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23 <¢h, CEZ X0EMTTSNRTE Y, 108 cells/ml
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Fig. 1 Sensitivity distribution of clinical isolates
Escherichia coli 25 strains
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Fig. 2 Sensitivity distribution of clinical isolates
Klebsiella pneumoniae 25 strains
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Table 1 Sensitivity distribution of clinical isolates

Escherichia coli 25 strains

108 cells/ml

Drugs ]§0.05| 0.1 | 0.2 0.39 ‘ 0.78 | 1.56 ‘ 3.13 I 6.25 \ 12.5 | 25 | 50 | 100 >100
CMX ’ 11 ' 13 ‘ ] | ‘ i j |
CTX 21 ' 2 ‘ 2 L | | i
CPZ 8 |5 1 ‘ 11 i
| | | | |
CEZ ! | 5 } 3] ¢
108 cells/ml
Drugs  |<0.05 0.1 | 0.2 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 [>100
I | | | |
cMX | 22 | 3] \ \ [ ! 1 : } g 1 |
cTX |22 1 { 2 } ; o
CPZ i 11 4 | 5 1 1 o2 j | |
CEz | L3 709, 3, 1 1 l | 1
MIC (#g/ml) number of strains
Table 2 Sensitivity distribution of clinical isolates
Klebsiella pneumoniae 25 strains 108 cells/ml
Drugs \005<01102’039,0781156]313l625[125}25; | 100 [>100
CMX o |12l 2! 21 [ I | |
CTX 17 | 4 3 1 | ; i ; ;
cPz £ 8| 6 | L2 { L1 l l I
CEZ ' | ’ \ l 15 | 1 [ 2| 2 | 1 |
108 cells/ml
Drugs 150.05‘ 0.1 | 0.2 | 0.39 10.78 | 1.56 ‘ 3.13 [ 6.25 | 12.5 } 25 l 50 | 100 §>100
CMX cH IR R
CTX 23| 2| | I i !
| | | | |
CPZ 3|1 ( 3, 2 2 1 { |1 ‘ | ‘ |
CEZ . 12 1 ] ‘ }'

cells/ml T{3238k25 <0.05 ng/ml T % > 720 Serratia
marcescens 258k C(3 Table 3, Fig. 3 ICx3 & 5IC10s
cells/ml TIRIXS D& i3 A% (30.39 #g/ml LLF
THY 108 cells/ml T3 16 #A50.1 ug/ml LI K T >
72c CTX, CPZ, CEZ + H#Cid, E. coli X[FEEEIC
K. pneumoniae, S. marcescens DEHEICHITH
BEH: pattern £ L7,

Pseudomonas aeruginosa 25K T2 108 cells/ml <3
%<1312.5 ug/ml~25 sg/ml T10° cells/ml Ti36.25
#g/ml~12.5 ug/ml ¢, CPZ L0 %% 0 CTX £V

MIC (pg/ml)

number of strains

23 <, CEZ X0t
4, Fig. 4)o

MICF ST/ (Table

1. BiE KO Bl

Flo BB FERAIC CMX 1g % & E#%ICImiEd
BEBIURPEMAREL, T/l HlOFRESRIUE
BEICEOLT CMX 2 g 2SR E LINETBELS XU
TP PR AU L 7co

D MEFHE:REE & L Tid Proteus mirabilis
ATCC 21100 WEREH v FHECTRIEL, BREBR
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Fig. 3 Sensitivity distribution of clinical isolates
Serratia marcescens 25 strains
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Fig. 4 Sensitivity distribution of clinical isolates
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Table 3 Sensitivity distribution of clinical isolates
Serratia marcescens 25 strains 108 cells/ml
Drugs  [0.05 0.1 | 0.2 [0.39]0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 [>100
emx | 2| 6| 7| 5| 1 2 | ’ 1o
CTX ! 17 2 1 1 ! 3 |
CPZ ; ! \ 1 2 1 8 PR 1 1 2 4
cer || | RE:
108 cells/ml
’ o
Drugs go.os' 0.1 | 0.2]0.39]0.78|1.56|3.136.25 ‘ 12.5 | 25 | 50 | 100 [>100
CMX 8| 8| 1 2 | 3| 2 [ '
|
CTX 18 3 1 | !
CPZ 3| 5| 8 2 ST R T
CEZ i | | | | 25

