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# A Cephalosporin %] Cefmenoxime (CMX, SCE-1365) IC DT, H i, KNS
B, BIRDRIZECDOODTREZEIT o 0o BBESEEOKRGHE, MRIGH, EREBBETHLTR
10°/ml T NS 0.1 2g/ml LITICKEA Ok D MIC 233 > 7oK B 7 ¥ v EREI0.4 #g/ml
IC, $RIBEE126.3 ug/ml [T — 7 H3% 5770 Cefotiam (CTM)IC N THEPE L OKRETH - 7o
SEDMBEERAT 1g ikF;, Vel Cmth##r2117.7 £g/ml Z5R L, 2HMHZRLUTHRL,
6 KR TO0.24g/ml TH o720 t168 12 0.94K5f1TH o700 BB B LUOBMBEETHTD 1 gk
ETR, WK TImEE 200~265 #g/ml AR L, t1AB131.14~3.6515/1Tdh > 720 RpEti
61 TIC, BREBAISTS, %EI1214.1~52.5%Th >7z. 6 LDEHEHAETFIC Cefmeno-
xime 1g 1 RifCHMEERETT > 700 MR ISR TIRST64.2 £g/ml Z7R L, DI%#R
U7zo tY%R130.94F551 T3 5 7z Cross-over T CTM [ZDOWOTHREDHKRE 51T 576 Cefmeno-
xime DFHEREMPEEIE L, YIFZR U TH o758 AUC 258 2 5 Ch o 7o RbBEIMER
BSRETICENEN82.6%, 75.9% TH > lco WFREIEFUELSH], NEBIKYE &R T 44,
KRB EYE22 B DA 2PN AN E S L, BRI RES o REBEI1H lg~g THVELL
THMBHET A ~15HAROERE %47 o 7o FERIZESN21H), Bh6H), LB M3 H, B2 HTH
D, BESHEI388.1 % Th >1z0 BLE & LTIZ, Escherichia coli 128%, Klebsiella pneumoniae
0BBE L, £RENIERE 7THMBEHEL Uice 128, BIFAE LTREIDD DRI, BEEKE
RO EIC b RERED S NP 50

%A TBA R & 1 7o H & B Cephalosporin & B # < %
F X %o L4 £ Cephalosporin # o 7 f7{1#4\C Amin-
Cefmenoxime (CMX, SCE-1365) 2% FH 38 5 oh R Tt othiazolyl-methoxyiminoacetyl & % 75 L, 3 £ il 84iC
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Thiomethyl-tetrazol B2 H§ 2, AKid, 3 CICRHEHE
AaEh T 5 Cefotiam 0 IERBHELFINCESML L
BHOMEYOELEY RBEh, TORELLT,
Cefotiam & » f-actamase ICxf L T W EH M % b
5, PiEx <7 b 1, Indole Bit4: Proteus, Enterob-
acter, Citrobacter, Serratia \C % THAL, &L DHEIC
HUTHEAMNBL L > T B, EABEICEL TS,
Mo EEEBPPEL, RPAd#iahscenl
gt s h, EHPANOBTLILEL DU TV BV,
o CMX oL T, BKRSBEICHT 20BN, &
NI e, ARHREEICH T 2 BRHR T IO THR
HET oD THET %,

5 &

D&t B 5B

A5 R FEBA R B PR BB O T, BHE
HROBEREALIO DL, &7 F v ERRE, K5
B, MRIGH, ZIEE, SREIC DT, BRERE
FopmEEIc k), CMX @ MIC 2RIEL, XflB&E L
T Cefotiam ICDWTHIT o7 MREEX)IZ 100 £g/ml
£00.025 #g/ml DI3BREE Lo HMEES &3 — RIS
BB & 100 (ERRAEA 0T, ik, HEME, 17
o735 v 4 — MIT-P ZH>7,

2) kN E

a) fRERRA 3 (B EEHEIEH O 5 1M, &2
1€, CMX 1g #20% Glucose 20 ml {T)AfRE L, 34»
I TERER Y6, Y2, 1, 2, 4, 6 FefEliCERIML, 1, 2,
4, 6IFRINCERIR Uico 72, SiE (75, ) &, 1
BHEIS T (654, 7 Cer 45.1 ml/min, 53 5% 5 Cer
15.1ml/min) T CMX 1g %#EL, FEREOKR KR

