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WM RS BYEE LSt 3 5 Cefotiam (SCE-963) DR, HRRAIERE

PIEEHE - MA 1. I ¥ GWRRAE - RA M- ATRIAZ
RILASES UL RBFH YR E

w8 B A
SR ST SRR i R B

F UL EAEK cephalosporin RitEHR TH % Cefotiam
(CTM, SCE-963) %» REABRELHALIOT, BEFOEM
BB & b IR BT 5.

CTM o{t%:41378-(2- (2-aminothiazol-4yl) acetamido)
-3-C C(1-(2-dimethylaminoethyl)-1H-tetrazol-5y1]
thio) methyl)-ceph-3-em-4-carboxylic acid, dihydrochlo-
ride T Fig. 1 RTHMERNEEL, 7THAMKSHAO

Fig. 1 Chemical structure of CTM
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aminothiazole B% &L, 3K tetrazole B HT
%o £3FKi2C1sH23Ng04S3°2HCI, 3F & 598.54 TH D,

Table 1 MIC of CTM

KBEOBHBLNLREDHB IR BALONEXTH 2.

x B MK

1. 788 A
KBTI

UMBRFEDRBBRE, LML 12 Y T A BEERE
4 Bk, &5 LPAHEIREE 100 BR L BNEER S. aureus 209P
& E. coli NIHJ JC2 iki¥ 25l NeNEL 28T
W AA(bERErRERERIc X b, 108, 108 HElico
WTF3s-»1c (Table 1, 2), $Z#hid Heart Infusion
Agar (=v %) %2HEAL, EEZAREEKSHN
120 T IC108FEHEIC ISV TRFFIC Cefazolin (EIF CEZ
OHEN2REL, CTM L 0BZHEEELREE LT,
B’ &

F9° 108CFU/ml it S. aureus 4 tkeh 3505

Inoculum size : 108 CFU/ml

No.of |0 210.39|0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 | 50 | =100

strains
S. aureus 4 3 1
E. coli 29 15 1 1 3 1 1 3 2
Proteus mirabilis 27 3 4 5 1 1 8 1 2 2
Proteus vulgaris 14 14
Klebsiella 9 1 1 7
Serratia 30 1 29
S. aureus 209P 1 1
E. coli NIHJ JC 2 1 1

Table 2 MIC of CTM Inoculum size : 108 CFU/ml

No. of

strains <0.2/0.39| 0.78 | 1.56 | 3.13 | 6.25 | 12.5| 25 50 | =100
S. aureus 4 1 2 1
E. coli 29 23 2 3 1
Proteus mirabilis 27 3 9 3 1 2 4 3 2
Proteus vulgaris 14 1 1 3 5 4
Klebiella 9 2 4 2
Serratia 30 2 2 25
S. aureus 209P 1 1
E. coli NIHJ JC 2 1 1
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0.78 ug/ml OHTE 1% RU, IRBEMK S. aureus 209 P T
it 1.56 pg/ml TH-oTze E. coli 20 BRTIX 17 ¥k S
0.78 pg/ml LUTFIRABEL, bIhiT 5K 50 ug/ml
SLEOTE %R, EBEk B, coli NIHJ JC 2 1% 0.39
pg/ml Tdh - 1ze Proteus mirabilis 27 B Tid 14 #kdS
6.25ug/ml LFRSTRLUA VI E N 2RUI. —54
Proteus vulgaris Ti3£14%ds, Klebsiella 9 ¥ETIZ
743, Serratia 30BKTiZ29¥kA3 1004g/ml L LD
HETH-To

10CFU/m! £ Tiz, WTFhoOBEBTY 2~ 3 BE
ERIFLBZYEEERL, BT E. coli TIZ30MT~
Th33.13ug/ml L TiZ & b A% R U, Proteus
mirabilis T 1.56ug/ml LIFiz168k (59.3%) 2375
LTWae

Table 3 Antibacterial activity of CTM and

CEZ against standard strains
(MIC : pg/ml)

CTM CEZ

S. aureus 209P <0.1 1.56

E. coli NIHJ JC 2 <0.1 1.56
Proteus mirabilis

ATCC 21100 | <01 | 1.56

Inoculum size : 108 CFU/ml

106CFU/m] #E CiE%tic xt 3 % &#l& CEZ 0
MIC 2HE T3 2 WTh s ZRDLFBRWILENER
Utz (Table 3),

105CFU/ml #8&ic#3i3 3 CTM & CEZ : O3
{eiEl8% 53 &, E. coli & Proteus mirabilis Ti

