VOL. 36 S-6 CTM-HE o & RIS T DERREER 743

Cefotiam hexetil D EERMEBICBIT 3
B PR {56 AR BR

HHEXY « ZHE=
MAEEMREEERERE"
PR
SER IR ORBT R M
SHEX - -BE K- HEE—
EEFE—ER - FHRA - OB
HPERE - SITEEX - \AKREFR
RMREZFEZMEWEERE
KEEE
B2 U b 52 W
L ETBCRER - #IE—BA
1 328 iR 57 R
AEERS -« IULAZER - ARG T
PB4 R
RHE®H - IR &

FE S BLARbT R MR
BN K- mHETF - EXEF
KRR+ FRbE KM
R BE - mWNHR
R
= B LH H
fF I R TR W
IREE RXBEE

FLLB% SN EO% 7 2 AFITH 5 cefotiam hexetil (CTM-HE) %, &¥&EEM=Z
B 145 FlIC Y, ERBIR L KU 2R L 2. BEAEIR 1B 200mg % 1 H 3EER
BZTEHMBE L bDOBSETH >, BRMBIITRINEBOBEMEAR 1 5% Fk <
4Bz DWTFHE L, BRI LI 13481, 9B.1%DENRTH o7z, WRL D FHEL T2
Staphylococcus aureus 56 ¥\Z 333 B EF|DEMAETH 5 cefotiam(CTM) D MIC &
10° cfu/ml T 0.2~3.13 ug/ml TH Y, MMEFHZIRIL 80.4% (45/56) DHEEEKRTH >
foo BWERRMEBERER LD ELTABBDRBAETH > LBEBL DI EH» o7,
BRREEORE LI 11HICA NI SHELE TRELDRLH ST,

X512, 10 BT cefotiam hexetil 400 mg 285 L, KWEBOBITERIT L7z, ¥
5B OBITRIFH 4% L RIFTH > 72
BRAERNCTME L T, cefotiam hexetil REEFRKICERZERTH2 LEX SNz,

Key words : Cefotiam hexetil, FEWHIERMIE, K WAEMBBIT, BKER, ®E7 N VEKE

* T 570 sFOTISCERAT 1



744 CHEMOTHERAPY

DEC. 1988

# O cephalosporin #| cefotiam hexetil (CTM-HE,
SCE-2174) i%, cefotiam (CTM) O ethyl ester % & {k T
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cephalosporin RIEMETH 3", TOLFRIE, (RS)
-1- (cyclohexyloxycarbonyloxy) ethyl (+)-(6R,7
R)-7-[2-(2-amino-4-thiazolyl) acetamido]-3-[[[1-
(2-dimethylamino-ethyl) -1 H -tetrazol-5-yl] thio]
methyl]-8-0xo0-5-thia-1-azabicyclo (4. 2. 0] oct-2-ene
-2-carboxylate dihydrochloride TH b, % D{bFHEiE
R#% Fig. 1 1ZRL 7,
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Fig.1 Chemical structure of cefotiam hexetil
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7 LBMEB & U Haemophilus influenzae, indol B
Proteus, Enterobacter cloacae ¥ & U Citrobacter
Sfreundii ¥ B0 7 7 LAEMECHL THEVOIENEEL
TENY, FEREBICE T2 RRBEICHT 2BRHE
LEbD THWVY,

SEbnbiid CTM-HE *&ERWBRECHE
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%o CTM OmMPEE L KWEBBTERF LT,
HbE¥ TEOHEERET 2,

. ¥2BLVREH®

BEFI6l E4 A o> BR61IEIR £ TOBMI
Table LIZ/RL 7 10 B D KEEI 2 RZ L 1: &%
KERRE, T2b5, B2, A% £49%, &,
£S5, BER, EH, CEBETRE KTRE 8
B, BN, Vo SEAENRERE L,
ERIDEBRIFIL IS, S 85EETTHD, BEn
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3. EEE
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Table 1 Institutes attended to the study

