yoL. 27 S-3

CHEMOTHERAPY o _4BS

SRS B Cefotiam (SCE-963) 0D ik 4 i /4

wm

5

RRTT S L7 AR 44 Kt
PIESH - TRARRA - LS - VR 1
IR AP A8 2 B
FUP A - )1 I
M RBE AR

£

RIS AL IRV A
L N S ()
WS T S MRS R
BOm oW oM-dt B OR OB
WA NSRBI F

n B

E ¥

KA (LB R

@} U &

Cefotiam (CTM, SCE-963) i3 Fig.1 it/R¢ & 5 &K%
b D% AR cephalosporin CROFHLEME T, ¥ 5 LBHERE
BEUA v F— VB Proteus %8t 75 o BEEICHL T
BORENETRT. L 2S5 nBRYEBEILHT 2 2 DHBE I,
cefazolin(CEZ), cephaloridine (CER) 35X Z¥ cephalothin
CET it~ TES L ML, -7 7 & 2 — RELBBHCH L
THWREESE 2 RTH, Pseudomonas, Serratia 35t U° S.
faeciumiT R TH 5 £ 5 o AKIDBEEMIZHD, £
OHENREEERIC L > TEGLHLHEIN, T
PH HMEMICH 2 & 2 PRWBIND . KHIORKHME U TH
M~DBTEL L L&, CEZ, CER, CET Z&0#415
CREL, Bt~ oHtt®Riz CEZ 02t bha D
T, NAHEBBRED L H» T & { BEEBOERICTK 2 21
RO N TV B, bhbhizAKDEKRME S IET 5
LEHIL, TNEBKRERICAMALIDOT, Z0OKEREH DY
THET 2,

Fig.1 Chemical structure of CTM
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»> U 5 %K 200ml /AR L T CTM 1g %, 1IHERY
M THRBBEL e b DM, IRz s
TR R % BUE U 2. BUETIEE U Tid B. subtilis
ATCC 6633tk REREE T AWML » TR T2
720 723 working standard (820ug/mg) OFRICIL,
pH 7.4 @ phosphate buffer 2L 1z,

% B
1. PSR : lu7H M Table 1, Fig.2 (2R
Tk, AMbER30HD & AT RIC DI T —
2 %RU, 303D NEEIZ55.3ug/ml, ST ES
Table 1 Serum levels (ug/ml) of CTM after lg

intravenous drip infusion with 200ml 5%
glucose solution in one hour

e Hours|
Case (yr) 307|1°|2°|4°|6°
(sex) Diseases
1. S.T. % | Cholelithiasis 60 |17 | 6.3 3.8
2. M. S.% | Cholelithiasis 80 |18 |3.6/0
55 | Cholangio-

3. T.Y. % | carcinoma || %0 [30|8.4/36
4. R. 0.3 | Healthy 48|50 |14 | 4.8 3.0
5. K.M. 2% | Healthy 75|60 | 14 | 3.4 2.0
6. T.K. 3 | Healthy 435213 3.2 2.1
Average 55.365.317.8 4.9] 2.4
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Fig.2 Serum levels of CTM after lg intravenous drip infusion
with 200ml 5% glucose solution in one hour
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Table 2 Bile concentration of CTM after lg intravenous
drip infusion with 200ml 5% glucose solution in one hour

o~ Hours
Cases(yr)\ DiseaseN 307 1° 2° 4° 6°
(sex) \ 5 ~
65 ostcholecystectomy
LT, | 3lth Totabe drainage | 6213537 |22 | 17
55 Postcholecystectomy
2. S. T | with T tube drainage | 2015574 |17 | 0
55 Cholangiocarcinoma
3. Y. o PTCD performed 36 2 6.4\ 0
Average 4.1|21.7 | 45.0|15.1| 0.6

Fig.3 Bile concentration of CTM after lg intravenous drip
infusion with 200ml 5% glucose solution in one hour

Hg/ml
100

i.v. drip infusion
— -

X=X Average (n=3)

IKI3F# 65.3ug/ml ICEU 1o L L % DIz EHIC
ETU, 2rM%DFS#EIX 17.8ug/ml, 6 Bf#ic
132.4pg/ml & iz 12,

2. JEMAE  EEEEESTRIE S A8t
iz Table 2, Fig3 itRTEBh, ¥— iM%
N b M 1EMENTEDN, Ub b MIF B PLH
THRMERTEDb AN 3HIOLHEIL, S
PSS 1 BRI T 21.7 ug/ml, 2 B§R9% 45. 0ug/ml (2%
U, 4RME%TY 5+ 15.10g/ml ThHo 120

(Hrs.)

