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EH R HYE D LA 12l o 3B 6L 0 REE & RIRRiC,
FRIZ LT FZORREERML, ThICHLTHS
HEFTIHEPRONL SO BLULLOEBHENET
3. LOLHRAEHYROMELS JUBRBRETREDT
FRICDOIZY, TORRICAKIRBRETHE, £DOUDL
Tb, cephalosporin RITEYK & L Ti2 1962512 U o
T cephalothin O ABKICHKII L, £ DHRIEGBEXRMBIC I
T cefazolin (CEZ, Cefamezin®) 2 BIZXxh, K&
TH & HLIEERBLLSH, —BO ARBIBRBEEIC
HLTROBHAY, BERBPEORBMCELTH E8
#iC cephalosporin 3 i £ ¥R #¢ first choice & LT
EHINTLARRTH 2. 20k, ABTREDK
INTW3E 4D cephélospcrin FRERLIO b, X
LiCEL MR, f-lactamase EHBOHE, XYL
EBHZ2 X7 b rOF LOLREYRIR . LR ILYD
ZOMKBBIBIT I N TR, TLEHFICERBLLS
DIRER L TWL L,

zhif, REREHERICEOLTAKINL Flac
tamase [C{EHi¥E%E BT 5 ¥ A8 cephalosporin RoOH
MR cefotiam (CTM, SCE-963) (Fig. 1) i2 1B Hit
HEBHTRIFTHSLIN], EBREEORRDES
KOICHEIL T 3,

Fig. 1 Chemical structure of cefotiam
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3x0b, ETHEMRR LI L ANMERERS,
apHp B2 RRBOENT 302/ T, FfitH
RT20oB—BHTHEY. £ORBHICR, ETEHH
B0 X OHEMRN BTN S C &ICT B, FMiEm
=5, EERAER, HESMAERICIE, RAOBEH DA
OBTRYRETTaH5, WOMPREEZS > THEEK
B, $5KRENENUTEENENCBTT 5 KA
PEINEDbITEEY,

#k, COEMNDRHICE T4 MD cephalosporin
RREEMRDO S B, F& LT cefazolin LS Tk
e, 4E, bhbhid, HFLL MBI i cefotiam
2EATIMESEBRLDT, JEHRPE O LERE M
LT, #0XME 2B IUEEERNOBITHE
BNT 2L EbiC, cefotiam i€ & 2 8 W M HEE DR
PRELDT, CCICRET B,

W&k EHE

MR525E 8 AL D53 1 A TD 6 7 ARJICFERY
E¥THEREEB 2 AR B LU OMEBERICHENT,
ABEERE 321 1 BRI+ & U RHERRAUE % ¥ 5 IEE B
B E NG E Lico BITH, LIOFTHY, FEiZH
QT2 HU~T6ETH 10 T, REHIC cefo.
tiam, cefazolin, cefoxitin (CFX) # X T¥ cefuroxime
(CXM) 0 E W EB%E 700, LHTLvAF—DiT
LERBLIbDDAENGFE Lic, BARIGIZ605,
358, 62D LM 3MT cefotiam [CHYE 2 LI 7
B, HELOBA LI,

RERIIFHIFIRE5266 T2 L4 cefotiam 1g & L,
EBPAKIK20 ml ([OER®, 5 AMICTREL:. M@
RARESHEE KRN #RL D ROL, ChiBBMmn
BHREE Uiz, BAE® 12 bICERAE ZDESTERN
L, €0BRAMEH% b > TIEEEH hRAIMELRIE
Lo DT, IEFTHICIEEES KL D SR L, EXEH
IRiz BRI ic & 2 BB HERTICIZ L THERL,
TERSI 1% D BRI A BIE L7co E0R L7 fB2E
KBUCHEE U7 BH-P sk 2, ABMAEKICTEL B
BLTBREL, BEY - ICTKAEREM - foo HREX
Ut M3 7 Y% 72 72 B 1, 7o lBHB X OB
RORIERICHAE L, RERAIS E T —20°CICTREL
o
TFERE 6 HlicoLTIR, HRIOBLIEREL, »
DFEROREC MRS, BH S >ENRSICKES
hictk, cefotiam 1g ¥ 7213 2g %, one shot #ikE
TRAKEEL, ZOE%L D ERFIIC 6 BRIIEHFREX
BT, AR 2SR RE TV, EHhHE
& RepE i & DABMEIC DL TRE Lce $70, &

RO LY RT 5 cefarolin, cefoxitin, cefuro-
xime [T TH — MFICHIT B cross over KETT
2T ’ H_’.m&ﬁ L/fCo '

FH 4 P IR B B i3, cefotiam & cefuroxlme i3

‘ P. mirabilis ATCC 21100 %, cefazolin Gi B. subtilis

PCI 219%, cefoxitin {C|3 S. aureus 9PSHS-9 %M 5E
BELTHy 7HETREL..

fwide="1ro—u I MMCTRKRL, LH'Rwﬁ
RITXTO0.1M iRz pH 7.0 2 AL>, B
Mi21.0g ic0.1 M RE#RBIH pH 7.0%24.0ml i
T, X% FiC Ultra-Turrax Th Y 32—+ LIz #K,
3,000 rpm T15~204 ML, €0 L% RERIEIC
L7,

B R MRET & & biC, cefotiam %2 FHAjE LT
500mg /2 1g 884, EMICIHELT 1g 183
~4EET, BEEEME (F& U TAHEME) CL
D, TOMKMHRE ORI LI.
EREBREOUEICE, B, ARREK EEOK
W, HEM, B, FFEEEQIER(L, MZick 5EMW
B LU BRI &0 F LI R 3 B RIS
ohfcbDEEMH, ThoDREFROLEPFIT—
BOREH 5 BLIAKED SNIcbDEFHAEL, 7
BULERLTHAISIEROBEDASNIEA >IcbD
2EHME LI UL, —BOERICELTIE, 2R

CEESEIREDNT @%&E@ﬁ}#%ﬂ:@f'b cefotiam D #

EhtIntco

70, WEROHED R HICE, FREEETEE
H50 PTC Fr—vhdBohikENtho o #
B, Tbb, BOBEL RO/ RLD+RE
RO EAHSEE REDREOKEE L, 20 RLEHEL
720

AR EOTTR DORLK

A, BRI &(F B cefotiam DEARH (Table
1)

