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f2o REHMIZ 2 B2 5 158, BE52131.2g559.0g Thotr, BRFHIEZSD 2
FleoznT, 20 B 16 FLICH R (BE80%) ThH -7, 1BFICHFEEDTHILH - 12
B, ZOMICEWERIZR O sngm otz 270 U EICKGRTROBERRE 21To 7043, 58
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W12 2 2 7 LS Ik MR % % 3, M9 Tt cefotiam
YLTHEL, MEBEEARET 23TV EY, Eo
7 cefotiam DL TERABEREH CHT 2HAEN %
MIC #IFE 12 X D#RETT 5 £ £ 612, S EHE RERERAE Bk
P 22 fERNICAFI 285 L 2 DBKRIBERNES L UK
EHIZOLTRITL 2,

1. % B # &

1. HEEGERREFEREICNT 5 cefotiam DHEH
B FE 7B 1£5 Staphylococcus coagulase B
# (24 k%), Staphylococcus coagulase [&1EE (27
PR), Enterococcus faecalis (26 £8), Escherichia coli
(22 %K), Klebsiella pneumoniae (25 #%), Bacteroides
fragilis (2T ¥E) (2D &, HA(CEFEFSIEHEEIC
4L, PIREREIC LD cefotiam @ MIC HIE %
1To7:, BEEEIERERE & 100 EAREREED
IOV T T o o, & B, FEBFIC ampicillin
(ABPC), cephalexin (CEX), cefaclor (CCL),
lincomycin (LCM), clindamycin (CLDM),
minocycline (MINO), norfloxacin (NFLX) ¥ X
U ofloxacin (OFLX) % ¥ DfFlic 2w T o MIC
BITE % 1T ELBRRET L 72,
2., ERRMES
EFM6lES AL DIBFIGIE12H £ TICHAK
FEFHE=ZNEE L UBE 4 M2 22 LA
KERT 8 BN AR AR AE 22 B AN 2 {E AR L, BRFRAOAR
HEIT o2, BERONFRIBEEDE 8 6, ARG
3P, ¥R 26, & 26, ALFERE 26, Zofhs
BITHs, EEIZITELS 66K F TT, MAIZEH

P20 6, ZME2HTH D, B57HEIE 1E 200 mg
T, 1H3@EE L, E5HEIZ 28,5 150, &
BE58131.2g »59.0g ThHo7z, BERIEDH
Fix, KEIKS%KS BUNCEMWERROER LT
HILDEER, TALULEEL TOARE L1213
BLIOLDERESE LS, 20O HKE, 8
DFEELEEL, THEEOHMLERL 12,

2. B |

1. SHEEERBEREICXTT % cefotiam DHES
FEFK 778D Staphylococcus coagulase BiEE
(Table 1) DL TIRRTEERET 0.2 ug/ml H»o
100 pg/ml 1 ZIEMIZ 3L, MIC @ peak Bt
0.8 ug/ml Th -7, 100 fEHBAERETIZ 0.2 »
5 100 pg/ml 12 ZIEMIC AR L peak fEIX 0.4 g/
ml THo7z, ZThid ABPC & b %48 MIC 4
T, PRPREFLEMENTH -7, LCM, CLDM,
MINO & Z &M % /=~ L 7z, Staphylococcus
coagulase BEPEE (Table 2) TIRREEET 0.4
5 25 ug/ml i3 L, 100 fEHRFRRBEETIZ 0.4 0
5 3.13 ug/ml 5L 72, LCM, CLDM iZ 100
pg/ml LUEDOTRMEEICbBHSTEN 2R, E
faecalis (Table 3) TIXFREIERE T T 100 xg/ml
BLE, 100 & REERE T 18RO & 5550 yg/ml
T, M3#T 100 ug/ml L4 ETH o7z, HFITIR
ABPC, NFLX BX U OFLX #»H@EN%®RLI,
E. coli (Table 4) TRRIEERET 0.1 5 50 ug/
ml ZAFLzAs, 1 HRERR W Tidfthid 1.56 xg/ml
UTThot, 27 100 EHRREHEETL 0.05»5

Table 1 Sensitivity distribution of clinical isolates Staphylococcus coagulase(+) 24strs