(o2 LRI PEUREICERE) 2fTo/. €1 %
NIMTHEEOHER & Rkl A A7, S SICmpEEE D
BEiAE S & IC LT, Two compartment open model T
Pharmacokinetic parameter 23 H L7z,

b) 6 ZDWEERALF Volunteer (ELLEEN21 - 55,
S kE64.2kg) 1T, CMX 1g 4250 ml 4B K%
TR L, 1 IRERAD I TEm S iR N £1T0, 0.5,
1, 1.25, 1.5, 2, 3, 5 FElICERIML, 1, 3, 5 WFfEIC
IRIR %17 > 720 Cefotiam {CDU>Td, Cross-over T
FROFIETET o700 738, a) [EARIC Pharmacokinetic
parameter 2 Uizo F 7 i ¥l D % 5 hoMmistho
GOT, GPT, Al-P, LDH, r-GTP 73& o & (L ¥kt
1T o7

c) BFiMAEAD CMX BERIZEIS Proteus mirabilis
ATCC 21100 A REH & THHBFMHR 7 4 2 7 HTIT
S72. HJEHEHNZ DST FKHEHE (Oxoid) pH 7.4%H

Wi MEfERIZMAE I e 7 — I, R pH 7,0
HEARE I AZ 720 CTM ITDLTH Ao ke
E L7

3) B IR Ak #i

TR %, B, IRESEIMENS LT LT, CMX 24
5L, 2OMRDRERG Lo RET, ¥55RE
BTG U TREC & & Licds, 10 1g, 1 H 2 @5%%
o, 7THHEREEFAE Ul 5 FELELTE,
&, BEDTE Lico RMOERSICHIIBAE SN
o72e ZVRHEDL, MEFENZ R LERDE BLY
) BT TRE L7o MEENIBHRICOVLTE, %3
REFIRICBNT, FREFEGSE TIEE, BERLE
T BREH, REBEYYE TIRIROMEFOREETL,
HOWBEIL L >T, #HiBk (Cure), BHEEE-1E
4% (Cure with relapse), E¥# /4> (Decreased), g
R4 (Persistence), [ 2Z{\ (Alternated), &XfRiE
(Superinfection) 7L EDHEEFT 5700 B KREER
fUEDZER, BEREREBHE LTS, MEEORE
TEMEEMSHEICDOLERN, BEHICRDD, »OB
FRAERDSTEREDH 2 WDITBEAL L b OXERNEE Ui,
A ZAIRETRE INCENERE & UTHE LI
WbDbH 5, MHIEE LTIOE 7. EBERSHFIC
DLTiE, BFREONITABEEL, BEER RER
e UTHIBSRIR S E 2 W R LT, %) (Excel
lent), &%) (Good), %K% (Fair), #5)(Poor) O
4 BB THIE UTzo T BRHIREATHKIC, R, @
wmFEL, ~< 7Yy b, SI0ERY, f/MEE, GOT,
GPT, Al-P, BUN, Creatinine 7i &I D W THRERT
WV, BRI K BEBES, 1k, RRYIRIPEIERL
BHOBMCOWTHEICHEL

£+ 3

D B Hh

kB3 Table 1 Gk Lo BT F o ERE27HTH
CMX (3B 5 Hi0.8~50 #g /ml iIc3fL, €78
1.6 ag/ml ICH D, 100fEHIRT L — 7 $%0.4 xg/ml T
H o7

KIEH 24 4 TI2ENE 0. 4~6.3 ng/ml KL, €
— 7 7%0.8 #g/ml 1T D, 1004T & — 7 H=0.025 18/
ml TH ot

128 >100 2g/ml DSOS 1HH > 720

IRISH 248k C12, B % T3.2 ~12.5 ag/ml KA
L, ©—7133.2 ug/ml i[Cd %S, >100 ug/ml #5%
25 htze 10045 Ti2<0.025~0.8 ag/ml £750, ¢
—713=<0.025 £g/ml {TH > 7z,

LB, JERTO.4~12.5 #g/ml (CHF Ly €7
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Table 1 Susceptibility of clinical isolates to CMX and CTM