3. ReboEit : Reb MBI AT REER A 3 Ziton
THESNIZLDTH 28, Table 3icRTTLL, 2
RERLARIC SR OK50% b3 HkM s h, 8 BEMH%ETO
et 81361, 1%700 U 83.1%, Fi#970.3% ThH - 1o

B2 K R #&
HNRRUFE
bbb AR 85 U 1o A EHE B I G
T, EEERERE 2 6, RER - BB O B, ABEE
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Table 3 Urinary excretion (mg) of CTM after Ig
intravenous drip infusion with 200ml 5%
glucose solution in one hour

- Hrs. | _ - _
o | 0-2|2-4| 4-6 | 6-8 | Total (%)
1. RO. m 74kg | 525 | 108 |181.5/15.2 [830.5 (83.1)

2, KM. m 52kg | 532 [59.9| 12.1) 7.1 611  (61.1)

3. TK. m 60kg | 525 | 95|45 |11 (676 (67.6)

Average 527.3(87.6| 79.5/11.03702. 67(70.3)

Table 4 Criteria for clinical evaluation of an
agent on infectious diseases in the field
of surgery

The principal symptoms and signs
1. Excellent | disappear completely within 3 days
after onset of the treatment

More than half the symptoms and
signs disappear within 5 days after
onset of the treatment

Any of the symptoms and signs dis-
3. Fair appear within 7 days after onset of
the treatment

None of the symptoms and signs

4. Poor disappear or their aggravation is
observed after 7 day treatment

2, Good

Re5fl, ARAIEYL 4 B, AR 1 Bl & OVIFEIR B
BRIFITH - 1. BRYROY¥IEIX, Table 4 iTRT
R > TEMBL, REFERD B VIIBEOMELL2 BE
EUT, ThoMIELRIEMELIZbD%ES, 5
UREER, 7HELUANZPRER, T LEBL TS
HEU 2 - 12 DR EREHIEL 12, BHIOBELE
LTid, 1HREL T2 0L 48 227800 4EICS
BU, $XTHABSBELIZ. #S5HIE 5 L1284
T, VRS EE3 8.6 8, HE5KRIZ5 2L 488,
¥ 22.28 Th 120

# £

1. JHEBYE (Table 5) : XFIHsEE s hizfa@H
RESBID S bbigig, {LMMEIRE% 25, D> %3
BITH 3. {LMEERRERD > 5o 1 FliiAERE, o1
Bl AES 2 hFhEREE L T2EEL D TH-
2o RELDRER & Ui, PEBWEESD> 51k Klebsiella
¢ Citrobacter EMICOBES N, D 1 Hd 513
Enterobacter ps3Mt stz D54 3 FlO> b 2
Bliz, ZhZnEBEOMIEE, EBMORFER . LR
KRICE Db DT, MFREAFBSIC L b 2 BEicHsk,
U REEYEICEEAL TOIIED 5 SOEH R & EfRD
MEDS 3 ABICHLNIEIFITH B L LIBEDK
BRI DETE L 12 SEBICIE AR 581 & RS FEE L,
tetracycline e &3 L T L 5 L BB AL DT, &
Hlest 3 2 BT - o KRARERYYE 5 FlbE%h

28, M3 FIDOHMTH 5.

2. [HME% : Table 5 FFDIEHI6 5> 514F TD 9 Flid
BBREERITH 2. T/abb, BBUIMRE DR R HEmH
R1GY, RMRRRIC & B PR 1B, A o 7 v IRESR
IPFLEE RS 1 B3 & O T TB A TLALIR R 6 BT 5o
RN MR %2 22 &, E. coli IMEENtzd D44,
Citrobacter 2|, Proteus ¥} 0°S. faecalis % 14|
TOTH - 1r. HhEBlE $ AROREH 220 L5 HE
WML, INFhEDRIREIRE(LSTRIB AT h, &)
58I, B34 BIDOTFERMTH - 120

3. T DMMOBBE : HikRIBRYY 4 Fl(fEHI15~18),
MKERAIRRRYLE 2 6 (REBUL9, 20), #5H4IRBEMYYLE 3 (]
(£EBI21~23) & L O'HF#ITR 1 FID10EFIE LN T
VWA JRBIIMEERI, E. coli W—mYuri 3 B, E. coli
& Citrobacter, E.coli & P. aeruginosa B4 HBY%
189>, Micrococcus 1§k GNR D& & ¥5E
INIZLOWB 1B ETH > 1. BBRHEIZ ¥R 16,
BR5H, LLERLH, EWH3FITH A,