- MIC pug/ml
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
cefotiam x1 1 12 2 1 2 1 5
X100 1 8 5 2 2 1 5
ampicillin X1 1 3 2 2 3 1 5 1 6
X100 1 3 1 4 7 3 2 2 1
lincomycin x1 1 14 1 4 1 3
x 100 3 12 4 1 3
clindamycin x1 5 8 5 3 3
X100 15 3 3 3
minocycline X1 2 10 2 1 3 1 5
- x 100 0w 3 1 4 1 5
ofloxacin X1 16 8
X100 15 2 2 5
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Table 2 Sensitivity distribution of clinical isolates Staphylococcus coagulase(—) 27strs
MIC pug/ml
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
cefotiam X1 2 12 9 1 2 1
x 100 8 13 5 1
ampicillin X1 3 1 2 1 1 2 5 1 5 2
X100 5 1 2 11 2 2 1
lincomycin X1 1 6 4 5 1 10
X100 4 14 1 8
clindamycin X1 7 9 1 10
X100 16 4 7
minocycline X1 4 6 6 10 1
X100 4 7 9 6 1
ofloxacin X1 2 16 9
X100 6 21
Table 3 Sensitivity distribution of clinical isolates Enfercoccus faecalis 26strs
MIC ug/ml
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
cefotiam X1 17 9
X100 1 21 4
ampicillin X1 15 3 3 5
X100 3 16 7
cephalexin X1 26
X100 26
cefaclor X1 17 9
X100 3 23
lincomycin X1 26
X100 26
clindamycin X1 26
X100 1 25
minocycline X1 2 1 8 14 1
X100 2 6 16 2
norfloxacin X1 9 17
X100 5 14 7
ofloxacin X1 3 23
X100 7 19

0.8 ug/ml i23# L, ABPC, CEX, CCL, MINO
BELDERLHENE T Lo K. pneumoniae
(Table 5) TIREWERET 0.2 55 100 ug/ml LA E
KAfL, 100 EARKEETIZ0.15 5 25 ug/ml
KAfL, peak 12 0.2 ug/ml TH-7tz, ZHI
®EL 1:ft1% ABPC, CEX, CCL, MINO 7% ¥ k
DN, NFLX, OFLX LW 3@ TH- 1,

B. fragilis (Table 6) TI3F#EIERE T 100 > 100
ug/ml LALE, 100 A FEERTIE 25 25 100 pg/
ml LB L 72,

2. BRK(H R AHE

SRR RS EET AR A R E 22 B AR B2 ER L 72
(Table 7). FREBOMIRILBERMERE 8 1, BIRKE 3
5, ¥k 2 0, &2 6, ALFERER 2 6, = oft s #
Thots, FEITITE»S 66 %L TT, HHIZH
206, ZH26ITH%, £5HiEZ1E 200 mg
T, 1B3@EE L, 582825 15H, #
BE5®EI21.2g559.0g Th -1z, fEFI21, 2213
MRBREFRACA G OMBEEICIZINZ T, &l
EROERCDL THRETL 72, EEJ O ERE
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Table 4 Sensitivity distribution of clinical isolates Escherichia coli 22strs

MIC pg/ml
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
cefotiam X1 3 7 6 2 3 1
X100 1 7 9 4 1
ampicillin X1 4 1 1 2 5 2 7
X100 1 1 3 8 1 1 2 5
cephalexin X1 1 1 2 7 9 2
X100 2 7 6 7
cefaclor X1 1 1 1 4 10 3 2
X100 2 1 8 7 4
minocycline X1 1 6 9 2 2 2
X100 3 10 6 1 2
norfloxacin X1 5 9 8
%100 10 12
ofloxacin X1 10 8 2 2

X100 16 3 1 2

Table 5 Sensitivity distribution of clinical isolates Klebsiella pneumoniae 25strs

MIC ug/ml
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
cefotiam X1 2 7 6 3 1 2 1 1 2
X100 8 10 1 2 1 1 1 1
ampicillin X1 25
%100 6 14 1 4
cephalexin X1 3 12 4 3 3
%100 12 7 2 1 3
cefaclor X1 2 11 4 4 4
X100 10 8 3 2 2
minocycline X1 1 18 4 1 1
X100 14 5 2 3 1
norfloxacin X1 1 17 5 1 1
X 100 6 13 3 1 1 1
ofloxacin x1 3 U4 6 1 1
X 100 6 15 2 1 1

