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Cefmenoxime (SCE-1365) C B89 % #HEE 5 B 2E 4t

PRI - KMFEF - B)TE - REEF
BT - AR - 2 T
PR REREDFEE

B LU AR Cephalosporin Zifi:4 Cefmenoxime (CMX, SCE-1365) (C 49 5 B AT
fli & BEmOBH D B-lactam F&HEHE & L TIT o 7,

Cefmenoxime (37" 7 ABHEE, BRMEICIEL K IE1%EH L Ceftizoxime [CHELWIRER <7
b3 A, HIENOMI ER Ui BRRMHEMORZMS D Ceftizoxime ELREABETH 57,

Escherichia coli {Tx}d % Cefmenoxime DIREIZNEIZ Ceftizoxime &IZIZFEEFT, HEKAWEA 1
15 E » & dose response D FH AREEA AL N,

HENCE XIZTERFOLE I pH BELLICEE, 75 2B L REETRIISM
BERL, BEPOBMERMBECLAMENOELEHIIEAESL SN >0, TREBMEARD

WO B LPENBRIFE LS

79 2 EBRIRYWEIC T B Cefmenoxiem DGR E 7 7 2REHE] 6 BKIC DL THRE U /cks

R, Escherichia coli, Proteus mirabilis, Proteus morganii T3 Ceftizoxime &, Klebsiella

pneumoniae. Pseudomonas aeruginosa Ti3 Cefoperazone XIZIZFAEDMREERL, Serratia
marcescens T3 Cefmenoxime M3 d BIFHERAR LU,

Cefmenoxime (CMX, SCE-1365) (2 HAEHILEWLT
PR & i 8§ Lo @48 Cephalosporin 3% Hid: 9 H T
b 302, (L% 7R-(2-(2-Aminothiazol-4-yl) - (Z)-
2-methoxyiminoacetamido ) -3- ( (1-methyl-1H-tetrazol
-5-yl)thiomethyl) ceph-3-em-4-carboxylic acid hemi-
hydrochloride < 43 %3 C,;sH;7NsOsS; « 12HCl, 4+ &
529.780H B L LR EBOKR I REEEOR
KTHbo hFHER%E Fig. 1 ICRL %,

Fig. 1 Chemical structure of CMX
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OCH, COOH &,

R 7 LB, BB U CREHEICHE N
%% L, Cefuroxime®, Ceftizoxime® LEHE 7 iLd> Am-
ino #iC 2-methoxyiminoacetic acid & A LTW 3
7o P-lactamase I ML IERKHTE A RT & Lbh,
Haemophilus influenzae, Citrobacter, Enterobacter,
Indole Btk Proteus, Serratia & & iC Cefazolin fiif t
BICOMBENERT CEMRBEEINTL %,

%@, bphdhiz Cefazolin®®, Cefoperazone’ . Ce-
ftizoxime® % i LT CMXICH 9 4 Ml & 5 #I3F
HAET oD THREY 5o

ERHHES LUEBRAE

1. EFEK

BERED 7 7 2BHE208, 7 5 ARMHEOME X
OBERM B 5 238 X L7z Staphylococcus aureus 53#%
Escherichia coli 66%k, Klebsiella pneumoniae 32%f,
Enterobacter sp. 16%%, Serratia marcescens 53%%, Pro-
teus vulgaris 278k, Proteus mirabilis 24%%, Proteus
morganii 27Fk, Proteus rettgeri 13%k, Pseudomonas
aeruginosa 75§k, Acinetobacter calcoaceticus 308k % (#
A U7

2. R

CMX, Cefazolin (CEZ), Ceftizoxime (CZX), Cefo-
perazone (CPZ) {313 d NBDHS H73d DEER
L7

3. REURIEHE

Fi3IT tryptosoya broth (= v 2 1), BZHRIE
F¥EIC heart infusion agar (HIA; =y 2 14) %F
VW, BR{CERE¥ESRDRE MIEEE (MIC) HE
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D ICHEL 37°C 20 ERGRER % D MIC (u4g/ml) %3k
7oo 1212 L, Streptococcus &, Corynebacterium diph-
theriae |3 10% BEltiiHE MM N heart infusion agar %
R 37°C 2005f B2 8% © MIC %, Clostridium &3
thioglycollate medium (= 2 4) % F>T 37°C 48K
RtE&E% D MIC % Ke7co Neisseria B2 1% D E4
T supplement (W) % fNZ 7z gonococcus medium
CRBD 2L, o—v 7 ERETL, 37°C 48MHKRD
MIC %RK¥ /o

4. REER

Tryptosoya broth T 37°C, 18 INffui55%# U/c Bk %
heart infusion broth THFRL, K& SEHELIT o7
9 2 BRA% O RO £ (89108 cells/ml) T &« DREE
OEAEERAIE, 4BHETOEERERIE L. %
1o, BREEERC L A REDROEHIC OO T HES L.

