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Cefotiam (SCE-963) iz 83 5 BH%E

Mg pks - HABEE - HBTE
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Cefotiam (CTM, SCE-963) i3 P\ W& RITFLAT T HF

7 Srguslic

aminothiazole Bl %, 3 {MUPLIC I3 tetrazole MeFL T\ %,
¥ D cephalosporin Hlitk L E. coli, Klebsiella pneu-
moniae 75 ERHITY T LIGHEMBBICT SRl IE B 2 R
U, > Haemophilus influenzae, Enterobacter 7 EiC §
HHTHHENDIBD,

0 CTM L2\ TORMME MARIT K 3 5 HBERT

71, Klebsiella iz =" 2T ¥ 5 BMHR,

R HTE e

DM NN & RAPEEH, 35ICEL L TRRNBIES
HICHEAL I BEOMERRIC OO TRET 5,

IO X Nk 3

1. HANAAES

&'

i) REHE

(BEF#MIE Staphylococcus aureus 209 P %, HB

D Staphylococcus aureus, E. coli,

E. coli NIHJ JC-2#, CN 314% &1 A%

Klebsiella

Table 1. Distribution of susceptibilities of clinical isolates to CTM and related antibiotics
. S No. of
Organisms Antibiotics strains tested 0.1/0.18{0.39(0.78|1.56|3.13 6.25!12.5 25 | 50 | 100 [=200
]
CTM 50 1 2| 21 3 |
Staphylococcus CEZ 50 23| 25 2 f
aureus CER 50 13| 14| 10 7 5 1 |
CcMZ 50 2| 2| 2 |
CT™ 50 ol [ al sl 7] 2| 1
Escherichia CEZ 50 P 12} 14( 13| 8| 1| 1
colt CER 50 1 2 i 171 14 6 4 2 2| 2
CMZ 50 2 zzJ’ % 1
T
CTM 50 ol 14| 31 4/ 7| 3! 7| 1 2
Klebsiella CEZ 50 I 15 120 5| 1| 3] 2) 2
pneumoniae CER 50 i i ! i 13121 2 2 3| 4] 5
cMzZ 50 i i 2116;11 9| 5{ 1| 3| 1| 2
| ! ' | i
Proteus CTM 43 : 6: 13, 7, 51 2| 1| 1 2
mirvabilis CEZ 43 . ! ' ; 11| 14| 9
cMZ 43 ! | 1] 6| 9| 12| 8| 2| 4|1
T
Proteus CT™ 7 | ' 1 2
vulgaris CEZ 7 ' 1
CMZ 7 ‘ 2 1 1 1 2
Serratia CT™ 50 1 4 4| 1 4(;
marcescens CFX 50 1 1] 17| 13| 13
CMZ 50 22| 10 8| 7
Pseudomonas CTM 50 50
aeruginosa
Staphylococcus aureus 209 P 1 0.78 pg/ml Escherichia coli NIHJ JC-2  :0.39 pg/ml

”

Terajima : 0.39 ug/ml

"

CN-314 : 0.39 pg/ml
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l,,,mmiae,"-'Sermt:‘a marcescens, Pseudomonas RUT.
aeruginosa %508k, Proteus mivabilis 438k, Proteus Staphylococcus aureus 50 ¥ MIC |3 0.18~3.13
wdgiris THRTH 5o BAR/EFMIE SRMMERIC L ug/ml [£HhH, CER, CEZ khoogrhs, CMZ
(R 10%/ml), Heart Infusion agar % I \SP# L hilidicENT . E. coli 50 #k13TXT 0.1~
AWiiedh CTM KXY 2MRELWEL . R 6.25 pg/ml TRBHILLBD b, Klebsiella pneu-
i Cefazolin (CEZ), Cephaloridine (CER) 3&o¥ moniae SOKEFIA8KEDS 0.18~25 ug/ml THEWIHIE SN
Cefmetazole (CM2Z) izxi3 2 B2H:%2HEL, CTM THbH, CEZ CER »35WM¢ CMZ th¥ihnTwn
DehE Uz, tco E. coli & Klebsiella pneumoniae 12X 3
% it biophotometer %M\ VT, E. coli NIH] JC CTM ¢ CEZ ¢ 0B tHM % Fig. 1 ic, CTM &
o koMRIC R i2T CTM DR RM L 120 CMZ t om2#:4a80% Fig.2 iL/RU 1A, Hiiz Figl
i) FBk IR, CEZ & DM THD TT Shichilibs
Staphylococcus aureus 209P ¥, FB¥k, E. coli Wy 5 tz. Proteus mirabilis T3 L T438k g, 35
NIHJ JC-2#, CN 314%® MIC i Table 1 OFB BEDS 0.39~25 ug/ml THEH LB 51 CEZ, CMZ
kRTme, £h€h 0.78, 0.39, 0.39, 0.39 ug/ml LhFLhTt,
ThHo1le Ud L Proteus vulgaris Tid 7 ¥+ 6 B, Serratia
BEIMEEAEIcNT 2 CTM Ol 11725 T marcescens TiX508kFH40MkA5, 200 pg/ml LT i3 %
CEZ, CER, CMZ DX & L 1ok Table 1 iz HHiE&h, CEZ ti3ZA% ThH bH, CMZ 553
Fig. 1 Sensitivity correlogram between Fig. 2 Sensitivity correlogram between
CTM and CEZ ‘ CTM and CMZ
ng/ml
2200 Escherichia coli
100
50
25
12.5
3 6.25 1
S 3.13
1.5} 5 5 2 1
0.78) 8 2 4 2 1 1
0.39} 2
0. 18
s0.1
S0.T 0.3 156 625 25 100 2200 pg/ml 0.1 039 15 625 25 100 2200 ug/ml
CTM CTM
2200 e e
100
50 1 .
25
12.5
N 6.25
O 313

