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(CET), Cephaloridine (CER), Cephalexin (CEX)
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Klebsiella w35 CEC @ MIC 4#r#fit Table 2
DT E{ 6.25~200 pg/ml LI LT, 50kkeh188k (3695)
2 12.5pg/ml F 73 h AT CRE R S hes,
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Table 1  Susceptibility of E.coli to cephalosporins
(50 strains)
MIC (gg/ml)
Drug
0.78 1.56 3.13 6.25 12.5 25 50 100 200 >200
CEC 15 24% 3 2 2 4
CET 11 14 14 11
CER 5 19 13 6 1 6
CEX 4 27 7 1 7 1 3
CEZ 11 13 13 6 3 4
*NIH]J
Table 2 Susceptibility of Klebsiella to cephalosporins
(50 strains)
MIC (pg/ml)
Drug
0.78 1.56 3.13 6. 25 12.5 25 50 100 200 >200

CEC 11 7 10 5 3 14
CET 1 9 12 1 1 5 21
CER 1 11 13 4 1 3 5 12
CEX 9 14 2 25
CEZ 22 7 2 1 1 8 9
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Fig.1 Correlogram between CEC and CET or CER (E.coli 50 strains)
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Fig.2 Correlogram between CEC and CEX or CEZ (E.coli 50 strains)
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Fig.3 Correlogram between CEC and CET or CER (Klebsiella 50 strains)
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Fig.4 Correlogram between CEC and CEX or CEZ (Klebsiella 50 strains)
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Fig.7 Serum levels of CEC
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Fig.8 Urinary excretion of CEC
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Fig.10 Tissue levels of CEC
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FUNDAMENTAL STUDIES ON CEPHACETRILE

YasusH! Ueps, FuMio MATSUMOTO, ATSUSHI SAITO, JINGORO SHIMADA, MASAHISA OMORI,
CHizuko KoBavasHIl, KovA SHIBA, TAKEHISA YAMAJI, MOTOFUMI SAIGUSA and IWAO SAKURAI
Department of Internal Medicine, The Jikei University, School of Medicine

The following conclusion could be drawn from our fundamental studies on the antimicrobial activities,
absorption, excretion, and levels in various organs of Cephacetrile.

1. Antimicrobial activity

The sensitivities of Escherichia coli and Klebsiella against Cephacetrile were found to be distributed over
the range 6.25~200ug/ml or more. Although the results were found to be slightly inferior to those of
Cefazolin, they were comparable to those of Cephaloridine. Some of the bacterial strains indicating resistance
to Cephalothin and Cephalexin equal to or greater than 200xg/ml showed minimum inhibitory concentrations
of 6.25~50ug/ml to Cephacetrile.

2. Serum concentration and urinary excretion

The peak of the serum concentration of Cephacetrile, following an intravenous injection of 1g, reached
a level as high as 100 £g/m! with serum dilution. Its blood level was lowered therafter relatively quickly with
a half-life of 0.63~0.86hours. On the other hand, the serum level following its intramuscular injection in
the same dose indicated a peak of 25.0~27.5ug/ml with serum dilution, and its subsequent serum level
indicated a trend towards an even slower drop in serum concentration in comparison with that of its intrave-
nous injection. These results may be claimed to represent higher serum levels than those obtained with the
same dose of Cephalothin. The serum levels of Cephacetrile with dilution by phosphate buffer, however,
remained approximately half of those with serum dilution in both intravenous and intramuscular injection.

The urinary excretion of this drug following its intramuscular or intravenous injections reached a maximum
level of more than 1,000xg/ml, and the recovery rate from urine, up to 6hours, amounted to a relatively
good level of 52.3~68. 4.

3. Concentration in the tissues

The tissue concentration of Cephacetrile following its single intramuscular injection to rats in a dose of
20mg/kg was found to be extremely high but its penetration of the liver was poor. The tissue penetration
of Cephacetrile was similar to that of Cephalothin and Cephaloridine.



