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b PR B BB IC T B Cefotiam (SCE-963) D EHE & FRK

RKE=AM - BE K RERZ - ZHRE - GHER
MEAYEZBURENKSR

F L &

RARSDRARFATARINLF L7 72 2 4
) yREEHRTH 5, Cefotiam (CTM, SCE-963) i
VERY 13N 1:3 48 TN E XA
5 aRFEOM, KiIL7 I ARERICHT s B IRREK
Oe7razt) vAIXOBREORBMEEESOLLD
NTLERAERE7 oz yIRELELSHTOR,
Enterobacter, Citrobacter, Indole [B#: Proteus 15 &IC
b, BEESBDO IS LBEINTL 3P (Fig. 1),

Fig. 1 Chemical structure of CTM
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7B-(2-(2-aminothiazol-4-yl) acetamidoJ-3-C(C1-

(2-dimethylaminoethyl) - 1H-tetrazol-5-yl] thioJ
methyl)-ceph-3-em-4-carboxylic acid, dihydro-
chloride

FiEd, AF-EEERERPEICHERL, £ 0BIK
BREERMNTIEEGIC, ETOERN7 -4 2REL
7DTHRET %,

E B M KRB

1. MAiRE

- -BREERTRRBKA 3 ZiC CTM 250mg
BHERE®% O MPEEERE U/, BEHEG Cup
plate method % FV> B. subtilius PCI 129 Z#EHE &
LiE#eph#13 Phosphate buffer pH7 £ {EH L7, &
B3 Fig. 2 ITRT.

HERIHTE 15 pug/ml L €—27 %2R0, 1KH
%9.8 xg/ml, 29k 3 ug/ml, 4 K% 1.3 xg/ml,
6 Ryfii%1.3 #g/ml &1557c,

2, RepEftR
MepBEERELIcR—KRA 2 L CRPEMELRIEL
7oo WEAERMPEEL RHKTH 5. R Fig. 3
1a g

CTM 250 mg %5t 6 B © F15963.6 % @ IR [
WRERL,

Fig. 2 Serum levels of CTM after a single i.m.
injection of 250 mg in healthy volunteers
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Fig. 3 Urinary excretion of CTM after a
single intramuscular injection of 250 mg
in healthy volunteers
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YUBARRERBBEEL O SBELT, E. coli 75,
Serratia 1008k, Proteus vulgaris 6 ¥k, Enterobacter
14%¥k, Proteus mirabilis 8 ¥k, Klebsiella 8 #k® MIC %
{CEREZEERIC X VRIEL oo R Fig 4~
Fig. 9 IRT .
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Fig. 4 Susceptibility of 75 strains of E. coli
to CTM
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Fig. 5 Susceptibility of 100 strains of Serratia
marcescens to CTM
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Fig. 6 Susceptibility of 6 strains of P. vulgaris
to CTM
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1) E. coli iC3 BRI (7585

10* BT KM 0.2~12.5 ug/ml DH
DAL, 108 EMTIRF LA 0.2 4g/ml
UTEFRERERLTVL S,

2) Serratia marcescens \{Cxt3 5 R3Z 4k (100
%)

10° B T2, KIFaht 100 sg/ml PLLTH
AHt, 100 M T3, 25 ug/ml DI Fo MIC %
RT RS 12 WY 2,

3) Protevs vulgaris IC%19 % %M (6 #R)

10 #5HRTi3 6 Hhdh 3 BkAH$100 #g/ml PIET
BB, 108 FERMTITHIC 3 KA 0.2 ug/ml LI
T, 0.78 ug/ml 18, 1.56 zg/ml 2T
Hote

4) Enterobacter \Txi9 5 BT (148)

10® A T3 148k h1286A¢ 100 #g/ml LI ET
HBH, 10% HLETIT 7 #kHL 6.25 ug/ml YITF
ICBRLTW3,