1) Cefotiam 1g FEEKO MBS

HEBES N HET26 B IC B D TFRIFY H, BHTERIC
Bt 5 cefotiam 1g MEEKO MOEE B 283.8
ug/ml, SE¥177.1 ug/ml TH otco MFID SHEIEE
E TR BRI A E BB RE S 120 b ISR
Bl L, FEREREMFIE BRI AT b b IHE SN
ERE LT Dk 2 BT TRFT S, EROMmG
HMEIENENF188.7£14.9 £g/ml, 159.2+16.3
ug/ml LIEEELZTDIH o0

2) Cefotiani 1.g #¥ 2 BRI D B PR iy

FEBEE DB L TOIERIABPI TR, K1, 442.70g/
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Table 1 Level of cefotiam in human bile

(1) Functioning gallbladder

1g i.v. injection

Case Serum Gallbladder bile Common duct bile | Gallbladder tissue
(ug/ml) (ug/ml) (ug/ml) g/p)
1 43 m 233.2 1,442.7 31.1
2 46 m 227.6 ‘ 1,283.4 9.8
3 56 m 148.3 1,131.5 7.6
4 50 f 158.6 953.9 66.3
5 60 f 283.8 582.5 9.0
6 55 m 198.0 523.4 2.4
780 f 114.4 436.3 121.2 6.9
8 66 m 196.9 268.6 29.3
9 45 m 206.2 242.3 27.5
10 76 m 250.4 239.8 19.4
11 56 f 184.0 257.1 2,6
12 42 151.9 2.4
13 62 f 157.3 99.1
14 75 m 95.2 ; 29.6
Mean+SE | 188.7+14.9 pug/ml | 622.0£142.1 pg/ml; E 24.5+7.4 pg/g
(2) Nonfunctioning gallbladder 1g i.v. injection
Case Serum Gallbladder bile Common duct bile | Gallbladder tissue
(pg/ml) (pg/ml) (pg/ml) (g/g)
1 59 m 2.2 ! 788.9 16.0°
2 50 f 106.7 { 750.7 0.7
3 46 f 206.2 33.6 417.2 6.5
4 62 f ~ 217.5 2.2 156.9 14.6
5 56 m 90.6 2.8 60.7 51.5
6 69 m 158.9 77.7 0.7
7 52 § 142.5 0.1 3.2
8 57 f.. 202.1 0.5
9 40 m 205.8
10 50 f 7.2
11 44 f 181.1
12 72 m 80.5
Mean+SE | 159.2+16.3 ng/ml 23.7+14.8 pg/ml | 434.9+148.7 pg/ml 11.2+5.4 pg/g

ml, 5 622.0+£142.1 #g/ml L EL { SREOFEHD
Bohtk, CNICKLUT, SBROT L1EHM5, HEEM
ER T3, ¥523.7+14.8 pg/ml L{EMTH 70

3) Cefotiam 1 g #i¥ 2 A%k D RRABENEH bR

6 PlICHBEBH 2K L, EEEAEH TI360.7~
788.9 ug/ml, F¥15434.9+148.7 psg/ml L EF LWL EHBE
THoto HEMEERPOEESHRFOBHIZ1HAT
»BHH5121.2 pg/ml THo71z0

4) Cefotiam 1g ¥ 2 Bk o IE IR DR

(Fig. 2)

23D L HIEIIC J51F 5 cefotiam D KRB,
RIFEIIS (I3 T & 15 B 99.1 #g/ml (KR U, B
BEPEZIPNTIE, ¥ 11.2 ug/g &, EEEBFLH
D 24.5 ug/g VDR ELEREZRLK, LL, 50
rg/g P ELBBMEORITERLIcbOMIH (13%)
bdHot

B. Cefotiam, cefazolin, cefoxitin, cefuroxime
0 cross over XK (Table 2, Fig.'3~7)

1) Cefotiam 2 g MPERSD HEH e

Cefotiam 2 g one shot # % @ JE # O %
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Fig. 2 Tinué level of cefotiam
Human gallbladder wall
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Fig. 4 Biliary excretion of antibiotics
Cholelithiasis, 58 y. f. 59 kg
2 g drip inf. 15 min.
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Fig. 3 Biliary excretion of antibiotics

Choledocholithiasis, 68y. m. 60 kg
2 g iv. 3 min.

