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Table 1 Blood and visceral levels of CFX, CEZ and CET in mice
given a dose of 40 mg/kg intravenously
Antibiotics Time2) Blood Kidney Liver Lung Spleen Heart Brain*

5 50.2 189.0  224.0 37.2 7.3 20.4 -

10 38.9 182.0 179.0 22.2 - 14.5 -

15 27.9 139.0 133.0 14.0 - 10.0 -

CFX 30 6.3 60.0 36.6 - - - —

60 1.4 23.0 - - - - —

120 —b - - - - - -

5 65.6 272.0 61.0 31.4 11.8 30.6 -

10 46.5 170.0 75.2 40.8 13.4 25.7 -

CEZ 15 40.1 117.0 4.7 30.0 10.0 20.0 -

30 12.2 108.0 20.4 11.4 4.1 8.9 —

60 2.5 49.9 - - - - —

120 - - - - - - —

5 75.5 202.0 71.5 42.7 7.8 28.0 —

10 27.1 132.0 37.2 20.2 - 15.0 -

15 15.7 25.8 3.7 10.0 - 8.0 —

CET 30 - 20.5 - - - - -

60 - 14.5 - - - - -

120 - - - - - - -

a) Minutes after administration
b) Not detectable
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Fig. 2 Blood levels of CFX, CEZ and CE’T in mice given a dose of 40mg/kg

intravenously
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Fig. 3 Serum levels of CFX, CEZ and CET in rats given doses of 20, 40 and
80mg/kg intravenously
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Table 2 Serum and visceral levels of CFX, CEZ and CET in rats after given
doses of 20, 40 and 80 mg/kg intravenously

boses Aﬁtil;i;t;ivcéi Tl‘imen» "S‘erum’ mli(’idney leer wLung B Spleen
15 27.9  138.0 51.7 16.2 3.3
30 13.4 43.3 62.3 6.6 2.1
CFX 60 5.9 13.1 14.4 3.7 -
120 b — B __“; —_ —
15 58.2 89.0 36.2 18.8 6.0
30 47.0 66.7 17.6 16.8 6.0
20 mg/ke CEZ 60 24.9 39.3 4.2 12.2 4.2
120 6.6 8.1 0.9 2.7 1.0
15 6.3 6.4 1.3
30 1.5 1.5 -
N )
CET o : 03 ~ T NT
120 - 0.2 -
15 4.3 192.0 86.2 19.0 4.9
30 20.8 88.3 88.5 15.6 4.8
CFX 60 11.6 61.5 38.0 5.3 -
120 - - - - -
15 116.0  117.0 71.5 36.0 12.6
30 74.7 98.7 28.8 33.0 10.6
40 me/ke CEZ 60 43.8 48.1 11.7 16.2 4.6
120 14.3 15.5 2.3 3.5 1.3
15 23.4 22.0 2.7
30 4.0 4.4 0.9
CET 60 0.1 0.4 - NT NT
120 - 0.2 -
15 83.7  480.0  289.0 28.0 8.6
30 48.9  277.0  223.0 21.0 5.8
o .
FX 60 21.1 61.8  132.0 4.5 -
120 4.3 12.9 8.3 - -
15 152.0  199.0  134.0 41.0 15.2
30 126.0  108.0 81.1 36.8 11.4
k EZ .
80 mg/ke ¢ 60 48.9 64.7 2.5 21.0 6.0
120 16.5 20.5 3.2 1.3
15 40.0 59.5 9.0
30 5.3 30.6 1.2
CET 60 0.4 1.2 - NT NT
120 - 0.3 -

a) Minutes after administration, b) Not detectable, c) Not tested
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Fig. 4 Cumulative excretion of CFX, CEZ and CET in urine and bile of rats intravenously dosed
with 20, 40 and 80mg/kg of drug
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Fig. 5 Scrum levels of CEX, CEZ and CET in eynomolgus monkeys ( Macaca irus)
intravenously dosed with 20, 10 and 80mg/kg of antibiotic
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A STUDY ON THE PHYSIOLOGICAL DISPOSITION OF CEFOXITIN:
HUMORAL AND VISCERAL LEVEL OF CEFOXITIN IN ANIMALS

Teruo FuJiMoTo, TorRU IKEUCHI, KENICHI SATO, MASAYUKI NAKA]JO,
TsutoMu UNE, YASUAKI OsADA and HIDEMASA OGAwA
Research Institute, Daiichi Seiyaku Co., Ltd.

As a preclinical evaluation of cefoxitin (CFX), a semisynthetic cephamycin antibiotic, an examination
was made of its humoral and visceral levels in mice, rats, and monkeys in comparison with that of cepha-
lothin(CET), and cefazolin(CEZ). Each of the antibiotics was intravenously administered.

In general, the blood level of CFX was higher than CET, while it was lower than CEZ. In mice or rats,
these antibiotics rapidly disappeared from the blood within 2 hours after administration. In monkeys, they
were retained longer than in rodents, although the order of level was the same as that in rodents; the
half lives of serum levels of CEZ, CFX, and CET being 46 to 53 minutes, 15 to 26 minutes, and 15 to 19
minutes, respectively.

The total recovery rate of the antibiotics in anesthetized rats was independent of the dose, and CFX
was the same as CEZ, while it was higher than that of CET. The biliary excretion rate of CFX was
higher than CEZ and CET. CET was hardly excreted in the bile. The visceral levels of CFX were
compared with those of CEZ and CET in mice and rats. In mice, the hepatic level of CFX was the
highest of all drugs As for the renal level of the antibiotics, CEZ was the highest followed by CFX and
CET. The concentrations of the antibiotics in other organs such as lungs, spleen, and heart were significa-
ntly lower than renal levels. The visceral levels of the antibiotics disappeared equally within 30 to 120
minutes after administration. In rats, the renal and hepatic levels of CFX were significantly higher than
serum, though the hepatic levels of CEZ and CET were noticeably lower than serum. The antibiotics also
disappeared from these organs within 1 to 2 hours after administration,