Department of Dermatology, Kansai Medical University

Department of Dermatology, School of Medicine, Kyoto University

Department of Dermatology, National Kyoto Hospital

Department of Dermatology, Toyonaka Municipal Hospital

Department of Dermatology, Osaka Kaisei Hospital

Department of Dermatology, Saiseikai Noe Hospital

Department of Dermatology, Osaka Red Cross Hospital

Department of Dermatology, Sakai Municipal Hospital

Department of Dermatology, Hyogo Prefectural Tsukaguchi Hospital

Department of Dermatology, Kobe Central Municipal Hospital
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hEfE, BED 3 BB TIMEL 7,

4. Bl 1 F

RREFESHREFLCEIER GEHEER) 1D

v, ZOERG, BE(EE, %E, &F), %

BH, RBREA  ORRERE, EROZA, LE (R
BREXIKEOME, BE, dik, BEONE) 1o
WTEEL 2. REBREA L ORRBRIZKRD 5 248

TEHE L 72

D BorIBEDHD

BRI BAE 2 MG (BREDEZOEBL S

) Bbh, »OFEEKR, SHHE, HHAE, AL

BEn Y RBRERLUADOER ST LIRS SN BHE,

@ %oMEDD

BERIRICBAE 2 AERBREMR (G IR ORBL &

) BHY, HORKR, SHIE RK, HEL

Bz CEBERUN O BRIZIZRN SN DIBE,

® BEZVELVZIZL

RERIFICBAE 2 FERARAMR (5 IEBOZBL S

) BHY, HORKRE, SHHE, fHREE, fHRL

BExrthoBR T s N5 0, HERERICL 2T
Bt VRS T E R VLIBES,

CEILEM R &0 TRRCABORES H 5, X
BER, EMrolEshb b D,)

@ BExL
BEROMERARAMR S IZ L A E e b D, FIKE, &
HHE, HHAE, HFALBLR CHOERMSEL SIS

® BSETHH
FEHHFREDO S D (HEREEET),
4. BRKHE
FAIE LT, BEREES L URER TR R
CEBTREHECODOWTRESERT S L L LTz,
REMBOER, BEICOLTHEL, RBRELLS
BREEH (B »45nBECiBasRE
BTO, ZORRLBEICL TRBRES L 0EEW
FRERTEE 5 METEM L 72,

0 % B 2 . MERY, GIMmERSE, Rk, ~E
JotEy, N r2 Yy, M/IMR
£

FF#aER &  S-GOT, S-GPT, y-GTP, Al-P,
Brrey)yrey

EHfEm®E :S-2 L7+ =, BUN

R Fr R:ZE@Q, &

. 5% @ 1\ B

FHEERUTOHERTIZ L L, 55, A
SHOBHTHETE L WIBEIIHETEE (£7:12
HIERE) &L, ZORMAEBRAZLL 72,

1. BERHME

B - fiEEROHR, BE5HONE, ABEFD
RARE, BARBLE2EEL, B - WEERD
HWECHBREX N LEOBREFS Lich B
5, RBELOMRELTED S5 PETHEL -,

O E#, @B/ @LLHEY, @EY OHE

€ (Z/3HERY)

2. HBEFHZIR

RD5FETHEL T2,

@ HEEAE HEL2S0) BHEELEZLOD,

@ WY —HEEL  BAEH HEELED)
MBEY LIz D, $3EROELAFHELE L)
BRHSN, FO—EWBWEL: b D,

@ BERN : HEHBEOEAE HELXS D)
MHEL, FlRERENHIREL L0,

@ TE . BELE HE2ESL) DR HTEHE
b0, A Luaholzbd, BLUEBMLE O,

® TH:EBAEHTHOLOD, FhEEAED
WREMNEHS L TRL YD,

V. B K % R

1. %5 &

1 H¥S2FEE|E LT 600mg & L7z, FEEF)IC
& > TiE, 300 mg, 900 mg, 1,200 mg, & L 7:HE
b % 272, BREEFIBRKRIRE% Table 3 1ZRL 72,

. REFIBKZE
ﬁ%ﬂﬁ%ttf?ﬁ&ﬁ%( EF No. 145) % &
144 BIOEBRIEERENR % Table4 W RL7z, B
MULOEEIZ, EEKL, BEMEEET2/22