5. EHCBXIZTHERFOXE

MENCE XI1ZT E pH, BiERMN, BEHEERO
28 % Staphylococcus aureus 209-PJC, Escherichia
coli KC-14, Klebsiella pneumoniae KC-1, Pseudomonas
aeruginosa No. 12 %% F \>T heart infusion broth
(HIB; —v 241) ZRIEAE & LIRERERED S
i3 HIA ZRIERE & U7 BRERFERETO MIC
DL B %<7

6. = v A EBIRYSEICHT 2 EFR

G LBz ddY M=o 2 (E#% 486, 17
~18g) T1BEI0 & L7z Escherichia coli KC-14,
Serratia marcescens T-55, Proteus morganii 101, Pse-
udomonas aeruginosa No. 128 D4 (2 nutrient broth
(NB; =y 2 4) T37°C 14HHR & 5553, Klebsiella
preumoriae KC-1 (3 NB, Proteus mirabilis 1813 HIB
TITCISHmp B L c A Th ThESHER LT
ARETO, BRD 6% gastric mucin (Orthana-Ke-
misk-Fabrik-A/S) LiBA%, v v ABEBRICHEEL
fro BEERE 2 KRRICLIE], RFHEEL, 7THR=v=
OEFABEL, 7HBEDOEEFEHEAERY, LITCHFIELD
WILCOXONM:® [k EDse ZHH L7,

EBRERLIUER

1. fiEER <7 + 5 4

BEBRED Y 7 25MH B LUBRHREICHT 2 CMX
DRSNS % CZX, CPZ, CEZ & Bk Ui,
Table 1, 2(3108 cells/ml DE#K %, Table 3, 4i310°
cells/ml DEKAHEME L cBED MIC 2R LT3,
CMX (3 CZX, CPZ,CEZ Ak 5 LB ERRE, At
HEICBAWTRBE N EE LT 5. ZOME 1% LT
2&, 75 ABHERETIE CMX 3 CZX & 1312 A%

Table 1 Antibacterial spectrum

Gram-positive bacteria (108 cells/ml)

Organism

|

CPZ

Bacillus anthracis

Clostridium tetani

“ CMX (074.¢ CEZ

Staphylococcus aureus 209-P JC 1.56 6.25 1.56 0.19
Staphylococcus aureus Smith 1.56 3.13 3.13 0.39
Staphylococcus aureus Terajima 1.56 3.13 3.13 0.78
Staphylococcus aureus Neumann 3.13 6.25 3.13 0.39
Staphylococcus aureus E-46 1.56 3.13 1.56 0.39
Staphylococcus aureus No. 80(PC-R)| 3.13 6.25 6.25 3.13
Staphylococcus epidermidis 3.13 12.5 3.13 0.78
Streptococcus pyogenes S-23 0.0125 0.0125 0.09 0.19
Streptococcus pyogenes Cook 0.025 0.025 0.19 0.19
Streptococcus faecalis >100 >100 50 100
Streptococcus viridans >100 >100 100 >100
Streptococcus pneumoniae 1 0.0125 0.05 0.09 0.19
Streptococcus pneumoniae 11 0.0125 0.05 0.09 0.19
Streptococcus pneumoniae 1L 0.0125 0.05 0.09 0.19
Micrococcus luteus ATCC 9341 0.025 0.09 0.19 0.78
Bacillus subtilis ATCC 6633 0.78 6.25 0.78 0.19
12.5 50 3.13 0.19

Corynebacterium diphtheriae 0.78 1.56 3.13 0.39
0.39 0.78 0.39 0.39

6.25 12.5 6.25 6.25

Clostridium perfringens

MIC (pg/ml)
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Table 2 Antibacterial spectrum
Gram-negative bacteria (10® cells/ml)