Table 6 Sensitivity distribution of clinical isolates Bacteroides fragilis 27strs

MIC pug/ml
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
cefotiam X1 3 24
X100 6 10 5 6
ampicillin x1 4 3 8 4 8
X100 4 3 12 2 2 4
lincomycin X1 5 1 7 4 2 1 1 1 5
X100 2 4 6 6 2 1 2 4
clindamycin x1 4 10 4 2 1 1 5
X100 6 8 6 1 1 1 4
minocycline X1 8 3 5 9 2
X100 7 1 3 5 4 7
ofloxacin x1 1 21 4 1
x 100 1 21 5
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Table 9 Clinical effect of cefotiam hexetil classified by isolated organism

No. of Clinical effect Efficacy
Isolated organism : - rate
cases | Excellent Good Fair Poor (%)
S.aureus 2 1 1 2/ 2
Staphylococcus sp.(coagulase —) 5 3 2 3/ 5(60.0)
B.subtilis 1 1 1/ 1
Peptostreptococcus sp. 1 1 0/ 1
Staphylococcus sp. | Staphylococcus sp.
+ - 1 1 1/1
(coagulase +) (coagulase—)
S.aureus + S.pyogenes 1 1 1/1
Staphylococcus Sp'+Peptostreptococcus 1 1 1/ 1
(coagulase —)
E.faecalis + P.aeruginosa 1 1 1/1
NF-GNR + B. thetaiotaomicron+ 1 1 1
B.distasonis + Anaerobic GPC
Total 14 3 8 2 1 11/14(78.6)

Table 10 Bacteriological effect of cefotiam hexetil

Organism No. of Bacteriological effect Era?;ct:;tion
strains Eradicated Persisted Unknown (%)
S.aureus 3 3 3/ 3
R o BE v
(cplylococcas sp. 7 6 1 6/ 6(100)
S.pyogenes 1 1 1/ 1
E faecalis 1 1 1/ 1
B subtilis 1 1 1/ 1
Peptostreptococcus sp. 2 1 1 1/ 1
Anaerobic GPC 1 1 1/ 1
Subtotal 17 15 0 2 15/15(100)
P.aeruginosa 1 1 1/ 1
NF-GNR 1 1 /1
Bacteroides sp. 2 2 2/ 2
Subtotal 4 4 0 4/ 4(100)
Total 21 19 0 2 19/19(100)
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(Table 8) &% &, REEMEMNE 6 F1Ti3 2 FlnE
%, 2FIHER, 2 FINEMTH >0, BIRE3IHIT
BEWL, B2 ThoT BERAK2FIIENL &
1, W2HIIER L, E L, RS 2 Fi
BNThH 72, 20 BlthER 4 B, Bh 126, +%H
w26, B2 HICEMALEDOBEEIL 80%TH -
1 DB RIEKRZNER I DV Tid (Table 9) IR L
1o £72, SBEFEAIMEFRIZIRIC DV TIE(Table
10) (R L7248, Staphylococcus spp. TIXEIBEEE
i1 100%, Z DHOBERETH 100%, 77 LEHEE
TH10%ThH o7z, BWERIZ DL TR 1HNICHE
EQOTHNH 1283, FOMICEELEERIRAD
shih o iz, 4 ERIC DV TERRIR SR DERK
REZWETL 72 (Table 11) #3, & < ZELE{L%
wLIzb DT 572,

3. E &=

CTM-HE 3 E8tt 7 70 A K > cefotiam D
I AT WAL, £<IZ 1-(cyclohexyloxycarbonyloxy)
ethyl BEICK 2227 bk D, HIEEBRINES
HESN/2HDTH%, CTM-HEQQHCD 3&ZFO#%
STHEE L VRIS, R R T AERSTON
KM L DT cefotiam & L TEEL,
BEMEREET I e Twd, LkdoT
cefotiam WDV TERKRIBERFHEICT T 2 EN
% MIC HIZBIC L D RREFT 5 & & b1, AREER
IR BRAIE 22 FEHIC KK £ 15 L # OBKHE
B L ULEHC OB TR L, BB LU
100 fE ARG ERE T1T - 7243, Staphylococcus
coagulase P14, BME, E coli Tidd E HEL
BEEBOREIRD s nh > 0, K
pneumoniae ¥ X U B. fragilis Tl h 72 DEEWE
%%1J T\» %, Staphylococcus coagulase BHE T
RIRHHEE 0.2 ug/ml 55 100 ug/ml 1= It
I, FIREERETI2 0.2 25 100 pg/ml 2 ZIgE
AL, ABPC & hETH MIC 4/ T, HE
TERRRIFTH > 72, Staphylococcus coagulase
BUETRFREET0.4 5 25 ug/ml 12, AR
BREBTIX0.40 5 3.13 ug/ml XML 12,
LCM, CLDM 33U 100 wg/ml LA EDFHERE I b
WORMEN 2RIz, E. faecalis \3REHEETRT
100 ug/ml LAE, 100 fEHERBEETH 1ERD A8
50 ug/ml T, IR T 100 wg/ml LAETH -7z,
E coli TIRFWERETO0.1 55 50 ug/ml 253 L