156  6.25 25 100 2200 mg/ml

25 100 2200 ug/ml
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Wi Cefoxitin(CFX) & h % 3RMTH »72o Pseudo-
monas aeruginosa 508 T~T 200 ug/ml LATF Tl
REEIEIhigh o1

Fig. 3 i1& E. coli NIH] JC-2 ¥kd>CTM, CEZ it &
B HTEM%I4)8 % biophotometer iz & h IEBFHNIC ATz
L DTHBH, CTM 0.39 ug/ml (IMIC) Tix14ikiM
T TR ED b, CEZ 3.13 ug/ml (AMIC) &
BIZRABREDOHRTH > 1.

2. Klsbsiella Bi#87 D R ICKT SHMRM

i) MG

ICR, vV R (KK 23~25g) 64 IL2 A\, ¥Mix
1% formalin % =— 7\ BB TICERRT S 47K
WWE e MEE L, 5BHIC nebulizer BT,
Klebsiella B54%k (1x107/ml) 2MEBHL 2. WY
v 9 Afft, formalin AIAAME~  ZBEE b IT4 BiChIF,
*hZnEHEAMK1A3E CRARSRAMK), CT™

Fig. 3 Effect of CTM and CEZ on the growth curve of E. coli NIHJ JC-2
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Fig. 4 Cumulative percentage mortality of mice challanged
with Klebsiella and treated with CTM
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120mg/kg 18 1[E, 60mg/kg 18 2[H, 40 mg/kg
1E3ARTRE L. ERESICME L, HRIZBSRI8
Rt L hBARAL, 7 EIRDRERR, CABRERY% FiLk L T14
A TRRE ML .

i) ERTM

EREBE Fig. 4 KRU . RIGMBHI L LBUCR
T, 4BETICTNTRELTE Y, SRICE DL
KEMBERLSED bhicds, %ORMIX formalin Al
NERTERTH -1 120mg/kg 1 A 1 AHREROTE
THid 7 A #38%, 14B#50%Th -72. 60 mg/kg 1
02 EERITIR, BB~ D ADBAEM T LEEMIE
tT38DIRALNT, UARDIECEIZB%TH -1
3, formalin BLERRETid AMRIL S BMRIELT 5 8
ovih b, 14AROIETEIL 50 % Th -12. 40mg/kg
1A 3ERERTIE, MBI AR TXTEELTEH
b, formalin FAMEY TIEMALEETT 2 D3P
b, 14BHDFECKII25% Th - 120
3. mWshRBEAR ST Rep it

i) EBRGE

- BEEBICER OB b s R ERE 4 5
BHELELT, CTM1.0g %% Y » k 300ml (T8

' Fig. 5 Serum levels of CTM

#g/ml

50 e

40 H.L agar (pH 7.2)
B. subtilis ATCC 6633
Moni - Trol

30,

20

10

0 1/2 1 2 4 6

Hours after start of infusion

Patients B.W.| Dose Conc. of CTM

A9 (kg) | (gm/2h)|1/2hr] 1hr | 2hr | 4hr| 6hr

LTO % 45| 1.0 | 19]22|24 4816

28M. 70 35| 1.0 | 20(3238(19]4.8

3.TA 2| 5| 10 | 19|22|20|3.21.6

1Y Big5 ) 10 | 11|14|17 2516

Mean 45.5 1.0 19.522.%27.0 7.4 2.4

Fig. 6 Cumulative urinary excretion of CTM

%
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o
(=]

