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Ampicillin iR#EXEEICHT 2@ AOEEL L
" Cefotiam (SCE-963) D#IEIZHIRN 8 X UHEKRORES

BB MW R OEA - FWHEFEN - mHEE
i PR L3073 ok d &

3 L ®

EE, APREAREEOMMMEILL, Chd oM
BIC T 3 EMEICRLNEE > TRODH 5. B
FU BT ARDAMEHO BHBMZUEREREL TS
SHRWHEE MM L2250, Ampicillin (21 F ABPC
EBE) T E. coli OREERE & DT untsHmML D
Dh3. CORERARFIEMBALHCEOLTHRS
N HF L %AH cephalosporin & #id MK Cefotiam
(CTM, SCE-963) (Fig. 1) iz, B-lactamase X\ 1EHT
HERTCEMH/FINTL S, ABPCREEKIBEI
MY A3EKOMENZAA L ELOMEEEL, »OHE
ERHEHEB LT 3 Cefazolin (UL T CEZ & #8)
LOBBICEVTRHMTZL L 610, TofhoZER -
BRI 2T > TH ko

CTM o 5i# 2 %7 + 5 » i3 ffi © cephalosporin %
HEYE EBRCLEHAT, 75 2 BHRES RN

B —BoMEERE 77 LBREBICEBO%ESE
L, O BERIRE - BRI T, P-lactamase KA
WIEFIHER L, EMICK > THEP HIT L Mch PWEEH

Fig. 1 Chemical structures of CTM
and CEZ
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Table 1 Antibacterial activity of CTM and CEZ against

standard strains

(MIC : pg/ml)
Standard strains CT™M CEZ
Gram-positive bacteria
Bacillus subtilis PCI-219 0.4 0.8
Staphylococcus aureus FDA 209P <0.2 0.2
Terajima 0.4 0.8
226 0.4 1.8
Gram-negative bacteria
Escherichia coli NIHJ JC-2 0.8 3.1
K-12 1.6 1.6
Kp <0.2 3.1
Klebsiella pneumoniae PC 1602 <0.2 12.5
Shigella flexneri 2a 5503 <0.2 3.1
Aeromonas liquefaciens Y-62 0.4
Pseudomonas aeruginosa NCTC 10490 >100 >100
Shogen >100 >100

(No dilution)
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Fig. 2 Sensitivity distribution of ABPC-resistant E. coli
isolated from urinary tract
100 strains (Inoculum size : 0X /ml)
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Fig. 3 Sensitivity distribution of ABPC-resistant E. coli
isolated from urinary tract
100 strains (Inoculum size : 100X /ml)
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Fig. 4 Sensitivity distribution of ABPC-sensitive E. coli
isolated from urinary tract

50 strains
501
40
100X
1
\
\
g 30 \\
!
) \\
s \ ox
zd 20 \
\
\
\\
10 \
k\
\\\
CTM
MIC eg/mi) [[50-19[ 0.39 | 0.78 | 1.56 | 3.12 [ 6.25 | 12.6| 25 | 50 | 100 |>100 || Total
Inoculum | 108 1 1 2 | 15| 21| 8 2 50
Size (/m] [ 108]( 36 | 7 3 1 1 1 1 50

Boh, F B AoBTbLLN, EAATRIZEAY
R#snsceudEdoz XL LTRIICH S L
3,

SUBHIZIEL, w92 (4:B%9) x5 LDso i
#irT3.90g/kg T, RS v F OBEERBICHEE
7T BBRORE - ZUNDOEBRIEDTL LY,

I.EB R

1) EREkS KORBOREKICTT BB

TP HBFEOERFEKIZKKICOWLTO MIC ZAXK
(LR oERER? TRIEL, CEZ LHBREFL
(Table 1)o Z20%EHR, CTM 37 5 2 BHEHICDOL
Ti2 CEZ & v 1 EHD 2 EBEROIENERL, 7
5 nfaEEIC OV T2, Pseudomonas D &13100 #g/ml
Pl E® MIC T& o7:H8, E. coli, Klebsiella 13 & Tid
CEZ ZH& U THERBEANE > T,