® Cefotiam
O Cefazolin
O Celoxitin

Fig. 5 Biliary excretion of antibiotics
Choledocholithiasis, 55y. m. 62 kg

® Cefotiam 1g v,
g/l O Cefazolin  2g 1v.
1504 @ Cefoxitin_~ 2g iv.
X Cefuroxime 2g iv.
100
50
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Table 2 Biliary and urinary excretion of cephalosporins in patients with biliary diseases
Case Antibiotics | 11i(. 0 Bilinfy level (ug/ml) I« | Bilisry | ., Urinary recovery
. recovery
Age Sex Dose | 0~1 | 1~2 | 2~8 | 3~4|4~5|5~6|0~6 |0~2|2~4|4~6|0~6
CTM 2g| 264.0 | 720.5 | 356.7 | 205.7 91.8 43.7 | 1.31%|43.6%|10.2%! 2.6%!56.4%
S.R. 68 m| CEZ 2 3.6 | 103.8 99.1 41.8 41.8 15,3 | 0.18 - - —_ -
CFX 2| 33.9 |161.9 30.1 9.5 5.2 5.1| 0.16 |43.8| 6.5| 5.1 55.4
42.3 | 745.1 | 336.0 | 227.2 | 50.8_ | 36.6 1.
CTM 2| (33°0) |(639.9) |(304.6) |(217.9) | (75.9) | (32.0) 1-06 |46.3]10.1| 2.5 88.9
M.T. 58 {|CEZ 2| 12.8 38.2 46.5 2.9 4.0 2.8 0.09 |48.6| 6.5| 7.5/ 62.6
CFX 2 8.4 | 98.0 33.7 8.1 6.0 5.1 0.12 |50.910.0|15.2 | 62.4
CXM 2| 10.1 88.9 42.7 15.1 6.0 2.8 0.14 |31.3| 8.5 7.3 j47.0
CT™M 1| 140.9 | 157.6 80.2 2.6 13.5 1.4| 0.70 |33.1|12.6| 2.9|48.6
N.T. 55 m CEZ 2 4.8 47.3 22.9 11.6 6.9 3.7| 0.08 |34.5|18.9| 7.8|61.1
CFX 2| 42.2 60.2 12.7 4.6 2.7 1 1.0| 0.11 4.6 6.4 1.1]|121
CXM 2| 41.8 57.2 22.2 6.2 3.5 2.3 0.14 | 11.0 2.0| 1.6]14.5
CTM 1| <0.1 57.4 52.2 40.8 15.8 9.0 0.27 |25.6]19.2| 6.3]|51.2
CEZ /2 1.5 8.2 4.1 1.9 0.4 0.2 0.01 !
I1.K. 62 § é
CFX ' 2 2.8 108.1 .| 95.7 72.7 13.9 |<<2.8| 0.19
CXM 2| 0.2 | 1194 13.7 | 6.5 | 57 | 3.6| 0.03
CT™M 1 - 3.2 23.8 16.3 3.5 1.2 0.13 |{51.6 |10.0| 2.1 53.7
R.T. 46 m CEZ 21 <0.4 | <1.0 14.6 10.0 3.5 "’ 2.6 T :
CFX 2 1.9 39.6 3.9 12.8 1.8 0.7 | 0.07 |61.8|15.3| 2.2179.2
CXM 2 —_ 10.7 6.7 3.1 0.9 0.6 0.02 229! 43| — |21.2
ctM 1| 26 | 69.2 | 194 | 09 | — | — | 0.50
(6.5) | (99.5) | (29.5) (0 9) (0.6) | (0.5)| (0.73)
CEZ 9 5.5 11.4 3.0 2. 1.9 1.6 | 0.05 65.6
F.T. 57 f a12.n | az.1) | (7.3 (4.7) (2.6) | (2.9)| (0.07) (68.0)
CFX 2| 36.4 45.7 7.1 2.5 0.9 0.4 (0.14) 31.0 | 24.4 | 17.1 | 72.4
L - 0.24 , .
10.6 5.8 2.0 0.8 — -— hchadly SUST'S VAT b
CXM 21 3000 | 6.3 | @6 | .| an| an] . S S

cefazolin 2 g, cefoxitin' 2 g ¥ 5 ¥ & FA—B#% T LK
&’f'a‘l,f:t CA, Fig. 3 o bihd 2B K
— 7 %78 L 7o M8, cefazolin 103.8 #g/ml, cefoxitin
1) 161.9 2g/ml ICBE 1L >72DICK LT, cefotiam
i3720.5 zg/ml &, Th€£h06.96%, 4. 54% o BE D B
BRSO Nico
[EI#8IC, cefotiam 2g %15 ﬁﬁ@ﬁ?’ﬁ”EGC’C&% L
7o M8 d, cefoxitin 2g T i3 98.0 #g/ml, cefuroxime
2g Ti388.9 4g/ml LS ¥ — 7 M 2KMEICES
DR LT, cefotiam 2g i3, ZOFEMICBWLT
b, 155 AMMEICLD 745.1 £g/ml &, 5D one
shot #IERF & KENL, ZhEN 7.6, 8.4 L BH
ZRU7Te ZHICX LT cefazolin 2 g 5 i3 3 Kl
Hic$ > & 46.5 pg/ml [CF)E U118 T, cefotiam

FEDI6M MBS NG T &AL 1oL O celo
tiam OFIEMEBRET 572, R UBH% 2&$D
T4y}, blind 1T double check % #if7 L8, F4&
REBMEMNISHL C LT It (Fig. 4)o

2) Cefotiam 1g ¥R D EH hRE

Cefotiam 1 g % one shot L, i 3®D ce-
phalosporin ¥|% 2g #EH S LA BE KBRHLT
A5L, Fig. 5 D& {, cefazolin 2 g i 47.3 28/
ml, cefoxitin 2 g G| 60.2 #g/ml, cefuroxime 2 g T
12 57.2 ug/ml @ ¢ - 7D, &5 2 KERICEIOE
»8, cefotiam 3 ¥§UJ lg #E5ICObHDLT, ¥-
7 {#157.6 ag/ml KBS hic, - ‘;a.%

LU, o FEBTid cefotiam 28 1g, 2g BE5B
EHILFRELD BERbORLLEHST BHonid
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Fig. 6 Biliary excretioh of cefotiam
- Cholecystitis & Jaundice 57y. f.

Hg/ml 4
100 N R
o—o Cefotiam  1lg i.v.
o—--o Cefazolin 2g v,
o----0 Cefoxitin 2g iv.
w—-—u Cefuroxime 2g iv.

Fig. 7 Recovery from bile in patients of
biliary tract diseases
(6 hrs collection)

@R Ceforam
@8 Cefazolin
BB Cefoxitin
- Celuroxime

:

intravenous

intravenous drip infusion

T, A-lactamase |C & 5 BRIV O REBE DT cefo-
tiam HED TS £ ML T, A-lactamase inhibitor
Thb75 75 vBEERBESIC 2mg 5THEMLU TR
B WELT, E\EMOSDE LB L.

Fig. 6 it &<, 4H®D cephalosporin H|DJH
Hh s - v ICI AEL K BESITROEL S
T EMHBAL 2o

3) Cefotiam o 6 Kfill % TOIEH SEIXHE

Ceéfotiam 2 g one shot I, 155 S RMER,
1g one shot #EH KIS ATFELODOGKMET
OB Hoh ElUX# % cefazolin 2 g, cefoxitin 2 g, cefu-
roxime 2 g B 5% D EINER L LBRE L TH 5 & Fig.
T0CL{, cefotiam {2 flid 3D cephalosporin #|

Mg/ml

J 8 -lactamase Inhibitor (+)

Fig. 8 Case Y.K. 50y. m. 54 kg
Cholecystitis & Cholelithiasis

crM— 0.5g%2/day ]
T
39
¢
5
£ 38
8
H
> 37 T
k
36-

Pain + + -
Nausea # + -—
WBC 15200 7500 6,900
CRP +3 +7 +1
GOT 135 62 29
GPT 340 176 74

DR 6HETHB L EHHBAL I,

4) Cefotiam @ 6 K¢fj % T K EIINER

Cefotiam 1g %7243 2g #E 6 fTid 48.6~63.7%
(E#955.6%) THO, TRBSRICLIELBDON
titp o720 cefazolin 2 g 5 3 I Ti3 61.1~65.6% (F
1 63.1%), cefoxitin 2g #1555 T it 12.1~79.2%
(¥1956.3%), cefuroxime 2g %5 3H Tit 14.5~
47.0% (F#529.6%) TH ol FHHE L THBRYN
4 % & cefazolin>> cefoxitin>> cefotiam’> cefuroxime

DIRICRhHFIRATEL C & MR Lo
} B E i ¢ AL i o
Cefotiam (ENERFSFI 65 716> REE S MR ICH7T L
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Fig. 9 Cese T. T. 60y. m. . .
Cholangitis due to choledochal cancer

CTM

[ 0.5gx2/day |
MINO 00mg X 2/da
CEZ  1gX2/day .

