486 CHEMOTHERAPY DEC. 1988

FLWEOx 7 = 1%, Cefotiam hexetil D
FRE& M BRRYYE IZ 0T 2 ER R E MR ST

BARZ - EHEN
AR R - WRBR
BHES - BEBE - 5K R - IEEH
HEFEREGEAY - WREH

FLwt 7 2 ARBRONAEYE, cefotiam hexetil (CTM-HE) DWW THUTOHIR %
Bz,

1. t METIZRREK (PF) ~O#AT,

A% 200 mg %5 1 8§f%D PF A cefotiam (CTM) B3, 0.05ug/ml A% 2 £,
0.05ug/ml AT 2fITH -7, MHF CTM BEDFHY (n=4) 12 3.3 ug/ml Thotz,

2. ERIKHIRRET

(1) BHEEMEBENA (AUC), 1 H 300mg % 22 flocttic 3~8 HERS L, &S
3B%&IC UTI RZFHBEETHE L ER, 511861, B4 HIOBRE 100% 2157,

(2) BMEMEERBEEEE (CC-UTD, 1H 600mg % 5~14 AEKRE L7 138hicDw»
T#HE 5 B UTI EFHMERE ML 2ER, E%h4 81, %66, EX3HT,
BRET6.9% Th >z, REEIE 18 ¥k 151k, 83.3% % B 72,

(3) FRIE - MEBRBPE, 1H600mg % 5~12 BREHRE L7, WED 1BIIZERTH >
7o MAEMERIIARE 4 BID > B, Escherichia coli W2 &% 2 Hi3E%, GPC iz &% 28k
PRBETH o7,

3. & &K

B - tEAEIER, BRREERE R, 2ficiovonizhrol,

Key words : Cefotiam hexetil, BISZERET, BRIRHUIRET, REERRLAE, FRIE - MR BIE

CH,
Cefotiam hexetil (CTM-HE, SCE-2174) X, 1978 COOCHOCOOO
FREER (k) CTHREshIhECREERTH

CHzCHzN(CH;)z

VWONTLREHBA L7 70 AR Y YA cefotiam HzN \ﬂ/_] CHZT N 2HCI
(CTM) &ZR7MELLBORAAME TS5, AH) CHij:l\ NN

& Fig. LICR Lo & 5 e b¥#ERX% b 5, 1-(cyclo-

hexyloxycarbonyloxy) ethyl 2 & %5 T X7 w1biz & Molecular formula and weight:Ca7Ha7NoO1S a.2HC1:768.77
DHEEDSDBRMT R TS 2 E RSN, Fig.1 Chemical structure of cefotiam hexetil

HE 2R OBIT 5 LB BT L A7 LR 30

KBRS, P TCTM & L THEEE>RET 2

LEZo5NTw3, 23 CTM-HE OBt £ oM

ERET 3 EHT, RE - MRBIE % N R ERER R
HET->1OTHRET 2, (1) & MATIZBK (prostatic fluid, PF) ~0O%

* T 254 EEMERE 1-19-1
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17 A% 200 mg R EORIRS ¥ 721, 1 FRRICHT
gy ¥ — Y%7 PF #8HL, PF A CTM
wE T CTM BERRIEL 72, HRIZ4HIT
WFNLBERIRABETH D, MIEFEIR, B
ZE & LTI Proteus mirabilis ATCC 21100
%, PF i3 Providencia retigeri ATCC 9250 =R\,
FHIIT A — 7 TNVEEIZ L 5 bioassay 2 & 27z,
() RS IRIZBRG6LIFETH 4 HD»S
BEFT 61 & 12 A 20 B & T2, FEM RRbEREE R}
3R F 7213 B 2 R E A A R FRBT b REE BV K

Table 1 Distribution of age and
sex of patients

BZLLIBETHDL, VTN HRER T3S
BEWBRES DD EEZ SN ASEHTH 2.
ATEE 74, £ 38HIT, BLIH1IxF5TH-
Too FEETERIE, B 20 R~80 KA £ T, KM
10EE»S NREETREAHHL TV, BEDS
MC—FOMEAIE 288, I 20 ER~50 KA I
2 TERFIH % H > 72 (Table 1), Table 2 13 1 H#
EE8CEEEBEERLI D THS, lAREER
200 mg~600 mg £ TT, I % 2~3ENZ5F TH
5L, b2 bFZ0HR5EI131H300mg, 73T
BB THolz, THNIFEE L CHEMME UTI K&E
L7220 T600mg, F3MB17THITIEEELELT
MMM UTI R RCESE L, R5HH
X3 BRI THEWIZEAETH S, Table3 i