Neisseria gonorrhoeac

Escherichia coli NIH
Escherichia coli K-12

Salmonella typhi T 287
Salmonella typhi 0-901
Salmonella paratyphi A
Salmonella paratyphi B
Salmonella enteritidis
Shigella dysenteriae EW-7
Shigella flexneri 2a EW-10
Shigella boydii EW-28
Shigella sonnei EW-33
Klebsiella pnewumoniae KC-1

Enterobacter cloacae NCTC 9394
Enterobacter aerogenes

Hafnia alvei NCTC 9540
Serratia marcescens IFO 3736
Proteus vulgaris 0X-19
Proteus mirabilis 1287

Proteus morganii Kono

Proteus rettgeri NIH 96
Proteus inconstans NIH 118
Pseudomonas aeruginosa No. 12

Organism CMX | c¢zx . CPZ CEZ

0.003 | 0.0015 | 0.0125 | 0.39

Neisseria meningitidis | 0.003 0.006 | 0.05 | 0.78
Escherichia coli NIH JC-2 | 0.09 0.05 | 0.19 | 1.56
0.025 0.05 | 0.09 3.13

0.05 1 0.05 “ 0.05 b 1.56

Citrobacter freundii NIH 10018-68/ 0.39 [ 0.78 { 0.39 >100
0.025 | 0.006 | 0.19 3.13

0.006 0.003 | 0.09 3.13

0.0125 0.006 | 0.19 3.13

0.0125 0.006 | 0.19 1.56

0.05 0.025 ‘ 0.78 3.13

0.025 0.0125 | 0.09 3.13

0.025 0.025 | 0.05 3.13

. 0.0125 \ 0.05 l 0.09 3.13

- 0.025 0.025 0.05 1.56

0.025 0.006 0.05 3.13

Klebsiella pneumoniae NCTC 9632 | 0.05 0.0125 0.39 6.25
0.09 0.19 0.39 >100

0.05 0.09 0.09 >100

Enterobacter aerogenes NCTC 10006| 1.56 12.5 0.39 >100
0.19 0.19 1.56 >>100

0.39 0.09 1.56 >100

0.006 0.003 0.05 >100

0.006 0.025 0.39 50

0.78 3.13 12.5 >100

0.0015 0.003 | 0.003 50

0.0125 | 0.006 | 0.78 >100

125 | 25 | 6.25 >100

25 | 50 | 125 | >100

_ Pseudomonas aeruginosa Nc-5 |

Table 3 Antibacterial spectrum

Gram-positive bacteria (10° cells/ml)

Organism

 MIC (ug/ml)

Staphylococcus aureus 209-P JC
Staphylococcus aureus Smith
Staphylococcus aureus Terajima
Staphylococcus aureus Neumann
Staphylococcus aureus E-46

Staphylococcus aureus
No. 80 (PC-R)

Staphylococcus epidermidis
Streptococcus pyogenes S-23
Streptococcus pyogenes Cook
Streptococcus faecalis
Streptococcus viridans
Streptococcus pneumoniac 1
Streptococcus pneumoniae 1l
Streptococcus pneumoniae I
Micrococcus luteus ATCC 9341
Bacillus subtilis ATCC 6633

Bacillus anthracis
Corynebacterium diphtheriae

CcMX | Czx |
| 0.39 6.25 | 0.78
1.56 3.13 1.56
1.56 | 1.56 ] 1.56
1.56 | 3.13 | 1.56
1.5 | 3.13 | 1.56
1.5 | 6.25 | 3.13
3.13 | 6.25 | 3.13
0.006 0.006 | 0.09
0.0125 | 0.0125 i 0.09
12.5 >100 | 3.13
12.5 | >100 3.13
| 0.006 | 0.05 0.05
0.006 0.05 | 0.09
0.006 | 0.05 ' 0.05
0.0125 | 0.09 | 0.09
0.39 1.56 I 0.39
12.5 %5 | 3.3
0.78 | 0.78 | 1.56

0

OO O O OO o oo

[= =l Ne N

.19
.09
.19

MIC (ug/ml)
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Table 4 Antibacterial spectrum
Gram-negative bacteria (106 cells/ml)