MIC (ng/ml)
|
<0.02500.05 0.1] 0.2 0.4/ 0.8[ 1.6| 3.2) 6.312.5] 25 | 50 | 100 >100
omx | 1% | L2 81 4
S. aureus 100 x 1 17| 5 } i
@7 strains) | cpm | 1X I RS B A A R A R AR
100 x L1 7112 3 | ‘ 3] 1
_ e ! | | RN S P
CMX 1% 1 11‘ 2 5! 4 1
E. coli 100x | 18 411 ! | 1
| e e e |
(24 strains) | o7m 1% 1 19003 L1
1
100 x L9104 . { | 1
‘—_i | | - | |
1% ‘120 03 41 (-
i o eMx ) | |
K. pneumoniae 100 X 12 51 3 1] 3 |
(24 strains) CTM 1% | ‘ 1| 4116 3
100 x 703 3i6'2i ‘ f 3
S S P | _ 7A43,
CMX 1>< 6 ! 16 5 2 | | 1 |
Proteus sp. 100 x 171 71 41 1 1 ’i
SR S Al e A U i A S I
(30 strains) CTM 1% 423 1 1 1 P
| 100 1214 2 ‘ 2 1
X i !
. CMX 1 ; | L 3) 71| 9]
P. aeruginosa 100 x | 2 1 120 60 40 4 1
S NS NN N e M It et O
(30 strains) CTM 1% ‘ i 30
100 | o )
Table 2 Serum concentrations of CMX following 1 g intravenous administration
in 3 normal adults and 3 patients
B.W. pg/ml l Renal function
Case | Age Sex , ‘ i i
(kg) Yghr. | 4hr. ‘ sohr. l 1 hr. ’ 2hr. | 4hr. l 6 hr. 1 (Ccr, ml/min)
1 3 m | 66 96 ‘ 51 28 | 6.2 1.4  0.26
2 29 f 66 125 66 28 | 10 2.0 0.48
3 27 f 65 | 132 59 20 | 54, 11| 0.7 ( Normal
— - —)— | ] ‘
Mean | 29.7 | 65.7| 117.7 | | 58.7| 25.3 7.20 15| 0.34
- ~ ‘v S B S e e B
4 77 £ 1 345 5 210 | 125 55 26 ! 8.5 | 1.7 | 86.6
5 67 f 57 200 | 132 53 25 | 6.8 1.6 45.1
6 | 53 . 0m 52 | 265 | 200 165 | 130 96 60 15.1
77%0.8 rg/ml [ZH VY, 100£57Ti30.05~3.2 #g/ml IT DDNOETHI0005MHRT MIC A52 ~7TEME S 17
55T, ©=7(30.05 zg/ml TH 70 L7
RIEEIB0H T, B C12.5~100 rg/ml IC53 R L, fhxtg s Lis CTMICHANRT, #67 K v REEh
€~ 27 450 #g/ml Td v, 10015 (20.4~100 2g/ml T D72 4 ERET £ O MIC 7R U o HHCRHIBEICH LT3

¥=7136.3 ug/ml TH o7 CTM (34t i<, CMX €i3100{57C6.3 #g/mlL)
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Fig. 1 Serum concentrations of CMX follow-
ing 1g intravenous administration in 3
normal adults and 3 patients
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a) CMX 1g Wi 4 Table 2, Fig. 1
NRL7C.

TR A 3 WD Tl Yo Witk 117.7 #g/ml &%
EERL, DI U, 10%25.3 xg/ml, 6 FRT
0.34 #g/ml TH > 72,

1PoEEE, BREETHO 2 HITE, YRk
I & T200~265 ng/ml 2R, P, Cer 15.1ml/
min & EEOSHEEE T HI T3 GEEMEMERL,
11441165 #g/ml T 6 M5 THik60 #g/ml TH 7,

1D 2 %03 1 K8 T55~53 1g/ml, 6 I5fITL1.7~1.6
rg/ml THotz,

COFEEL OEH LI AAEIBOZERF % Tables3 ¢
RUtTco tYRZIARERA TO. 945, BhE & Sl
FEASTFHI1. 14~1. 16051, B ERAESBEIZ T 43, 658563
THo>7o

FRIPEERNC DU TR Table 4 IR Lico BERAT
3 1RFE & TICE8.5% DBkt D, RIOMEE b RS
9,600 #g/ml LEBETH 7,

6 % TOEMBTE7.0% TH 5720

EihE, TREZEETATIE, 1KHIC16.1~2.5
% T, 6KfilE T CTHEMIERII46.5~52.5% TH o720 R
P2 3,700 g /ml T3H 570

BEBEESEETATR, 1BET2.1%LEL, 65
% Tl4.1% Th > 7co RIDBE S RE T480 £g/ml T
Hote

b) 6 ZOE K AEF Volunteer © CMX, CTM
lg, 1W5MESREEEROMPEE O KEiZ Table 5, 6
IR Lo CMX B 6&FHTHBE, SEKRTHEODI
HRAiC e — 72350, 63.3 ug/ml THo7:o LUK ¥H
L, 1.5K[8C30.7 #g/ml, 5FRIT2.0 g/ml Tk
7o

CTM 36 LV TH B &L EMHKTH 1 IRICe -2
DH 5Ty 47.0 pg/ml, DIEEHIR L, 1.5 K5 13.3 ng/
ml, 5 <0.5 #g/ml TH 570

mHlotkE% Fig. 2 TA5%&, CMX oBHMmdHE
EidE B 2 ER LTLAD, Thd OBk
D IKABREOERF 2B L7ckER% Table 7, 8 IUR
L7

M RIERTIZ CMX T tlha 120.2285R, t1%B8 T
0.94R%f8, CTM T tlha TO.23K:, %8 T0.91K
Rl & BHNC 3180 o 12