5) Proteus mirabilis {Cx{$ % &2 (8 #K)

100 HHET D A 8BRICX L TRIEL 720 0.2
ug/ml PITFA% 4 Bk, 1.56 ug/ml, 3.12 ag/ml,
25 p#g/ml, 50 ug/ml KZ= N E#N1HES2TH
o7

6) Klebsiella pneumoniae \Cxt3 5 BT
(8%

108 BHETODAH 8HRIC D W THIEL 720 0.2
ug/ml DIFA46#, 0.39 zg/ml, 6.25 zg/ml
M, ThEN1BTH >k,

B K M B o

1. MRBE

FRTN524E 3 A& WIAFIS3EE 3 B & TicX4FHc
ABRPOBED S bRBICEABKEREHT I
MR BRPEBZ2TPICOVTRE L1z R
BRI AR, BEBR 4G, RS 134
T, EWRERRBI, FIIRFEHN® 8 F, Bt
HEHS 5 41, IKEHE, RENEG, QIRNEHEH
& 24, Toffi VUR, BEYAKER, HSmk,
RERRNR, BETER, BES, TELS
WENE1PITH %, FHBIEISIERTE
W28, L 64, 2714 TH B, (Table 1)

2, #B5H%

1[E1250 mg X2 FHEH 9H], 500 mgXx2 #
T 4fl, 1gX2 SRS MI3H], 2gX2 A
WREMIPTSH - . #EAKIL, 2.58T
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Fig. 7 Susceptibility of 14 strains of Enterobacter
to CTM
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Fig. 8 Susceptibility of 8 strains of P. mirabilis
to CTM
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Fig. 9 Susceptibility of 8 strains of K. pneumoniae
to CTM
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tikD 1MEO#E, 205 EMRETE 3,
w5k 2.5¢ 15 20g THofe

3. ERERRUK

ERR B O BRHE 13, UTI RHEEE
e LT o 7o (Fig. 10)o

BHRHRETIE, 1B3FPIATHTEY
#33%, 2B3MT3H100%, 3BW6Hd4
pl66%, 4B3HP3FMI0BOBELHRTS-

T ko BABRBTIISHIMPIAEHT, H
HR33%, 6HIMb 4 PMUBOHFHRER
7. RABKIR 27T, EH1F, FLH5
#l, EBHNPTHDRIETH >0

HERANCHEHRESHE, 1H500mg &
E@Tiz o, EH2H BRH1IHA, EHe
PTBHOEXHETH S (Fig. 1)

18 1g BEBTR4MTERHIH, AHL
B, i3 0 TI0BDFEXHKTEH -7 (Fig.
12),

18 2g {EBHTRBATEDTH. B
24, &% 4 PITOBDERBERL: (Fig.
13)o

18 4g 50 1 ABE/HTH 70

BRABICL 2REFNBREEHDLY 7 1B
WE T3, Streptococcus 2Bk T 2HkE bk
75 2RUE T, E. coli 7¥H5HKER
Klebsiella 3 2 #kth 1 #%4%, Proteus vulgaris
i1 2 ¥ & b1EkE, Proteus rettgeri 4 #kth 3 %Ml
4, Proteus mirabilis {2 1 ¥]kTM%, Citroba-
cter freundii i3 6 Bkth 3 Bkilk, Enterobacter
13 3% T 2kEk, Serratié marcescens {312
#kih 3 BEjlsc, Pseudomonas i3 18k T Yeast
like fungi KKK LA BHOI 3 (Fig.
14),

CTM 5 #® CEXRAKE LTRDN
#-#BE2, Proteus rettgeri %1%k, Citrobacter
freundii H%1 ¥k, Pseudomonas aeruginosa Bt