Organism | omx | czx | cez | cEz
Neisseria gonorrhoeae 0.003 1 0.0015 0.006 0.39
Neisseria meningitidis 0.003 | 0.003 0.005 0.39
Escherichia coli NIH JC-2 0.05 | 0.025 0.19 0.78
Escherichia coli NIH 0.006 0.025 0.025 1.56
Escherichia coli K-12 0.0125 0.0125 0.025 0.78
Citrobacter freundii NIH 10018-68| 0.09 0.09 0.39 1.56
Salmonella typhi T-287 0.0125 0.003 0.09 1.56
Salmonella typhi 0-901 0.006 0.003 0.09 1.56
Salmonella paratyphi A 0.006 0.003 0.19 3.13
Salmonella paratyphi B 0.006 0.003 0.19 1.56
Salmonella enteritidis 0.025 0.0125 0.39 1.56
Shigella dysenteriae EW-7 0.025 0.0125 0.09 1.56
Shigella flexneri 2a EW-10 0.0125 0.0125 0.05 1.56
Shigella boydii EW-28 0.0125 0.0125 0.025 1.56
Shigella sonnei EW-33 0.006 0.006 0.05 0.78
Klebsiella pneumoniae KC-1 0.0125 0.003 0.025 1.56
Klebsiella pneumoniae NCTC 9632 | 0.0125 0.006 0.05 1.56
Enterobacter cloacae NCTC 9394 0.05 0.05 0.09 50
Enterobacter aerogenes 0.0125 0.0125 0.05 6.25
Enterobacter aerogenes NCTC 10006/ 0.09 0.19 0.19 100
Hafnia alvei NCTC 9540 0.09 0.09 0.78 >100
Serratia marcescens IFO 3736 0.19 0.05 0.78 100
Proteus vulgaris 0X-19 0.003 0.0125 0.025 6.25
Proteus mirabilis 1287 0.003 0.006 0.09 6.25
Proteus morganii Kono 0.025 0.09 1.56 >100
Proteus rettger:i NIH 96 0.0015 0.0015 0.003 0.39
Proteus inconstans NIH 118 0.006 0.003 0.39 6.25
Pseudomonas aeruginosa No. 12 12.5 25 6.25 >100
Pseudomonas aeruginosa Nc-5 12.5 25 6.25 >100

DOYLE %75 L, Streptococcus pyogenes, Streptococcus
T 0.0125~0.025 #g/ml {CRSEZHERL,
CEZ, CPZ IC th R RIFISHRAE % 7R Lo Streptococcus
viridans, Streptococcus faecalis [CIZAK] &b ME T
£0, choADEICIE CEZ DRIFIEERLT
—%, 7 7 1BHEECH LTH CMX 3 CZX Lidix
AZEnshB AR L, CPZ, CEZ [T~ 3B EIEFIT/NHNEL
MIC 27k U7ce CMX 127 7 b EBH LD 7 5 4R
MBI AT O H S N TU 7. 108 cells/ml
& 106 cells/ml #:8 Ti3 2 (58BE MIC KE%2/EL
7o

2. BEERYEERRIC T B K

a) Staphylococcus aureus DFA

Fig. 2 (384 505 108 cells/ml, Fig. 3 (2106 cells/
ml BrORET, LBRIRBSZHEONE, TRIBZOEE
O BT R TR LTS, 10° cells/ml #EHER
D% H B & CMX Tid 1.56 ~3.13 ag/ml 1€,
CPZ, CZX T3 1.56~12.5 #g/ml, CEZ Tid 0.39~~

pneumoniae

'MIC (ug/ml)

3.13 ug/ml I 4y % L, CMX Tig 1.56 xg/ml, CPZ
{3 3.13 #g/ml, CZX % 6.25 #g/ml, CEZ (% 0.78 1g
/mlice—27%2K3 531 BE0L%EBED SN, CMX
13 CEZ 1Ti3g 58, CPZ, CZX LD O BIFIIERZH
%7 U7zo 108 cells/ml # Bk i€ i CMX 13108 cells/
ml K E X, FEACRABEBREREIFERLL
s, i 3 it 2 EREORMLMBAS i,

b) Escherichia coli DA

Fig. 4 12108 cells/ml, Fig. 5 (310 cells/ml E:HiksD
AT CMX 13BDED 0.012~3.13 £g/ml, 0.006~
0.78 ng/ml CEZMAET 2 16D HHERL, 10°
cells/ml HHEIFITIZHLTHOES 2 (FEEIEH(LAESS
., CMX & CZIXii2iZRA%E oNHmEAER Lo

