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Cefotetan(CTT, YM09330) i3, #E% Cephamycin &t
E£WEIZ L, indole Bt Proteus, Citrobacter, Enteroba-
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Mol MBFMIZE, T L BB BRoR
PREHLNT, BEBHTHBIZN DL, BEEEE LR
DEHEAFI 25D LIZAS (), MBS L 85Ey
S, ARoBR#EILE &L CBBEEYEZD LN
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7z (Photo. 2) 7213 T, MBI IZREI L 12,
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Table 1 Macroscopic and microscopic findings of muscles in rabbits after a single injection

Injection 2 Days after 7 Days after
volume No. of Score No. of . Score
(m}) muscles Macro | Micro | muscles Size Macro | Micro

Physiological saline 1 6 11.3 1.0 1.5 6 0 0 0.3
0.75% Acetic acid 1 3 4,470.0 4.0 4.0 3 996.3 3.0 3.7
6% Acetic acid 1 3 5,977.3 4.0 4.0 3 3,192.7 4.0 4.0
CTT (Physiological saline) 1 3 1,748.0 3.0 3.0 3 525.3 2.0 2.0
CTT (Lidocaine hydrochloride) 1 3 786.3 2.7 3.3 3 326.7 3.0 2.1

The values represent the group mean
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Table 2 Macroscopic and microscopic findings of muscles in rabbits after the injection for 5 days

Sl 2 Days after 14 Days after
Injection
volume No. of Score No. of Score
{ml) muscles Macro Micro muscles | Macro Micro
Physiological saline 1 S 1.6 1.2 S 0.4 0.6
CTT (Lidocaine hydrochloride) 1 -] 4.0 4.0 . 2.0 1.4

The values represent the group mean

Photo. 3 7 Days after single injection of 6% acetic acid (1 ml/site)

X 135, H.E.

Photo. 4 14 Days after the injection for 5 days of CTT in lidocaine
hydrochloride (1 ml/site)

X 135, H.E.
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Photo. 1 7 Days after single injection of CTT in lidocaine hydrochloride

(1 ml/site)

X 135, H.E.

N, OBl b Es RIS & BB EBRYERT
& - 7z (Photo. 4) .
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Table 3 Macroscopic and microscopic findings of muscles in rabbits after a single injection

il 2 Days after 7 Days after
Injection
volume No. of ; Score No. of $ Score
(ml) 1 Size Size
muscles Macro Micro | muscles Macro Micro
Physiological saline 159 12 79.3 1.3 1.6 12 4.3 0.4 0.6
CTT 13 3 3.7131.0 3:3 3.7 3 1,130.7 3.0 3.0
CEL 15 3 4,676.7 4.0 4.0 3 772.0 3.3 3.3
CER 1.5 3 748.7 2.3 25 3 0 0.7 1.0
CEZ | ) 3 1,562.3 3.0 3.7 3 997.3 21 1.7

The values represent the group mean

Photo. 5 7 Days after single injection of CTT in distilled water
(1.5 ml/site)

&

X 135, H.E.

Photo. 6 7 Days after single injection of CER in distilled water
(1.5 ml/site)
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7AEE %A > 5 ) & &5 72 (Photo. 5),
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CTT #AH Al SH 5\ 3, RAITEEAITH 5 0.5%
HRE ) P4 s TE R L T(25%) 1 miEHT 3
L, WENOBEIC LG4 2 HHORE TIZE5EL R
O, THRIZZ B EEEOHPIL L, 15H
1@ FEHTH -7z, CTT DIGarbEEMEL, B ED
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SHE &2, 2L 72,

—Jj, CTT % M A8 K TR (25%) LT, 20k
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LOCAL IRRITATION OF CEFOTETAN (YMO09330)
AFTER INTRAMUSCULAR INJECTION IN RABBITS

ToSHIHARU SAKAI, TAKANORI HANADA, HIDEAKI OKAMIYA and YUICHI SHIOBARA

Institute of Research and Development, Yamanouchi Pharmaceutical Co., Ltd.

Local irritation of cefotetan (CTT, YMO09330) was studied by injecting the drug to the M. vastus lateralis
of rabbits.

Cefotetan was dissolved in normal saline or lidocaine hydrochloride for injection at a concentration of 250
mg/ml, and 1 ml of the solution was used in each injection. Local irritation was weaker than that caused by
0.75% or 6% acetic acid, whether the drug was dissolved in saline or lidocaine hydrochloride, and the irritating
effect was virtually the same, whether saline or lidocaine hydrochloride was used to dissolve the drug.

When cefotetan dissolved in lidocaine hydrochloride at 250 mg/ml was dosed at 1 ml once daily for 5
consecutive days, extensive necrosis developed on day 2 post final dosing, but the necrosis was persistent only
in some animals on day 14. Regeneration developed strongly, and the animals quickly recovered from the
damage.

Cefotetan was dissolved in distilled water for injection, at 250 mg/ml, and 1.5 ml of the solution was inject-
ed to animals. The local irritating effect of the treatment was compared with those of other cephalosporins,
such as cephalothin, cephaloridine and cefazolin. The severity of local irritation of cefotetan was slightly more
severe than those of cephaloridine and cefazolin, and less than that of cephalothin.