Fig. 2 Correlogram of CTM to CEZ
E. coli 29 strains (10¢ CFU/ml)
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039 1.5 6.25 25 2100

MIC of CTM (ug/m1)

CT™ opsriFx KM %2 R L (Fig. 2, Fig. 3),
Proteus vulgaris, Klebsiella, Serratia Ti3i3i2E%

Fig. 3 Correlogram of CTM to CEZ
Proteus mirabilis 27 strains (10 CFU/ml)
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Fig. 4 Correlogram of CTM toCEZ
Proteus vulgaris 14 strains (108 CFU/ml)
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Fig. 5 Correlogram of CTM to CEZ
Klebsiella 9 strains (108 CFU/ml)
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Fig. 6 Correlogram of CTM to CEZ
Serratia 30 strains (106 CFU/ml)
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DO TH -1z (Fig. 4, Fig. 5, Fig. 6)o
2. MmPREH KT RPH
-yl

RERA 1 &ic CTM 250mg % 1[@EBEL, HE
# 6B TOMmMPMEOHBE X U RAH % B L
120 BISES X, Proteus mirabilis ATCC 21100 &
PEBEEUEEY v THET, Bz pH 7.0
0.1mol PBS TYEBIL 7zo 72BIRIZFA—D buffer iz X
hERU I

Fig. 7 Serum levels of CTM after an
intramuscular injection of 250 mg.

Hug/ml
A healthy adult volunteer

7 31 Y.0. MALE B.W.71kg.
Cylinder plate method

6k Proteus mirabilis ATCC 21100

0.15

-

172 1 2 4 6 hrs.

A |

MAMED peak i3 BHiEH303 1By, 5.6ug/ml T
Holce XD, MAMEIINRL, ke FUTIX
0.154g/ml THh-1: (Fig. 7,

Fig. 8 Urinary excretion of CTM after an
intramuscular injection of 250 mg.

Hg/ml %
2000F 1 150
1500
1500
55.8
=
c
2 53.2 g
£ 1000} 150 3
H 2
g Pl
S 39.0 5
500F
360
e
0
(1] 2 4 6 hrs.

RABEIX 0~ 28T, 15006g/ml, 2~ 4B

Ti¥, 360ug/ml, 4~ 6B Ti3 54pg/ml THo1z
(Fig. 8),

IRAPEF B % 2 3 & B8 2 B§f % Tic 97.5mg, 39,
0%D58k M Sh T ize 6 BRIE TTid 139.6mg, 55.8
%DENETH >0

ERERAYBR R
1. ¥ENRRCGEEH®

CTM 285U IcHRIIMAMREBHAR R 51848
T, BABIM4 BB, BOUZITOWTHRE LR B
128, 287, FHid 288H 587, Fi63.88Th
Bo WTN EBKBLHTAH 4 R BRPETH
b, TORRIISERBHEBEER X 5 Flis L o BHEsg
YRR 9 BITH B (Table 4), ZHERBITHF—F N
ZETAHIEHTH 3,

CTM iz1H& 1~3g ¢ L, @y 2@, BE
DRMIC L Y BHE (660 & B4 \E one shot B (8
D itk hBEUTz. HEHIZ5~6 AETWTRS
BAREZTE 510,

2. BRHERE
ERRZROYEIZ UTI SKSPRERAED 28 L THE
Ulze
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3. K2R

BERREBRERRSHITIZER 18, Y26, &
H2fiTH Y, BUBMERDK I NTIIEL 16, &
HIPITH 20 2ETIRUBIREZI2 5], BR26, &K
HOPITH B RBRBILHF—F AV BEHT S 5Plic>
WTaBE, BR2H, EHIFTH -1
4. WMERHHR

CTM HSRICRA»LORESH 12 B 1X 198 T,
Pseudomonas T¥E, Serratia 6 ¥k, Proteus mirabilis
2%, %ZOfts E. coli, GNB, S. faecalis, S. epiderm-
idis F1HKTH 5.