¢) Klebsiella pneumoniae DAL

Fig. 6 & 10%cells/ml OE#EERL2d DT, CMX
12 0.05~6.25 #g/ml [ 2D DHEF Lico DY
— 7 f#i30.1 pg/ml & 3.13 sg/ml TdH o7z, CDEE
D60% WA 188 BE & Hb X B & CZX 120.05 xg/ml,
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Fig. 2 Sensitivity distribution of clinical isolates

Staphylococcus aurcus 53 strains (10® cells/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
Staphylococcus aureus 53 strains (108 cells/ml)
%
100 -
80—
)
g
3 X
o
g 60 =
=
.2
R
S
= o / \ PZ
CEZ Vo€
/ .
\
/ \
204 \
b .
N
/ "X
0 . 2"\ > .
T T T T T T T T T T T T T T T T |
00015 0.003 0.006 0012 0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100
MIC (ug/ml)
%
1007
o
L 80+
2
2
£
£
S 60
@
)
€
5
£ 404
a
[
.z
]
=
g 20~
Q
0 T T T T T T T T T T T T T
0.0015 0.003 0.006 0012 0.025 0.05 0.1 0.2 0.39 0.78 156 3.13 6.25 125 25 50 100 >100



VOL. 29 S-1 CHEMOTHERAPY - 63

Fig. 4 Sensitivity distribution of clinical isolates

Escherichia coli 66 strains (10® cells/ml)
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Fig. 5 Sensitivity distribution of clinical isolates

Escherichia coli 66 strains (10° cells/ml)
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Fig. 6 Sensitivity distribution of clinical isolates
Klebsiella pneumoniae 32 strains (108 cells/ml)
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Fig. 7T Sensitivity distribution of clinical isolates

Klebsiella pneumoniae 32 strains (106 cells/ml)
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Fig. 8 Sensitivity distribution of clinical isolates
Enterobacter sp. 16 strains (10® cells/ml)
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Fig. 9 Sensitivity distribution of clinical isolates
Enterobacter sp. 16 strains (106 cells/ml)
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Fig. 10 Sensitivity distribution of clinical isolates
Serratia marcescens 53 strains (108 cells/ml)
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Fig. 11 Sensitivity distribution of clinical isolates

Serratia marcescens 53 strains (106 cells/ml)
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Fig. 12 Sensitivity distribution of clinical isolates

Proteus vulgaris 27 strains (10® cells/ml)
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Fig. 13 Sensitivity distribution of clinical isolates

Proteus vulgaris 27 strains (10° cells/ml)
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Fig. 14 Sensitivity distribution of clinical isolates
Proteus mirabilis 24 strains (10 cells/ml)
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Fig. 15 Sensitivity distribution of clinical isolates
Proteus mirabilis 24 strains (106 cells/ml)
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Fig. 17 Sensitivity distribution of clinical isolates
Proteus morganii 27 strains (108 cells/ml)
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Fig. 18 Sensitivity distribution of clinical isolates

Proteus rettgeri 13 strains (10® cells/ml)

%
100

o
80 |
l

o2}

=3
1

-_—

CMX

-

(=)
1

-~

Isolation frequency

20—
/, \ ,/I
AN
T ! | | i L I I I | 1 I T I I I 1
0.0015 0.003 0006 0012 0025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100
MIC (ug/ml)

%
1004

80~

60—

40

20

Cumulative percent of strains inhibited

0 — T — T 1T 71 T T T T 1
0.0015 0.003 0006 0.012 0025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
MIC (ug/ml)



78

%
80—

60—

40—

Isolation frequency

20

0

CHEMOTHERAPY JUNE 1981

Fig. 19 Sensitivity distribution of clinical isolates

Proteus rettgeri 13 strains (10° cells/ml)
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Fig. 20 Sensitivity distribution of clinical isolates

Pseudomonas aeruginosa 75 strains (108 cells/ml)
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Fig. 21 Sensitivity distribution of clinical isolates

Pseudomonas aeruginosa 75 strains (10° cells/ml)
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Fig. 22 Sensitivity distribution of clinical isolates

Acinetobacter calcoaceticus 30 strains (108 cells/ml)
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Fig. 23 Sensitivity distribution of clinical isolates

Acinetobacter calcoaceticus 30 strains (10° cells/ml)
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Fig. 24 Effect of CMX on viability of E. coli
K-12
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Fig. 25 Effect of CZX on viability of E. coli
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Fig. 27 Effect of CEZ on viability of E. coli
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Table 5 Influence of pH on the antibacterial activity