% of dose administered

Hours after start of infusion

U, 26Mb» I TEBBERZIT, 3020, 1,2,4, 6
BRI IR U TIE A RE 2 AIE L 120 BIESEIR,
Heart Infusion agar %\, B. subtilis ATCC6633
BREPTNEE TR0 v TEER B BB Eh R
Moni-Trol FHHRic L h K1z, R 2 BHMEICIE
BRL, 6RHETITORFMELREL 120

ii) SRR

MmAEHMEEL Fig. 5 IWRTERD, REMRERNT
hd AEKTRICBY SN TR Y, LiksihasicE
TLTW3. AP 30 3% Tix, 11~294g/ml (F
#19.5ug/ml) Thbh, 16/HHE 14~32 ug/ml (Fig
22.5pg/ml), 2B5f8% 17~38 ug/ml (£#g 27.0 pg/
ml), 485f% 3.2~194g/ml (¥157.4ug/ml), 65F
% 1.6~4.8 ug/ml (£ 2.4 ug/ml) Th -1

FIRFICEITE L 12 6 BRI % TORP I HEIZ Fig. 6 1T
AT LB H65~73% (F1969%) TH 1o

HN.EFKKWRE

CTM (5FEERIX Table 2 iICRTEEY, MK 48,
Ti{UANEE 1 6, BHEREXROSENT 2 §, BULEEHS
Bbn i R BEEE 15D 8FITH 5.

EHEE 6 10518 1.0g, 2 F1052.08Tdh b,
nd1H2E300~500ml D* Y o MCIEREL 2 B
DI TREEEL .. S 2 ~14AMTH > 1.

SHRFIE I TR, B, WK L ORKER, HWHX
MR, RICHE, AOBREOER{EUREFEORE L
5 ICBEPREEOHEROERC LD, HH (#),
PRBER (+), ER (=) OIRBEE LIds, BR¥E
DETH -1 THFREZ3H, LB, &3
FITH o120

fEBIL,4,5, 7T IIMRDEFITH 555, EM1I1
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Table 2, Clinical effect of CTM
Age . . Causative Daily Duration Side
Case Sex Diagnosis organism dose days Results effects
3 70 Chronic bronchitis . GPT 9~
1. SM m Pneumonia Kisbsiella 1gx2 1B # GOT 1;}»955
2. T.O ?3 Lung abscess Unknown 18 X2 12 | - -
3. TY 7fs Chronic bronchitis Unknown 1g %2 8 ‘ - -2
77777 R T o s
Pneumonia 1g%2 . doin pgs
4, RO ;71? Pulmonary Kiebsiella CT1¢l1gxz 111 - USRI G
fibrosis DKB 50mg <2
5. K1 | ™ | Ghronic bronchitis | yuinoun | 1gxz 8 N -
6. S.M. Z% Chronic bronchitis Klebsiella 2g <2 14 +H -
7. TH. ?Z Pneumonia Unknown 28 X2 14 +H =
57 Fuo Pseudomonas .
8. TS. | ¥ | Cholecystitis (?) cepacia 1gx2 2 ? -

SERTET X b BREER DN, TR R o #58 (Hugh-Johns
IVE) /A TED, MEXBERCRUPTHECR
MEHED b tz. BKEETIE Klebsiella pneumo-
niae WX N1DT, CTM1H 2.0g FEALIHS,
ERBORD, FEIRER#OMHE, KR FOME, A
HRBOERL, MEXRROKESBD bhize BKEF
D Klebsiella pneumoniae ¥ 5 HB & b 144, HZHE
HEU Tz MEH 713 RRE 2 HEE L 18720 - 1205, R
XBREBHTHTHRICBMRELED, RILMHE b 1657
125mm & EHic{i# L T tze CTM 1 H4.0g {# A
iIck b, IRHEHEL, WEREBREORE, KiLEowH
(22mm/ 1 E) B@E»ohFh & Uice fEH 413
O AMENR MELEICIZ % B0F, 5 1 O U WY FR 4,
RKEOWHEED BHELBAH LN, KKEET Klebsiella
pneumoniae PSIMES NI, CTM 1H 2.0g #EHKD
38~39°C DFEEFHE, T DD 1% BT Pseudo-
monas aeruginosa $ L 5N 7D T Dibekacin 1 [
100mg & BFRARE U i BIERWE IR B 6 0§, fxh e
'L, 8ATHIELT. EH 5 IIBHRELRICEE
UIeARDEFITH h, MBXRERTETEICBMEE
EhBHohiz. 8 HMDOEMICL b, BEERDHE,
9 DEERK, RELiE, CRP OBBEHRELALNIHS,
R 7 &, REBEOWENSALNLNICD, POEY
& ¥IE 8 B THIE LA EE L 1o
fEFI3, 61XBHSEIROSHEEFTHD, &
L CIENk, REDBEIC K h IR 2HTE L 12hs, 1EH]3