2 #, Yeast like fungi M 18TH -7 (Fig.
15),
Bl ER

27T U B RAYRIE A% R el 15
5 fro EIKIRZE T3 GOT, GPT @ ER#1
B, GOT O & LREM14, F2HATH >~
(Table 2),
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Fig. 10 Overall clinical efficacy of CTM in each group
No. of P hared Excell- Good | P eof},ee::il\lreness
Group cases | F ercentage shared | 00 oor A
“1st Group (Indwelling catheter) 3 11% 1 0 2 33%

i 2nd Group (Post prostatectomy) 3 11% 0 3 0 100%
SimPle | 314 Group (Upper U.T.L) 6 22% 3| 1] 2| 66%
infection) 4 Group (Lower U.T.L) 3 11% 3| 0 0 100%

Sub total 15 56% 7 4 4 73%

. 5th Group (Indwelling catheter) 3 11% 1 0 2 33%
'Mmfd 6th Group (No indwelling catheter)| 9 33% 3 1 5 44%
infection Sub total 12 4% 4| 1] 7 4%

Total 27 100% 11 5 11 59%

Fig. 11 Overall clinical efficacy of CTM
in complicated UTI

0.25gX2/day, 5days treatment

Fig. 13 Overall clinical efficacy of CTM
. in complicated UTI

1.0g X2/day, 5days treatment

Fig. 12 Overall clinical efficacy of CTM
in complicated UTI

0.5gX2 /day, 5days treatment

Pyuria Efficacy on
Cleared Decreased |Unchanged L
Bacteriuria Bacteriuria
/
Eliminsted s U % 3/4 (75%)
Suppressed Z / /U %)
Replaced 7 4 1/4 (25%)
Unchanged /O %)
Efficacy on Case total
Pyuria 3/4(75%)|1 / 4(25%)(0 / 4 ( 0%) A

T3 Excellent 3

(75%)

Overall effectiveness rate

ZZ  Good

1

4/4 (100%)

X Poor

0

Pyuria Efficacy on Pyuria F{ficacy on
Bty Cleared Decreased | Unchanged Bacteriuria Bacterinh Cleared Decreased | Unchanged Bacteriuria
7
Eliminated 2 /1 //% 3/9 (33%) Eliminated 7 71//A/ 1% 9 /13 (69%)
/ 7,
Suppressed W / /0 %) Suppressed Kf///j //// /(%)
Replaced 7 /W Replaced TR 1 /13 (7%)
Unchanged 6 6/9 (66%) Unchanged 3 3 /13 (23%)
Efficacy on Case to1al Efficacy on
. 2/ 92%)|1 /8 (1%)|6 /9 (6% e 7/13(54%)(1 /130 7%)5 /13(38%) “**¢  To!
Pyuria 9 Pyuria 13
] Excellent 2 (22%) Overall effectiveness rate 3 Excellent 7 (54%) | Overall effectiveness rate
zzz
W Good ! 3/9 (3%) Cood 2 9/13  (69%)
BRX  Poor 6 XX} Poor 4

Fig. 14 Bacteriological response to CTM
in complicated U.T.I.

Isolates E:x?a.i:i Eradic?tgzg Persistd

S. faecalis 1 | 1(100%)
Strept. spp. 1 | 1(100%)
E. col 7 | 5( 11%) 1
K. pneumoniae 2 | 1( 50%) 1
P. vulgaris 2 [ 0( 0%) 2
P. rettgeri 4 | 3(75%) 1
P. mirabilis 1 | 1(100%)
C. freundii 6 | 3(50%) 3
E. cloacae 1 | 1(100%)
E. aerogenes 2 | 2(100%)
S. marcescens 12 | 4( 33%) 7
P. aeruginosa 1 | 0(C 0%)

Total ( %
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Fig. 15 Strains appeared after CTM
treatment in complicated U.T.L.

Isolates No. of strains (%)
P. rettgeri 1 ( 20%)
C. freundii 1 ( 20%)
P. aeruginosa 2 ( 40%)
Yeast like fungi 1 ( 20%)
Total (100%)
KICTER AW RS 5

fEB) No. 18 6153t (Fig. 16).