Organism \ pH ‘ cMX | czx CPZ | CEz
|

| 8.5 | 1.56 | 12.5 1.56 0.39
S. “’z‘ggf‘li Ic 7.0 1.56 6.25 1.56 0.39
55 | 0.1 0.39 0.19 0.1
B oli 8.5 | 0.1 0.025 | 0.19 3.13
- ‘N’IH jC-2 7.0 0.19 0.05 0.39 1.56
55 | 0.39 0.1 0.78 1.56
. 85 | 0.05 0.006 | 0.78 | 6.25
K. prewmoniac | 2761 405 0.0125 | 0.78 313
KC1 55 08 | 0l 078 | 303

I - ]
: 8.5 | 12.5 25 1.56 100
P. aeruginosa 7.0 | 25 50 1 ;100
No. 12 5.5 | 25 100 019 | S>100

MIC (pg/ml)

Medium : Heart infusion agar

Table 6 Influence of horse serum on the antibacterial activity

Organism ”O'S(e;e’“m} CMX | CzX } CPZ ‘ CEZ
- S (%) |

0 0.1 0.05 0.39 1.56

E. coli 10 0.05 0.1 0.39 1.56

NIH JC-2 25 0.05 0.1 0.78 1.56

50 0.05 0.1 0.78 3.13

0 0.0125 0.0125 0.19 1.56

K. pneumoniac 10 0.0125 0.0125 0.19 1.56

KC-1 25 0.0125 0.025 0.19 1.56

50 0.0125 0.025 0.19 3.13

MIC (pg/ml)
Medium : Heart infusion broth

Table 7 Influence of inoculum size on the antibacterial activity

Orgamism EI“‘(’ﬁ‘e‘lll‘;’/“mf)ize cMX | czx | cpz | cEz

1.2%108 1.56 6.25 1.56 0.39

S. aureus 1.2x107 0.78 3.13 0.78 0.19
209-P JC 1.2x10° 0.39 3.13 0.78 0.19
1.2x10° 0.39 3.13 0.78 0.19

1.1x108 0.19 0.05 0.39 1.56

E. coli 1.1x107 0.19 0.05 0.19 1.56
NIH JC-2 1.1x10° 0.1 0.05 0.19 0.78
1.1x10° 0.1 0.025 0.19 0.78

2.4%x108 0.05 0.0125 | 0.78 1.56

K. pneumoniac 2.4x107 0.05 0.0125 | 0.39 1.56
- 2.4x10° 0.05 0.0125 | 0.19 1.56
2.4%10° 0.025 0.006 0.1 1.56

4.6>108 25 50 12.5 |>100

P. aeruginosa 4.6x107 25 25 6.25 |>100
No. 12 4.6x10° 12.5 12.5 gig >100

4 .

.6x10° 12.5 12.5

~ MIC (ug/mb)
Medium : Heart infusion agar

>100
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Fig. 28 Effect of CMX, CZX and CEZ on
viability of L. coli KC-14
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Fig. 29 Effect of CMX, CZX and CEZ on
viability of K. pneumoniac KC-1
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Table 8 Protecting effect CMX of on experimental infection in mice

e ' L MIC (;bg/ml)
Organism { Challenge dose | Antibiotic EDso (mg/mouse) [
| (cells/mouse) | 108 10¢
1000 LD, | CMX [ 0.0017(0.0012-0.0025 ) | 0.05 | 0.025
E. coli KC-14 50 CZX |0.0012(0.00083-0.0017) | 0.05 | 0.0125
- 20X 10" CPZ |0.0034(0.0023-0.0049 ) | 0.19 | 0.09
: CEZ |0.094 (0.065-0.14) 1.56 | 0.78
5000 LD CMX |0.28 (0.18-0.44) 0.025 | 0.0125
. . s CZX |0.046 (0.032-0.087) 0.006 | 0.003
K. pneumoniac KC-1 . CPZ |0.35 (0.23-0.53) 0.05 | 0.025
6.5x10 CEZ |3.2 (2.5-4.1) 3.13 | 1.56
75 LDso CMX | 0.047 go.ozs—o.ogs)a) 0.39 |0.09
o CzX |0.13 (0.054-0.31 12.5 | 3.13
S marcescens T8 1 108 CPZ |13 (0.69-2.3) 0.39 1019
o CEZ | >16 >100 | >100