Vd (2 CMX ©13.6L, CTM T23.8L& CTM AKX
EF IR A

AUC {3 CMX 100 (#g/ml) hr ©, CTM 155.7

Table 3 Pharmacokinetic parameters of CMX in 3 normal adults and 3 patients

; a ‘ B | the | s Vi vd | CR AUC
ase }
(hr™) ‘ (hr™1) ( (hr) | (hr) (L) (L) (ml/min) | (ug/ml)hr
1 2.18 | 0.81 | 0.32 | 0.86 | 7.70 | 14.9 202 82.7
2 2.64 | 0.73 | 0.26 | 0.95 | 5.5 | 12.8 156 107
3 2.82 | 0.69 ‘ 0.25 | 1.00 | 4.87 | 15.6 180 92.9
Mean] 2.53 | 0.74 \ 0.27 | 0.94 | 5.91 | 14.4 178 93.5
4 2.79 | 0.61 | 0.25 | 1.14 | 2.81 | 7.39 75.0 222
5 3.34 | 0.60 | 0.21 1.16 | 2.47 | 7.05 71.2 234
6 | 3.61 | 0.19 | 0.19 | 3.65 | 2.65 | 4.87 15.5 1078
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Table 4 Urinary excretion of CMX following 1 g intravenous
administration in 3 normal adults and 3 patients
T deh)‘ _ B .l o~s
Case . 0 1 1 2 2~4 4~6 | mg (%)
Concentration (ug/ml) ‘9600 13900 980 220
1 Urine volume (ml) | 64 ; 50 80 88
Recovery (mg) 614.4 1 195.0 78.4 19.36| 907.16(90.7)
Concentration (pg/ml) | 4800 3700 600 56
2 Urine volume (ml) 121 50 108 190
Recovery (mg) 580.8 | 185.0 64.8 10.64| 841.24(84.1)
Concentration (ug/ml) | 5600 | 3400 | 1150 | 140 |
| i
3 Urine volume (ml) 100 51 | 100 93 |
Recovery (mg) | 560.0 | 173.0 } 115 ] 13.02 861.42(86.1)
Mean | Recovery (mg) 585.1 | 184.3 | 86.1 1 14. 34i 869.9
(Recoverry rate %) | (58.5) | (18.4) = (8.6) = (1.4) ; (87 0)
_ L : : R S
| Concentration (ug/ml) | 2300 1700 | 1400 720
4 Urine volume (ml) 70 60 135 130
Recovery (mg) 161.0 i 102.0 | 189 93.6 ' 521.6 (52.5)
- ! |
Concentration (pg/ml) | 3700 | 900 “ 730 225 |
5 Urine volume (ml) ‘ 69 81 ‘ 126 199
Recovery (mg) ‘ 255.3 | 72.9 | 91.98  44.78| 464.96(46.5)
S |
Concentration (ug/ml) | 180 1 370 170 | 480
6 | Urine volume (ml) 15 135 [ 140 110 |
Recovery ong) | 20.7 | 49.95 23.8 52.8 | 140. 75(14 1)
Table 5 Serum concentration of CMX following 1 g intravenous drip infusion
over 1 hour in 6 healthy male volunteers (ng/ml)
Case ‘ B.W. (kg)’ 0.5hr. ! 1 hr. i 1.25hr. 1 1.5hr. l 2 hr. 3 hr. 1 5 hr.
A2 72 l 28.0 | 51.0 | 39.0 i 29.0 | 210 | 9.6 | 2.5
B 22 66 30.0 | 54.0 ‘ 38.0 ’ 22.0 | 15.0 7.8 1.6
c | 2 60 32.0 | 67.0 #0310 i 23.5 | 8.5 | 1.5
D 21 66 35.0 | 69.0 | 51.0 ’ 40.0 | 27.0 8.8 | 2.0
E 22 58 4.0 77.0 | 57.0 | 36.0 | 31.0 15 | 2.3
F 21 63 I 32.0 62.0 ‘ 35.0 ‘ 26.0 l 21.0 ’ 8.2 2.0
Mean | 21.5 | 64.2 | 33.0 | 633 | 3.2 207 2| e | 20
(#g/ml) hr &, CMX 25fy 2 {0 %R Lo CTM (340D 1 KIC52.1%, 1~ 31T,

Repgkit % Table 9 .
3 CMX b jEoEo> 1 KRIC37.1%,

10, Fig. 3 ITRL7zo BEdiZR

1~ 3T

36. 4%k X, 5IERIE TT82.6% Td o770 Iiih
RIPBRE33,700 #g/ml Th o720 % 72E5I8EE 1350 3 1%