(95.5%), #5, MERERE, X 5 T49/52 (94.2%), W&
i T5/5 (100%), F&ET1/1, B L T15/16
(93.8%), Y >/ (81) KT 3/3(100%), BH, N

FRT6/7 (85.7%), K TIRET 4/4 (100%), =
Lt T 21/23 (91.3%), ATERRBE T 1/1, =K
RBHT 8/9(88.9%) &, IFRED 1 FInEMNTH -
1DERLE, Iy BSBULOBOEMETH
D, FHTI3.1%TH 7,

3. HEFEHHR

M & FRE 113 B> v TOME ¥ 8958
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Table 4 Clinical response of cefotiam hexetil classified by diagnosis

Diagnosis Ijgée(;f Exellent Good Fair Poor Efficacy rate(%)
e | 2 | | @
Furuncle
Furunculosis 52 28 21 2 1 49/52( 94.2)
Carbuncle
Impetigo 5 4 1 5/5(100 )
Erysipelas 1 1 1/1
Cellulitis 16 11 4 1 15/16( 93.8)
Lymphangitis 3 3 3/3(100 )
gﬁg;)‘:nrative paronychia 7 4 2 1 6/1( 8.7
Subcutaneous abscess 4 3 1 4/ 4(100 )
Infected atheroma 23 5 16 1 1 21/23( 91.3)
Periproctal abscess 1 1 1/1
Hidradenitis suppurativa 1 1 0/1
Secondary infection 9 4 4 1 8/9( 88.9)
Total 144 68 66 6 4 134/144( 93.1)

Table 5 Bacteriological response of cefotiam hexetil classified by isolated

organisms
:f;’;‘]:fn Mo of | Eradicated | Persisted Eradication rate

S.aureus 56 45 11 45/56( 80.4)
CNS* 28 25 3 25/28( 89.3)
Staphylococcus sp. 3 2 1 2/3( 66.7)
S. pyogenes 7 7 7/7(100 )
B-Streptococcus 1 1 1/1
y-Streptococcus 2 2 2/2

E. durans 1 1 1/1
Micrococcus sp. 1 1 1/1

P. asaccharolyticus 1 1 1/1
Propionibacterium sp. 2 2 2/2

E. coli 4 4 4/4 (100 )
C. freundii 1 1 1/1

K. pneumoniae 3 3 3/3(100 )
K. oxytoca 1 1 1/1

P. mirabilis 1 1 0/1

A. calcoaceticus 1 1 1/1

Total 113 97 16 97/113( 85.8)

*: Coagulase negative staphylococci
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Table 6 Sensitivity distribution of clinical isolates to cefotiam and cefaclor

(Inoculum size : 10° cfu/ml)

MIC (zg/ml) =0.1/ 0.2 | 0.39]|0.78|1.56

3.13|6.25|12.5| 25 50 | 100 |>100|Total

CTM 7119 | 17| 8] 5 56

S aureus | oo sl 1] 325|266/ 56
C lct™m| 3 | 11| 8| 3 25

CNS* lccL 2| 8| 4| 3| 8 25
CTM| 8 8

S. pyogenes CCL 3 5

CTM : cefotiam, CCL : cefaclor
*: Coagulase negative staphylococci

Table 7 Side effects

Symot Relation to the drug Total
mptoms
ymp Probable Possible (% : Frequency)
Ev g | Upper abdominal pain 1 1(0.7)
7 £ | Stomachache 1 1(0.7)
£ E | Diarrhea 1 2 (1.4)
% é’ Constipation 1(0.7)
S E | Sub total 3 5 (3.4)
_ & | Malaise 1 1(0.7)
£ % Lip swelling 1(0.7)
[e:]

% | Sub total 1 2 (1.4)

Tatal 4 7 (4.8)

(No. of cases side effect evaluated : 145)