LHEZRBEERR, Hie¥, WLLTHA5158 A
FVMRHZOHEL 1 EhoMAM525E 8 AURARIC
TR & L S hABE, RIREMRTEEN %%
foo MBFIS2FI0B 4B L VIBCREERLIMREZRED /=
1 BEBRELHL, BUOS2F10 A7THXD 5 HY
CTM 1g AMBEL2HST> ko RENMEKRE TR
BUN 59mg/d], 7 v 7%= v 3.9mg/dl th&EERE
FEOBERTH b, GOT 21, GPT 14, Tas V)74 %
7 r# -+« 3.5, RBC 3857, WBC 11,200 T% > /e
RPFORBBE», K — K EHZRICT Kiebsiella
pneumoniae>10Wph - CTM 5 BRI 5%, R#KI
E#HAL, RPAORS L EHT, HIRES b WE
L7o BUN 2590585 LRI 26, &b T
ODRARLLEZONDLY, URFOEELIEDOHL

Fig. 16 Case No. 18 61y. Male

1803,

24 No. 16 (Fig. 17)

URBYE B ERBMEA, EREREG.

BRI52%E5 AI9BBNER», K5 A248X940°Co
UMb, KECTMRMERDT TOEM, R5H298%
b Shock RM8E 72h, BRME DRI THRICHBAR
To ABRBRAEANBRERK T—RIREEBT 510, H6
RO BERBYEHET. WRIBEXVBUBCOR
Hxro, MEREBD o2, CTM 1[E 1g §44
WETSEEGT-70 7Y ¥ 2.5 2AK/ELE,
#EMMAETIE GOT 29, GPT 39, Trs 97427
r 4 — 4.5, RBC409%, WBC 14,100, Ry %%
¥, REMICT Serratia marcescens>>10° B iz, 5
%IBBRABRRICEEZVRFARONES 2, GOT
70, GPT 72: LR, mMm#MIiCTé HMER 15,400 & Hin
L, —BRBIOKMENOBTHEDLI Y, XA
348 %h%iT & L, sulbenicillin 1 H15¢, GM 1 H 80mg
O AMEETLRH1BMIC TTHRL £ 21 GOT,
GPT 2o ®FcWFEH{ EL, BfEAREKIAR
ICERBEELIE >

x 3

CTM QRHEXREILHKCIDAKIOHL
We7rozxf) YREEYBETCHKDOET7rux2)
YRERICHN, HiCr 7 ~BEEICH U THEOH
BEHER2ELOLNTV 3, KANIF260 B A{LERGEE

Pyelonephritis (Bladder tumor, Chr. renal failure)

CBPC4g

39

CTM 2¢ I

10/°5 7 9

Urine culture * K. pneumoniae >10°
Leucocyte in urine (+++)

BUN 59

GOoT 21

GPT 14

WBC 11200

13 15

(=) {+++) TC MNC AKM
(=) ( + ).CER

79858 60 6l ( — ) ABPC CBPC
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Fig. 17 Case No. 16 34y. Male Pyelonephritis (B-ureter stone)

GM 80 mg
SBPC10g CTM 2g | CBPC 15g
©
40
39
38
36}
6/15 t 17 19 4 21 23 25
Urine culture «S.marcescens 10° (—) (=) (+++) TC MNC CGM
Leucocyte in urine (+++)  (+++) (30/P (10/F) ( + ) AKM
( — ) CER ABPC CBPC
GOT 29 39 70 78
GPT 39 72 202 119
Al-P 4.5 5.9 9.6
BUN 13 13 9
WBC 15400 155000 13100

oy v RV 9 ATEY LIS H, HEHRZES,
RN IR, BRKETRANRENK, AREER
HOBENREL TS,
FEOBEICINIZAH 250 mg BHERS RO MBI
Ei1305C8.8 ug/ml D€ — 7% d b 2 KT 3.6 ¢g/
ml, 6 BRET 0.2 #g/ml L BT 3, bhbhORE
Tit, 2hLDPPELIHTH 15 g/ml O —2 %
b5, 29T 3.9 £g/ml, 6FRITIZIT0ICET <o
—HROHH I EEORE T2 6 RAITI4.8%ThH o 1:
M bhbhiREhXDPPEL63.6HDHMRER
Lo