Table 5 Bacteriological response

Isolates sI‘tI:z.xi:lfs Excellent (Good| Poor
Pseudomonas 7 7
Serratia 6 1 1 4
Proteus mirabilis 2 1 1
E. coli 1 1
GNB 1 1
S. faecalis 1 1
S, epidermidis 1 1
Total 19 2 2| 15

LR L BRI E & DEAfE% £ 5 & (Table 5):
Pseudomonos 4 7 ¥R#ERD, Serratia 6 BEE%RN 1 ¥k,
BR18k, S48k, Proteus mirabilis 2 BerhE%h1
% ®H1%TH 3. E. coli, GNB, S. faecalis %1
WXESTH 205, S. epidermidis 1T ETH -
2o

AMEDHR %A% L (Table 6), Psexdomonas 7
WAk 2 8k, 7755 Bk, Serratia 6 BRI 2 8k, T
#4 %, Proteus mirabilis 2 ¥erhpyse 14k, %81 %

TH-12o GNB, S. faecalis, S. epidermidis D% 1
MUSIHAR U 1o MR MRICR b 1o R D MERIL
198kAA 9 BR, 47.4%Th - 1o BBBRuIC KT 2R
1X3Blica o, HESRHRMME, Pseudomonas 2
B, Klebsiella 1 ¥RTH 12,

Table 7 Correlation between disc sensitivity of
organisms to CEZ and clinical results

Disc sensitivity

to CEZ Excellent | Good | Poor | Total
H# 1 1 2
+ 1 1
+
- 1 1 14 16

Total 2 2|15 ] 19

SMEIcd 3 CEZ ) disk B2k & BREIRE D
B2 A% L (Table 7), disk WBH(+)LUET, &
KA EZ S 5 VB TH - 1Bl 2 ¥k, BRH(-)
THRNICHYTH -1z DIZ14KTH 5. CEZ W%
& BRZIRO—FU219% 168K, 84.2%Th 5,

5. 8RR

18 FliconT CTM #5 §f #% iz I ¥ &, BUN,
Creatinine, GOT, GPT, AL-P 2#32fL 7z (Table 8),
CORTIZRANEEES 4 Fle ST bH, FEH No.
15 5 No. 18 MxhicEY4dT 5. MKRT, W5H
/AR HnbsFER No. 3, fEfINo. 5, fEHINo.6
CBDLNIHBERBROEILTH B, EH No. 12 D
B E#OM/MUEE I3, AFIEY ST B ickim 1000ml%
fistztcdDd DL Bbh 3. EF No.18 I AR5
T/ RS 83.8 X104 & #IINL 1243, EBRRDIzHZ D
#O#EBIZRHTH - 120 BUN, Creatinine Ti3fic
L2 BDed> - 1o FFHERBEORHTIZ, fEF No.1

Table 6 Bacteriological response

No. of No. of strains
Isolates . Eradicated | Persisted | appeared after
strains treatment
Pseudomonas 7 2 5 3
Serratia 6 2 4
Proteus mirabilis 2 1 1
E. coli 1 1
Enterobacter 2
Klebsiella 1
GNB 1 1
S. faecalis 1 1
S. epiderimids
Total 19 9 10 6
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Table 8 Laboratory findings before and after CTM administration

No Hb RBC | WBC Platelet BUN Creatinine | GOT | GPT AL-P
) (g/dl) | (x10%) (x104) (mg/dl) (mgy/dl) (u) U) (B.L.U)
1 B*| 12.9 416 | 15600 41.6 16 0.90 29 37 2.1
A* | 12.7 422 13000 46.4 11 0.71 40 57 2,2
2 B 10.5 335 13500 | >15 48 1.93 13 7 1.6
A 9.2 302 6200 | >15 32 1.81 12 9 1.4
3 B 8.9 289 9700 22.5 21 0.99 31 19 1.8
A 9.1 299 14300 47.8 14 0.89 20 12 1.6
4 B 13.5 428 6000 42.8 19 0.77 17 10 1.1
A 13.0 406 7300 30.9 13 0.79 17 7 1.0
5 B 12.6 401 11000 36.1 18 1.14 39 27 1.9
A 14.2 458 6400 60.5 15 0.93 32 37 1.9
6 B 14.8 487 12000 29.7 13 0.84 89 115 5.1
A 14.4 486 8000 56.4 0.83 43 124
7 B 11.5 382 8300 9 0.92 19 18 2.2
A 11.7 372 7900 15 1.00 20 20 1.7
8 B 11.5 382 9400 29.0 11 0.77 13 12 2.4
A 11.5 377 8500 22.6 8 0.77 16 10 2.3
9 B 8.2 250 5100 | >15 27 1.27 24 13 1.7
A | 92 | 279 | 580 26.8 23 1.46 23 17 1.9
10 B 11.5 368 7800 55.9 15 0.78 27 14 2.9
A 12.0 392 5800 25.1 14 0.79 21 6 2.9
1 B 10.8 339 17000 12 0.88 20 3 1.1
A 10.7 339 9900 27.1 14 0.89 16 7 1.1
12 B 9.1 296 8200 39.7 19 0.93 35 12 2.8
A 10.6 359 10600 71.1 15 1.07 20 10 2.2
13 B 11.0 393 6400 35.4 17 0.82 14 4 2.2
A 12.2 410 7600 45.1 14 0.90 19 5 2.8
14 B 12.8 396 9500 26.1 14 0.79 35 25 2.3
A 13.2 420 7400 39.6 12 0.71 38 31 1.9
15 B 10.0 307 15000 7 0.49 8 16 1.9
A 8.2 250 4200 17 0.68 19 4 1.4
16 B 14.9 492 7000 50.2 15 0.93 18 18 4.2
A 13.6 460 6200 44.2 13 0.83 30 27 3.3
17 B 12.2 412 10500 20 0.93 18 13 2.6
A 12.0 409 9700 20 0.92 20 15 2.7
18 B 13.4 432 14400 | >15 20 1.0 76 211 3.7
A 13.8 446 9400 83.8 22 1.17 95 206 4.4
B* : Before