T
394 Q
‘EJ g
§w \/r\v/'\_/' —u
SRR L_/
364
E. coli
R T L LR ST o
WBC 17,300 14,200 9,900
GoT 102 54
GPT 101 “

Fig. 10 Case M. H. 58y. f. 40 kg
Cholecystitis & Cholelithiasis

CTM 0.5gX2/day

CEZ 1gX2/day

T
) J J
(%
=~ a
; A (=]
384 /\
g / \'4 NN \/\l
i ] .
Klebsiella
e+ H# 0+ # + + + 4
WBC 13,900 9,400 6,700

7eht, ERES PTC-D % M U7 B3R, BHER
15 & (B R GLE £ RERR SR A & DABHIIC D> T £ DEAGK
BREERE Uico

ZDpi#kiz Table 3 L—HFELTRT . Kk, MKHE
EZHIC K 0B85 N EH OBEERED > BEL
BHERIEL 126D T, AL cefotiam HHERX
h, BEBRESEREE REHSLELEOP, il
BERD e R MR AFID R & RE KIS D17
B GEfY 49~65, Table 4) REWEAOKREELTDAS

JALR. 205 bREMITEMNERBNT 50 |

1) B4

W hb cefotiam 500 mg $ 4, 1H1~2EHE
%3~9 A5 L, AEHBH, THH, FMERR
HEOWDH 23 1L Hk, WM/ HMIERRD, CRPO
B, 2AEDTH o710 &I, EM2ICE
LTR OHEERD OLRL % > T, Fig.8
AT EIIC, cefotiam ¥ 5Dk b Fili% mmﬂ'
&, BRI E S CEMHRN.
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Table 4 Prophylactic effect of cefotiam on biliary surgery

igci‘—’se_ef %g’i; ] w‘??sease E::}g Route| Day 3}:;:;;1 %?22; Bacteriology Celéfrzi‘;:tal esf;g:t
w05 f| 48 | Cholelithiasis 0.5x2 |di | 5| 5| (=) (=) Good | (=)
552 m| 50 | Choledocholithiasis | 0.5 ><~2-_ d.i. 6 6 (=) - Good | (-)
57 f| 60 |Cholecystitis | 0.5x2 |di. | 6 | 6| (=) | (- Good | (=)
25 f| 50 |Cholelithiasis | 0.6x2 |di. | 6 | 58 (=) | (=) Good | (-)
5350 m| 50 . | Cholelithiasis 0.6x2 |di. | 7| 7| (o (=) Good | (-)
592 | 52 | Choledocholithissis| 0.5x2 | di. | 8 | 8 | DKB | (-)—E. coli | Poor |SOm !
5551 m| 45 | Cholelithiasis 0.5%2 di. | 12 | 12 - (=) Good | (-)
570 m| 48 | Cholelithiasis 0.5~1.0x2 d.i. 6 7| (=) (= Good | (—)
5751 m| 59 | Cholelithiasis 0.5%2 d.i. 12 12 (=) | P. aeruginosa | Poor | (-)

58 56 m| 73 | Cholelithiasis 1.0x2 di. 4 9 (=) (=) Good | (—)
593 f| 47 | Cholelithiasis 1.0x2 d.i. 8 | 16 =) (=) Good | (=)
6028 f| 39 | Cholelithiasis 1.0x2 d.i. 8 | 16 (=) (=) Good | (=)
6167 m| 59 | Cholelithiasis 2.0x3 | di. | 2| 12| (=) (=) Good | ()

62 62 f| 57 Cholelithiasis 1.0x2 d.i. 5 8 | AKM (=) Good | (—)
6368 f| 52 Intrahepatic stones | 1.0x2 d.i. 23 46 %B;é’é: (=) Good | (—)
6462 m 54 | Cholangioma 1.0x2 [ di | 10 | 20 | DKB | Rlebsiella= 1 go0q 1 ()
6542 m| 64 Cholelithiasis 0.5%2~4 | d.i. 13 18 | TOB | P. aeruginosa | Poor | (-)

2) 181z W (158)

SERI 5 5 EHI9 % Tid cefotiam 500 mg & &7 5
BELLODOT, E8168, AYHI2BTH 57,

fEF1 5 i3 sulbenicillin, tobramycin, cephalothin,
thiamphenicol 2 TRBEHE S h1id o7 FABEEIC
HIBERTHY, FEEBWA FKRICA -7 splint
tube 5 Klebsiella, E. coli H4# X h, cefotiam 1
Hlg CTHMLA,

EPI6 & PTC-D 217 an Tl 5 RIBEMD EH
T, Fig. 9 @ & { cefazolin T@# 3, BHPICIE
E,‘%b % B ¥, cefotiam BEC & b, BMK 17,900
259,900 L RAL, BEMELLEOTHIELELC
5 BURMER: Lo RAPENREoLLBD
hi, ,

BRI SRR A E R D 7 b, SMIETE B RN
OAMATLA, o, FRAMEE, HAKELRET
SORERETH oo cefotiam o %, SHBEK
*Uﬁleﬁﬂ'% 2EIERT I bEROIPRHEINGL

1Y, AMERES 12,050 » 5 8,050 & KA, WML, A
. JU%

FEGI1412 Kliebsiella % B L7-BER TH Y, cefa-
zolin TREEHT Ho/07T, Fig. 10 0 &<, cefo-
tiam 500 mg 1 A 2 EARMAREIC L OBML .