( ) :95% confidence limits

Table 9 Protectmg effect of CMX on experlmental infection in mice

MIC (pg/ml)
Organism Challenge dose Antibiotic EDsy (mg/mouse) _—
(cells/mouse) 108 108
50 LD: CMX | 0.012 (0.007-0.021) | 0.025 | 0.0125
P. mirabilis 181 & CZX | 0.014 (0.009-0.022) | 0.0125 | 0.0125
: 6.5 % 106 CPz | 0.21 (0.13-0.33) 0.78 | 0.39
: CEZ | 0.40 (0.23-0.69) 12.5 |6.25
CMX | 0.18 (0.14-0.23) 0.05 | 0.025
P. morganii 101 5000 IDso | €7ZX | 019 (0.12-0.31) | 0.39 | 0.05
- MoTE 3.0%10° CPZ | 2.8 (2.23.6) 1.56 | 0.78
: CEZ | 7.8 (5.4-11) >100 | >100
CMX | 11  (6.0-20) 25 12.5
P. aeruginosa E-2 5000 LD czx 20 (10-40) 50 25
- aorus 1.5% 104 CPZ | 7.8 (4.6-13) 12.5 |6.25
: CBPC | 23  (12-44) 50 25

() :95% confidence limits

Table 10 Influence of inoculum size on EDsy of CMX, CZX and CEZ
in experimental E. coli KC-14 infection in mice

Inoculum size | Challenge
(cells/mouse) LDso CMX Czx CEZ
| 0.0014 0.00085 0.056
L7x10" 60 1(0.0011-0.0017) |(0.00062-0.0012)| (0.042-0.074)
' 0.0039 0.0043 0.28
1.7x10° 6000 |(0.0026-0.0059) | (0.0029-0.0064) | ~ (0.20-0.36)

EDso (mg/mouse) LITCHFIELD WILCOXON method

T 0.0014 mg/mouse, CZX T 0.00085 mg/mouse, CEZ DOFEEEIZ CMX 432.84%, CZX, CEZ T 5 £ & 130,
T0.056 mg/mouse TdH ¥, 1.7Xx10°cells/mouse {C 75 CMX i3 CZX % CEZ [Tt~ 3 & #fgRic k28
5 EZNFN 0.0039 mg/mouse, 0.0043 mg/mouse, ZZFHCA W EERLTN S,

0.28 mg/mouse & MEHENIR LT Lico L L, BT CMX (T3 % MBFEIFTMIC DL TOXERIZIZ LA
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BACTERIOLOGICAL EVALUATION OF
CEFMENOXIME (SCE-1365)

Taxkesur NisuiNo, Masako OTsuki, YUKIMASA MIYAGAWA,
Yuko OvaBu, Yoko TacasHIRA, YosHIO NisuiMoTo and TeEruo TANINO
Department of Microbiology, Kyoto College of Pharmacy

A bacteriological evaluation of Cefmenoxime (CMX, SCE-1365), a new synthetic cephalosporin antibiotic,
was made using several known A-lactam preparations for comparison.

Cefmenoxime was found to possess wide range antibacterial activity against gram-positive and gram-nega-
tive bacteria. Cefmenoxime showed antibacterial spectrum and activity as wide and strong as those of cefti-
zoxime (CZX). Sensitivity distributions of clinical isolates to cefmenoxime were almost the same as those to
ceftizoxime.

The bactericidal effect of cefmenoxime against Escherichia coli was almost equivalent to that of ceftizoxi-
me, and bactericidal action with dose response was begun to be observed within the first hour of exposure
to the preparation. As for the effects of various factor on cefmenoxime’s antibacterial activity, the effects on
its activity against grampositive bacteria showed different tendency from the effects on "cefmenoxime’s acti-
vity against gram-negative ones, when the medium pH was changed. There was almost no change in an-
tibacterial activity observed according to the quantity variation of horse serum in the medium.

The antibacterial activity of cefmenoxime was increased as the inoculum size was reduced.

The theraputic effects of cefmenoxime against experimental mice infections were examined with 6 strains
of gram-negative bacteria. Cefmenoxime was as effective, against Escherichia coli, Proteus mirabilis and
Proteus morganii,as ceftizoxime. Against Klebsiella pneumoniae and Pseudomonas aeruginosa, cefmenoxime
was as effective as cefoperazone. Cefmenoxime showed the best effect against Serratia marcescens among
preparations compared.



