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WREBRIEICB 1T 5 Cefotiam hexetil D
R - BRRRIRRET

MARK - BIEH - 7 &I
IKEF LM « AABE - KFRILLZ
IR FEFRWRFRFHE
(EfE: K&5LZ #HR)
B —

R L T R B i PR &R
(EfE: #ER— &R

WHZEOF 7 = %] cefotiam hexetil 12D\ TERER, KRR 2T 7,

1. BEEERA 34, BHRAEERYE L ICAK 200 mg 2 BEIRS L, EENFRE %
Oz 7z, BERA TIRHRE 24 B TORFEUNEIIR 0% TH -7, BEHEREERE
BLT, ZJVv7F=r 2073 ADBETREHVESNTEEISEL2RL, MHEE
DOETIZEBZEL, RPBRNEIXET T 2E@PITD 517z,

2. AtEEMMBEBEA 10§, EHEMREBBE 18 FIDE 28 flicAF| 2 &5 LTz, UTI
HNFMEHE I E D BRI RIL, SRR L BT, E 746, BR2HT
BEE 100%, %712, HEEMREERE 14 Bid, E2h4 61, BZ5FITEREIL 64.3%T
Hot, B WENEERZ 1AITORNREROLNEETHD, NIRKTEREPL»IIH
B, £, BRREEORELEEHIZED S, o7, :

Key words : Cefotiam hexetil, BHSFERBEEE, (ANEIRE, SMEMMEREN R, BEHMIREE B

FHRZEOA £ 7 = 4% cefotiam hexetil (CTM-HE,

Table 1 Renal function (Ccr) of each material

SCE-2174) i3 cefotiam (CTM) O X A7 LEITHY, Group Ccer(ml/min) n
EEATIE CTM 2 Y ABENERET 2, Lo 100
T, AEIOHEA 7 b i CTM L RABIEL, 7 F I (healthy volunteer) 100 3
LBRED S 75 LR EC 2 TRY, EROBEOE 7 100
x LEIDIMBE SI6585\v> Citrobacter 1B, Proteus &, II (60=Ccr<70) 22 2
Enterobacter 1B, Providencia &, Morganella &, 39
Haemophilus influenzae \= b KFIZECREBENI 2B LT I (30=Ccr<60) 52 3
LB, 59
SE, B RAORBRAL > U1 EREERE RS "
BB EREIE, R OREERE T 2 A, & NV (Cer<30) 2 4
2% 5 UICEMEERETL 72, 28
I.# A & & (Cer) CHETENRE ABIIHT I, ThDS, |
1. NERVAHE BEIZERR AL L T healthy volunteer 3%, II

Table 1WCRT LI I/VFTF=o2VT7 IR

B£ix Cer % 60 ml/min #>% 70 ml/min © 8% 2,

* T 700 FF LT R FHET 2-5-1
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Table 2 Serum levels of cefotiam after administration of cefotiam hexetil 200 mg p.o.

Time after oral administration (hr)

Group

0.5 1 1.5 4 6 8 24
I 1.30+1.32{2.23%+0.78 | 2.37£0.71 | 1.40£0.44 | 0.30£0.10 - 0 0
11 0.10+0.14 { 0.35%0.21 | 2.10+£1.27 | 3.60+2.40 | 1.35+£0.49 | 0.40+0.14 — 0

I 0.13+0.06 | 1.27+0.74 | 2.80+0.36 | 4.50+1.83 | 3.50+1.49 | 1.83+1.11 — —

N 0.48+0.88 {1.27+2.02 [ 2.22+£2.59 | 3.67£3.77 | 4.20+1.76 —

1.75+0.38 | 0.07%£0.12

7t Group Cer{ml/min) n
I 100 3
sr il 60~70 2
sk i 30~60 3
v <30 4

Serum concentration(#g/ml)

Time after oral administration (hr)

Fig.1 Serum levels of cefotiam after administ-
ration of cefotiam hexetil 200 mg p.o.

(ug/ml, mean + S.D.)

Table 3 Pharmacokinetic parameters of
cefotiam after administration of
cefotiam hexetil 200 mg p.o.

Group AUC Cmax Tmax | tX%
(ug+h/ml) (ug/ml) (h) (h)

I 5.03 2.37 1.60 0.64
1I 9.11 3.57 1.60 1.08
11l 21.10 4.46 2.56 1.33
v 28.95 4.25 3.33 1.76

Table 4 Urinary excretion of cefotiam after administration of cefotiam hexetil 200 mg p.o.