FEGNT 3 HERFE & > R EBRTH > /o8, cefa-
zolin T % ToH v, cefotiam % 1[E 500 mg LTy
ENHBELILHAOT, 10 1g KLTHMLL, F
MAR & LT3, Mirizzi ERBEEZELTED, »1b
DOREMBEEL TR EEZRBRL TR,

EPOREFE L RBEICEET AR AICEY, L
BHEA®R, M, BELEFX, Fig. 110 &, ka-
namycin, cefazolin L 3R % R3&F, GMHEKRBH» X
>7T17,200% & 22,600 & ML, cefotiam 500mg 1 H
2EREIC L DERLTREDT, BECERNEHET
Lo LD L, EMOMICES ik BHICIE cephalo-
sporin (CEZ % R E 150> Enterobacter 15k Ml &
hio
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Fig. 11 Case S. S. 69y. m. 50 kg °
Cholangitis due to intrahepatic stones

CTM
CRTERILOT

394

38+

Body temperature
3

369
Isolated
Organism
WBC 17,200
GoT 68
GPT 82

|y,
M,

M
ALY,

E.coli Enterobacter

Enterobacter

22,600 11,700
39

37

Fig. 12 Case Y. Y. 45y. f. 46 kg
Empyema vaesicae felleae & Gallbladder cancer

CTM
1gX2/day 0.5eX2/day ]
c >
391 E
]
2
g 384 _‘qo'
: NN -
o
s
i | VW
o
Q
36
Pain + + + i
Vomiting 4 + -
WBC 13,100 8,900 9, 200 4,900
GOT 83 46 29
GPT 161 70 39

LA L, cephalosporin &S#% R L1545 B 58 Ht
DI oo EZ 5N 5 Salmonella BEEME
REDSUEER (EFILD LU, BERBERMD
BEIG D72, Klebsiella, Streptococcus ¢ PTC-D L b
HBRULH > REBRHAICL ZEER GERL6) Tt
cefotiam IFRHE IR Z LD 5720

3) 182g MR (245)
G231 BUERRIC L 2P E M R EE KA LER

T, cefotiam o #Mick » CRP+10» 5 + 6 LEIKE
ROKERFEID B, EMUTH cefotiam 18
2g, 3AMoRET, HAEMSER, EHoNL Al
BR#12,500% 55,900 & 15 b BR# L 7o _

OIS RIBERAE X 0 Rt Uk B SBIER
CRE L, E.coli, Streptococcus H# i X h 8, cefo-
tiam 2g 3 HRMICHEL =,

TEM2T12, E. coli i€ X 2BERTH o/ Ht, thiam-
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Fig. 13 Case H. E. 66y. f. 81.8 kg
Cholecystitis & Cholelithiasis

CTM 18X 2/day J
B »
394 .§.
ke
a
3
E 38 é
H
L3
£ s
= 9 ——
N
<
&
36+
GNB
Pain ‘H‘ + - + - -
Vomiting * -— - .H- —_—
WBC 22,300 5, 200
GOT 58 44
GPT 113 32

phenicol T3 MEK $H 44 10,700 £ 59,300 74 X 3 # L
BipokDiC K LT, cefotiam 1 B 2g L THMK K

4,800 EHL L o

Fig. 14 Case M. S. 57y. f. 48kg
Acute suppurative cholangitis
Duodenal diverticulum (+)

EM3I0 b E. coli, P. mirabilis, Staphylococcus D iE
ARQIC L EEATEH > A, B I Bk ¥ 10,200 » >
6,600 BHEMPAETH o 1o

EFBTRBMUOER EEROEHD %, BEABEL
8 &, cefotiam ¢ T GOT, GPT o E# (b, Bl
REoNE, MMERL, ERMASE FREBTLT,
tORANBREBERETHECEMNHBLELLDOTH
%o

fEM38iz Fig. 12 1KRT & 514, cefotiam 1g 1 H 2
E#ECT6 HEKMKENICRERLLOT, 10&*%:
00mg KHRBLT, BEEBUMEHETLLLCS, F
FRARR R L RBEMREICT, ERGRESESE
B & O Lz, Cefotiam © 3 MER B 13,100 A 4,900
i¢, GOT, GPT 0 E % 1k, WM, B, BHOMKKE
EHERLELENTEH 20

EH432 Fig. 131CRT & 51, cefotiam #5ick »
B 1222,3000 55,200&, *AFFMEES ERMLL,
B, Grte 4 BHICRIEEL Ko

4) 183g LLEMER (56

QSRR AL S WEMBRIC LY, MLLES
MBS 1, Ze8, RE &S HBBBEMTH 50,
cefotiam 3g, 6 MO BEEEL %o

TEPATI2 MRIB RS 5 0 L S 50 4% 0 1T & 5 (LIMMERE

CT™ [1gxalay 1gX3/dsy ]
LA
» C o g
5 39 = ‘d
1 =] [
i a
£ 3 \/\\/\
8
> 37 A A AN AA
E L LAAVAY/ M AAVA &~
36 E.coli Ent
K/l,b‘"'l,”“ nterococcuy
Pain
WBC 10,200 6,300 11,200 7,800
CRP +3

R, HERT, LorbTmBEARELH, Fig. 4 i
RT &SI, cefotiam 1g 1 B 3B THMBRKOER
t, EEMHBHEHL BBMEB

LdL, DIC LTHBUERMER L >1DT, F
WAERETL, WIMEBEERTHEC ENHALLLDT
b3

FEGIA8:S R I HESE & SRR % 4 5 R ST LB 2R i
T, CRP + TR TEHEAKIMER v v 7 2RLL, B
EBAEXLBELTALICH>TRBENLE. 215
ic cefotiam 1g 1H3~4E@% 5L, 23REL R
#, FREHZFIELHLCHEIN, CRP +4, +&
FLERBMKLL (Fig. 15).
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Table 5 Clinical effect of cefotiam on biliary tract infections
No. of CTM Clinical effect Side
C8S€S | Route | Dosis | Duration | Excellent | Good |Percent effect
. [ days ) a |
A ™ losxa| s~ |t | 3| 100%) 0%
15 drip. | 0.5x2 2~15 1 12 86.7 13.3
24 drip. | 1,0x2 3-16 3 13 66.7 8.3
5 drip. | 1.0%x3 4~10 2 2 80.0 0
Total cases % % %
__ 48 4.6 625 771 |
Fig. 15 Case U. T. 56y. f. 51kg Table 6 Susceptibility of organisms isolated
Acute cholecystitis from infected bile in this series
Hypertension (+) . Tested [Susceptibility of
Diabetes mellitus (+) Organism No. | strains | CEZ or CER.
© ‘ Staphylococcus 4 4 100%
40F CT™ _gx3~4/dny Streptococcus 2 1 100
@ a0l Enterococcus 3 2 100
H I E. coli 19 17 82.3
g 38 Klebsiella 17 | 15 93.3
S a7 Enterobacter 13 13 30.7
E Proteus 3 3 66.7
i Klebsiella Salmonella B 4 4 100
WBC 8,9009,400 5,800 5,800 4, 800
CRP +7 +4 + Pseudomonas 11 9 0
gg:rr 1:23(1) lég gg Serratia 1 1 0
GNB 3 2 50
Total 80 strains (71)