KICHEAICDOWTHA B &, E. coli [TDOWTITL08HE
BTHRFEEN 0.2g/ml TEAHB LTV 50 Fi:
Proteus vulgaris, Proteus mirabilis T % 108 B Ti
3.12 pg/ml DIFICIBIZEEMHHL TR TER
De7ruxRY yREXTIRIHOMFHEREL,
1o Enterobacter, Serratia 13 & T K4 50 £g/ml
PligsaLiznz, 12.5 ug/ml DI FO MIC 24D
KbbRoBEDON B, ChdOREL, {LEREES
K33 HE0HEE 2 1212—%LTHY, CEZ CET,
CER R ICHBTNIZI~5BRET S T3 ED
hTa?,

HERRRHC oL TR, ARRERMBLER KM,
SOMABMERIT > TLBEHM?, KITMRBHRITOL
T WG IR B R i 1930, BERLMEIRBERREL 604, 3

53FNCOVLTHREL TS, NI X2 LBESRIE
R##RIZ1 B8 0.5g T75%, 1g T65%, 2g T2%D
BRHETHY, bhbhOBRMKTIE 1 H0.5¢ T3I3%,
1g T100%, 2g TOOBOHEHHFERLT2%, 0.5¢
BEThhbh O RBh33% & BV D i3 Ak st g
EBA>TLRRLHEBEDN S, AMORED N
MRBEERYIFICR>TA B L 1 H0.5g #5T0%,
1g T59%, 2g T4HL1E>TWE. bhibhopks
TRENIDPPEOHBRERL TS, COBRMTA
DEBMMRBBYMEICIZ 1H 1g KWL 2g s
THEIOHREEBZ OO L FRIHK S,

RRENEEZNIZRES 5 LAHOBMETII E. coli
T91%, Klebsiella 89%, Proteus mirabilis 100%,
Proteus vulgaris 710%, Proteus rettgeri 71%, Entero-
bacter 89%, Citrobacter 80%, Serratia 34% & 13->T
B0, bhbhoBH T3 E. coli 71%, Klebsiella 50
%, Proteus mirabilis 100%, Proteus vulgaris 50%,
Proteus rettgeri 75%, Enterobacter 100%, Citrobacter
50%, Serratia 33% & 3Z—B LB ERLTWVL 3,
LN DRRESDLUERD €7 7 028 Vv E|THES
BDEL, 4 v ¥ =[G Proteus, Citrobacter, Ente-
robacter 15 & IiT b XVOREIRERL, Serratia T3
LTHHBRBREDRDOS > EERLTED, &H
TREERLEILSh D,

UTI RHFMERLICL 2RABELE S 2 LEROH
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ETR1I~4BOMBBRARTROLOHLE, 5~6
BOBRARNMHTOXOEHRTH 54, bhbhoK
BT O BMBRNBTIY, BARRETUOHEHRE
AT o CHUZBEED T D M4 R R R IC T B
BRHBMI~0ETHBC LEEX D LRIFUHMREL
A% WICLIE, SEOr 7 -7 L HRBICEHANRE
BONBCLREETHLEEIONS,

BIERIC OV TIRIAKS DS T 122.1% LA MHE]
YEF, 1.8%1C GOT, GPT LEMEBH LI T3,
bhbhD2TERFOD 5 b ARMBIERERL DI
<, fEF No. 16 O KIEMEE LN BRETEFRE %
GOT, GPT MEHICLRL L PEBD 0 UEFIZEH
KKgic CTM @B TiFlicEE R, FeWilneo
BRECEEARBKIABCERMBICETLTVL S, ¥
7=3EF] No.22 Ti3 GOT OABEERLTWHL A M—8
HTRERTRERMEICELTWS, £ofhiciaEIAL
LR BEH I o720