% Table 5 iR L 72, 113 Bk 97 BRDEE AT E
D, ZOHEEKIZ85.8%ThoT, BmLE BB
NIHAEIE  Staphylococcus aureus & coagulase
negative staphylococci (CNS) THH, FDHEE
1380.4% & 89.3% CH o7z,

S. aureus, CNS, Streptococcus pyogenes \Zx1d
% CTM & cefaclor (CCL) ® MIC % Table 6 i<
w~LTz,

S. aureus X335 CTM @© MIC DE—7 i
0.39ug/ml xHH CCL &Y 3EBREN TV,
CNS 92 CTM ® MIC D ¥ — 213 0.2 ug/ml
CHY,CCL & v 1 BERBEN T2, S. pyogenes IZ
T3 CTM @ MIC DY —213<0.1 ug/ml i %
D, CCL &1 1 EEEN TV,

4., B£MHORKRE

ELWORE % L 2 72 145 BIhfa & » OBHER %
ROTERIZ 76 (4.8%) THY, 20> bbiFiE
LESE 16, Bm168, TR2H, FER16, &
BRE1%, DEMEEKE16TH-7% (Table7?,8),

RREBORELENZ 11FITHD, WBCI »HIE
FI# 91 Bk 1412, Eosino T 4388 fdh 2 #iz,
GOT 1t 291 %k 38z, GPT 1 » 91 ik 1 iz,
GOT-GPT 1 291 Btk 3 Bz, EHRH 61 it 1
FlhcEH 5tz (Table9),

V. RR#~ 0BT

1. MRBIUVHE

BEM62E6 A»5 98 2 CORMIcRERTT
OFREORMBICFMET o 0B ENRE LT,
ZefE¥2 CTM-HE 400mg % 1 @& 5L, 5%
¥1.5 £7203 2 BRI IES B8 & O R MRS % BRER
L, REEMLH (&) BBy —cTBE
AERITo72. CTM DBERIEIZKMEHEBZIC DOV
TiX0.1M VY VEREEWK (pHT7.0) iz, KT
A—tML, TORWEELHERE L LT, HERD
FRIALCY VBEEK TIT\>, Providencia rett-
geri ATCC 9250 8 X Uf MacConkey X (pH 8.0)
B2 w3 Agar well ETITo 7, MBI DWT
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Table 9 Abnormal alterations of laboratory findings
No. of Relation to the drug Total
Item examined o .
case Definite | Probable | Possible | Unknown| (% : Frequency)
WBC | 91 1 1(1.1)
Eosino. 1 88 2 2 (2.3)
GOT 1 91 1 1 1 3 (3.3)
GPT1 91 1 1(1.1)
GOT - GPT 1! 91 1 3 (3.3)
Albuminuria 61 1 1(1.6)
Total 1 3 2 5 11

Table 10 Serum and skin tissue concentrations of cefotiam after oral single administration of cefotiam
hexetil 400 mg (potency) at fasting

Time after Concentration i
No. | Name | Age*Sex | Diagnosis Location administration —g_- Skn Skm/S_erum
(hr) (eg/mD) | Gueg/e) ratio
1 K.N 50+ F Skin tumor Face 1.5 2.0 0.9 0.45
2 S.N 50« F Skin tumor Back 1.5 1.3 0.5 0.38
3 M.H 23+ F Skin tumor | Hand finger 1.5 3.1 0.9 0.29
4 MY 40+ M | Skin tumor | Hand finger 1.5 1.6 1.0 0.63
5 M.T 60« F Skin tumor Head 1.5 4.3 0.8 0.19
6 T.A 57+ M Skin tumor Arm 1.5 2.2 0.2 0.09
Breast 1.5 5.3 1.4 0.26
7 AH 80+ M | Skin tumor
Breast 2.0 3.3 1.8 0.55
8 SK 78+ F Bedsore Low back 2.0 5.0 3.4 0.68
9 M.S 20-F Skin tumor Lip 2.0 2.2 0.8 0.36
10 TK 76+ M | Skin tumor Thigh 2.0 4.6 0.8 0.17
1.5 2.8+1.510.8%0.4 0.33+£0.18
Mean=+SD
2.0 3.8+1.3|1.7x1.2 0.44+0.22
REFRE L, EEREOFRIIHIROBZEME (2 V. % =