Age Male |Female| Total
-19 3 3 SEERZITOREANRE LB 3 F0XRER
20-29 1 8 9 DARRERLI:bDTH B RAER 45 FID S 5 2 fl
30-39 8 10 ERP DRI HTIBHETH > 72 D TERH L 720 43 61
40-49 7 7 = N , .
50-59 1 6 7 DORFRIT B HEEMIERED X (acute uncomplicated
60-69 2 4 cystitis, AUC) 25 #l, &M UTI (chronic
70-79 4 4 complicated urinary tract infection, CC-UTI) 13
808 | 1 ! & FRE - BIIZBRZ S BITH B0
Total | 7 38 4 (3) ZRYFE | FEHIL b FREIC L 2HROH
Table 2 Dose and duration of medication
Duration (days)
Dose/day
1-3 4-5 6-7 8-10 11-14 | Total
100 mg X2 times 1 1
100 mg X 3 times 17 2 5 1 25
200 mg X 2 times 2 2
200 mg X 3 times 12 3 2 17
Total 17 14 11 1 2 45
Table 3 Patients studied
No. of patients
No. of patients evalu.at.ed for
clinical
. Total number| evaluated for .
Disease . .. efficacy by
of patients clinical .
efficacy criteria
of UTI
committee
Acute uncomplicated cystitis 25 25 22
Chronic complicated pyelonephritis 6 6 6
Chronic complicated cystitis 7
Gonococcal urethritis 1 1
Bacterial prostatitis 5
Total 45 43 35
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EhfTol, HEER, BR, HERLZLOBRE
2 o, T OM UTI ERhFHImEAE? W EBL L E
#1 (Table 3 2HR) 35 FIcDWTIZ Z DHEEHE
o THEL .,

4) #et: 2EMCHLEZLRZCLE -
fERIBIFERIC DWW TRET L oo BRIRIREEIZ DV
TIERIG, A« EHEEERE I OV TEBEEEH.O
RERBIAELT, FEICL LBDh3RE
EOEE:E H72,

o3 =

(1) PF ~OBAT

PF HEE IR 4 RED S b 2w nd 0.05
ug/ml THote, D 2 REZRERFEUT TH
-7z, MEEEI 0.5~5.0 ug/ml T, FHTiX 3.3
ug/ml THolz, PF REEH0.05 ug/ml Th-o
FEFAONMBEE & DX 1.2~6.3%ThH o7
(Table 4),

Table 4 Concentration of cefotiam in human
prostatic fluids (P.F.) at 1 hr after p.
o. administration of 200 mg of
cefotiam hexetil

(ug/ml)
Case No. P.F. Serum  |P.F./Serum
1 ND 5.0 ND
2 ND 2.9 ND
3 0.05 4.3 0.012
4 0.05 0.8 0.063

ND: Not detected (<0.05 xg/ml)

2 B K

D@ AUC : ERD—E L REEEIFIX Tableb &
Table 6 \Z7R L 1z, MIEZERIZIRIE Table7 12, %
TeBEE D MIC L MIEZR%IRIE Table8 iz, #
E% I Table 9 2R Ulz, UTI FERIFHMA
Zh & T RERE G 22 Bt 22 BY (%018, BR
D 10BDERRTH >7s DD bEZRIL 82
% THolz, WMEZRBE TR GPC2RE5
¥, GNB 2 %& 22 ¥, 3t 27 hossrBE s iz, 1985
Iho BT NTHREFE N, BRELOHEE
THhBE, Escherichia coli 20 %D MIC v T'h
b 0.39 ug/mlBITT, 2035 12 #kiE 0.1 ug/ml
FoEW MIC 2Rk L7:, REBHEAECII4E
SHBRIEE nizc, T DEKRD S bEKD 45