MIC (#g/ml) number of strains

Table 4 Sensitivity distribution of clinical isolates

Pseudomonas aeruginosa 25 strains

10® cells/ml

|
Drugs  [<0.05 0.1 | 0.2 0.39|0.78 1.56|3.13|6.25 | 12.5| 25 | 50 | 100 [>100
CMX | : ‘ | 2l o 7| 2] 3| 2
CTX | ) i } 2 I 3| 510 3| 2
CPZ | ‘ ‘ ‘ 1| 10 8 1 1 4
cez ] | I
108 cells/ml
|
Drugs 5;005101,02'039 078‘156*313‘625“2.5‘25 50’100|>100
CMX 1 5 L | 10 ! 10 | 1 2
| |
CTX I I * 9 | 5 | 1 . 2
CPZ , ‘ ‘ 5 11 | 5 | ' 3
ciz o 1 5

&L TRIMEDEREICIZ Monitrol 1 AL, FEZY
BEL XUR b EICI1/10 M PBS, pH 7.0%R 7z,
BB E PBS (pH 7.0)T 2 fEICHER L, Stomacher
I3 T Homogenize L7z DICD & MUEARIE Lo

2) EE#

1) BEBFHRAD M PEED L R b b

CMX 1g ZA4BMAKEK0 ml CHAE L #HEHD
L7 P % BF 13 ol R© 49386 1g/ml b o5& b
O ZORRBCHS L, 1 BRI% TESI2.3 ug/ml,
2K %1372 ng/ml, 4 B[ % 1£190.98 xg/ml T

number of strains

MIC (pg/ml)

6 IR TRRAIELE LA > b OMN 5 FRIFT, Jl
EFLE<dDdTable 5, Fig. 5 {TRTTEL TLER
CH 0o RIEINE L Table 6, Fig. 6 1ICRT LD
IC 8 e[l % T TC57~T7%, F1966% CTH o710

o) UPIRSRGYE & IC BT B I hil g & L UEIK
PIBEE

1B OFRBERPIEBREIC CMX 2g vV ) 2
T,500 ml IC/AMEL S EELAKOMBERIRER
Fig. 7 IR CE EHRTHO 2HHERR S &<
103#g/ml T4 KEITIREHICRKA L, 16.4 £g/ml, 6
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Table 5 Serum levels of CMX following single administration (i.v.)
Serum levels (pg/ml)
Route Dose Volunteers
% h. 1h 2h. 4h. 6 h. 8 h.
K.S. 39.3 11.6 4.1 1.1 0.5 —
H.S. 49.5 19.3 6.2 1.5 0.5 —
v, 1,000mg S.M. 28.7 8.2 1.8 0.6 — —
H.T. 36.3 11.2 3.2 0.8 — —
| T.E. 39.3 11.2 3.3 0.9 — —
Mean 38.6 12.3 3.72 0.98 0.2 _
+S.E. +3.34 | £1.85 | +£0.72 | £0.15 | +0.12
— : Undetectable
Table 6 Urinary levels and recoveries of CMX following single administration (i.v.)
| 0~ 2 hrs. 2 ~ 4 hrs. 4 ~ 6 hrs. 6 ~ 8 hrs. Total
Route Dose Volunteers '
pg/ml | ml | mg| #g/ml | ml | mg| ug/ml | ml | mg| #g/ml | ml | mg|mg| %
K.S. 10,837 | 52| 564 899 | 75| 67 178 | 80 | 14 59 [ 60 | 4 | 649 65
H.S. 1,395 | 420| 586 483 | 140| 68 189 | 98 | 19 58 |120 | 7 | 680| 68
v, 1,000mg| S.M. 7,187 | 100{ 719 401 | 100| 40 90 |75 7 42 130 176777
‘ -
H.T. 4,693 | 112| 526 526 | 160 84 108 |130 | 14 36 | 86 | 3 |627/63
T.E. \ 6,220 | 80| 498 580 | 100| 58 83190 | 7 15 |140 | 2 | 565) 57
Fig. 5 Serum levels of CMX Fig. 6 Urinary excretion of CMX
wg8/m] L;/fm
= 10, 000
ug/;nl‘ Healthy ‘;OI“T‘”".SSE_ 5 * Healthy volunteers n=5
0 giv.$: S.E. 9,000 l1giv. §: S.E }90
N
8,000 8
401 2z
7,000 70 3
5 o :
3 50 F 6,000 60
b & g
g g 5,000 50 g
@
201 E 4,000 40 E
S 5
3,000 +30
101
2,000 20
1,0004 10
1} - v $ v >
0 1 2 3 4 5 6 7 8hr 0 l I 0