¥ —72) T, Proteus mirabilis ATCC 21100
BL U DST X (pH 8.0) ¥ % > % Agar well
ETITo 72,

2. K &

EFIOKE—EF% Table10 ZRL 7, CTM-
HE 400 mg #5% 0 CTM OIMEFEE L 1.5 B
% 1.3~5.3 ug/ml, 2 BER% 2.2~5.0 ug/ml T
Y, KEABMNBEZ1.OBME0.2~1.4 ug/
ml, 2 FFfI% 0.8~3.4 pg/ml T, BITEIX 1.5 BFRE
% 9~63%, 2 BEfSI1L 17~68% TH - 12, BITRDOF
i 1.5 BERA% T 33%, 2 BFRIE T 4% TH Y, 2 BF
BgicmbBEORK 1/2 nER~BITLTHwE Y
DEEZont (Fig. 2).

EEAERREORREIEE7T FVEREZ XL
DETH7 7 LABEORENETHD, ThETT
7 LGHHRECENLTEN 2B T 5 MEH A
THEBINTE, LrLIRTIEIHINT T LE
HREOREENZEFLHD, F/0E8F, AFv
Dy o7 2 ATHEEE T N VERE (MRSA) %1
Us & LT7 R yEREAOMEMERAEINL B o
T 559,

EEEERIC B 2 BEEDWHRRIIBEOKRS T
BUEDBEN SV, T DT KFRBRIED BRI
BREE7FVHRECHL THROTENE®EL, »D
77 LEMECLBEHLNBENEEh Tw 5,
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Serum Skin tissue
6.0+ 6.0
L]
5.0 f 5.0
y
->
= MeantS.D. =
E 401 E 4.0
- N
2 ( 2
E . 5 o
£ 3.0 § 3.0
c L <] T
m |l
3 o
@] ) ° (&}
2.01 ! 2.01 Mean+S.D.
. °
1.04 1.04
010
5 1
o
1.5 20 Time 1:5 2t0 Time
(h)
Fig.2 Serum and skin tissue concentration of cefotiam after oral single administration of cefotiam

hexetil 400mg (potency) at fasting

CTM D#E@7F vEREICHT 5 MIC 0.2~
3.13ug/ml THY, ZOE—2130.39 ug/ml & &
b TE» -7, 12, CNS ¥ 2 MIC $ 0.1
~0.78 ug/ml THYH, O —2130.2 ug/ml &
REFTHD, CTM D7 K vEREIE D s n
otz MAZTHEBIDOKRI TIddH 553, CTM -
HE %5% 0 EMEZKB~D CTM OBITRIZ, 28
M TEH 4% TH Y, MPBEDKIES K MR
BicBITTsLEz5h0, CTM OEEEB~DB
TRRFLEz NS, —F, BWERIXHEILBER
ZIILDHELT, 4.8%ICHED Sz, EEZHD
Wbt ote, BRREBOREX, KL DREH
FREOHDEFTEHT LU HICED &tz 28, S
ETRELDIR Lo, BYRIIEYT93.1% &
ELDTBWETH-,
DEDHEREIDFLVWEOY 7 = 4% CTM-HE
3, BE7FVEREICHL TGHEWRENEEL, K
WEMES O BRIYE R L CHECENTH S L &
bIREH BTSRRI THL LEZ SN,

X [ 3

1) NisHIMURA T, YosHIMURA Y, MIYAKE A,

2

~

3

-~

4)

YAMAOKA M, TAkANOHASHI K, HAMAGUCHI N,
HIRAIS, YASHIKI T, NUMATA M : Orally active 1
-(cyclohexyloxycarbonyloxy) alkyl ester pro-
drugs of cefotiam. J. Antibiotics 40 : 81~90,
1987

