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BEMEM R IR RYEIC X A Cefmenoxime (SCE-1365)
OEBK, BRI

EEME - hREYW - AFRIE -|mA B
B ¥ -BBRE - RA B KHFRLZ
IR ES M RBERFEHE

# L1 Cephalosporin Zfitk#HE Cefmenoxime (CMX, SCE-1365) ICDU>THEBEH, ERKK

*ﬁ?“]’%ﬁ o) f:o

REREREE 38 Serratia sp. 51#KICxd 3 MIC i3, 108 cells/ml $#:Hi T76.5% %% 12.5 ug/mlp)
T4 L, 106 cells/ml #:R T1390.2% 533.13 #g/ml PITFIZ4# L Tdfz, Gentamicin & DM

BTRIFIZAEDORMTH > 7

REERRA 2 ZICHB1 5500 mg F72131,000 mg @ one shot FrEKFO MIEE O peak i3, &
HICISHCH Y, FFN31.0, 71.0 #g/ml THo7chs, 6 KEKICIE, Th £10.14, 0.18
ug/ml WIETF U7z 6K E CORBPHEMEII500 mg B5HIT74.9%, 1,000 mg #5HT0.3

% TH o7

BEERRR 2 A R B R eE2440IC 1 H1.0 g %72132.0 g AEAY 2EICAH T HE, BESDL
L EERET 5 BRHEE UTHRE Lice UTI BSHMAMEICHE U THRHE LRER, 284,
B8, M8 HITH 7o MBFEHIDRIL26%T, HIEK2%, HMIKTHY, BT

& Serratia sp. 1315FkFI3EKDSTHE Lo

BIEA & LTIE, 1 BICHIERSIICRE 2R 708, HMEKNKREEICIARICLS LEDL

BZREIRDIIM oI

Cefmenoxime (CMX, SCE-1365) i3 & A& gk
RETC MR I NI H L1> Cephalosporin HiitEH T
v, TEmEREEL, 2FR CieHisNaOsS; - 1/2HC],
SFE529.78, HELL UERRECBOER I IR
oK TH 5 (Fig. 1)o AHZ5EE D Cephalosporin
RPEX ERABCLBRTEA <7 + 5 22F L, BT
7o ARERECHTIMENRRIFCH S, £/ 8-
lactamase 1€ 3t L, BE7E @ Cephalosporin ZitAEHK &
DORETH BV

Fig. 1 Chemical structure of CMX
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AE, bhbh 38N IRERERE T 5 AK O
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ZORMERET 50
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Serratia sp. {33 CMX O HE %A AR
P AR 1€ % T EREARATE ICL > THEL
Joo M K R1F O R RYE 105 4B Ui Serratic
sp. 51#k ¥ & U #E gk Serratia marcescens 1FO 12648
AL, 1008 L O10° cells/ml #H& ICOVLTHE L
(Table 1), #zii3, Heart Infusion Agar %R L
B AR A7z E7010° cells/ml gEICE
WTEKIC Gentamicin (GM) OB RE L
CMX & OREZHATRE W3 Lico 27, 10° cellynl
PR IC 8135 MIC O peak i3 6.25 #g/ml sy,
SLE 30k (76.5%) #112.5 4g/ml MTFICAH LTY
4= 105 cells/m] 5 T1310° cells/ml gRICHEN 3B
BEEREE BT IS MIC 4R L, SLEk46Hk (90-2%) i3
3.13 ug/ml DITICH LT3 0100 pg/ml PLORE
i B B 275 o o 720 ABMEHE S. marcescens IFO 12648



yoL. 29 S-1

CHEMOTHERAPY

855

Table 1 MIC of CMX (pg/ml)
Serratia spp. (51 strains)

Inoculum size MIC (ug/ml)
(cells/m) | <0.1] 0.2 |0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | =100
108 1 3| 7| 71| 8| 4| 8|5
10° 1 4| 4 17|15 5 1) 3] 1

Serratia marcescens IFO 12648(%8:: 8?9

Fig. 2 Cumulative percentages of strains inhibited

by CMX and GM
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it 3 MIC f#12108 cells/ml #:#C0.39 #g/ml. 108
cells/ml R T0.1 £g/ml Tdh o710
RIT 108 cells/ml R IT BT CMX & GM DR

RUEEEAB L, JIZRASORKRETH 72 (Fig 2,
3o

II. mPRES KU RPHl

BERA 2 £iCx L CMX 500 mg ¥ 7z {3 1,000 mg
% one shot B L, DIfg 6 W% T MPIE O
BIXURDHMBARE Urzo RIEFHEL Proteus mi-
rabilis ATCC 21100 % BEH & L= B@A v 78 TfT
), ¥EWiTi3 Diagnostic sensitivity test agar (Oxoid)
PH 7. 4% 6F L 7z,