6 hr.
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Fig. 7 Serum and sputum levels of CMX
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Ho1

I B& K R #&

REE IR B R A1), HE G 4l 1 61, IR
HRIEYYE 4 BID16H1TH 5o

Z DR 3Table 7 IRTTEL TH B0 AFlLHKE
BRFPRERIFETIZ 10 1g~2g, B I L URBIE
RHETI0.5g~1g T1H 2 [E&ERHAETHEE L. #
MR X T4 AN E Lo

KRR BB IR IR 25 RR G TS B, LMk, WRPETS
COBKER, BB, CRP fE, WiRF<TiIWE
X-P REOREIC X OEERRE, T 7w % g dH
5 IIHBAE R IC X B HAEE OIS EIC & 0 ISR %
HE Uco REBRIYEIC DD TIRRRS, HHIRRE L E D
KRERB LCRMR, QMBI EDOHBREIC L » R
WRE, TLRPHAHOBECLOMHEFEHI DR E S
oo MERBYHEIC DD THIZRBEDHIEZFT o 700 B
HRIER, PPE, EHOZREE Lice

No. 1 25 No. 11 & TOUEIR 23R Y114 T IREIK
FEDS I, 2B 3H, b2 fl, WERHLHIT
Hotco PREHD 1, WERED 1 FIIBWER D7
BEREZGE LIEFTH S, LivL No.1 5 No. 6
L TOMRAERI T2 6 4k 4 lHt %, OB,
D11 DB T RYEIC s L K DR AR LT
WBio REBIE T2 4 Pl TXTHER, [BE YL

D1IYISFE/1HNTH o700 MHZENIIC ST LK GLAE
NPIPEOBELIZbD 3, ML LEhob D5
fl, R Lcbo 1H, HELREODD2HTH>
720 HWERED 28D S B 1 I RGHTL O HBBRILE
N7 bDTHY, T2 1 EHFEWEH CTHL 1 BT
kL7 dDTH 5,

Iv. 8 ¥ B

Table 7 ICTRT &L 2 PNCARRSICE D RZOH
WAHSN. 11liE No. 6 OREFTES 8 H HIT /)
BHICREOHEMNA SN, 9 HBHOSHER KLY
WCHRE DM FeG AL Uice IMEIRHOIFEEER H14
% EEBICIEINL 7ohs, 5 0E% 3 HBICIRIZIZRE
HRL, TAROIFEER 4% EHL LTk, o
No. 9 DEMTREARIGIIREETS - 7258, KADY!
1 EH oS idsrE g%k L D RESHB Ldnuk Uice &
b F 7R GES 3 ARTRZIEL L. T ORI
W78 BT KT BIEBIS T LD o 7,

L ERICBT BREFRTE No. 5 LU No. 16
0 2 FEBNT —IFHICHRBED GOT & 513 GOT, GPT
O ERMHBSNIHS, G E T HEORA TEIER L
LCBOERSEER B XIZEN 2 uEHZ bt
(Table 8),

