly intervals and the survival rates were determined. Under the 1,2 and
3-hourly regimens, the survival rates with ASPC were nearly equal, but at 6-h intervals decreased
slightly. The survival rates with PIPC and MZPC decreased with an increase in interval.

Mice were given 50 mg/kg/dose of each drug by single injection, 10 times at l-hourly or 15 times
at 2-hourly intervals, and the bacterial counts in the lung measured. The decrease in viable
bacterial count after injection of ASPC occured more rapidly than with the other drugs under all
administration schedules. On the other hand, treatment with PIPC or MZPC exerted only a slow
decrease during the injection period.

Mice were given 50 mg/kg of each drug and concentrations in the lung were determined. The
concentrations of ASPC were higher than those of others and the time above MIC value of ASPC was
about 2.3 times longer.