Bdefi30.1 M PBS pH 7.0 (ROEERER) &
&U Moni-Trol T (fichi$fe Mz i) % F Lo T fE B
U mi#i32o% %, K3 pH 7.0, 0.1M PBS ©F
R&EMEL -,

MAHBED peak (RELEHISHCH D, 500 mg 5
TH3L.0 #g/ml. 1,000 mg 5 TI271.0 #g/ml T,

Dose response 234 67z, £DRIMFIBEL, §4P
MICIET UkelEik 6 ¥R T 130.14 B £ 10.184g/ml T
¥ o7 (Fig. 4)0

FRONBE 1T 0 ~ 2 5[] T 12500 mg 54T, 2,400
2g/ml. 1,000 mg #% 5 | 4,400 zg/ml THY, 2~
4¥ERITIE, #2320, 550 #g/ml E{ET L, 4~
6 KRS Tid, 2 Eh92, 62 xg/ml TH ot (Fig. 5,
6)o

RO E A2 5 & B ER 2 BT % TIZ 500 mg 5
#7312 mg, 1,000 mg #5HITI56 mg THY, 6Kl
FTORPETR, Th £7374mg, 903 mg T, KK
th[E)XE&1374.9%, 90.3% Td o7 (Fig. 5, 6)o

IL B K & &

1. #E53%E LUCREHE

MEFI544E 5 i & 0 BFI544E11 A ¥ TORMILKZEIBRE
AR EE0LETRE LTS Lz, ARRIIE21E,
794, ‘FEhII245EH, 5 878, FiF60.2KTH D, £
B, REICEBREELE T AEMEERERPETH S,
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Fig. 3 Cross sensitivity
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Fig. 4 Serum levels of CMX after a single i.v.
injection of 500mg or 1000mg in healthy

volunteers
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HRERE Lo

15k UTI EANFHEENE (B 2iR) OBERMEEIERE
L7ab 5 BlRIGAER, BIWERA OG5 %ERIEL1
BUIBHER E L, T D 6 FlaR 24BN DT UTI
IRBNFMENE (BB 2R ICRLARHEEIT oo & e

Fig. 5 Urinary excretion of CMX after a
single i.v. injection of 500mg in a
healthy volunteer
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Fig. 6 Urinary excretion of CMX after a
single i.v. injection of 1000 mg in
a healthy volunteer
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BIYER DREHIZ0H LB TFF o7 (Table 2),

2. B K % B

Table 3 ICRT & 5 CIBEERETE R RIATE
230, AR5 P, EHIPITHY, BEEEEEY
RI3BITIZER 5 B, BH 3P, BH 5HCHoE
(Table 3), BRFICKT 2HRQEHLILH, w2
RENH, WERICHT 3 3Re8E120), BERS
Bl, REAPITHD, BABKHRIEHSA, 58
B, 5 8 BT, H66.7% T o7 (Tableddo %
BEAAASIE% Table 5 IR U B B A2
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Table 3 Clinical efficacy of CMX in complicated U.T.L
Excellent | Moderate | Poor | Total
Chronic complicated pyelonephritis 5 11
Chronic complicated cystitis 3 5 13
Total 8 | 8 | 8 24
Table 4 Overall clinical efficacy of CMX in complicated U.T.I.
Pyuria
\\ Cleared Decreased | Unchanged Eﬂ‘i(t:acy on
Bacteriurie\__ ] a wjiwenuna
Eliminated L 8 1 3 12
Decreased
Replaced 3 1 4 8
Unchanged 4 4
: Cace total
Efficacy on pyuria 11 2 11 o4
N I[ Excellent 8(33%)
——— Over all effectiveness rate
| Moderate 8 16/24(66.7%)
| IPoor (or Failed) 8
Table 5 Overall clinical efficacy of CMX classified by type of infection
No. of cases %ver.all
Group (Percent of total) Excellent | Moderate | Poor eraf:tweness
1st group (Catheter indwelt) 7(29%) 1 2 4 43%
2nd group (Post prostatectomy) 3(13%) 2 1 0 100%
Single 3rd group (Upper U.T.L.) 6(25%) 2 3 1 83%
infection | 4th group (Lower U.T.L) 6(25%) 3 2 1 83%
Subtotal 22(92%) 8 8 6 73%
) 5th group (Catheter indwelt) 2( 8%) 0 0 2 0%
Mixed 6th group (No. catheter indwelt) ( %) %
infection
Subtotal 2( 8%) 0 0 2 0%
Total 24100%) | &8 | 8 s | 66.7%

PIsR166 (73%) higshds 2 DIIER EWEI NI,
REREBRDT D 20 TH B0, LFNOLEHTH >
Ko $7cn7 -7 VEBOE 1B 5 BHIBHEHL
Bi{EM 572 (Tabel 5),