V. & B

CMX i3 CTX, CPZ g & &laffICH T
% &% Cephalosporin L OHLK L 72iiHRARZ + 5 4
b bH, L0 A-lactamase T AE DL ENT
L)ZDI’J)O N

bhbNEAKD 7 5 M EICH 3 5 bt J) %
CTX, CPZ, CEZ X+ik#iL72&C A, E. coli, K. pneu-
moniae, S. marcescens T3 CTXXD 3P HBh5,
CPZ kg <h, CEZ XDILENCT INIIE
FHARLT720 P. acruginosa Tihd 7 7 spzidk:
PEICH L, 20ZHERSE > T CEZ K&
MCT R, CPZ K0R$EH 520 CTX LD T
INTWIe TG EUIEER L 734 > 7248 Haemophilus
influenzae. Proteus JBICK LTH D 7 5 LIS E
HAKNIMED T S NIEZ WA IR S, Acinetobacter
ICH L TRIEZMDPRH E C EHE INTHLBY,
zofMiy 5 BEHEREICH LTS CEZ X0 RBETFHL
ERWVLZ, PRODEEUNHEL EBREI LT
Bo F7-EMEHRE (9108 cells/ml) 1T L, 10085 AR
(#910° cells/mD D HHUEZEN T HIC L L > Tr B,

WU - HEHE DO TR T TR 5 O FEER TR A
A1 g frE g o il i 3 Vel T 21938.6 1g/ml T
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Table 7 Clinical result of CMX
*Case gﬂ‘ b} Diagnosis Daily I Admin. [Duration ngz;l Isolated organisms Clinical Bacterials.\
<|n (compglication) dose | route | (days) | (g) g effect | effect | Side effect
T | | —
‘ i‘z\éutebpnleumonia‘ | q ! S aureus t
1. D.0O. 77 m{(Cerebra 12g <2 A 14 | 56 \ N - - -
I shrombasi) T S faeeas ¥
| H. influenzae
2. K.M.[39|m|Acute pneumonia| 1g 2| d.i. 14 | 28 , l) + + -
| Z
T ~ " Acinetobacter -
3. K.T.|85 f|Acute pneumoniallgx2| d.i. 14 28 + - -
. Acinetobacter
. Klebsiella H
Acute pneumonia .
4, T.T.4lm (Bronchiectasis) 1gx2| d.i. 14 28 (i) + + —
L GOT 1
5. A.S.|45/m|Acute pneumoniallgx 2| d.i. 14 28 parainfluenzae Ht + - 83}2%7) LU
e | Pseudomonas + (18+22) L.U.
Acute pneumonia Klebsiella +
6. T.0.|77/m|(Cerebro 1lgx2| d.i. 9 16 l * - Eruption
I A sclerosis) L B Klebsiella +
Bronchiectasis Normal flora
7. 1.T.|79mSecondary 1gx2| d.i. 14 28 + Q -
e infection ) Normal flora
Bronchiectasis Pseudomonas +-
8. F.A.|63)m|Secondary 1gx2| d.i 14 28 - - -
L infection Pseudomonas B
Bronchiectasis
9. H.A.|[79| f [Secondary 1g d.i. 0.5 1 | S .pneumoniaett Q 9 Eruption
. L infection
Bronchiectasis Klebsiella +
10. K.K.[74/m(Secondary 1gx2| d.i. 13 26 ) + + -
e infection . (=)
Lung cancer [ Acinetobacter
11. I.K.|87/mSecondary 1gx2| d.i 14 28 * - -
infection - Acinetobacter H+ ~
Acute o E. coli +
12, K.O.[75 cholecystitis| 1gx 2| d.i. 10 20 ! + + -
||| (Cholelithiasis) (=)
| E. coli 10*/ml
Acute 0.5g . . . _
13, Y.K.|24f pyelonephritis|  x 2 d.i. 5 5 s + T
E. coli 10*/ml
Acute . -
WYL SR £ ohritis| 18%2| A 714 & + +
T[T Acute cystitis | | B - . ]
Tndwelling Pscudomonlao.\‘/ |
15. K.Y.[83|m| catheter| 1gx 2| d.i. 14 28 ! m + + -
(Cerebro )
o sclerosis)| 3
Pseudomonas | GOT
Acute U.T.I . 10%/m
16. 1.S.[74m (Heart failuer) |18%2 d.i. N 28 ( l) + * (8-59) L.U.
| z