T 7, RBREOREMEEKKD 5> 5 ABPC 1100 xg/
ml Pl ko EH#E KT E. coli 100812 T, CTM
& CEZ 0% i Ui, Fig. 2 \324R5A0S SeM
BERHOODTH M, CEZ ® MIC © ¥ —71212.5 ug/
ml G, CTM @ ¥ —2136.25 #zg/ml L1 E I L X
b-oTW3, iz, 100 ug/ml Pl k@ M H:#k 3 CEZ
C19BkH B DL, CTM R 7B & D15 ot
Fig. 3 BI00fE BRE TIT>7-bDTH 5, £HOH
Bi/1i2 CEZ % 48P E5bEHY, 100 zg/ml Pl kD

Mitikikiz CEZ T2 9¥bH 2DICHLAKTII 2K TH
otze PlEDKERICE Y, CTM BIAEAIKE LT CEL
2 LEbah, BRAEICED MIC BAKE{EEIN
PTVRCELPAOhE R o7 ABORERERD
ABPC ¥ E. coli & Klebsiella {CHEWT & BHDS
N,

XIC ABPC i@ E. coli 50BKIC 3395 i h%H
Elt (Fig. 4o ThiCk 3 &, FEHERER, 100645
R EEE L b ABPC itk @ E. coli OALER
B0 AHERLTV 342, 100 #g/ml Pl Lo WS
LI 5712,

X 51 Klebsiella 49BRICOW T H RABORIEETH 1
¢ (Fig. 5), @R E. coli iIttLTLDH2PTC
h, 100 zg/ml Pl Lok FRERRIC L KRN
DA THo7,

2) RepiBES JUHERE

BERAL1ZICDE® CTM 250 mg HEHDRT
BES I UHEH®E A Proteus mirabilis ATCC 21100 %
BREEE LTHEY v 7HETRIEL 2 (Fig. 6), HE
% 2 KR E TO R MErIE1,800 £g/ml T, LIk4204g/
ml - 215 pg/ml - 65 #g/ml L1350, RpENRE 2 R
T28.1%, 8KRIXCT50.9%Tdh oo
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Fig. 5 Sensitivity distribution of K. pneumoniae isolated
from urinary tract
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Fig. 6 Urinary levels and excretion of CTM after
250 mg i.m. (Healthy volunteer)
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Table 4 KRT &L T, RERHBF TR 2M & bHL,
EABRATRSENENT, BERFACI B> -
FAERBOENRIZY, FERROAYRIISTET
Hole

plocE <, 1374, BARRANIALSHL
bbb oT, RABEDEMIETH o &}, 2
BOLVLRMTHEEEZI SN

2) WEPHME

CTM H35 5 04 KRB 23 ¥ 1T D\ T R MBS
PHEEEE L HTHI (Table 5), E. coli & K. pne-
umoniae “Tid #) 50~60% DB I % R 4t K5 et
S. faecalis % Proteus {CRERPINSh olce T2, B

ratia 7 2, P. rattgeri & P. aeruginoa B &KUY S.
aureus BE 1PTH-7o

K ¥ A

AFSSHROMBM < WMREE X CFMREE R~
¢ (Table 6), B 4 LBV TEHMLMRBD (K1 5,400
% 531%2,800) & GPT L& (R5N128, R5HE3) b
Boh, 5 2 EMBORETCLTASERMICR>T
WBCZE LD, XAORERALEBLShN—BYDS

Table 5 Bacteriological response to CT™M
in complicated U.T.L.

KR 6AICED SN T B, XRME LTRIAM Isolates I‘go~.of Era(dgiﬂc)nted Persisted®
BRAD 7 5 A8 B BE S. faecalis 1% 3, Ser- pam :
S. epidermidis 2 1( 50%) 1
S. faecalis 3 1( 33%)
Table 3 Overall clinical efficacy 7-Streptococcus 1 1(100%)
E. coli 5 | 5(100%)
Pyuria Cleared | Decreased | Unchanged |  EMfic8eY o K. pneumoniae 2 1( 50%) 1
Bacteriuri2 bacteriuria Serratia 2 ( 0%)
Ehminated 1 3 4 (31%) P. mirabilis 1 1(100%)
Suppressed 1 (8%) P. vulgaris 1 ( 0%) 1
Replaced 4 (31%) P. morganii 1 1(100%)
P. rettgeri 1 ( 0%) 1
Unchanged 4 (31%) . .
: P. aeruginosa 1 1(100%)
E”‘;:ii:" 4 (1% |1 (8% |8 (62%) C“i;““] GNB other than 1 1(100%)
[ Excellent 1/13 (8%) | Overall effectiveness rate Enterobacteriaceae
Good 6 /13 (46%) B Total 21 | 13( 62%) 8
57 Poor € /13 (46%)
Table 4 Overall clinical efficacy classified by type of infection
-] Overall
No. of {Percentage :
Group 82) | Excellent | Good | Poor |effectiveness
cases (shared ) rate
1st group
o (Indwelling catheter) ( %) %
-8 2nd group ‘
9 (Post prostatectomy) ( %) %
e 3rd group
: (Upper U.T.L) 1 (8 %) 1 100 %
o, 4th group .
B (Lower U.T.I) 1 (8 % 1 100 %
7]
Subtotal 2 (15 %) 1 1 100 %
5th group
g |_(ndwelling catheter) 4 (31 %) 11 3 25 %
B+ 6th group . .
,{‘.5’3’_, (No indwe]ﬁng catheter) 7 ( 54 %) 4 3 57 %
e Subtotal 1 (85 %) 5| 6 45 %
o ’Iqtal R 13 (100 %) 1 6 | 6 54 %
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Table 6 Changes of laboratory findings before and after therapy