3. MERHHE

CMX B5HIIC i S i Bikk 13264 TH D, 75
AR 2248k & KBRS T o Iohs, FOUSTS

Serratia sp. 18158 LR GRIRHMBEDS7.7% %2 5D TH
0, Pseudomonas aeruginosa (3 4 ¥k, Escherichia coli
3#k, Proteus vulgaris 2 TdH o7ce 777 LGHIRE
13 Streptococcus faecalis 8 XU Staphylococcus epider-
midis % 1D 2B TH o 7co EREERNCHEEE
K% & Serratia 15¥kh13¥kIH4, P. aeruginosa 4%k
o 2 B4, E. coli, P. vulgaris (342#kH% L7z (Table
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Table 6 Bacteriological response to CMX in
complicated U.T.I.

Table 7 Strains appearing after CMX
treatment in complicated U.T.I.

Is?lffes gf;i,?; E‘a?i/:?‘ed Persisted %r.ilt‘e‘zlr.ia for clinical evaluation in complicated

Serratia sp. 15 13( 87%) 2

P. acruginosa s 2( 50%) 9 - Isolates No. of strains (%)

E. coli 3 | 3(100%) P. aeruginosa 6(54.5%)

P. vulgaris 2 2(100%) P. putida 2(18.2%)

S. fecalis 1 1(100%) Candida 2(18.2%)

S. epidermidis 1 1(100%) S. epidermidis 1€ 9.1%)
Total 26 | 22(84.6%) Total 11( 100%)

6)o AXIBEHICHB L7 KRB X P. aeruginosa 6
¥, Pseudomonas putida, Candida & 2%k, S. epider-
midis 1#kDFH1KTH > 7 (Table 7).

WM 48 % CMX @ MIC (10° cells/ml #7%)
EDMFZETAB E, MIC 8 12.5 ug/ml LIF Tl ¥
th12tk (85.7%) Hillsk, 25 ug/ml LIL TH 8#k 6
% (75.0%) T HEMHS NI P. aeruginosa 48k7
~NT25 ug/ml LI ETSH 78 28KIC k% A7 (Table
8)

4.8 ¥ H

CMX %85 L7z 30Fic DU T AHI 5 §iig IR
%, BUN, Creatinine, GOT, GPT, Al-P % &3} L7:
(Table 9), IR TIIEEFI2H L TEHI19TAM DK
ENHLNBD, CNHROLTROBMICLEHDTH S,

fEFIL3 T 5% BUN, Creatinine @ _EH (BUN 15
—37 mg/dl, Creatinine 1.04—5.08 mg/dl) M&EDSH
%o KEPITEBNARRICEAHNRE XN, #iik 28
oz R PICERESAE2E UREEBEENFL
LT 770 $E> T BUN, Creatinine ®_EHIIAF I K
B2HDEBMETEL. IS AEFZBRERILD
GPT DR FREED BH, FH, FERICK 2@
OEREEZON, BRI LALEFMEICK LT
#21¢ GOT 81—133 U, GPT 68—96 U, Al-P 3.7—
3.8U. & EHLTWLAH, REBEEE UTHFREMSHD
AKEOBIRIIARE TH 5. EHI22 TH GOT 3076
U. GPT 2354 U. & FR LT 5705, EBEEDHIL
BRRRICKt Lk v 24 2600 mg/day 5 THO, KA
OBIEIIRNTH Bo E1iER3THEERIL D GOT,
GPT o _FAMNED SN LM, AFRSER]E T, BLM,
MMC, CDDP &AM EHBEHINHEE IhTED,
CNUCEBFMETH 2 EEZL SN, KARERICAS
NS HUEFIC & B TTHEMEM K TH %0 FEHFIBOTH
GOT @ LR %BH BN, X5 LV T TILHMETHD,

EPRBE L UTHEEMSD D AH L0 BRI RETH
%o BEFILY ERFBAD Al-P O LRDAS Wiz
PI1, 10CTIIBE® TRERER Ui ER29IMRHE
EBROBEH (38, B) T, AAllg £pERE (&
SR o, RRPELHEEL X CEKCHEREORS
Rtz LD Rk Lico A KB Y 4mg, A/ 7
=4y C20ml #51CT, #1KETRIKFERS
3THEB Lo

ERRIERE, BE, B#, Y3y /BEDTVAF
—fER AR Ui i ds o 70 F 1 BICHSHBROK
2318 o720

Iv. & %

CMX 35 L ¢ B 5 X7z Cephalosporin Rit£H
<, 1) BE#ED Cephalosporin FFitMICH L& HICH
B b0, 2) B-lactamase BEAEBRICHL T b Ml
%% 3 %o 3) Bacteroides fragilis LR LT b iEhE
BT 5. BENEREINGY,