» A5, half life 12 LERIEH < 6 KRk TI25 #ld 3
IR LIB75h o 7o RAEIRIT 8 15[ TTHH
66% & BIFTH o 7z0 F72 28 Z ML LIRS
JIEBRL D 1 HITIRAIEK T HO 2 KIHIEA103 #g/ml

Thodkbig<, 6% TE5.3 ng/ml &EUHITHED

LTl 70 oK P I3 I S i BEIC e USEMIC B

EIEERTHO 2 EEMET2.9 #g/ml TH > eMBOER
W3 <, 615M#% TH2.4 ug/ml 7L, {lid Cephalo-
sporins (CH UMIEIBITIRAE S ozo EIMBHE
B Z b NDIUBRIE L 1ah o 7058, HBH X LT
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LABORATORY AND CLINICAL TRIALS WITH
CEFMENOXIME (SCE-1365)

Kericur Nakacawa, KENTARO WATANABE, and Masaru Kovama
Department of Internal Medicine, Tokyo Kyosai Hospital
MiITSUHIRO YOKOZAWA
Inspection Department, Tokyo Kyosai Hospital

Antibacterial activity of Cefmenoxime (CMX, SCE-1365), a new cephalosporin preparation, against various
clinically isolated gram-negative bacilli was examined. Serum levels and urinary excretions of the preparation
were determined with 5 healthy male adults, and serum level and sputum level of the preparation were
determined with 1 patient. Cefmenoxime was administered to 16 patients with various infections. The results
are described hereunder :

1) Antibacterial activity of cefmenoxime against gram-negative bacilli was compared with those of cefota-

~

=

xime, cefoperazone and cefazolin. It was found that, in sensitivity distribution, cefmenoxime’s activity
against Escherichia coli, Kelbsiella pneumoniae and Serratia marcescens is a little inferior to that of cefo
taxime, is a little superior to cefoperazone, and is far superior to cefazolin. Cefmenoxime’s antibacterial
activity against Pseudomonas aeruginosa was inferior to its activity against other gram-negative bacilli.
It is, however, far superior to that of cefazolin, is a little inferior to cefoperazone, and is a little superior
to cefotaxime.

The average serum level of cefmenoxime of 5 healthy male adults 1/2 hour after intravenous administra-
tion of 1 g of cefmenoxime was 38.6 #g/ml. The serum levels dropped rapidly after that. and cefmeno-
xime could not be detected in three caree cases among 5 cases after 6 hours. The average urinary
recovery up to 8 hours was 66%. The serum levels of one patient with intravenous instillation of 2 g
of cefmenoxime were 103 #g/ml 2 hours after completion of instillation and 5.3 #g/ml after 6 hours.
The sputum level was far lower than the serum level, and it was 2.9 #g/ml 2 hours after completion
of instillation.

The total 16 cases of the clinical trials consisted of 11 cases of respiratory system infection, 1 case of
biliary tract infection, and 4 cases of urinary tract infection. Among 6 cases of pneumbnia, cefmenoxime
was effective in 4 cases, fair in 1 case, and poor in 1 case. In the case of fair result, administration of
cefmenoxime was discontinued on the 8th day due to side effect. The case of poor result was a patient
with serious primary disease. Among 5 cases of chronic bronchiectasis, cefmenoxime was effective in 1
case, fair in 2 cases, poor in 1 case, and undeterminable in 1 case. In the case of undeterminable
result, administration of cefmenoxime was discontinued after the Ist administration due to side effect.
The case of poor result was a patient of relatively serious bronchiectasis due to Pseudomonas. Cefmenoxime
was effective in all cases of biliary tract infection and urinary tract infection. As for side effects,
eruption was observed in 2 cases, and temporary small rises in GOT and GPT levels were observed in
2 cases. This preparation is a new useful cephalosporin derivative.