PIEOASTERIC B51F % cefotiam DERKAIRIE XS
BAICKRIET 5L, Table 5 DX 51135, EPEHS
LEHET, TOBICHTA2EHRLT 5L, £H66.7
~100%, 48f2kE LT3, EH14.6%, F362.5%,
BRHRIT.1BTHo7o L L, cefotiam 0 ERH|iC
HET AL, 30 1EI1g 1H2g YEObDiILE
(Y (% o

Lo DEFICET 2 IBHOMEENRFAICK L Sl
InfcBHid, Table 6 ICRTLIIC, 77 2BHEI
¥k, E. coli 19%k, Klebsiella 178k, Enterobacter 1385,
Pseudomonas 11¥k, < Dfthl11#k, 80K Tho7co £
D> BTIKICE DT HERD cephalosporin FZIEHK|D 7
4 272 AVLT, TOBEULBLETINLY, 75
LBHEILRBRZHER LI, 75 aBEETI,
E. coli T82.3%, Klebsiella T93.3%T&H o7-H%, En-
terobacter (Ci330.7% U BEHRERE I o1,

2055, BRELHEINIEH P X OBREEE
T cefotiam DEEKRAHREZERT 2L, BEFF I 7 4

BRI T XTERTH o124, 77 2BRYHBETH,
E. coli $375.0%, Klebsiella H387.5%FZ L HEIH,
LoD bILREDPNE . 2RBRIETNT S,
Proteus @ 2] (P. mirabilis & P. inconstans) ILb
B THo7o LY, Enterobacter @ 54| 3HIC
LERRMIZIR MBS N TS (Table 7)o
2o, MEEHBHRERFLTABLE, 77 sl
BE T E. coli #176.9%, Klebsiella h381.8%ICHD
Bt UERO B E B, 4kLEke LT0.5%
TR R % Bav 1z (Table 8),
LU, cefotiam gy Hick v B o E. coli
(fEH10, 19, 27), Klebsiella (FEH) 7, 15) MiHELE
%, THICERSHAH LIS\ Pseudomonas BERXAE
LTHELLD, £0% % Enterobacter QHBBREL
7 Lc b OMRFICBD o i,
Cefotiam |C & 3 S REBRELIRIC, i FAck AL
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Table 7 Isolated organisms and clinical effects of cefotiam
on biliary tract diseases

Clinical effect
Isolated organisms Clinical
Excellent | Good Poor | effectiveness (%)
Gram Staphylocaccus 1 1/1 100
(+) Streptococcus 2 2/ 2 100
ce. Enterococcus 2 2/ 2 100
5 5/ 5 100
E. coli 2 7 9/12 75.0
Gram Klebsiella 2 5 7/ 8 87.5
(=) Enterobacter 3 2 3/5 60.0
rod. || Proteus 2 ) 2/ 2 100
P. aeruginosa 2 0/ 2 0
Other GNB 3 1 3/ 4 75.0
4 20 9 24/33 72.7
Total 4 25 9 29/38 76.3

Table 8 Bacteriological effects of cefotiam on biliary tract diseases

Bacteriological results Bacteriological
Isolated organisms g
Eradicated| Diminished | Persisted | Replaced | effectiveness (%)
Staphylococcus 1 1/1 100
Gram
Streptococcus 2 1 2/ 3 66.7
(+) Enterococcus 1 1/1 100
cc.
4 1 4/ 5 80.0
E. coli 9 1 3 4 10/13 76.9
Gram | Klebsiella 8 1 3 9/11 81.8
(=) Enterobacter 2 1 3 3/6 50.0
rod. | Proteus 2 2/ 2 100
P. aeruginosa 3 0/ 3 0
Other GNB 1 2 1 3/ 4 75.0
22 5 12 7 27/39 69.2
Total 26 5 13 7 31/44 70.5

FRMENT TICRAS S TR E FIi2 485t 22 & #9
¥W¥E EHTED, DS B, cephalosporin Z AT
14{63. 6 I EA I N T 2o THITH LT, cefotiam
ICRE S ORISR, 4 FER 2T TTHER
THote (HRHHT1.4%). F 72, carbenicillin %5766
R 49 th 341 1C F54>T cefotiam BEHHTH o7
M, sulbenicillin O & fFE AP Tz 6 b 24 Lo

cefotiam [CEHE L THRRMID 5 12 (BHH33.3%),
DX ICFIEBBICH LTS, 68.28CEN-5E
2ETEENREINT

L& L, cefotiam o 4&EAIC* LT, minocycline
dibekacin TEFE L TR EDH>7:bDdH 5, Lz
Z, WSRO % <2 B IEMIC X B PAEMKEE R
[FFERSS, NOBEREEIC K 2 BB R L DER TS
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CRABLBENESET 56D TH o7,

N & Rm

JEH SRR D 72 b D | EHRERIMICOLTR, B
ICBI{E % Wb 1ih o b8, cefotiam (T & 3 E MBS
EORBESH (FHRE1TFEET) KBTI, WK
MIC & BPAMULFGYE % K5 JHER T, PTC-D &V E.
cloacae HMH X NIFER201C, cefotiam 5 1 FsMk
CEE, BMELSRMERLL, TRAZELELD
T, 2EEOHRETORMNICARERILE LI, COER
20 T2, cefazolin 5 CLDLSN BIEAS LB
ZHbHoh0T, chEREL, 2AMTHMES
foo 51, TTIKERMHA, REEMBLAE 2
B0 THL 2 RIEERABRICK 2 BEROER?222,
cefotiam 1g 1 A 2E#&/ 5D 3 BEIK, 28, £<4ic@
BT BEA O R MMAIIEZ £ U, € DB T ICHERS % fE
Stz TODERIE cefotiam DENF = + Tid 4 Bl
T¥Hh o710 Cefotiam #y 5 dh)l-#, sulbenicillin ICTH
2615, BERLEBL, RZLHRAICHEBL, 24
FA%ICIER S BB o7,

