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Fig. 1 Chemical structure of CTM
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Fig. 2 Sensitivity of CTM against 50 strains of E. coli isolated from
patients with urinary tract infections
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Fig. 3 Sensitivity of CTM against 50 strains of Klebsiella isolated from
patients with urinary tract infections
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Fig. 4 Sensitivity of CTM against Enterobacter (48 strains) isolated

from urinary tract infections
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HMOEEI TR INTH, E. coli OEEE BT S
LMD E L > 7o Enterobacter 488RIC7\>F
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Fig. 5 Sensitivity of CTM against 50 strains of Serratia isolated from
patients with urinary tract infecitons
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Fig. 6 Sensitivity of CTM against 36 strains of Proteus vulgaris isolated
from patients with urinary tract infections
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Fig. 7 Sensitivity of CTM against 37 strains of Proteus mirabilis isolated
from patients with urinary tract infections
Aghr dilution method
100%[ Inoculum size : 10% cells/ml
50%}
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Table 1 Serum concentration of CTM
Body
Case weight | Dosage | 15 min. 30 min. 1 hr. 2 hr. 4 hr.
(kg)
AM. | 60 | ;9 |58.0mg/ml| 32,0 ug/ml | 20.0ug/ml | 7.0g/ml| 1.5ug/ml
B.K. | 63 | %9¥|75.0mg/ml|53.0ue/ml | 36.0ug/ml | 9.2ug/ml| 2.0ug/ml
Fig. 8 Serum concentration of CTM Fig. 9 Urinary excretion of CTM
Hg/ml % 9%
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204
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% chis BRI E OB (I EEEA 7 - v iE (Mo-
ni-Trol 1. k@7 4 ¥4k), ROBENEICI31/15 PBS,
pH 7.0 %M, FFEERBR L CELEHREER .

1) MF+RE (Fig. 8, Table 1)

CTM 1g #EREH OMEDEED ¢ -7 3155%
CH5058 pg/ml (TR, 305%iC32 sg/ml 1 KA
#®iz20 #g/ml 2 FSROHRICIX 7 £g/ml. 4 BRI ICIZL.5
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Table 2 Urinary excretion and concentration of CTM
Bod
i ~ ~ ~~ Tot‘l
Case w(ela(lgg) t | Dosage 0~ 2hr. 2~4hr. { 4~6hr. recovery
1.0¢g 462 mg 65.8 mg | 20,2 mg | 538.0 mg
AM. 60 @iv.) (2200) (310 (130) 53.8%
2.0g 6560 mg | 140.4 mg | 32.5 mg | 732.9 mg
B.K. 63 (iv.) (4000) (780) (250) | 36.6%
(ug/ml)
Table 3 Clinical Effect of CTM on chronic UTI
(1.0g per day for 5 days)
Diagnosis o . . .
Case .~ Indwell- Isolated Counts : Bacteriuria Clinic. | Sid
I\?:. Age| Sex U’é‘%:e"?;?g ing cath. organism cells/ml Pyuria cells/ml effect e&ef:t
1 (72| m gg% + | P. mirabilis 10" | Decreased | Negative Good -
2 |78 ¢ 103%0 — | Klebsiella 10* | Cleared Negative Exc:::; -
3 | 73| ¢ g%c + | E. coli 10° | Unchanged | E. cols 10 Poor -
T CCC Excell
4 | 56| m | Urethral — | P. mirabilis 10 | Cleared Negative xeell- | _
stenosis ent
P cce . Enterobact
5 | 45 | m | Hydroneph-| + |Klebsiella 10° | Unchanged "10,“ €7 | Poor -
rosis|
] CCP O
6 |51 | m |Hydroneph-| — |Serratia 10° | Unchanged | Serratia 10° Poor i
rosis cana
T CCC Excell
7 1 20| m | Urethral — |E. coli 10® | Cleared Negative xcel-
stenosis ent
8 | 69| m ggﬁ - Enterobacter >107 Decreased Enterlo&occus Good -
| cce Serrati : s
9 |57 | m BT - erratia 105 | Unchanged | Serratia 10 Poor -
cce . Proteus
10 | 75| m BT — | Proteus vulgaris| 10° | Unchanged vulgalr(')t;c Poor -
| ccc Enterch ‘ .
11 |69 | m BPH - nterobacter 10 Decreased | Negative Good —
N 4
| m| S|+ | K 10 |Cleared | Negative B | -
] CCP
13 | 62| f | Hydroneph-| + S. epidermidis 10° | Cleared Negative Exc::}; GPT ¢
rosis

LV. injection ; Case No. 1 ~ No. 10.
I.M. injection ; Case No. 11, No. 12, No. 13.

CCC : Chronic Complicated Cystitis.
CCP : Chronic Complicated Pyelonephritis.