Ubt2dBle e r e, E38HI, BRHI, LFH
M1l w6 BT, R AR HbRB LI, H
ZHR1370.8% & 7z > 1z (Table 6, 7).

a £ B

ARG X 28y a vy, BEZ7LLVE—
BWER2 Eix2{EHond, B, BH:, THRzED
HILBREVER L B onigh -1 T AR SHIC
MEFHRFRAIZS Db 25d> > 100 EHIBSAIHO M1 MR
B - BHEE, RaL2HRAELILETA, 14lic GOT,
GPT {HO—BHBE - 2BDIz. TOEFIIA v &
NVRRERIPFLIC & B BB RGES] (No. 8) T, K
FAAT GOT 30U, GPT 22U Th 1= D5, 578
HizGOT 50U, GPT 51U &7 5120 L L Z DER
TRAFWEZ1IIAMICOI. > TRFEL T2 25, KT
Btk GOT 30U, GPT 28U &/5h, 1228 5R10ME
ICEHBL TV e Lt > T DEFITCR6NII T
27 L A—AD—@Y LRI LILEROREE E A
AT Liddkzu (Table 8),

% m
CTM %, BERDC e 75 s RE S L0 5 &
BHRE TN L THRWIE 2B L, LEAEA <Y b
SABRTERNTH B, & IT4 v F—VBY Proteus
2Et Y7 o BRI T 5 X DHE I cefazolin,
cephalothin Z& X b#HBL LML, UL b IF~DB
BB TRIFE VDR TS, ZOMA, NBHEERDR
PUE, & IIBEBREDORRITIIBAES IR 5
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Table 6 Clinical effects of CTM on infections in the field of surgery
—— _ Effectiveness

Dissasss No. fo cases \ Excellent | Good | Fair | Poor | Rate(%)
Soft tissue infection 2 1 2/2
Appendicitis, Peritonitis 9 4 9/9
Purulent cholangitis 5 3 2/5(40)
Postoperative wound
infection 4 2 1 1 2/4(50)
Postoperative pulmonary
infection 1 1 1/1
Postoperative urinary
infection 3 1 2 1/3(33)
Total 24 9 1 6 17/24(70.8)

Table 7 Clinical effects of CTM on bacterial isolates
. Effectiveness
M\\ Excellent | Good Fair | Poor | Rate (%)
isolates \
E. coli 5 2 2 3/5 (60)
Citrobacter 4 2 2/4 (50)
Klebsiella 1 1 0/1
Micrococcus 1 1 1/1
Proteus 1 1 1/1
tze UL LbhbhOSEOEBEERE»S A% L, il E 3 & )

BYEIC T 5 T OIRBRYRIIBHTUSMETEB D
Thdho1ze U bSEbbhLER 2S5 1-HE
ERERIE, MYETERBREOLDOP, EMLE
WEEEZ D DWBB 10 ZDI DL, 5 FIICE
26, MRHIHIE NS KRICk - o EDESICEES
AEBIIEERD L 3D TH 24, HEEICBELTESES
LitKRE 2 INATAHZBESHD, WESLRET 25,
H AR SRE R BT AR EOF IR IROK
I TWEEBbh3,

Cefotiam (SCE-963) % 24 flONEHBEERICH
5L, ¥%, 526 TI78, 0816, &6
ORR%2 AT, BYHRIZT0.8%& 1212, BIFEAELT
ERS LD o1z, E2MERBE, BHHRES
T CRP TR 2 RUE L Tz AFNIZARBYECHET
AHUWERAIE LTt e nsbDEELLNS

X [

1) R26lal B RLyEmeE P R R H: s 4 o7 4 SCE-963
1978
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A Table 8