XML, EFI6IRERDTH »12. MEFI6IREMLLR
—BITH Y, AIEDMAIERE 4 v ABICBARLIS
DTHB. '

fEG) 2 I3FHLAREETH b, Hﬁ%ﬂxﬁgﬁ‘ﬁﬁtﬁllm
BERSA LN, KBROMMEEDEESBYD S,
JB%RT CEZ D5 %% T35 8B THH, CTM
1.0g IKEEHS, BEER, WEXBERIIAETH
higZhE HEU 1o AEGIZ wepk R, KERKS
TETHHIC RN RELBT, BRI ERLLY
Minocycline 200mg o SEEEIC & h EBPHERRL
1o ;

HEFI 813 4 7 HEil L b TEMICISCORME HA TR
BEL e RHEDBETH 50 1FRICHET 5 AZMEH
MHh, HEXPEE-T CTM 1H1.0g OES5%H
BUIchS, 2 HEBIRIMESME T Pseudomonas cepacia
BoaREshicicy, 2B TAFEZHEL Minocycline
RKEBLILDOTHRYE L b BRA LIz T DHROBED
MR, KEOEHT v v 7o BOF I X % - Pseudoba
cteremia & EX Hhizo ,

8 BIFIE ¢ WA ZA 5 hAERRBHLOT,
RICHER 8 12 3 — FiBEBUIEEH b, CER RARGRE
BITa > 12h5, CTM OEMRIGI B TH h 2 BRAO
ERTIRERIIED SN 510

CTM (ERaI#IcIsIT 2 MK, FF. EEORERM
& Table 3 lRT &5z, EHI1T GPT (9->49iu)
GOT (18-56 i.u.) DR LFhsA b h i biaic £



voL. 27 ‘S-3 CHEMOTHERAPY - 330
Table 3. . Laboratory findings of patients treated with CTM
1.SM. |2, TO. [3. T.Y. [4. RO. |5 KI |6. SM. |7. TH. |8, TS
Ht Before 28.7 34.0 34.3 38.3 33.1 30.3 80.5 34.1
% After 32.6 33.1 '32.4 37.7 34.4 29.4 3.3 31
Hb Before 9.6 11.6 11.9 12.4 11.5 10.4 11.1 10.7
g/dl After 11.1 11.2 11.0 12.5 11.7 10.2 11.4 9.4
"RBC Before 326 351 373 384 373 345 345 396
104/mm?3 After 373 336 341 386 392 330 374 345
"WBC Before 9100 7200 4400 4800 6200 8300 7500 6000
/mm3 After 5800 7400 3700 13100 7000 5300 6000 6200
S-GPT Before 9 9 7 14 40 13 18 11
iu. After 49 13 6 13 — 18 22 13
S-GOT Before 18 9 13 25 34 13 16 9
iu. After 56 13 14 20 — 25 22 11
Al-Pase Before 43 50 38 34 83 45 55 115
iu. After 69 52 37 30 — 47 45 83
BUN Before | 13 12 18 19 10 16 16 14
mg/dl After 19 17 13 20 — 20 16 10
Creatinine Before 1.1 0.8 1.1 1.2 1.0 1.3 1.1 1.0
mg/dl After 1.2 1.0 1.0 0.9 — 1.2 1.1 0.9
Bi@pohihotce EF1 ODXOHED RETIE, ALEAILNI

S ABICIXERBERRLTE D, ¥5ic4 v A%, 1H
4.0g, MOMERALIZBE (EEF6) 12 BRI
Bovonizh ot

Iv. % *

CTM |3 4¥% D cephalosporin HlicHL ¥ 7 4 (&
BEBICE T 2 HEEESENTO 2 L REINA TS
B, RIORBRBENTE OV TOEMTY, E.
coli, Klebsiella pneumoniae, Proteus mirabilis i}
UTid, CEZ X bz ahicil HiEiEEL2RL, &5
KCMZ OHig L b $ + < TWize L L Proteus
vulgaris, Serratia marcescens \Cxt$ BHE NI
CMZ® ,CFX® 73 & cephamycin RIAEHIDT SN T
Wizo Pseudomonas aeruginosa \exfL Tid, 200pg/
ml T} REWILIZED bhizd -120