SE4E Serratia %13 U SEBBYME SN TET
B0, ChbICHT BEHIER OBRNSEINTE

- S. marcescens { D> T3, A-lactam T A A
%4 % BSZHEI355 { , Aminoglycoside R TI325 ug/ml
PlE O PRk 131970 ~1976 FE D4 BEEI 512 #57, GM T
125%, AMK Tl335% T > 7chs, 1977~1978F0%
HEEI3418 T3 GM T41%, AMK '664%'6353#.”»
AE, bhbhidRERISEDBEDSerratia sp. &5kl
% CMX ® MIC %#E Lichs, 10° cells/ml #£EODHK
BT, 51kkh46 #% (90.2%) 133.13 2g/ml PFRS
75 U BIFIS 5081 & R Uice AR ICHET LT GM ¢
ORSHAAM TH, 1ZIZAEOKRE TH oo YEo
in vitro FEHDRANC LD, Serratia BRFEICHLT
b GM EBEOROEFRDENPETESbOLEL
Enao
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CHEMOTHERAPY 863

AHORI - B DD TOLRHEE T3, 1,000 mg
one shot BEDEA 5 %1 13111.8+2.78 ug/ml T
B0, 154%TIA76.5+2.07 #g/ml, 6 K TI30.29 +
0.02 zg/ml THY, HLNHOHN D 1,000 mg one shot Ft
YIS 154 K M EET1.0 #g/ml, 6 KSR 12130.18
pg/ml THY, 1ZIZAEOMPBEZR Lo Eie,
SEEICET 5 6 Il TORPPME (3500 mg one
shot B 2E T 274.8%, 1,000 mg one shot f % T
79.3+2.4%TH 5. H NN D500 mg one shot FE
ORPEEMRZ74.9% &, 2B LIZIZEETH 72
#, 1,000 mg one shot #1F:Ti390.3% & PPl Htk
EThoTo

BERIAR A 1TV X P B M e SR R R GLE24 0,
BEII66. 7% TH > 7chs, #F —F VEEIEF T H
HEBB 3B EPPE B TH o /2o REFTMRHIEEN26
i, B E &N Serratia sp. 15 Bk 13 BRI
Wkx Az, Serratia sp. 158k O NERIT S. marcescens
7#, S. rubidea 6%k, S. liquefaciens 1 ¥ TdH 0,
MEEOHE T S. marcescens 3 7B 6 ¥, S. ru-
bidea 13 6Bk 5 8%, S. liquefaciens 1%kt 1#kAsN4
Uto &7 P. aeruginosa ICxd 2IE 13D 7 5 2
BREREICH LS L INB0, 4P 2MIcHLES

7eo E. coli 3HRICHT ZAFKID MIC (30.05 #g/ml L)
TICEHREIEL, MRDOT L1505 LM%k Ui,

SELNONORE TIIAHNC X 2B IE 1 PlIcH
BB, 2EEHY KBT 2R ORBHEER
0.9% LB 572,

FRRREE TS hICARIC L B EZEZ 5N B RY
BBD SN 5720 EICE D, KK MM R
BYE, 18T Serratia BPYE WCERREREEZZS
NnNs,
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFMENOXIME
(SCE-1365) IN URINARY TRACT INFECTIONS

Kazutovyo MivaTa, Masaakr OKIMUNE, NORITAKA IsHITO,
HrirosHr TakamoTo, MaNABU HIRANO, TOSHIHIKO ASAHI,
Touru Arakr and HiroYUKT OHMORI
Department of Urology, Okayama University Medical School

Cefmenoxime (CMX, SCE-1365), a new cephalosporin, was studied bacteriologically and clinically, and

following results were obtained.

1) Minimal inhibitory concentration (MIC) of cefmenoxime were determined on 51 strains of Serratia
species isolated from urinary tract infections by plate dilution method. In 106 cells/ml inoculum size, 90.2
% of Serratia species were inhibited at the concentration of 3.13 #g/ml or less. MIC of cefmenoxime was
almost equal to that of gentamicin against the strains of Serratia species.

2) A single intravenous dose of 500 mg or 1,000 mg was administered to the other male volunteer. The
serum levels were reached to the peak of 31.0 #g/ml on a dose of 500 mg and to 71.0 #g/ml on 1,000 mg
at 15 minute, and decreased rapidly. The urinary recovery rate within 6 hours were 74.9% on 500 mg and

90.3% on 1,000 mg.

3) Twenty four patients with chronic complicated urinary tract infections were treated with 1.0g or
2.0g of cefmenoxime per day for 5 days. The results were excellent in 8 cases, moderate in 8 and poor in
8. Twenty two out of 26 organisms isolated before administration of cefmenoxime were eradicated after treat-

ment,

4) As for side effects, systemic eruption was seen in one case throughout this series.