2 R

Laboratory findings before and after CTM administration

o

GOT

GPT

Hb RBC Platelet BUN Creatinine ~
No. @dy |(x109| WBC | (104 | (mg/dly | (mg/d) | (U U) | ALP
B*| 11.9 367 10000 — 15.0 — ‘51 21 30.5
1] A*| 108 | 347 6100 20.6 13.0 — 49 23 26.3
B | 12.2 393 6800 — - 9 20 4.5
2 | Al 122 392 5400 — — — 38 50 —
B | 10.5 376 12400 16.2 19.7 1.1 19 12 15.0
3 | A | 19 423 8900 16.5 20.5 1.0 28 10 30.0
B | 13.0 442 23300 24.0 9.0 0.9 38 29 15.1
4| A | 122 417 9600 37.2 = = 23 12 10.2
B | 10.5 373 11200 10.6 18.0 1.0 151 29 22.9
51 a | 100 321 11000 9.4 17.5 1.1 108 31 22.0
¢ | B | 135 452 11300 — — — 8 10 —
A | 119 494 7500 — 7.0 0.7 17 9 —
;| B | 150 463 11100 24.2 31.0° 101 77 13.4
A | 129 409 8500 25.0 26.6 — 63 77 33.6
s | B — — — — — 30 22 —
A — — — — — 30 28
g | B | 143 461 13600 17.9 — — 17 21 9.7
A | 141 457 6500 21.8 — — 16 14 8.9
0| B | 760 408 14000 24.0 — — 35 20 4.0
Al 70 402 8000 26.0 — — 33 22 4.8
u| B | 1.1 a7 13400 15.0 — 18 22 9.8
A | 143 453 6500 — — — — = —
p | B | 146 430 21300 — — — 30 21 5.6
A | 138 412 4800 — — — 23 22 5.8
5| B | 12 442 12500 15.0 11.1 1.0 25 40 7.0
A | 130 410 5700 17.0 13.4 0.8 20 25 6.5
w!| B | BS 448 12400 34.0 — — — - —
A | 138 454 8000 38.0 — — 21 23 5.6
5| B | 167 482 16600 —_ 1.1 42 40 12.2
A | 159 443 5900 - 0.7 29 29 12.0
6| B | 105 378 13500 — 12.0 — 9 6 5.4
1 A 102 380 8600 — - — - - -
g | B | 167 489 9200 — 14.0 — 130 117 9.4
A | 131 392 5900 — 17.5 29 29 12.0
&1 B 9.5 311 8800 64 — 11.0 21 79 4.8
LA | 112 373 5100 | , — — 12.0 11 11 4.4
9| B | 122 488 9600 32 —_ 0.6 35 34 —
A | 122 482 7200 30 — 0.6 32 30 —
% | B | 7% 448 10400 28 - — 22 12 8.0
A | 80% 450 8400 26 - — 24 12 8.0
s | B 9.6 292 9500 — 8.0 0.5 61 68 10.4
A 7.9 253 7200 — 8.0 0.5 31 22 3.8
w | B | 122 399 10000 31.7 13.0 1.0 40 10 10.0
A | 130 433 6800 28.6 14.4 1.0 21 29 12.0
B 9.0 295 6800 26.8 28.0 — 16 6 6.7
A | 100 308 6800 = 20.0 — 24 8 -
B 10.6 380 9000 24.6 10.0 — 37 51 —
A 9.2 311 7500 — — — 27 34 —
B* : Before

A¥*: After
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A CLINICAL TRIAL ON CEFOTIAM(SCE-963) IN THE FIELD OF SURGERY

AKIRA SAWADA
Department of Surgery, Osaka City Momoyama Hospital

KATSUJI SAKAI, MIKIO FUJIMOTO, TAKAMI UEDA and SATORU HIRAO
The Second Division, Department of Surgery, Osaka City University Medical School

YAEMON SHIRAHA and NORIYUKI KAWABATA
Department of Surgery, Ashihara Hospital

SusuMu Dot
Department of Surgery, Osaka City Kita Hospital

TAKEYA SASAKI
Department of Surgery, Fujiidera City Domyoji Hospital
AKINORI MASADA and FUKUO KITANO
Department of Surgery, Joto-Chuo Hospital

MASAYOSHI KAWASHIMA
Department of Surgery, Asakayama Hospital

.Cefotiam (SCE-963), a new derivative from cephalosporin C, was investigated on its serum level, bile

concentration. urinary excretion, clinical effectiveness and side effects.

1) Following a one hour intravenous drip infusion of lg cefotiam with a 200ml 5% glucose solution
in 3 healthy volunteers and 3 patients, the mean serum level showed a peak of 65.3ug/ml at one hour
and continued detectable level as high as more than 2. 4ug/ml for 6 hours, while the bile concentration
revealed a peak of 45.0ug/ml at 2 hours. The mean urinary excretion accounted for 702.6mg(70.3%)

. within 8 hours.

2) Cefotiam was given to 24 patients with various infections in the field of surgery. The clinical
evaluation of effectiveness was as follows; in 5 patients with biliary tract infections were excellent
in 2 cases and poor in 3; excellent in 5 cases and good in 4 among 9 ones with peritonitis ; excellent
in one case, good in 5, fair in one and poor in 3 among 10 ones with other kinds of infections. Total
efficacy rate was 70.8%.

No side effect was noted except for temporary reversible rise of serum-GOT and GPT in one case.