2) ROEES TR hHE (Fig. 9, Table 2)
AH 1g BERERORPEEK 2T THREET
0, 2,200 zg/ml {T3EL, 2~ 4KRITi2310 2g/ml,
4~ 6 FRETI3130 £g/ml & RESEYEIERBUCHENLR
hRABESB SN,

pg/ml ERD LT,

2g BERISAICIAT5 #g/ml IGE L, 304 HKICIIE3
pg/ml &% BFEE dose response %R L7co 1KRIE
36 pg/ml. 2 B§fE%9.2 pg/ml, 4 RfH1$2.0 #g/ml &

Bk ERDERNES LYo
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Table 4 Overall clinical efficacy
Pyuria
Cleared Decreased | Unchanged | Efficacy on bacteriuria
Bacteriuria
Eliminated 5 2 0 7/13(53.8%)
Suppressed 0 1 0 1/13( 7.7%)
Replaced 0 0 1 1/13( 7.7%)
Unchanged 0 0 4 4/13(30.8%)
: 5/13 3/13 5/13 Overall clinical efficacy
Effcacyonpyuria | (s5.59%) | (23.0%) | (38.5%) 8/13(61.6%)
Table 5 Overall clinical efficacy classified by type of infection
Overall effe-
Group g&igi Exc:g; Good | Poor :;it:eness
. 1st group (Indwelling catheter)| 4 1 1 2 50%
Simple | 914 group (Post prostatectomy)| 2 1 1 0 100%
infect- | 3rd group (Upper UTI) 1 0 0 1 0%
ion 4th group (Lower UTI) 5 2 1 2 60%
Sub total 12 4 3 5 58.2%
5th group (Indwelling catheter) 1 1 0 0 100%
Mizxed :
6th group (No Indwelling ca-
infecti g theter) 0 0 0 0 0%
intection
Sub total 1 1 0 0 100%
Total 13 5 3 5 61.6%
Table 6 Bacteriological response
Isolates No. of | Eradicated |Persi- Eo.egi-efitr:é?;r
S0 Cases (%) sted tr%gtment
S. epidermidis 1 1(100%) 0 0
E. coli 2 1( 50%) 1 0
Klebsiella 3 3(100%) 0 1
Enterobacter 3 3(100%) 0 1
Serratia 2 0( 0%) 2 0
P. vulgaris 1 0( 0%) 1 0
P. mirabilis 2 2(100%) 0 0

2¢ BRI 2BREE CO R hiBEE4,000 zg ml,
2 ~ 4 55780 pg ml, 4~ 6K [ T 3250 #g/ml JE
Xh, 1g ®#EHICH dose response 2rUTo1g
BEpITI2 6 B0 E Tics38 mg HEME 3h, 6RHXT
DEINERII53:-8FTH > 7co 2 g HEFID 6 RHETOD
Rk E13732.9 mg, [HINEII36.6%TH > 7o
- R i)

VR B A M R B ICABE L T B 1B e M
RRBRLEBEBAAMNRE LT, £A500mg 51 H

2[6]5 AR 2 3 MRS Lic. ZBEHE UTI it
HEPHEEIER 1 ik o 7o
1) BE PR AL
1BHIICI Y 3 A AIOKR % Table 3 iK—E L1,

BB H AR R105], BEBRIATHD, &
Pi11~130 3 PRBERSPTH 5o Table 4 KHRAHE
KARZED DT Ico RAOME I HL1BFH7H (53.8
%), BOLPI 1.7%), BRRLH, RELH (30.8
%) ThHotco BRIZIZWT 28R 12 MWESH (38.5
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Fig. 10 Laboratory findings before and after treatment
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Fig. 11 Laboratory findings before and after treatment
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Fig. 12 Laboratory findings before and after treatment
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%), B34 (23.0%), FRESH (38.5%) THD,
Z2ORFRAMKRZRIERDRII G 8 4] (61.6%) &
¥Edhic (Table 4), BHFIRABRIZ Table 5 0 &
EXTH Do MEFHIZR%E Table 6 WRLAD, 13
ko ABINIRMOMED 5 510BIIRE I h, B
ERIIT6.98TH > 1o
BRANiCid Staphylococcus epidermidis, Klebsiella,
Enterobacter, Proteus mirabilis (33T R TR B I
Serratia, Proteus vulgaris (3IRBE X N1i0 5 oo AFIR
ERTHRICHER U BRI Klebsiella, Enterobacter T#%
21
DR £ A
BRIEIERE UTRER 6 TAARE I AE, S &
HRIC—BHRC 2 FOXREREXSISBFOHBALA
B BEHIETACELEHE L, £hlS TR Y
HOEWERR AL DO NIEh 5. 121D TERARY
BitgoX# xR, BUN, Creatinine, 1141ic GOT,
GPT,ALP %:JE L 7co RBC, WBC, Hb, BUN, Crea-
tinine fHICRBE S LDEFNI L 5 e ERICE
WT GPT OBE EREA L DY, KAV EHETH
Y, BERTROLEEMTIC LS, EHLDA
EBFRRITATS 3 (Fig. 10, 11,12),
E 3 ®
BELOHAER L Db} cephalosporin it K| OBEZRE
OBEREITLWLLDMDH B, Cephacetrile®, Cefte-
z0le®, Cefradine®, 73 ¥ Ci3HERD cephalosporin F#ig
4% 7% 5 CET, Cephaloridine, Cephalexin, Cefazolin
EREIL» o feds, cephamycin ZIEFKITEH S Cefo-
xitin, Cefmetazole (CMZ) ¥ 7z Cephamandole Tit#i
B2zt 5 abi kXN, BEFED cephalosporin |k
Yo M <, Cefsulodin {TL>72 5 Tid Pseudo-
monas aeruginosa {12\ UTT 7 EESBAR IndH i
BEROVFEEHERTICW > TV S, BEDOHEAD
BHTREWEROALRBLATROEAINZBENS
cephalosporin Z i ERA K E LT, B EALERY
EVBS>TEIVEEETERT 5 radical DRFENEDS
NERRTARMERINZ L EREBRERICE > TR
BihacLThbo
LinLsEnicbiiE= <27 b, S, BN - Bk
- REMLLE - 2 BAINBHRINE LS ICEBLE, B
IROEKEDOEEIR RN,
CTM &4 {#H L> cephalosporin ZiIt&EHIT, KE
BYSENEE E. coli 1Tz 35 MIC BERHTHEL,
Klebsiella, Enterobacter, Proteus wvulgaris, Proteus