Rt LT %,

21.7% SR &, 5 Wi E TIC
PR SRS (27,800 /ig/ml TH - 720
Tk AR N B Y U 7o/E (L B o R A% Fig. 4
IR L72e CMX, CTM LI d, FHlDRE R Eh >
720 GOT, GPT, 7-GTP WIFhbPPE%ERT 1 F

75.9% TdH o120 &
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Table 6 Serum concentration of CTM following 1g
intravenous drip infusion over 1 hour in 6

healthy male volunteers (pwg/ml)
Case ‘0.5111'. | 1 hr. ‘1.25}11'. 1.5hr. ‘ 2 hr. i 3 hr. 5 hr.
A 25.0 44.0 21.0 11.5 6.8 2.0 0.5
B 30.0 48.0 25.0 11.0 4.9 1.3 0.3
C 22.0 39.0 22.0 12.5 7.0 1.5 0.4
D 25.5 45.0 23.0 13.0 8.4 2.8 0.4
E 34.0 58.0 31.0 18.0 8.8 2.0 0.7
F 27.0 48.0 22.0 13.5 7.8 1.8 0.4
Mean 27.3 47.0 24.0 13.3 7.3 1.9 0.5
Fig. 2 Mean serum concentrations of CMX and CTM
pg/ml &
r—_—".
60/
— < CMX 1g
50 o-—= CTM 1g
§ (n=86, cross- over)
£ g
iy
5
F \
& 20 \\
10 \\\
\.-_\\.‘
0 e -
1 2 3 4 5 hr.
Time

Table 7 Pharmacokinetic parameters of CMX in 6 healthy male volunteers

L« B | e | 14 Vv, vd CR AUC
Case

(hr™) | (hrY) (hr) (hr) (L) (L) (ml/min) (pg/ml)hr
A 2.49 | 0.68 | 0.28 | 1.02 |11.4 | 16.3 185 90.2
B 2.74 | 0.66 | 0.25 | 1.05 | 8.29 | 18.3 202 82.7
c A.67 | 0.81 | 0.15 | 0.8 | 5.96 | 12.2 164 102
D 1.60 | 0.78 | 0.43 | 0.89 | 8.75 | 11.6 150 111
E 4.10 | 0.80 | 0.17 | 0.87 | 6.08 | 10.0 134 125
F 4.72 | 0.72 | 0.15 | 0.96 | 5.81 | 14.7 | 175 95.4
Mean | 3.16 | 0.74 | 0.22 | 0.94 | 7.48 | 13.6 | 167 | 100

481

MDTH, BEILBIRD SN 57

3) B R AR

WRUR 2 AuiE 161 (ige124, A8H:RE IR 3 ), IR
W 1), NikAeE 3 ) (k- 18 VEIH BRE 1 41,
BHEIRE R 1), IR 1, IRESRYEE 22 4] (Vs
DESR11), HbERERER 6 11, SHLTE LR S H) oil42

PUC DD TRHEF 5700 TRS DEFICOVLTORE
12 Table 11, 12iT5R L7co

FEHNIBLLG, LBIHTH %o HEkHZI6~80iETH
2o 60L&V EASIHR A LT o

IRES RS T MBI & LT, BREE 2608
Thotie WEGRIZIA 1gx 228 &b > edF
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Table 8 Pharmacokinetic parameters of CTM in 6 healthy male volunteers
a B | s | i Vi | vd | CR AUC
Case | ‘
(hr™) | (hr™) (hr) (hr) (L) \ l (ml/min) l (;Lg/ml)hr
A | 336 073 | 021 | 095 | 7.5 | 26.1 : 316 | 52.8
B 3.04 0.70 0.23 0.99 6.97 26.3 | 307 54.3
C 2.56 0.85 0.27 0.82 110.41 25.1 l 354 47.1
D 3.56 0.87 0.19 0.80 7.68 20.6 299 ! 55.7
E 2.53 0.62 | 0.27 1.12 6.78 23.2 241 ‘ 69.2
F 3.56 0.80 0.19 0.87 6.73 21.9 ‘ 290 57.4
Mean | 3.07 | 0.76 | 0.23 | 0.91 | 7.60  23.8 | 299 |  55.7
Table 9 Urinary excretion of CMX following 1 g intravenous drip
infusion over 1 hour in 6 healthy male volunteers
T Time(hr.) - - ‘ - 0~5
Case — 0~1 1~3 1 3~5 | g (%)
Concentration (pg/ml) | 3,700 3,100 680
A Urine volume (ml) 95 127 120
Recovery (mg) 351.5 393.7 81.6 826.8 (82.7)
? Concentration (ug/ml) 1,700 2,450 1,080
B | Urine volume (ml) 244 133 94
| Recovery (mg) 414.8 | 3259 | 101.5| 842.2 (84.2)
Concentration (pzg/ml) | 2,950 3,200 900
C Urine volume (ml) 114 116 114
Recovery (mg) 336.3 371.2 | 102.6 810.1 (81.0)
|
Concentration (zg/ml) 2,950 2,900 820
D Urine volume (ml) 144 100 125
Recovery (mg) 424.8 290.0 102.5 | 817.3 (81.7)
Concentration (sg/ml) | 3,200 2,500 660
E Urine volume (ml) 107 166 102
Recovery (mg) 342.4 415.0 67.3 824.7 (82.4)
Concentration (pg/ml) | 2,600 1,950 560
F Urine volume (ml) 136 199 169
Recovery (mg) 353.6 388.1 94.6 | 836.3 (83.6)
Mean | Recovery (mg) 370.5 364.0 91.7
(Recovery rate %) (37.1) (36.4) 9.2) 826.2 (82.6)