Time (hr) Urinary recovery rate
Group Condition 0~24 hrs
0~2 2~14 4~6 6~8 8 ~24 (%)
p | Urinaryconc. 1y 01004.60102.14119.1] 44.3+ 5.9 | 9.6+ 2.7 | 1.0+0.1 31.9+10.5
(ug/ml)
p | Urinarycone. oy o0 14 4|127.5+ 33.2| 43.0410.8 | 11.4+ 3.7 | 0.4%0.6 27.7+ 7.1
(ug/ml)
o | Urinarycone. | oq 04 95 9N70.4+ 98.8 |100.8429.2 | 8.8+12.4 | 3.4%2.6 30.8+11.1
(g/ml)
1\ U“(’Lag/ynfl‘)’“c' 5.5+ 7.1|85.5+143.8| 44.7+86.2 | 36.1+41.8 | 2.5+4.1 12.6+16.9

M##E Cer #3530 ml/min > % 60 ml/min D B%# 3
Bl, WEx Cer A% 30 ml/min Kif5D 8% 4 fld o
BR &N T3, ZEr CTM-HE 200 mg MR,
RAjeLTO0.5 1, 1.5, 2, 4, 8, 24 B¥flIC iM%
fTo, B icmiEsss, —70C THRE LIBEHIE
KL 7, —7, WRE 0~2, 2~4, 4~6, 6~8,
824 BERICIRER L, 2 DREXBEIE, —8 % —20°
CRRELEBEAMECHL

WEERIEIX Protews mirabilis ATCC 21100 %4
E®E T3 bioassay #i2 T CTM-HE QEMAT
53 CTM iz 2L TV, BERMEOIERS £ UM

(mean + S.D.)

BOARICKEEL FME%, REFOFRICIZ
0.1M V) »EEEHEER (pH 8.0) AWz,

BIERER % b &£ one compartment open model
% F\» T pharmacokinetic parameter #&H L 72,

2. R

1) M4 # % 8 £ ¥ pharmacokinetic par-
ameter

Cer ICEDEBHIMLL 2 &BHOMPEBEHERIL
Table2, Fig. 1R RTEBYTH2, 18 (REK
ANEE) TIZARE 1.5 BRI THREEF 2.37 ug/ml
WEL, UTERL 8 BFEBICIZBIERALUT TH
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200

100

Urinany concentration(zg/ml)
Urinany recovery rate(%)

Time(hr)
Urinary excretion of cefotiam after
administration of cefotiam hexetil
200 mg p.o.

Fig. 2

o7z, BREEQETICHOMAEEILBEYT 21EA
BHGN, NBE (Cor<30ml/min) TiE, PIERE 4
R TRSEFH 4.20 ug/ml %, 72, 8EERIE T
b 1.75 ug/ml DRETH -7,

INeDOBR%E S L ICEH L7z pharmaco-
kinetic parameter % Table 3 127~ , 1R}
B (t)) &, 1B (EEERARE) T 0.64 B
BTHo7n, BEECETIHEVERL, V&
(Cer<30ml/min) TIXFEY 176 BRI CTH > 72, &
7o, EHRRTEIRR (AUC) i3 18 (AR Tk
4 5.03 ugeh/ml TH 7245, NEE (Cer<30ml/
min) T 28.95 ug+h/ml & 1 EHEOH5ETH
272,

2) FRFHEM
FEINRRE DR TR £ FRPEINE % Table 4,
Fig. 2137 ¢, 1B (BEREAE) TOMNRE 24 B
M TORPEINEIZFEILI%THYD, LT,
MR 2 K6, 2~4 BRI RDEBE I 2 h 2 h 414
ug/ml, 192.1 ug/ml & NEREEE S o i HEME X iz,

— 77, BREEEES T I3 AR 2~4 BRI TR
BERREIGEL, 2OBWRET 300, 18 (#
FRACARE) (ZHL, FROHEMDBIENS TR & iz,
MR 24 BR £ TORPEUNEIZ TTEE (60S Cer
<90 ml/min), 27.7%, I (30= Ccr <60ml/
min), 30.8% & 1 & (BEEAR) L IZIZRAZORK
WTHo7h, NBE (Cer <30 ml/min) Tid 12.6
% EEHIETL Ttz

II. B &K B & 5t

1. RKRVFE

WHRIFBRE6IES AL VBRI EI2H T
FARTIC B LR WA AR B B2 & UM [ LU T Bl
BRIERZ U LIREBPERE 28 4 T, KEJAR
R BMERERE R 10 B, BEHEMEFRERBE 18 4
TH2, LEFIOHMER VERKE % Table 5,
Table 6 IZ7R T,

BEREIG R EEMMEREN A XL Tk, &A%
18 100mg L 200mg, 1 H 3E, 3~7 BfEH#
5, BRSPS L T, 18200 mg W
L 400mg, 1H 3\, 5~7 HE&KZEL /2,