L =

1. MmoEeE

REERA 3 ZiC Cefotiam (CTM, SCE-963) 250 mg
BE®o mAEBREEL AEL. HE®RIS TEHIS
ug/ml OBEERL, 6% 1.3 zg/ml L1557,

2. Rt

MSRENEENO 5 b 24 I RpH#RE AEL
7o Btk 6 R TY1963.6 % D HEtt REB /-,

. M Ah

E. coli T5¥Ti210* HRTIZ RS 0.2~12.5 pg/ml
IC37H, 10° HHMTIRITEA LD 0.2 ug/ml UTH%
@H 5,

Serratia marcescens 1008k T2 108 ST 274 &1
100 #g/ml U LTH 248, 10° HHTi2 25 ug/ml PIF
D MIC 2RTHOLISOHALTRTL S,

Enterobacter 14¥KC (2 10° #:H T50%H% 6.25 #g/ml
ATICMLTLE,

4. ERRevA

QTR ERR L, EX1040, B%h5 . fEahemT
S55%DEHRERLI.

WHAIZR T2 Proteus rettgeri, Citrobacter, Enter-
obacter, Serratia L3t AHREMNEEHEIN S,

5. Bl £ A

GOT, GPT LA 14, GOT @ A LR 1M
s>t

X [

1) AAEX K = =H8%: RBEBRREICH
33 Cefazolin @z, Chemotherapy 18 : 749,
1970

2) HWBEBRLEEREZE HRv 2904
SCE-963, 1978

3) 3) MHERH: REERIECEY 3 EPFMmico
1> T, Chemotherapy 26 : 45~47, 1978



yoL. 27 S-3 CHEMOTHERAPY 879

BASIC AND CLINICAL STUDIES ON CEFOTIAM (SCE-963)
IN COMPLICATED URINARY TRACT INFECTIONS

SaNTARO OHNO, Osamu Tomroka, Taryr Kuroba,
TosHIHIKO MiTA and Jojr IsHIGAMI
Department of Urology, Kobe University School of Medicine

Basic and clinical studies on cefotiam (SCE-963), a new cephalosporin antibiotic, were carried out to
give the following results.

1) Serum level and urinary recovery

Three healthy adults were given a 250 mg intramuscular dose, and serum level and urinary recovery were
determined. Peak serum level of 15 ug/ml appeared 30 minutes after dosing and this declined to 1.3 ug/ml
g hours after administration. Mean 6-hour urinary recovery was 63.6%.

2) Antibacterial activities

MICs of cefotiam against 75 strains of clinically isolated E. coli distributed from 0.2 to 12.5 pg/ml with
10* cells/m! inoculum size. With 10° cells/ml, most isolates of E. coli were susceptible to 0.2 pg/ml or less.
With 10® cells/ml, none of 100 isolates of Serratia marcescens were susceptible to 100 #g/ml. However, some
of them were susceptible to 25 pg/ml or less of cefotiam with 10%cells/ml. Fifty 9% of 14 isolates of
Enterobacter were susceptible to 6.25 pg/ml or less with 10 cells/ml.

3) Clinical responses

Twenty-seven patients with complicated urinary tract infections were treated with cefotiam. Responses
were excellent in 10 patients, good in 5 and poor in 12. Thus, 55% of the patients responded to therapy.
Bacteriological effects of cefotiam in clinical treatment against Proteus rettgeri, Citrobacter, Enterobacter
and Serratia were noteworthy.

4) Side effects

As side effects, GOT and GPT elevation in 1 patient and GPT elevation in 1 patient were reported.



