VOL. 31 NO. 9

CHEMOTHERAPY 947

Y FFERARREEF ekt s Cefmenoxime oz Rz o

WO W otk By -
RURRT LK A MR EE 74
* REAHEHE, " RELRWELRE

(FRf 58 424 A 21 &)

€7y ARY YRIFEHRK Cefmenoxime (CMX, SCE-1365) o FEr MRS IEIC 535 M
B, 22, bhbhAiBRR LY ¥ THHRREE 7 A% AV, XK Cefazolin (CEZ) &

HETa s LY,

$:M Escherichia coli PYO-252 #kricf+% MIC 12, CEZ 2% 3.13ug/ml T, CMX 2%0
1/30 BUF® 0.1 pg/ml ®RL 1, CMX 5 X0 CEZ ¥ Fh Eh MRS L, BEFRYC f1h e
EFEHRBRARBREYRE LR \AE L lih 50 BRI TH -0t CMX M4
4850, MIC vaA% LD L, CEZ i3 2 BMUANICRIHTREE L 270 FHRAKMIR
ER2W T RROFERAED bhic, MAYKRENK4BENS 4 M1 H 3EMIRAICESL
T REARRMZ 85\ T, CMX Tk 22.5 mg/kg/day D#Lic k hL&FICER “FY” OPHRA
AbhicDixf L, CEZ 220§ 3 & &P 60.0 mg/kg/day B/ aREEL L -1 CMX ©
BERYHINT S &, BRENC L ERERERAEEL, FE) SOBE LM RERIED Hht,

HEDESH H, CMX RNFENRRFEOBRBAL LTHYTHS - VBRI R,

XXE, bhbhHRBRLAY ¥ FERRRPIEEST
AV FRAWT, €7 » v AHXY vRY 4 X Cefotiam
(CTM, SCE-963, REX&L) OBRBHROLWTHRN
L, AFGTFEARRMEOBRBAE LTHYTCAB LN
WIhteZ tx2BELLY,

S0, 2xoRELARK, FrelREIhict7 »
m A#Y YR 4EH Cefmenoxime (CMX, SCE-1365,
REER) CowTRE 2T,

I. HE&F &

D FERE4EHR

Cefmenoxime (CMX) ¥ i\ ‘iz, RAFIZRBAEKRES
AR LD ARINILDTHD, HBERLLT
Cefazolin (CEZ, BER¥ES, THH&) 2FERALL.

2) EHEK

R LR, 1 X FEEREDCHRAN» ML I
Escherichia coli PYO-252 #k% Fi\ i,

3) EREY

New Zealand White il 4+, 6% 3.7~4.5kg,
FHALARDO DO, FHERLADTHI 95 FAE
R Ui, HH o M3 X CFERBARED I
B 1WEAY D 2 P13 BE, BEARCELT
RSP IHELT, ThEPhEBRETRo%,

49 BNREHILBEE D RE

CMX 3 X0t CEZ o, E. coli PYO-252 #kics3 2 12
NREHIERE (MIC) 12, B2k A B X{L2m
BESRBEC VG RIE Lo

5) CMX 3 XU CEZ DffihiflE L FEAHKARE

D RPE

JEMGyy 4 ¥ 36 P AT, CMX & CEZ 0 ikl
B BIVFEABARELYREL, 10mgkeg X
U 20mg/kg ® CMX ¥7:ix CEZ %, Th¥th 10%
BRELLTOYY¥ERIRAC 1 EEMN L. EMHESH
Mo 4FEHET, BRRC Mig: FEAR (FERS
) ¥8IL, Hbic —20°C THEE BRENEH T
RIFELIc. MRAOMEORE X, REXIPRUEFRT
Tisotco

6) vHFFENMPEDOERLE, CMX, CEZ X

5 BRAR

VHFFERBREORFREL, €7y v AHEY YFRH
EFERAVCTO BEARIT, MOMED K- T R
Lico TDOEEY Fig. 1 1Z/R L7z, PMSG (£r b r
v, wEREZS S0IU ofAAEMs, HCG (FXr—
v, =3/ —%) 100IU BERAESZTRV, S8
DERRFERL, HEDHRL TN HERLIEED v
FFD 1 UHERFEANC 5% 2F Vv (FAMY o
7 o aFv, %) 1ml BB LY E coli PYO-