. After

5
*
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sz FE#% CER 15g 2BRTFHcREL 0L, A
5g pREUIERT, #ERLD GOT 29U, GPT
37U, AL-P 2.1BL.U. t BE FREL T\ . #E#IC
GOT 40U., GPT 57U., AL-P 2.2 BL.U. ¢ FRULT
Wahs, THBEFIOHEL IWTET &34 EF No'
5TikiSATL b GOT 39U, GPT 27U, AL-P1.9
BLU. BELERLTHH, ZFAl 152 {E5Hic GOT
39U, GPT 37U, AL-P 1.9B.L.U. & GPT OEF LR
BAN, ARSI DO OLIRTHETH 3.

&6l No. 16 13¥¥5/7 GOT 18U, GPT 18U, AL-P
4.2BL.U. & AL-P3Btic LR % B, &H10g #5H#
iz GOT 30U., GPT 27U., AL-P 3.3B.L.U. & GOT,
GPT DEE FHR 2Rz, LPWEMRT 238 Hizid
GOT 25U., GPT 29U., AL-P 4.3BL.U. Th -1

8, BRNEVERORBIIBD bhizh >1z.

z i3

CTM i1 & H 3 & fh R IR TR iz ceph-
alosporin RIKBTAHFRTEMET, TORBELT
1) "5 LBHEIREE L T8 Enterobacter % indole (Bt
Proteus 23te "7 ARHREIIENZEL, LB
BHARY MI a%RTC L, 2) B-lactamase T3
EhtRRTc e, 3) Eiticd bFEPHICE M
EBRoh, EERTRBALRBINICERL, B
o TRAAFHE SN T &, 4) IF, B~OBIHS
N EREVBRHHE IR TS,

E%tk E. coli NIH] JC 2 & Proteus mirabilis ATCC
21100 iz A24&FlE CEZ @ MIC % 106CFU/ml ¢
Exal, ZROHBENTRENERL TS, E2
BT E. coli 208k, 79.3%%5 0.2ag/ml LU F
KL, CEZ L b 2~ 3 BEEERENRIFCH B,
Proteus mirabilis 27¢kF, 59.3%»% 1.56pg/ml DIF
AL, CEZTHL 100ug/ml Ll o MIC %747
YeMkic B B TR DS 4 Bk d - 17, Proteus vulgaris,
Serratia i3 CEZ izt 100pg/ml LI D% R
THRICERY 2 RS 2 8d - 170

CTM ORuR, HHftic oW Tiz, £EEHD 12k 3
&, 250mg FEDHE, MABEIL 155 6.32g/ml,
305 8.8ug/ml, 18RS 8.54g/ml, 2 BEME 3.6ug/ml,
AWM 0.92g/ml, 6#%R 0.204g/ml THbH, O
DRAEINEIL 6 BRI TT74.8% L MEL TH B LD
B0mg FHEORMETIE, LEEHOEL DO UEL T
FREIZ155 3.8ug/ml, 30435.6ug/ml, 1B5MHE 3.2ug
/ml, 285 1.94g/ml, 4R 0.6p4g/ml, 6 BRI0.15
#g/ml Tx DEEQRAHEIEL 6 BT 55.8% Th -
2o 23 CEZ 500mg HHEEDMES Tid, MABEIX
3093 19.5pg/ml, 1K$RD 21.54g/ml, 2E5R 19.2xg/

ml, 4F$M 10.0ug/ml, 614M 6.6ug/ml T, % DR
DRFAEIRME 24F5M T 97.6%TH H, CTM 500mg
THECH&D ITHL, POMNMETH 5. KHiE LEE
Rrdititas B, REBHEe L THEASEA L B
g A