& Enterococcus faecalis T®H o7z,

@ CC-UTI : EHl—% iz Table10 iz, W&
Bii% Table 11 iR U7z, UTI E¥5FHL%E T
fii L8 7z 13 FIDRAEIZZERN 4, B3R 6 TERIR 76.9
% THole, FREEFERITix (Table 12) BUHUBL 9 f)
o 64, 66.7%, BEHERL 4B 448, 100%0%
R Th T, MBEFWNRIIEER GPC 285
¥, GNB 4 f& 13 %RDET 18 ks’ iz, 203
% 15 £k 83.8% 3BRE & iz (Table 13), T4 MIC
LREHETIE E. coli 5D > 5 0.2 ug/ml DR
ZHERLUIABRIIBRE SN, 0.78 ug/ml O 1 Bkt
BAfELUTze T DMl Proteus spp. & 38kt 38k~ T
HBREEN, 2O MIC & 0.14g/ml LFThok
(Table 14), REBHEFEFIZ TR 10%K18EDSN
720 £ Y DX E. faecalis, Enterococcus faecium
TH -7z (Table15),

@ Rl - MRRBYE ERAD—EIZ Tablelb iz
AL 7o 1 BIOWEHERE R 600 mg 5 BRE®S T
EThH o7, 5BIDRINIERARD > & EPS (Rl
FEHR) »oMEsBRESNFIZ4BTHo 1,
E. coli BREL2HCDVT A2 LGEENT
ny EPS HHIE X, coagulase negative sta-
phylococcus (CNS) RERRERL, BEAOE
coli ZWERU Tz, BERICH 3 25181 1 HIFRE, 18
WEER LI, FERIZ 2B L bEK LTz, Tofic
HEENC GPC 2RRH L7 28Tk, BERICLA
T CNS OFfEfE, 1P TIIEEE LDz, BRRicH
THRHRBIPRHEL AL L Tho T R 2H
LbMERL, The 5 BIDREERIET S LED
28, ER2H, RE1HTH >,

@ FHEZ X 2 RAKKRSE (Table17) 1 AUC
WAL TIZES 68%, ER L B2 AR D L 96%T
Holz, CC-UTI TIZERND 69.2%, ERER%
BED L 84.6%TH oIz, ol - UBBRETRE
B 20%, B EBHEE D L 60%TH ol 2
Bliz 33 2 FE I 808 62.8%, BER LB LOE
tix 88.4% 2872,

(3 =&k

@ B « tEREIER  FFe&RE L BRI
WTAEICS LT LBbh B - MENEERR
1B D SN, o7,

@ EERMREAE (Table 18) © #5612 K81,
BREERE R TOEIEMNIZ 165 TH o7 INb
DR TIRAHNC b LT L Bbhs B#ER 16
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Table 7 Bacteriological response to cefotiam hexetil in acute uncomplicated UTI

Isolates No. of strains Eradicated (%) Persisted*

Coagulase negative 4 4 (100%)
staphylococcus

S.saprophyticus 1 1 (100%)
Sub total 5 5 (100%)
E. coli 20 20 (100%)
Klebsiella spp. 2 2 (100%)
Sub total 22 22 (100%)
Total 27 27 (100%)

*Persisted : Regardless of bacterial count

Table 8 Relation between MIC and bacteriological response to cefotiam hexetil treatment in acute
uncomplicated UTI

Isolat MIC (ug/ml) Inoculum size 10° cells/ml
a
sorates <0.1| 0.2 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 =100 | Total
Coagulase negative
staphylococcus / 2/2 / / / / / / / / / 2/2
S.saprophyticus / / 1/1 / / / / / / / / 1/1
E.coli 12/12 | 7/7 1/1 / / / / / / / / 20/20
Klebsiella spp. / /1 | 1/1 / / / / / / / / 2/2
Total 12/12 | 10/10 | 3/3 / / / / / / / / 25/25
(100%)|(100%)((100%)| (%) | %) | %) %)|( %) %) %) %) |(100%)

Table 9 Strains~

appearing after

cefotiam hexetil treatment in
acute uncomplicated UTI

Isolates .NO' of
strains( %)
E. faecalis 4 (50.0%)
E. faecium 1 (12.5%)
E. casseliflavus 1 (12.5%)
GPC 2 (25.0%)
Total 8  (100%)