\ RBC WBC Pt BUN S creat GOT “GPT Al-P

\ (x104/mm?) [ (/mm?) | (x10%/mm?)| (mg/dl) (mg/dl) (iu/) Gu/b) Gu/)

Cse\| B| A|[B|A|B|Aa|B|Aa|B|A|B|A|B]A|B| 4
1| 380 | 325 {14900 | 2800 | 30.0 | 26.5 | 10 12 1.0| 0.9 7 12 | 21 30 | 72 | 65
2 305 | 270 | 5300 | 4200 | 35.0 | 35.5 | 48 33 2.6 1.6 | 17 16 18 42 54 46
3| 373 | 386 | 5600 | 6400 | 30.4 | 32.1 | 28 13 | 0.8 0.7| 19 13 13 | 24 | 56 | 55
4 | 365| 380 | 5400 | 2800 | 28.0 | 30.7 | 18 14 1.2| 1.0 12 14 | 28 | 8 | 50 | 52
5 393 | 376 (14900 | 3000 | 31.7 | 30.5 | 25 27 1.1 1,1 | 25 20 21 16 65 45
6 471 | 411 | 4300 | 4100 | 33.9 | 30.8 | 12 8 0.7 0.6 25 17 17 17 38 41
7 408 | 422 | 3800 | 4800 | 29.4 | 27.0 | 31 19 1.1 1.1 | 13 14 17 16 34 40
8 327 | 305 | 3600 | 4000 | 31.5 | — 23 19 1.5 1.3 | 38 37 42 36 51 45
9 | 383 | 384 4200 | 3800 | 37.5 | 32.6 | 14 16 0.7 0.9 27 | 28 19 26 38 | 31
10 | 374 | 392 | 5200 | 4600 | 45.0 | 29.2 | 15 16 1.0 1.0| 25 15 24 20 40 39
11 370 | 395 | 8200 | 7900 | 30.5 | 31.0 | 22 25 1.0 1.1 20 25 17 21 45 60
12 405 | 423 | 5600 |12400 | 9.4 | 23.5 | 27 16 0.9 1.3 6 25 13 35 40 51
13 486 | 473 | 9300 | 6100 | 19.6 | 16.2 | 20 29 1.5 1.5 7 24 15 26 26 38

B : Before, A : After

DTHotzo 13k, FEF 1 EERS5 THAMKKOET
BHSNIcH, FIETR AERSMED “Co Rite <
A&/ VBREBTOATEY, AHOEHERLBZEZS
nlid ot ELBETCRBEMMERTHE L, i
BIDAIMEREA3000MI% TH B & o, AROKE -
REZohEd ot iz, EMI3TIIHREH%D BUN
H29TH 348, KBITRHTHIIC & BE35DREHH D &K H
DORIEFREREZ SNIID 5T,

III. % #

AFNIEREERIC KT 5 BT T, S. aureus, E.
coli, K. pneumoniae BT CEZ kb2, 3 L%
bBATEWEBL, 7, B-lactamase EiHiEMNIAREX
=%, ABPC fittkd E. coli iCkit 2 Mtk E D SR
% CEZ L H#L, &5iC ABPC B#DE. coli LU
Klebsiella (L1 5 RN & MUBROHEERD
B#YT Fig. 2, Fig. 3, Fig. 4 BXU Fig. 5 TRAN
BEBAEITo o ZD#E, ABPC Mtk E. coli iTHBL>
T CEZ T2 19%kDTHHND > 7D ik LEARTIZZ
NN T7THTHY, B-lactamase EHMMROCT EE S5 H
MNb#i,