feps, 1HRZERGTHIE 1.56 ug/ml AR TH - 12,
1 ARERETY 0.05 55 0.8 ug/ml (253 L,
ABPC, CEX, CCL, MINO %z ¥ X h BN/ HE I
L7z,

K. pneumoniae (3 R ¥ FE T 0.2 5 5 100 g/
ml PLECamL, FREERETIZ0.155 25 ug/
ml (2 5M5, peak {11 0.2 ug/ml T 720 Z4LiZ
M L 7:fti&l ABPC, CEX, CCL, MINO % ¥ &
NEN, NFLX, OFLX X D32 ETH -7z,
B. fragilis T\ RHRIEFRE T 100 5 5 100 xg/ml LAE,
FHFRERE T L 25 05 100 wg/ml LA EIZHH L 72,
MLt &b, EK_E Staphylococcus coagulase Bt
B, BEECE» 2D OMELRF SN L1, E
Jaecalis X BEEF T & i v, £ 72, E coli, K.
preumoniae \Z\INR & BF T & 243, B. fragilis \Z
B TE R L,

SV} BE R R R AR M R E 22 B A FI 2 {EA L 72,
REBDONFUL BRI 8 B, BIREG: 34, s8EA
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BASIC AND CLINICAL STUDIES ON CEFOTIAM HEXETIL,
A NEW ORAL CEPHALOSPORIN ANTIBIOTIC, IN THE SURGICAL FIELD

SHIGETOMI IwAl, MAsAsHI Fujil, TAKESHI SATO, KANEAKI MATSUSHITA,
MASAHIKO KUNIMATSU, AKIRA HORIKAWA,

HisasHI FURUHATA, TOORU NISHIKAWA, KOUMEI KATO,
YosHIAKI CHISHIMA, IzuM1 SATO, HIROKO SAKAI and TAKASHI SAKABE
Third Department of Surgery, School of Medicine, Nihon, University,

30-1 Oyaguchi-Kamimachi, Itabashi-ku, Tokyo 173, Japan
REI ANRAKU
Department of Surgery, Nihon Tsuun Tokyo Hospital, Tokyo
MAsAMU KAJIWARA
Department of Surgery, Itakura Hospital, Funahashi
MIKIHIRO TOMINAGA TAKASHI OOSAWA

Department of Surgery, Higashi-Matsuyama City Hospital, Higashi-Matsuyama

We performed basic and clinical studies on cefotiam hexetil (CTM-HE), a new oral cephalosporin,
and obtained the following results.

Antibacterial activity of CTM-HE against clinical isolates was compared with those of ampicillin
(ABPC), cephalexin (CEX), cefaclor (CCL), lincomycin (LCM), clindamycin (CLDM), minocycline
(MINO), norfloxacin (NFLX) and ofloxacin (OFLX). MICs of cefotiam hexetil were determined
against clinical isolates of coagulase-positive and-negative staphylococci, Enterococcus faecalis,
Escherichia coli, Klebsiella pneumoniae and Bacteroides fragilis. The drug showed good activity against
staphylococci, but less so against E. faecalis. It also demonstrated excellent activity against E. coli,
good activity against K. pneumoniae, but less against B. fragilis. In the clinical study, cefotiam hexetil
was administered to 20 patients with infections mainly of the skin and soft tissue. Clinical response
was good enough in 16 cases (80.0%) and poor in 4. No serious side effects were noted except one case
of diarrhea.