FestE s & LT, GOT, GPT, Al-P, {EHLE¥*%:
cefotiam D#EH], t, BRICEIPICOLTRAELM,
ARBO HRNHEKBT H50DT, #E5H§OD GOT,
GPT, HEEBOBMERT OOMNIELTHD, FHk
EDD o 7= bONBVLD T, ZDHTICRBELES
%0

fEFI14i2 1 B 1g ORERICT GOT #4485 73,
GPT #4005 103 & —@¥iCBE FHL, EFMITE
GOT $590%> 5184, GPT 284745105, Al-P 3.0 KA
»5 7.0KA & ER LM, 1:BELEAIC GOT 26,
GPT 30,Al-P 2.5 KA EE®{LL TV 3, FEF5412#HE
EBRARETH-> DT, GOT »41H» 5259, GPT »¢
654> 5322{C75 D, cefotiam {EFAPICHIC E. coli H3R
HANIcDT,dibekacinit EE I h . £ DBRIZIZIGOT
140, GPT 350 TH o> 7cht, TDHREBILL T 3,

BiEREE LT, BUN, iF/s7vrF=v, RE
B, REEOREZMPICOOTER L. BREMKS
FERUTICT— B0 BB E S0, ChRFRBIC
LB56DTHD, TOMDEFAIEREELBEDLESL LD
B1Hbho7,

—REREL UT, HiEkE, QMR /M,
me%RE, Ht HOZXBOFREE IFIICOLTHEL.
M, BICRBERDEH o1,

E %
FEE RRGUE DL RIEICHE LU T, FREOE L

ML bic, BRDEHPNOBITORITL S D% BR
THEONNRITH 50 FMRERLTHRAEBICET 5
BEIVEMODEH 5 I NI BMOFHRIHRIZ E.
coli, Klebsiella, Enterobacter #% 46~56% % T3
CEbD oY, RIBHAHMO RIFK A, 35iCiEE
EEANOBITOIVLC ENRENE, —KIC cefazdlin
sulbenicillin® M HALSN TR, DL EIZ9TEY
AR, 2EH1730 AR EMO BRICET 5 ity
K AR I A%, cephalothin, cefazolin, sulbenicillin,
carbenicillin @ JFIC EABEED MO LY 55 bHEK
=F (7 35 o

- T, SEHRY B2 FR cefotiam 8, Zhoo
XKL ENTO S EBBKIGADOLERHL T
<%0

T1.bb, H LI cephalosporin Z X ¥ & LTI,
75 ABUHEICHLT, KD ROLIRENERTLELD
Iy BERD cephalosporin FIHD Wt HICd Hill)
ERTEVSUHRBREROCENERINE, 2OKE,
7-ACA @ 3fr& 7fi% Fig. 1 OXHiCEBE L YA
L7c cefotiam MBAZREXIN7ds, T ORI,

(1) 775 rBHEEIT LS v ¥ — 1B Proteus 28
77 21 BUECENEEL, KRIEx <754
ZRTH, L7 7 2BRERICHT s5EIR cefa-
zolin, cephaloridine, cephalothin & ¥ L { #L>,

(2) B-lactamase {[CHRWIEHHERT o

(3) BF - B NOBIMNLL, EOLERE - [EH BB
BonasaiLbhTVLE,

AIICEOTI977F108, ¥ 1[@E cefotiam EEHRHA
S BN, 44950 BKEHM REI NI, DD
HIEERYE (BRR, BER) BEIL6ATH oM,
Zhicxts 5 cefotiam OEZH#IL 72.2% L BHTRIF
BEENERE S h, 4%, EERREOH LLEIED
1DEDBICEETRRLTLN,

Ll, KBXOLSIC, 20XBLLSE HLEY
% cefotiam QEN-hEE%E, & I HBRE R TERH
FEINTWLS 1D cephalosporin % L K| & D HEKIC
BOTRNLALORILEHMEIN TR,

BYWERE LT, 5 b Tid cefotiam 20 mg/kg (&

FEAESOkg & LT 1g) 2HAAIC &S URBRITI,
6 BRI IC K930 % & 10d T BAFISREM thip 5 OEIRER
NEBoh, Fh FBIC cefotiam 20 mg/kg %2V 4 ¥%
XU 2ICHELLBES, shenigl2%, K3%
EEN BN hEEAB S h, X504 RITET M0
cephalosporin & A& D L #TCid, cefazolin D2
5D P # % ;R L, cephalothin, cephalolidine @
ZHREDELSROLCENTEINTRAEY, .
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phbhMfiakck LKl 5 4 MO cephalosporin
FEHFD cross over R IRICK 2 fBHthd EINSROD Lt
i, Fig. TRBARTBES5K, ®#EHeRNMUAIC
cefotiamt (30.13~1.31% (F190.662%) [EM chyki%
Fp, HO cefazolin 0.01~0.18% (¥ 0.082%),
cefoxitin 0.07~0.19% (¥ 3 0.132%), cefuroxime
0.02~0.14% (GE10.083%) LML T, FL S RIF
THHCLEMHBAL,

TEEBAERICE T 2 cefotiam B EHRD BIFHI
kA% 5 5 &, Fig. 3~5 [CRLAKSIC,
cefotiam {3 2R ICBHA TR BHPEBE DO -2
® (B® 1g $5HK157.6 #g/ml, 2 g Be5K720.5 ng/
m) 270, 6RHMEITRMERHKT ST ENHBAL
ko LOT i3, RA16~18FFRIHKIC cefotiam 25
LBsicd, RB%E BB B 2g 5Kk 2
KRI%ICH 750~789 1g/ml L ET B EH 5 KA
HahTW3, Lind, THEEDHAEL THLRWLEEIKC
2, oD HREYHEE KBICEA L HH ¢ JHEAIC
T, Ao MM, B iC cefotiam A8 B
1,300~1,400 £g/ml €& %3 5 C & b8 (Table 1),
BB E 1 BE L T B RT3, Hd TRHRACHE
CCEERBRLTDE, T/, HEENTELICHAELT
VTh, FOEBWEOHM AMER, Fig. 2 WRT &
31, ED%RIL6.5 pug/ml P LICET BT &4 (Fiy