%/, chERENCERD MIC REEREKEBEICK
STARELSERL, FERICHLTI004E ARKEETIR
ABPC fi##® E. coli Ti3 5%l L, ABPC Bt E.
coli Tit 6P L% 7= Klebsiella Tl 5 P LBSZHD
SHERD € — 7 BEVHNBE#T 2 Ldtbh o1,

L&D EBERREICE>T MIC DEMKE(E
T34, UL, TOkd MIC EIE S 125 Bk
BOBATH, MAL ABPC REEXBHCHLTO
MIC i3 CEZ kY 1% LI¥HBDT, COFEMNL
LRAKDORETH S ERLLEHEEDNT,

KIC, BRERBIRICDOWVLTTH B4, Table 4 ITRLI:
CTEKBAREAMNIBFADIIF B5%) EHbokild
pobo6T, BARRETLLEEOFHENSON, T
TR ROBRABEDENEAB TH o 72 C &3 LBRBIREFS
BHEEBEbN S,

%/, BIERICEL T 1RicARRSho—@#AN
RBALIEE GPT O LREH1H, chideE5&THR?2
BETCERBEICOEY XROBIERATHELEEALN
foo 133, BE - RER - BL - HEBNOEREER
124, BBEEREED T o NITH o oo EAT LB
Z2UFATHIEELZ LN,

E L3

1) ABPC fitittd E. coli 1008RIC DD THARIEY
& Cefotiam (CTM, SCE-963) & CEZ otiE h% i
B L, B-lactamase {EHMICDOWVTER LI, ZDRER
Cefotiam {3 CEZ X h@n- Hi B % R Lok, K
100 {2 A RER EREO BT B TEN I HEHNB
BHohico

2) Cefotiam @ ABPC &t E. coli 50%% XU Kle-
bsiella 49KKIC OV TOHBHERE LY, ChdOH
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KR LTS @ HEAN WD Sh, 10045 FIR B
EHTRPIRV LD ENTEHANBH S I,

3) BEEEA 1 &I D% Cefotiam 250 mg HHEERF DR
GREERRIE Lo RPMBED K& HIZ 1,800 ug/ml
¢, 8K COERII5.9%TH -,

4) Cefotiam % HIMEHE IRBE RYUE 13PHCHERAL, B
ABRYHIMBSEEEDTORIZOhLbS T, BAEH
RKiF54¥TH oo

5) Cefotiam @ FIICL > T 1 AICEIER £ £X 5
heEmERRL E GPT ERMR O,

1)

2

3

X .

H2616 A R{LEMEE 2 BE FHMy v oL
SCE-963, 1978

MIC W@ kM BZRE (1974%) : B/hFaWHE L
W (MIC) N ¥, BAR(L¥MiLYSK, Chemo-
therapy 23 : 1126~1128, 1975

FTERM : HIUMMI, RGBGREIC KT SR

BE(IC DL T, 25 B R{LAMERIRY, K
H#, Chemotherapy 26 : 45~47, 1978

BACTERIOLOGICAL AND CLINIAL STUDIES ON
CEFOTIAM (SCE-963) IN ADDITION TO ITS ANTIBACTERIAL
ACTIVITY TO AMPICILLIN RESISTANT E. COLI

Osamu SeTsupa, KanHIN TEr, YosHiHITO BAN,

YukimicHr Kawapa and TsuNeo NISHIURA
Department of Urology, School of Medicine, Gifu University, Gifu, Japan

Cefotiam (SCE-963) is a new cephalosporin derivative, and its stability with respect to S-lactamase is
expected. The antibacterial activity of cefotiam against 12 standard strains and 100 ampicillin-resistant E.
coli isolated clinically was investigated comparing with cefazolin. And, the results indicated that antibacterial

activity of cefotiam were better than cefazolin.

The antibacterial activity of cefotiam against 50 strains of ampicillin-sensitive E. coli and 49 strains of
Klebsiella was investigated almost all of there isolates were suppressed by cefotiam and more strongly in

the smaller inoculum size.

Thirteen patients with complicated urinary tract infections were treated with cefotiam at a daily dose of
500 mg or 1,000 mg for 5 days, and the overall effectiveness rate was 54%.
In one cases, persistent leucocytosis and the elavation of GPT were observed.