Klebsiella %< v iz 43 2188 ERY Tix, 1
B 120mg/kg DRETHERDRGBYS5H, 1BHES
ROSALTH-TH, 1H1EHRELD 60mg/kg 1 H
BEDBLOERTHY, 35ic40mg/kg 1A 3ERS
PREFYTH 120 1% formalin ik 3 KHME
TYATH, BRI UBEHNRNE TR,
1ERER, 1 BRSERL E S 5ICRFT 20555

1.0g AEHTRORRMOAME X, £ 27.0ug/m]
Thbh, FRORM &I2IZFAETH Y, AROHB
BT 5 5 A THKRMIC b +OE Stk fifs s h
BBRBTH 10 :

FERIER O PR ARBEL T & T2 86 Th 205,
DRHEOTETH - 12 THIHER 36, LREL 1
B, 5 3 BITHRIHKIZ43%IC T X P T 2 B
Th-lzo CHIRFEIORPESFISHSETHY, FE
BAHDEFSBE L, »OoREDOKEEESH T 5EH
BEPoTlcDEEL O, DO BLEFTIZE S IRy
58, #EEHICOWT A RNEBLETH S 5.

8 Hl&BlE EWERAE ZA Sh3fERIRBED 1T,
BERRERETE, 1Plic—@EDOrIv 27—+
DOLERZBHIAMIL, FICERIZEBD 6N T HBNES
HLHNERITH B EEZLONT.

V. #& &

1. BESHERICN T % Cefotiam (SCE-963) DB
BATLE NI E. coli, Klebsiella pneumoniae, Proteus
mirabilis Ti3, B5 »ic CEZ, CER,CMZ L h 3 <¢h
TWWtzo UM U Proteus vulgaris, Servatia marcescens

X3 d 5 B fi399<, cephamycin  RHERIHST L
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nTHice

2. Klebsiella fififs < A DI R MTix, 1
120mg/kg S THEYPTHH, 1B 1EAKSLH1H3
ESHRESREEYTH -1

3. 1.0g [AMMESOMMARE L, 2 RM%ICRH
fH%/RU, ¥¥27.0 ug/ml TH b, LIEHEASBBRIC
ETF U 6H3ME TO RAAFEI®RIZ 469 %TH -
2o

4. 8B ULIRIRYRIZ, YRIEDOTERTH -
TR EZ3H, COAEWLE, EYHIFHTHL, R
YERIR 2B Szd o1

X L

1) M26M A EX{LEMEXIMIFRL X 09 4 SCEG3,
1978

2) AUmbkde, MIT3ARE, KAME%, ABEE, ROAM, =
A A : CS-1170 iz B§¥ 5 H%. Chemotherapy 26(S-
5) : 321, 1978

3) Rimbkae, EIT3ARM, MUK, BEBEE, HRL, 8
kM : Cefoxitin 2883 5 XRHIMKMEIA, Chemo-
therapy 26 (S-1) : 358, 1978

4) ENEE, LRER, —KFKA, KBtk : SBEmmss
v ADHMMRM—EL LT Cephalosporin Ria#o
ZHRIT OV T W26E B X(LEMEERIBR, 1978

BASIC AND CLINICAL STUDIES ON CEFOTIAM (SCE-963)

RINZO SOEJIMA, TOSHIHARU MATSUSHIMA, YOSHIHIKO TANO.
DAISUKE MIZOGUCHI, YOSHIHITO FUTAGI and KENICHI SHIGE]JI
Department of Respiratory Diseases of Internal Medicine, Kawasaki Medical School

1. In vitro antibacterial activities

Cefotiam (SCE-963) showed more potent antibacterial activities against clinically isolated E. coli, K.
pneumoniae and P. mirabilis than cefazolin, cephaloridine and cefmetazole. Cefotiam was, however, less
active against P. vulgaris and S. marcescens than cephamycin antibiotics.

2. Experimental infections

Cefotiam was effective against experimental prn~umonia caused by K. pneumoniae in mice. Daily doses
of 120mg/kg divided into 3 were more effective than single daily dose of 120mg/kg.

3. Absorption and excretion

Peak serum level of 27.0ug/ml appeared at the end of 1g i.v. drip infusion over 2 hours. Six-hour

urinary recovery was 69%.
4. Clinical responses

Cefotiam was given to 8 patients. Responses were good in 3 patients, fair in 1, poor in 3 and unasse-

ssable in 1. No side effects were observed.