948
Fig.1 Schedule of experiment
PMSG HCG Inoculation
50 1U 100 1U of £ coli
(im) Giv) into uterine horn  Therapy with Autopsy

I

(= I i i I J

-2 0 8 12 16 18
Day

CMX (or CEZ)
' | 4 duys
s

15
A A

Corpora lutea

Table 1 MIC of CMX and CEZ

Strain . MIC (zg/ml)
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PYO-252 0.1 3.12
NIHJ JC-2 0.2 1.56
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Fig.2 Plasma level of CMX sfter a single
intravenous injection into rabbit
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Fig.3 Plasma level of CEZ after a single
intravenous injection into rabbit
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Table 2 Uterine tissue level of CMX after a single
intravenous, injection into rabbit

D Number |Tissue CMX concentration (up/g)
ose
(mg / kg) of Time after injection(hr.)
rabbit 1/2 1 2 4
2.7 0.7 0.1 0.1
10 8

3.5 0.5 0.1 ND

7.4 2.3 0.5 0.2
20 12 3.5 1.4 0.1 \D
8.1 1.9 0.9 0.1

ND: <0.1 #g/g

Table 3 Uterine tissue level of CEZ after a single
intravenous injection into rabbit

Dose Number |Tissue CEZ concentration (xg/g)
(mg / kg) ra:;it l;I'zirne aftler injec;ion (hr. )4
o B
| [suie w
ND:<0.1 u#g/g

Table 4 Results of the therapeutic examination with
CMX and CEZ

Dose Ratio of cured case
(mg/ kg/day) CMX CEZ
( %) ( %)
7.5 3/5( 60) 0/5( 0)
15 0 4/5( 80) 1/5( 20)
22.5 5/5(100) _
30.0 5/5(100) 3/5( 60)
45.5 5/5(100) 4/5( 80)
60.0 5/5(100) 5/5(100)
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Fig. 4 Pathological finding on the 10th day

after inoculation.

E. coli (10°4+-mucin) was inoculated into the left
uterine horn and 5% mucin solution as control
was inoculated into the right horn.

A : About 25 m] of E.coli positive pus was ac-
cumulated in the inoculated horn.

B : Poly- and mono-nuclear leukocytes severely
infiltrated in lamina propria of the endometrium
of the inoculated horn.
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Fig.5 Uterine finding in an effective case, in-
jected with CMX, 7.5 mg/kg/day, for 4
days.

Inoculating condition was same as Fig. 4

A : About 8 ml of pus was recognized in the in-

oculated horn, but E.coli disappeared in that.

B : Slightly cell infiltration was found in lamina
propria of the endometrium of the inoculated horn.
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Fig.6 Uterine finding in a distinctly effective
case, injected with CMX, 60 mg/kg/day,
for 4 days.

Inoculating condition was same as Fig. 4

A : Almost no pus remained in the inoculated

horn.

B : Only few inflamatory lesions were left in the

endometrium.
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EFFECT OF CEFMENOXIME ON A
RABBIT UTERINE INFECTION MODEL

Tatsuo Imort and Youicut Kamata
Department of Surgery and Obstetrics, School of Veterinary
Science, College of Agriculture, University of Osaka Prefecture,
Mosuumemachi, Sakai, Osaka 591, Japan

We carried out an examination of the therapeutic effects of cefmenoxime (SCE-1365, CMX) against
uterine infectious diseases using our rabbit experimental model of intra-uterine infection. Cefazolin
(CEZ) was used as the standard antibiotic in each test.

1) The MIC of CMX and CEZ against 10° cells/ml of Escherichia coli PYO-252 strain, inoculated
into rabbit uteri, was 0.1 gg/ml and 8.1 ug/ml, respectively.

2) When each antibiotic was singly injected into the rabbit ear vein, their plasma level quickly
fell. 60 minutes after injection, the concentration of CEZ was a little higher than that of CMX
but, CMX remained in the plasma 4 hours after injection, and its concentration corresponded to its
MIC level. The patterns of decrease of both antibiotic in uterine tissue were similar to those in
plasma.

3) In vivo, after the injection of 60.0 mg/kg/day of CMX for 4 days in the model, the inoculated
E. coli disappeared and almost no pathological findings were recognized in the inoculated uterine horn.
The minimal effective dose measured by the disappearance of E.coli was 22.5 mg/kg/day of CMX and
60.0 mg/kg/day of CEZ.

These findings suggest that CMX may be used effectively in the therapy of uterine infectious diseases.