0 ROTO.5gX 2H56 4, 2gx 1 A5, 2gX 28
2, 0.5gX 3M1WTH 5770

REMMIZ 4~15a8 T 50,
M, SREEASEIL 7 ARIAS b > 720 G H1E

IFEOR 23 I GLAiE T U314 W
=g it

EMk%ﬁfﬁotﬁ,%&sw,#Esz&oto
UK, REBERERI60g Th oo

BB OBEESNE A Table 13 ICR Uico FRIRERYL
BEh6H, MH1HTH 7o
Mize, BUAEXRBLINS LOEDIEAER LU
8N 1 BFIIAERIL6, IO BET, kd & O
Yo s sk EAEBRIEL, 1H 4g, 100
» RIS D BRI o 1o

E1617] T

i, #FD6

Tk DB RET

7,

WO T
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Table 10 Urinary excretion of CTM following 1 g intravenous drip
infusion over 1 hour in 6 healthy male volunteers

T~ Time(hr.) - - -~ 0~5

Case | \\\\ 0~1 1~3 3~5 mg (%)

| Concentration (ug/ml) | 7,800 | 2,650 250

A Urine volume (ml) 56 109 106
Recovery (mg) 436.8 288.9 26.5 752.2 (75.2)

Concentration (pg/ml) 1,750 620 130

B Urine volume (ml) 364 231 154
Recovery (mg) 637.0 143.2 20.0 800.2 (80.0)

Concentration (pg/ml) | 2,150 740 145

C Urine volume (ml) 263 243 185
Recovery (mg) 565.5 179.8 26.8 | 772.1 (77.2)

Concentration (pg/ml) 5,600 1,250 140

D Urine volume (ml) 93 176 154
Recovery (mg) 520.8 220.0 21.6 762.4 (76.2)

Concentration (pg/ml) | 2,150 1,250 270

E Urine volume (ml) 231 162 96
Recovery (mg) 496.7 202.5 25.9 725.1 (72.5)

Concentration (pg/ml) | 3,100 920 120

F Urine volume (ml) 151 292 64
Recovery (mg) 468.1 268.6 7.7 | 744.4 (74.4)

Mean Recovery (mg) 520.8 217.2 21.4

(Recovery rate %) (52.1) 1.7 2.1 759.4 (75.9)

Fig. 3 Mean urinary recoveries of CMX and CTM

%
ug/ml 2 —— CMX 1g %
(n=6, cross-over)

4,000} -——- CTM 1g /80

7 70

P a,
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\
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10

Time
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Fig. 4 Laboratory findings in serum of 6 healthy male volunteers
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Table 13 Clinical responses to CMX treatment by diseases

DI No. of Clinical responses
iseases ’
Cases | Excellent 1 Good ] Fair | Poor
Respiratory tract infections 16 6 L9 I '
Pneumonia 12 6 ‘ 6
Bronchitis chronica 3 ‘ 3
Pyothorax ‘ ’ 1
Biliary tract infections 3 1 3 1 1
Enteritis | 1
Urinary tract infections 22 14 ‘ 5 2 1
Cystitis acuta 11 8 2 1
Cystitis chronica 6 1 . 3 1 1
Pyelonephritis acuta 5 ; ‘
Total 42 21 ! 16 3 2
—————
(88.1%)

PEEREAED 3 FIIEZ 1 H, B 1, PPEH1
PITH 5 7co EFILS, 19TIT, BEHREMERZINER
CUTHY, BKRMICHERLIHE DD o7 IHRD
1BREHTH > 120

REERYE22HI T, E5h14H), B2 5 B, DPER
20, BHIPITH o700 BHBBRICH L TRELED
RERUIcHS, EHR8THET FOREARIIL, CO
BOHERE Lo, RPEHTH 570

UM R CRERI2, 77 —F » ABOHITSHS
M, Serratia marcescens DBREIN, 0.5g X 2 DHE
BEZ 7 AT - ep8ER B  BEINT, T LAHE
LU, R@E3 Candida albicans IR T L