11.2+5.4 sg/g), MFTFEICOE I B DR ED

MIC Pl HICE T 3 C & A T KRIDTH 5,

Chs O BRI IRILIC 3T > T, cefotiam @ JH:¥ &Yy
ENOHKIGH% B 204 Ei3 Table 6 ITRYT
TEL, 48HIhERN 74, BRBOP THLHRIT.1%TH
2 BMTH, fFImEFI226)D, fthid cephalosporin
FEASSE U R¥D cefotiam [CEE L1145 Tid,
104 (71.4%) iICABXE %R %, carbenicillin 4
BARP 3RS ERTH o700 CDT EREERAEED
cefazolin LB D E. coli 35 XU Klebsiella {54 LT
bROVHE A RT C LD in vitro THEHINTL
ALEDLOEMTONL S, L L, sulbenicillin §&
BOPICH LTI, 2055 2HDBICH - ICHREHE
ShiliC BE, Lrd, cefotiam @ihHch mino-
cycline, dibekacin |7k 0 HEHBONI-bOMBE 4
1325 570

BAUNE, KRR cefotiam O RZHHER 3 i
B 420 MAF Hisk1sdr 572D T, T D cefazolin

%¥7%id cephalolidine @7 4 2 7 2BEL Lo 20K ,

R, cefotiam O —> D48 TH 3 E. coli, Klebsiella i3
REDERCHONEE B, THRT 4 2 7 ICTHBS
$2 R X1 o 7: Enterobacter MERBED BAIKCIT,

cefotiam 1 B 2g HETRMET S S0 HICKED S
e,

&L, cefotiam (L& B 4 M ¥ 7o i3 MR IC AL
KREKE LT Pseudomonas DHHAE A= b DA, 34
LB S &3 cephalosporin 7 M F /LD —
DOERETHA I,

LdL, #kdSBHENTYS Serratia DRI
cefotiam DA D &5 WP IC, 2HE6BDS
nh o,

Cefotiam o Rl fE FIIC DTS, AH 455 4 ch Hip
1.5%, BEX . Wif0.2%, GOT: GPT ER2.4%LH
BTAUEL, bhbhoOERESTRNRE 15, M1
#l, GOT -GPT LR 2/ &pE KD cephalosporin %
EHIEHB LT b 51,

# i

F Li> B-lactamase #Eiiit cephalosporin Fin 4
'K cefotiam (SCE-963) o fH:¥RRYEIC 31T 5 FEl% 1T
ST, BANKREARTHRINLI L LTS cefa-
zolin, cefoxitin, cefuroxime & @ M, ¥i% CMCKRITE
TV, UToiR%ER.

1) IEFEBIHATERIC cefotiam 2 g #ei¥Fik, 2 KIH
ICHHEENEH, EEEMARELRELC. [EXREHAED
BOER46) T, EREH BV 5622 +132 #g/ml
(B 1,442.7 pg/ml), IETAHRRPIBIIE F1g 24.547.4
ug/g THoteht, BEEHEFIZPTIE, £423.7+
14.8 ug/ml, 11.2+5.4 ng/g THotco HE WL TT S
HRBE MBH ot RE 3, 19 434.9+148.7 ug/ml (B
788.9 ug/ml) TH o120

2) Cefotiam 2 g ¥ % O RERFIIEH il B D HERL,
6FIICBLTRI L E A, 2 FERICRREHIRETLS. 1
#g/ml ZRU, 6KMiIChT > T Rl B HHL o
cross over RER%HETT L, MEHBERIEICRIED 15h >
7o JRIMN1S E BT 43, cgfazolin, cefoxitin, cefuroxime
LHBLT, WINORMHETbRmMEERL..

3) #51% 6 KRILIAD B+ GBI R, cefotiam
120.662%, cefazolin {3 0.082%, cefoxitin (30.132%,
cefuroxime 0.083% T3 ¥, cefotiam (3 {1 cephalo-
sporin FREA & i3 HLBRICIS & 150013 & RIC B dhic
Bidh s EMUIEINI,

4) ERRZHRE R Urc48fEflch, F%h 741, H%)30
BPITERRBIT.1IH ThH o710 XM TH, 1D cephalo-
sporin FRIEHKIMABFICHE LTS, €D 5 LD10HI71.4
HICEHTH 70

5) Cefotiam o ZAREEAETT > 72898, 3 FlICHEY
KISHHBE L, #5% & Lko Cefotiam Tk 2758
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Biliary excretion and clinical efficacy of cefotiam (SCE-963), a new cephalosporin antibiotic, were studied
and the following results were obtained

1) In 26 cholecystectomized patients, 2 grams of cefotiam was injected intravenously, followed by deter-
mination of concentration in bile and gallbladder tissue two hours after administration, In 14 cases without
obstructive cystic duct, the mean concentration in gallbladder bile was 622 +132 #g/tnl, and the mean con-
centration in the galibladder tissue was 24.5+7.4 #g/g. In 12 obstructive cases, the values were 23.7 +14.8
ug/ml and 11.2+5.4 #g/g, respectively. The mean concentration in commn duct bile was 434.9 +148.7 ug/
ml.

2) Bile concentration of cefotiam was compared with those of other cephalosporins by cross-over method
in 6 cases. The peak bile concentration of cefotiam was 745.1 #g/ml 2 hours after 2 g intravenous admi-
nistration. Cefatiam showed extremely higher concentraion in bile than cefazolin, cefoxitin and cefuroxime
in any time.

3) The mean recovery in bile for six hours after administration was 0.662% in cefotiam, 0.082% in cefa-
2olin, 0.132% in cefoxitin, and 0.083% in cefuroxime. It was evidently shown that cefotiam revealed an
incomparably higher excretion in bile than other cephalosporins.

4) The clinical effect was studied in 48 cases. Seven cases showed markedly effective and 30 cases showed
effective with efficacy rate of 77.1%. Even among 14 cases which were non-responsive to other cephalosporins,
cefotiam was effective in 10 cases (71.4%).

5) Cefotiam was given to 65 cases including prophylactic use for postoperative infection. Drug eruption
and fever were observed in each one case. These adverse reactions were subsided when medication was
discontinued. GOT and GPT elevated in 2 cases, but they returned to normal limits by discontinuation of
the administration.