B PR BRAI % 170 VB To MO ME R BB 1451 ch, 3D 2
B, B2 B, WIBITH - 1o EKIE AT MER19
M1, Pseudomonas |3 7, 36.8%% HH2FIEHT
»Hoize 7433 Pseudomonas RHHI% R 8 EFIT
BT e, ¥W2H, Y26, EH4HTHB. &
BOBKNRETIX, »7—F VEBEINSEFSH D,
I 1Y SRTO MBI Pseudomonas b3 6 EFIICRHE s h
THA iy, FEBFSEAIcEDEBbh3,

AXlic k2 ARMRIERICBELT, £E SR HD Tik
2.1 %IBERL TN, RADLEORNTILERT
Hotro

BRRE LORBTIX, mM/MiES% 16, GOT,
GPT OBE LR% 1ficBdic. M/MUESOD 15k
EROD 12 X DROERYS AR THE L LICEF|OREL
KET &b otohs, —BEROKEEEX .

¥ 53
Cefotiam (CTM, SCE-963) iz-D\THEME, HiK
FRR 2 A ToRER, ROEREZEI.

1. BEERZBEE1138kiIT 0 L TCefotiam B t¥Cefazolin
® MIC 2H|FEUTzo E. coli, Proteus mirabilis Tl
HRIOHTHBRIF 2R T, HOEKRTIZIZIZAZORM
Tholze ETeFANL, HEERICEZ MIC ODXHHS
IR ED o1,

2. RERA 18ic Cefotiam 250mg 2L, Il
FRBE2RIEL T2, ME30DHIC 5.6ug/mlicEL, Bl
BB 1z. FFFICEEL 1oRABEINRIZ 6 BT TT
55.8% TdH 120

3. WHHEIREBEBYLEI4BIC Cefotiam 285 L 1z,
1FIREZI 281, FED2 B, EI0BITH - 0. ERR
PRMEAGCE D I ME OMHERIZ19RH 9 Bk, 47.4%T
Ho1ze

4. BIfEA & U T, BERRRE TIU/MUES 1 41, GOT,
GPT 0BE L& % 1flic@oiz.

X Ak

1) WEEHE : RERBYUEIT T 2 FPFHHIC D4 To Chem-
otherapy 26 :45~47, 1978

2) $BEEACEREZINR FE > » Fovu SCE-
963, 1978

3) MAMRK, TR M, AEEE : BRBRERICBIT S
Cefazolin DB, Chemotherapy 18 : 744~748,
1970
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFOTIAM (SCE-963) IN
COMPLICATED URINARY TRACT INFECTIONS

HIDEO KAMADA, HITOSHI TAKAMOTO, MANABU HIRANO,
KATSUYOSHI KONDO, TOHRU ARAKI and HIROYUKI OHMORI
Department of Urology, Okayama University Medical School

YOSUKE MATSUMURA
Department of Urology, Kohchi Prefectural Center Hospital,

A new antibiotic, cefotiam (CTM, SCE-963) was studied both fundamentally and clinically in the
urological field, and the following conclusion were obtained :

1. Minimum inhibitory concentrations of cefotiam were measured against 113 strains isolated from
urinary tract infections. Cefotiam exhibited excellent activity against S. aureus, E. coli and Proteus
mirabilis. When compared with cefazolin, cefotiam showed superior antimicrobial activity against
E. coli and Proteus mirabilis, and equal activity against Proteus vulgaris, Klebsiella and Serratia.

2. Single intramuscular dose of 250 mg was administered to a healthy male volunteer. The maximum
serum level of 5.6 ug/ml was achieved 30 minutes after the injection, decreased thereafter. The urinary
recovery rate within 6 hours was 55.8%.

3. The therapeutic efficacy of the drug was evaluated in 14 patients with UTL These cases were
5 with chronic complicated pyelonephritis and 9 with chronic complicated cystitis. Clinical response is
found to be excellent in two, good in two and poor in ten cases.

4. Thrombocytosis in one case and slight elevation of GOT and GPT in one case were observed on
laboratory findings throughout this series.



