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Table 1  Local irritative activity of CMD injected into the M. sacrospinalis of rabbit
Com d Doses No. of B. W. Irritation Irritation
poun (ml/site) sites (kg) score (mean) volume (ml)
6% Acetic acid 1 4 3.1 4.0 4.01:041*
2 days 25%CMD 0.5 4 3.1 1.5 0.58+0.09
after 25% CMD 1 4 3.1 2.3 1.58+0.20
25% CMD 2 4 3.0 3.0 3.17+0.55
Physiological saline 1 4 31 0.5 <0.1
6% Acetic acid 1 4 3.1 4.0 2.18+0.28
7 days 25%CMD 0.5 4 3.3 1.3 0.25:0.14
aftes 25% CMD 1 4 3.1 1.0 0.53+0.05
25% CMD 2 4 3.1 2.3 1.50+0.18
Physiological saline 1 4 3.1 0.3 <0.1

*:Meant S. E.
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Table 2 Local irritative activity of CMD, CEZ, CET or CER injected into the M. sacrospinalis of rabbit
Doses No. of B. W. Irritation Irritation
Compound (ml/site) sites (kg) score (mean) volume (ml)
0.5% CPZ - HC1 1 4 3.4 3.0 4.14+0.36*
1 day 2% CMD 1 4 34 2.3 1.2910.14
after 25% CEZ 1 4 3.5 2.0 0.93:0.15
25% CET 1 4 34 2.5 2.3810.25
25% CER 1 4 33 1.0 0.57+0.11
6%  Acetic Acid 1 4 3.1 4.0 4.08+0.52
25% CMD 1 4 3.2 2.0 1.131+0.06
2 days 25% CELZ 1 4 3.2 2.0 0.8810.07
after 25% CET 1 4 3.2 3.0 1.83:0.21
25% CER 1 4 3.2 1.5 0.58:0.05
Physiological saline 1 4 3.2 0.3 0
0.5% CPZ - HC1 1 4 34 3.8 2.7840.33
3 days 25% CMD 1 4 34 2.3 1.07+0.06
after 25% CEZ 1 4 3.5 2.0 0.79+0.09
25% CET 1 4 34 2.5 1.75+0.13
25% CER 1 4 33 1.0 0.48+0.09
______ 6% Aceticacid | 1 4 3.1 4.0 2.45:0.08
25% CMD 1 4 3.0 1.0 0.28:0.14
Tdays | 25 CEZ 1 4 3.1 0.3 <ol
after | 354 CET 1 4 3.1 25 1.16:0.13
25% CER 1 4 3.2 0.3 <0.1
Physiological saline 1 4 3.2 0 0

*:Meant S. E.
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Fig. 2 Local irritative activity of CMD, CEZ, CET 'or CER injected
(25% 1 ml/site) into the M, sacrospinalis of rabbit
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Table 3  Local irritative activity of CMD injected into the M. sacrospinalis of rabbit
. No.of | B. W. Irritation Irritation
Compound Vehicle (ml/site) sites (kg) | score (mean) | volume (ml):
L Physiological ' ' ane
6% Acetic acid saline 4 2.7 4.0 4.12:0.30
Physiological ,
2 days 25% CMD . saline 4 2.7 20 1.46:0.10
after
25% CMD Distilled water 4 2.7 20 1.60+0.11
0.5% Lidocaine , er. s
25% CMD hydrochloride 4 2.7 20 1.56:0.19
* : Mean t S.E.
Table 4 Local irritative activity of physiolégical saline, distilled water or 0.5% lidocaine :
hydrochloride injected into the M. sacrospinalis'of rabbit
Material Doses No. of B.W. Irritation . Irritation
ater (ml/site) sites (kg) score (mean) volume (ml)
6% Acetic acid 1 4 2.9 4.0 4.09:0.52*
Physiological 1 4 29 1.0 0.14:0.08
saline
2 days :
after Distilled water i1 4 2.9 1.8 1.640.55
0.5% Lidocaine ?
‘ .51£0.10
hydrochloride 1 4 29 1.0 . Q 1 0

* :Meant S.E.
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Macrograph of the M. sacrospinalis injected CMD, CEZ, CET or CER in rabbit

Photo. 1

1 day after single injection
of CMD, CEZ, CET or CER
(25% sol. 1 ml/site)

Photo. 2

2 days after single injection
of CMD, CEZ, CET or CER
(25% sol. 1 ml/site)
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Photo. 3

3 days after single injecti-
on of CMD, CEZ, CET or
CER (25% sol. 1 ml/site)

Photo. 4

7 days after single injection
of CMD, CEZ, CET or CER
(25% sol. 1 ml/site)
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Micrograph of the M. sacrospinalis injected CMD in rabbit
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Photo. 5

| day after
single injection
of CMD

(25% sol. |
ml/site)

| PE. Stain. x25

Fhoto. 6

2 days after
single inj:ction
of CMD

(25% sol. 1
ml/site)

H.E. Stain. x25
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Photo. 7

3 days after
single injection
of CMD

(25% sol. 1
ml/site)

H.E. Stain. ~25

- Photo. 8

| 7 days after
single injection
. of CMD
 (25% sol. 1

- ml/site)

l HE. Stain. x25
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RERIEH A S, 3 Yol Table S  pH and osmotic pressure (OP) ratio of various compound
AL BB IS - 16
»
28 1) BREZOLD Compound (Venhicle) pH OP ratio
DBFHMM 25% CMD (Physiological saline) 48 2.83
T O b DOl 25% CMD (Distilled water) 50 1.88
Wil fe & T 5, Table 4 (= iiZo g:IZD (PO‘;S% Tldélencsl.hydroclxloride) :g i;g
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TR - AR REA S K ol N ‘
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kEIML
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Frou 2 2T A ZRIK0.5 Distilled water 6.3 0
% i) ¥4 VIEBHIOL 0.5% Lidocaine hydrochloride 6.7 0.96
ML KD E 18 - 72, Physiological saline 5.5 1.00
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MUSCLE IRRITATION STUDY ON CEFAMANDOLE

Yosuio HArRApA and TAkA0 OxamoTO
Shionogi Research Laboratory, Shionogi & Co., LTD.

This study was performed to evaluate the degree of irritative activity resulting from an intramuscular
injections of cefamandole sodium, in comparison with those of cephalothin sodium, cefazolin sodium and
cephaloridine.

In the first experiment, cefamandole sodium solution, containing 25% cefamandole activity (weight/vo-
lume), was prepared in physiological saline and the other cephalosporins were also prepared in the same way.
Injections of one ml of the solution were made into the sacrospinal muscle of Japanese white female rabbits
weighing 2.5~3.5 kg. The rabbits were sequentially killed 24, 48, 72 hours and 7 days later and the muscle
sites were excised and placed in formalin fixative for 72 hours after gross examination. Sectioning of the
fixed tissue permitted a measurement of the volume of irritation. A representative section of the irritated
area was examined histopathologically.

Histopathological examination as well as gross examination indicated that cephalothin sodium was the
most irritative of the cephalosporins studied and cefamandole sodium produced some irritability. However,
the irritation volume produced by cefazolin sodium was less than that produced by cefamandole sodium.
The irritative activity elicited by cephaloridine was the least, while physiological saline showed no signifi-
cant change at the injection site.

In the second experiment, irritability produced by 25% cefamandole sodium in physiological saline was
compared with that by the compound dissolved either in distilled water or 0.5% lidocaine hydrochloride
solution. The data indicated that there was no difference among the irritation volumes in these three vehi-
cles. We, therefore, assumed that the muscular irritation by cefamandole sodium resulted from the potency
of the compound itself.