*Regardless of bacterial count
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Table 11 Overall clinical efficacy of cefotiam hexetil in complicated UTI
Pyuria
Y Cleared Decreased Unchanged Effect on
Bacteriuria bacteriuria
Eliminated 4 2 6 (46.2%)
Decreased 1 1(7.7%)
Replaced 3 1 4 (30.8%)
Unchanged 1 1 2 (15.4%)
gffrcl; on 9 (69.2%) 2 (15.4%) 2 (15.4%) Fatient total
Excellent 4 (30.8%)
Overall effectiveness rate
[»)
Moderate 6 (46.2%) 10/13 (76.9%)
including
Poor ( Failure ) 3
Table 12 Overall clinical efficacy of cefotiam hexetil classified by the type of infection
No. of patients Overa.ll
Group (Per;:ent of total) Excellent | Moderate| Poor iiiictnveness
1st group o o
(Catheter indwelling) ( %) %
2nd group o o
(Post prostatectomy) ( %) %
Monomicrobial | 3rd group o 0
infection (Upper UTID) 5(38.5%) 2 1 2 40.0%
?tL}]oi;()rung) 4(30.8%) 1 2 1 75.0%
Sub total 9(69.2%) 3 3 3 66.7%
5th group o 0
(Catheter indwelling) ( %) %
Polymicrobial | 6th group 0 9
infection (Catheter not indwelling) 4(30.8%) 1 3 100%
Sub total 4(30.8%) 1 3 100%
Total 13(100%) 4 6 3 76.9%
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Table 13 Bacteriological response to cefotiam hexetil in
complicated UTI

Isolates No. of strains [Eradicated (%)| Persisted*
E. faecalis 3 2(66.7%) 1
Other GPC 2 2(100 %)

Sub total 5 4(80.0%) 1

E. coli 8 7(87.5%) 1
Citrobacter sp. 1 1(100 %)
Proteus spp. 3 3(100 %)
P. aeruginosa 1 ( %) 1

Sub total 13 11(84.6%) 2

Total 18 15(83.3%) 3

*Persisted : Regardless of bacterial count

Table 14 Relation between MIC and bacteriological response to cefotiam hexetil treatment in com-
plicated UTI

Isolates MIC (xg/ml) Inoculum size 10° cells/ml
=0.1 0.2 0.39 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 2100 | Total
E. faecalis 2/3 2/3
E. coli 4/4 0/1 4/5
Citrobacter sp. 1/1 1/1
Proteus spp. 3/3 3/3
P. aeruginosa 0/1 0/1
Total 3/3 5/5 0/1 2/3 0/1 10/13
(100%) | (100%) (0%) (66.7%)| (0 %) |(76.9%)

Table 15 Strains™ appearing after cefotiam hexetil
treatment in complicated UTI

Isolates No. of strains (%)
Coagulase negative staphylococcus 1(10.0%)
S. haemolyticus 1(10.0%)
E. faecalis 3(30.0%)
E. faecium 2(20.0%)
GPC 1(10.0%)
K. oxytoca 1(10.0%)
Serratia sp. 1(10.0%)
Total 10(100 %)

*Regardless of bacterial count
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Table 17 Overall clinical efficacy evaluated by doctor
D i No. of Evaluation Efficacy rate
iagnosis
£ cases | Excellent| Good Fair Poor Excellent E_’ﬁ‘ggsgt
Acute uncomplicated UTI 25 17 7 1 68.0% 96.0%
Chronic complicated UTI 13 9 2 1 1 69.2% 84.6%
Gonococcal urethritis 1 1 o o
Bacterial prostatitis 4 2 2 20.0% 60.0%
Total 43 27 11 3 2 62.8% 88.4%

CEBTAHEAE L TRZYRBEREEZ NS,
BEFOHEA| cefixime (CFIX) % 200 mg BO%K 5
L:BEDORAES, BIZRERTH -7 2 L» o b
DHEREEZ 51 B, New quinolone % D
ofloxacin (OFLX) % enoxacin (ENX) DO®{T&
T 5, AEIDO PF ~NOBITIZ4 559, PF ~
DOBATIX, BILBRRDIERD —DDOEREN 2 I5E I
BERLD, BEERERT 2113, HUAREKROR
HETOLEND 2, SEOBMKARTIE, FEL
B ABIDFIARRD 5> B, 26X E. coli 12b D
(BRTH-T1:, INSDOEFORKIEIX, EHEERY
Thb E coli 3BRFENTBD, CNS CEHRK %
KL FERICH T 2R IEENR TV 72h3, BEBRIC
MY BRIGIEER 1B, B L FITH - 72 fhd 2 B
12 GPC IZb E DL RIETH - 7208, HIEFERICIZ
BINLRIER AT, FERICOAMELED STz,
IRERICH L THE, 1BEAERIGH A SR D512,
REETO L ZABRERET 0D 72 < EGRII72 2 &
BwzZzws, GNP ®5 %, E coli, Klebsiella,
indole negative proteus % £ ® CTM-HE »:E#7z
MEERE SR THE™ < & 2 B3, REDES
T2, LhL, 2R X DHEEEY% 2 GNB
*, GPC MR EL D L FRENE, B
RIS 2 RKIGOFHE &, AITZERA &\ 5 BB R
LW ZEnsAHT, ZOREOEREHMTIIAER
DHBEEBONLEH, RLCKRELEZLI L b
SLTORaHEMAH 2, EkH—RICBIE, WMk
THOR, HELTHLIBHAOKECES L 22
BREODT, FIZBRAICHT 2 EENEDISE L
LTRBEZLEDTBE L,