THO, e UBRREOHEEZ %, 27, 3
OEMEBRA S RH S N7h, BERPBENELEZEZATH
Bo AMFEBTRDOSHIIOLTNOEDTH 572, iEH
4243, IMEIE#T, RO EEMED Escherichia coli %
Bt L, BIMEZE SO LIcHITH b0 5 HIMD Miks#
THRMALLTEY, RPOE. coli_310 0 H THIY
S U, BIREREADET, ZEHOEFTH 5720

LFla2pT, Fhly, B, PPER)3Fl,
Zh2 T, H%h5R1388.1%2 TdH o7,

IR DNC A - 2 b3 A Table 14 WK Uico
%331 TT3.8% DEIEKFETH 5/ce TDEDD 2
VIC B & & 720 BIAZWR LB, B4 H, B
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Table 14 Bacteriological response to CMX treatment by diseases
Diceases No. of - - Bacteriological responses S
case Cure reli‘;;sglt Persistence | Alternated ir:lfgz:ion Unknown
Respiratory tract infections 16 11 1 1 3
Pneumonia 12 10 2
Bronchitis chronica 3 1 1 1
Pyothorax 1
Biliary tract infections 3 1 2
Enteritis 1 1
Urinary tract infections 22 17 2 1 1 1
Cystitis acuta 11 1 1
Cystitis chronica 6 1 1 1
Pyelonephritis acuta 5 5
Total 2 | 29 | 2 2 4 1 4
(73.8%)
Table 15 Bacteriological response to CMX treatment by isolated
Bacteriological response
Organisms g:a;i:sf Cure with .g - Super
Cure relapse Persistence | Alternate infle)ction
S. aureus 1 1
S. pneumoniae 2 2
B-Streptococcus 4 4
Streptococcus 3 3
S. faecalis 1 1
E. coli 12 10 1 1*
K. pneumoniae 10 6 1 3
Proteus sp. 5 3 1 1
Citrobacter 3 2 1
H. influenzae 1 1
S. marcescens 1 1*H*
Total R 4 2 4 1

* E. cloacae,
*** C. albicans

EL1HITH > 70

BRHEAEICDWDT AR % Table 15 R L7z #
BEREP, HERB LB 1HdH D, EFKE
—BH LT, KET FIREERCS 5 2B
KRBT NTHIEE Lz KIGHI128, Tl RIGH108D
55, ZNENIE, THESEHEEL, TONOD 1#S
OUEHEES 1

BT KIBEE 1 ¥k, WERISE 3K T, Enterobacter
cloacae, Enterobacter agglomerans, Pseudomonas puti-
da, Streptococcus faecalis 153X T3 >7zo Proteus BD

** E. agglomerans; P. putida; S. faecalis; E. cloacae,

1MBEARETH > 1o

S. marcescens @ 1#ki2 C. albicans \{CEFREFEL
L7z CMX 51 BB & LTI2, Enterobacter B
S. faecalis, C. albicans 13X C&H o710

BIER & LTSRS b DI 10ds o 7S, BEHISH
Db, 2 PICHEMBIERERL D, BEGMELX
BRI3 7D o 720

B ERI%ICE O TRE U 7-Hi R B §i% Table 16
R L7co REBOREIZRLBDSNID o1
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#H Ak Cephalosporin FREHK| CMX {CD 1> THIE
9, kREIRE, BREREANC DL TR ET 57

wEAICOLTE, KE TV oM, KBE, M
&, ERER, SRREICOLTHREI L, CTM SHEL
oo HHERII—EIEHFE  (10° cells/ml 41Y4) &,
100{EF IR (108 cells/ml #8¥4) T MIC Ik & 18 %M
WO, 100 fERIROKBITIIKRGE, MRS, &
YEROWLTNG, 0.1 2g/ml LIFOMHTEL MIC
%RL, CTM LD KO TH > 7co HEBET F UKE
Tid CTM tZER o7 HIBEICH LT CMX (&
6.3 ug/ml LITIC#I50% D3 O, iEiEHESER L
TOBH, BRNEZOBRBEII T LEB THS. K
HIDOBE & LT, Streptococcus pneumoniae, E. coli,
Klebsiella pneumoniae, Proteus |§&, Haemophilus infl-
uenzae, Enterobacter, Citrobacter (T3t CTHEIEMDS
Ko7 EY BB F SN TS, TO—IC D
Thhbh OB E ST L35 DTH %,