BHE &, =¥ E:SCE-2174 0MEERRUVHE
AEEIZ DOV T, %35 AR CERELLBEY
#%, RRR 230, KA, 1987

+B6E, KH H, ARER, NHFERB, HKS
F, KNEETF, & K . #F/LE Cephalosporin,
Cefotiam (SCE-963) O in vitro B & U in vivo #i
BIEMIZ D\ T, Chemoterapy 27 (S-3) & 73~93,
1979

FHEX, PEETF, FREE, ®EEE, BEE
1%, AREE, 3 #A, R/l FE: Cefotiam(SCE
-963) ODEMBIER S T 2EEKERARR
Chemotherapy 27 (S-3) : 676~682, 1979

BHE %, TEETF, HAHEAF, LFRCF EX
ARSB, Bl &, WMAEE, #HURF £7=z4
2EUSHAMERE T P Y REOSBRR L 41
BRI T 3 B2 M, Chemotherapy 31 : 835~841,
1983

FIRET, FNEE, BEEK, ARET, AHE
F, GG, EEEE, HHEX  WEEAEW
BB AF Y Y- 27z AMEEBTF VR
BoBR, KW 29 : 385~390, 1987
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CEFOTIAM HEXETIL IN DERMATOLOGY

YASuoO AsADA and SHOzO FUTAMURA
Department of Dermatology, Kansai Medical University,
1 Fumizono-cho, Moriguchi 570, Japan
SETSUKO NISHIJIMA
Department of Dermatology,
Hyogo Prefectural Tsukaguchi Hospital, Amagasaki

Sapao IMAMURA, TAKESHI Horio, KoicHI IKAI,

KiICHIRO DANNO, YoSHIKI MiYACHI, YUjI HORIGUCHI,
TosHIHIRO TANAKA, TAKAO TACHIBANA and HARUO YAGI
Department of Dermatology,
Faculty of Medicine, Kyoto University, Kyoto
ATSUHIKO OGINO
Department of Dermatology, National Kyoto Hospital, Kyoto
TETSUTARO YAMADA and ICHIRO YANAGIDA
Department of Dermatology, Toyonaka Municipal Hospital, Toyonaka
TETSURO SUGAI, SACHIYO YAMAMOTO and YOHKO HASHIMOTO
Department of Dermatology, Osaka Kaisei Hospital, Osaka
TosHIAKI HIGASHIDA and HIROSHI Izumi
Department of Dermatology, Saiseikai Noe Hospital, Osaka
MINORU HAYAKAWA, YUKO HAsHII and HANAKO YOSHINAGA

Department of Dermatology, Osaka Red Cross Hospital, Osaka

NoBUHIKO HIGASHI and TADASHI MATSUMURA
Department of Dermatology, Sakai Municipal Hospital, Sakai

YosHIRO SoH and AKIRA Dol
Department of Dermatology, Kobe Central Municipal Hospital, Kobe

We investigated a new oral cephem antibiotic, cefotiam hexetil (CTM-HE), a pro-drug of cefotiam
(CTM), for its clinical efficacy and safety.

Cefotiam hexetil was administered in 100-400 mg doses postprandially three times a day to 145
patients with various skin infections for 3 to 28 days.

Clinical response was excellent or good in 134 cases, and the efficacy rate was 93.1%. One case
with erythma nodosum was not assessed.

The MIC of CTM for 56 clinically isolated strains of Staphylococcus aureus was 0.2-3.13 pg/ml (108
cfu/ml). The bacteriological effect on S. aureus was eradicated in 45 of 56 strains, and the eradica-
tion rate was 80.4%.

Side effects were observed in 4.8%, the majority being gastrointestinal disorders. Abnormal
clinical laboratory findings were observed in 11 cases. But neither serious side effects nor serious
abnormal laboratory findings were noted.

The ratio of skin tissue level to serum level of CTM was 44% on average at 2 hours after
administration of 400 mg of cefotiam hexetil to 10 patients.

From the results of these studies, we consider cefotiam hexetil to be useful for the treatment of skin
infections.