mirabilis ({C7z\> LT b —EB0 BEKICII EN I BZEE

Klto THEDRMILS VIC Serratia TITM 4 ¥ES
S EBB NI, HERR O MMICBLTS Serratia, Pro-
teus vulgaris 2 ERRAOKRMRIIHL, & ICHR
@ cephalosporin X TR 2 LMD o 7= Entero-
bacter [Tz L TRIBIEIMRMB oL LIZERL
T &l E. coli i3T5 HilHid A& B AN T
W2, MERICAT Z5M A3 Cefoxitint’, Cefme-
tazole, Cefamandole L[F&EEI SN 3,

A# 1, 2g BERICET BRPEE LS BICRPR
ERERE» 512, RBRPELRCEFCHEALS
5o BUEMMEMEIR Y R SEB B ICAKERE L, UTI
RMLIMEREIC K > THE L IR CTRABKDRDOE
ZRiI61.6KTH D, TORMOFEEI LT LV, 134
F1ACKRSORERZA Lwnch, ERLEWERIIR
BR3napote T 14)ic GPT OBE LRELL
Wi, MICII - Bk, KBMmArRICERICE S &
BOhaRBHRAEDENS I

5 Hb b ([

Cefotiam (CTM, SCE-963) DRESBRALEDMES 271
LWL d 3 MIC 2RELIK R, E. coli it
AMIC @D peak i30.39 ug/ml LBDHTENI- DOTH
o720 Serratia % O % %, Klebsiella, Enterobacter,
Proteus vulgaris, Proteus mirabilis {C1z\> LT & —1F
TR EERZRERLN,

A 1, 2g BEROMFSD - RORELZREL, R
BREESRICRSERLBAC L2 LB, 3D
UM R B SE 13RI /2 DT 2 H 5D RI61.6 % T
50, BREICHRLBC LEBR L,
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EXPERIMENTAL AND CLINICAL STUDIES ON
CEFOTIAM (SCE-963) IN URINARY TRACT INFECTION

YosHiTapa Oul, TosHIHIRO GOTO, TAKASHI KAWABATA,
Micuio OBaTA and KeENIcHIRO OKAMOTO

Department of Urology, Faculty of Medicine Kagoshima University

Cefotiam (SCE-963) is a semisynthesized cephalosporin antibiotic developed at Takeda Chemical Industries,
Ltd. in Japan. Minimum inhibitory concentration of the drug against bacteria isolated from patients with
urinary tract infection was measured by agar dilution method. Inoculum size used was 10® microorganisms per
ml. A peak of sensitivity distribution of the drug against E. coli ranged at 0.39 #g/ml. Resistant strains of
which MICs were measured more than 100 #g/ml were found from 29.7 to 72.9% in the strains of Klebsiella,
Enterobacter, Proteus vulgaris and Proteus mirabilis, however, highly sensitive strains were proved in some
degree. Serratia seemed to be resistant to the drug. Peak serum level in healthy volunteer was studied to
be 15 minutes after the intravenous administration of 1 and 2 g of the drug, and reached to 58 and 75 sg/
ml respectively. Urinary recovery rate up to 6 hours after the injection was proved 36.6 and 53.8% respe-
ctively. Urinary level of the drug reached high enough to treat the urinary tract infection.

One gram of the drug per day for 5 days was given to 13 cases with chronic complicated urinary tract
infection. Over all cllinical efficacies were proved in 61.6%.

Total eradication rate of bacteria isolated was 76.9%. No adverse side effect was noticed except a case
developed urticaria. Slight rising of GPT was observed in a case, but no other abnormal finding in labora-
tory data was noticed.