KRB DT, 3 1g BETHD, [ERA
T Y6 WFHRIC 117.7 pg/ml AR U, L% 2 1BM TR
LT3, MPEEOHR, MOoHRED ICHXT, £
PEETH o7 tYL B 120.94 K TH>7ce Thid
CTM D0.72K: 21 K 5 X T R E 1 33, Cefazolin
(CEZ), Cephaloridine (CER) 75 & LD EHhW1HDTH
%, mkEPEBEEB T T, mPEERERL, t1h
BAE<L o7 T Cer 15.1 ml/ min OHITIZ t e
BI33.65 LR LT, C D &id, AFOH
BEROERELE LT, #58, RELFEERIERT
NETHA Do R 13 6 B RIT80%LL LICET 5
B, ZOKREHIFLHO I HHTHMINEODT, K
PBEIED TEBEICE > TS, UL, BhEf
TRIMEEL, RPBEEIEES1E0, 1g &5 5
B4 6 LD RBBEART Volunteer THII L, CTM &
E& Ut CMX 13 CTM LD BEmhiE s, »
DEOBBEDHHR Urco M bsR03m#I121ZFE Ul
THo7e L L, AUC {2 CMX 43 CTM 092 15T
7R PHEM AR, 5 KT CMX 82.6%, CTM7 5.9
%ThHo71:h%, HBEHERO 1R O #EIZ CMX
37.1%, CTM 52.1% & CTM o#i#hg <, Chbl
BOMPBEICEBEL JIZL b DTHA S, CTM
i CMX ko Repghift 32 ¢, CR OpEd CMX 167

ml/min {CH~X, CTM (32299 ml/min OETH > 7o
MAHICAHT CMX 55 CTM kb AUC pskENC &
MAY oy MCIEBE0E DI PRBEERICET AHRICKS
TS 130,

BEPRBAHIC DU T2 A D IRYLAE THRET L 7chs, %D
H388.1% LD T LIV DTH o 7o FRIFIRYYE,
RESEHHIE LT NS L OBREER Lchs, EFIER
W s ABHREICK RS, # 7 —7 L HBEOSH
BERER T S. marceccens AU L1zhs C. albicans |CiF
TREERLC LB TH o700 ToFHE7 FoREICK
LZEMBEMROECETH > 70 EWRLEMNS 728
HER, BHE, EXREEIFIBED SN, #E5%
HIRE L Enterobacter |&, S. faecalis, C. albicans 13
EThoo

BIERIZ, BEFICRAEREFI -b0MN 205>
7o, BEATIETZIIEDOED TSz ZDH
3, 2<EFBLTADLEM >, T2, BERBREREICD
WTh, AR L EBDLNIREBRERLLEh >
7o

CMX OO THRETERIT o 7chs, BIK E, BhH: -
ZEMICOLTHRI W, FRAUOH 2 E=MHRD
Cephalosporin REHIE LTHHFELEBLDDTH B,

X ik
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Cefmenoxime (CMX, SCE-1365), a new cephalosporin antibiotic, has been investigated to give the
following results.

As to the susceptibility of cefmenoxime against clinical isolates, a concentration of the drug of 0.1 zg/ml,
an inoculum of 108 c.p.m, inhibited the growth of 23 strains of 24 Escherichia coli, 20 of 24 Klebsiella
pneumoniae and 24 of 30 Proteus sp. All strains of 27 Staphylococcus aureus were inhibited at 3.2 #g/ml and
15 of 30 Pseudomonas aeruginosa were inhibited at 6.3 zg/ml.

It was more potent than those of cefotiam.

As to the pharmacokinetics, concentrations of the drug were determined in serum and urine of 3 normal
adults and 3 patients following 1 g intravenous administration.

The mean peak levels were 117.7 #g/ml after 10 minutes in normal adults and 200~265 zg/ml after 15
minutes in patients.

The half-life in serum was 0.94 hr in normal and 1.14~3.65hr in renal insufficiency. Urinary recovery
for 6 hours was 87% and 14.1~52.5%, respectively.

After one hour drip infusion administration of 1g of cefmenoxime and cefotiam in 6 healthy male
volunteers (cross over test), the peak serum levels were yielded 63.3 and 47.0 #g/ml at the end of infusion,
and 9.1 and 1.9 #g/ml at 2 hours after the end of infusion, respectively.

The half-life in serum was estimated to be 0.94 and 0.91 hr, and AUC was 100 and 55.7 (ug/ml) hr,
respectively.

The mean urinary recovery rates in 5 hours were 82.6 and 75.9%, respectively.

Forty two cases with various infections (16 cases of respiratory tract infections, 22 cases of urinary tract
infections and others) were treated with cefmenoxime receiving 1.5 to 4g per day by mainly intravenous
drip infusion.

Clinical responses were excellent in 21 cases, good in 16, fair in 3 and poor in 2.

The overall effective rate was 88.1%.

Eleven cases of 12 Escherichia coli and 7 of 10 Klebsiella pneumoniae infections were cured.

No side effect was observed in clinical symptoms and laboratory findings.