UTI 0 Tid, AUC «oxtL T 1 H 100 mgx3
D3I BMET, 22414 22 F1 GExh 18 B, E%h4 F)
DI0%DEME B2, ZhEEFMTZ2HEFEY
RIEOBITTIE, 27 Bl 27 BT RTRE & N1
l&, ERBBRARETCHS E. coli, T3 MIC

DE—=7M=0.1ug/ml THo7-Z &, EBIEHE
DD BRGS0 2 Lk L EEROERD, S
AT, EbHLTRYLEBLEZ 5N, KEDF
BMERLAEL TV 3, BRCH#MIZ 2 L3, MIC
ERIEL 72 258k TR TH£0.39 ug/ml DIEHHE
EELNED LN ETH D,
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RERELTE, BB T — T NVER R EENRH
OSBRI LI Z &, SEEE 18 1R 5 b, B8 S H I A H|
DBICHEEZ Pseudomonas aeruginosa 1 ¥ TH
272 &, ®E5EH AUC I~ T 600 mg & dose
up LizZeheEnEZoNE, £72 MIC & P
aeruginosa & E. faecalis #FR (I, HIRE 9 tkns
TANTZ0.78ug/ml TholZehEnbiFon
5r85, CTM-HE B ZD &3 IEGEHET, #
77 VEEERT, FEEUTOERRBICL L
T CC-UTI i2id, BI/ERMRETRT,

WEMRER G 1 BIOEF L »RERH 2L, D
BITIZER % 2 lee BEZHY » 0 A2 THEMELS <
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TAENDH B,

ZeMCHELT, 8- WENEIER, BRREE
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BBL, £0BSBOELFOBKRTCEBHAE»SH
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CEFOTIAM HEXETIL, A NEW ORAL ANTIBIOTIC,
IN UROGENITAL INFECTIONS

Ke1zo Suzuki and MAsAakl HORIBA
Department of Urology, Hiratsuka Hospital, 1-19-1 Minamihara, Hiratsuka 254, Japan
Yor1o NAIDE, KATSUO TAKANASH],
AKIRA SHIRAKI and MASANORI YANAOKA
Department of Urology, School of Medicine,
Fujita-Gakuen University, Toyoake

The following findings were obtained for a new oral cephalosporin derivative, cefotiam hexetil
(CTM-HE).

1.

Diffusion into human prostatic fluid

The concentration of cefotiam (CTM) in the prostatic fluid at 1 hour after administration of 200
mg of CTM-HE was 0.05 xg/ml in 2, and less than 0.05 xg/ml in another 2 human subjects.
The mean drug concentration in the blood was 3.3 yg/ml (n=4).

Clinical study

Acute uncomplicated cystitis (AUC) : 22 female patients were given 300 mg daily of CTM-HE
for 3 to 8 days. The response, after 3 days, was evaluated according to the Japanese UTI
Committee’s criteria, and was excellent in 18 patients and moderate in 4, with a response rate
of 100%.

Chronic complicated urinary tract infection (CC-UTI): 13 patients were given 600 mg daily of
CTM-HE for 5 to 14 days. The response, after 5 days, was evaluated according to the
Japanese UTI Committee’s criteria, and was excellent in 4 patients, moderate in 6 and poor in
3, with a response rate of 76.9%. A bacteriological study revealed an eradication rate of 15/
18 pathogens, or 83.3%.

Urethrogenital infection: patients with urethrogenital infection were given 600 mg daily of
CTM-HE for 5 to 12 days. The response was excellent in 1 patient with gonorrhea. Of 4
cases of bacterial prostatitis, the response was good in 2 caused by Escherichia coli, and fair in
2 caused by Gram-positive cocci.

Safety

Neither subjective or objective adverse reactions nor abnormal changes in laboratory findings
were observed in any patients.