ERIRZI R DFIE X EWREHER & N UTI £
FHMEEAE (B 3AR) 2 ICHEU TIT2 v, 28 flLfic
DEH - MEMNEWEROBES, 7, RETHET
H > IEHNC D EEERRBEEO REEHOERER
L 72,

2, BR

FREHZ W & 2 BRI AR % 100
%, BHEMERERER 45.5%, BHUBEG L 114%T
H-o7: (Table 7),

PAF, UT] B2l S0 BERGRHE T 50
IZDWTHRETL 72,

1) AR A

Table 8 \Z7RT & 51 UTI EheHli#Ic K
L7z DIk 10 BIRE#H 70 A LD 151 %< 9
BT, EX7H, B2, BZEIE 100%TH
272 ERRUHERICN T 28R IIEERL S VR
sz En 9B (100%) TH oz, BRICH
THRIRIIEFEA 761(77.8%), F& 2 51(22.2%)
TH-o7,

HEFBIEIC OV TIE Table 9 2R,

Escherichia coli 5#% 13 U, Staphylococcus 2
¥, Klebsiella pneumoniae. Proteus vulgaris %1
¥R, ST O KRR OBk T N TI¥L L, WEKIZ 100%TH
>tz STBERED MIC i3 P vulgaris 1 BRERETA
T 0.78 ug/ml AT 54 L Twiz (Table 10), %
B, R5H#HBERHRRD o7,

2) EHENEIREERRIE

Table 11 @R T & 51 UTI ERheEifiEAEH
BB SR CEMNERMETH > L IFRY
yeast ZRH L 185 UFTHY, EMY
B, BRI 56, |5, HHKIL64.3%TH?
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Table 12 Overall clinical efficacy of cefotiam hexetil classified by the type of infection
Overall
No. of / Percent c

Group patients( of total ) Excellent | Moderate Poor effectiveness
rate
1 st group o 9 o
(Catheter indwelling) 2 (14.3%) 0 %
2 nd group o o
(Post prostatectomy) 1 7.1%) 1 0 %
Monomicrobial | 5 4 o0 (Upper UTD) 4 ( 28.6%) 2 1 1 75.0%

infection

4 th group (Lower UTI) 5 ( 35.7%) 2 3 100 %
Sub total 12 ( 85.7%) 4 4 4 66.7%
5 th group 9 o
(Catheter indwelling) ( %) %
Polymicrobial | 6 th group o o
infection (Catheter not indwelling) 2 (14.3%) 1 1 50.0%
Sub total 2 (14.3%) 1 1 50.0%
Total 14 (100 %) 4 5 5 64.3%

Table 13 Bacteriological response to cefotiam hexetil in complicated UTI

Isolates No. of strains Eradicated (%) Persisted*
Coagulase (—) Staphylococcus 2 2 (100 %)
E. faecium 1 (0 % 1
E. coli 6 6 (100 %)
S. marcescens 3 1 ( 33.3%) 2
P. aeruginosa 2 (0 %) 2
F. indologenes 1 1 (100 %)
A. calcoaceticus 1 1 (100 %)
Total 16 11 ( 68.8%) 5

* Persisted : Regardless of bacterial cou

7oo BEERICX T 2ZNRIZIEE 4 5(28.6%), K&
141 (7.1%), ~Z 96 (64.3%) T, HHERIINT
BERIIMA 9B (64.3%), T 56 (35.7%)
THo12,

UTI HREBREEERIZIE % Table 12 15R L7z, 3
B, ABEDRT 9 BITIX, BRI A, BRI 4 BITHRE
13 88.9% L BN KB TH o708, T —TFLEE
BITIETNTEHTH > 12,

MEFHIZNE % Table 13 1R L 720 AKIRSH]
SN BRI S LBME 3, 75 ARM
B ISR TR 16 R TH D, 118REELL, MEX
11 68.8% Td - 7o E. coli 6%, P wvulgaris,

nt

Xanthomonas maltophilia, Staphylococcus sp. % 1
HIEBRE SN, (BB LERK L o Serratia
marcescens 21k, Pseudomonas aeruginosa 2%,
Enterococcus faecium 1HRiZ V¥ b MIC #5100
pg/ml U EOBEMRERETH -7z, KR, MIC »
50 ug/ml LFOBIE TR TRBE IR TE D, THE
D MIC L HiE¥HI%E R < —B L Ty (Table
14),

2%, BREBHBREEED Mo,

B - AR, £ 28 Efld, 1ATORR
HERDH SNIH—BRD LD TH -7z, ZDEFR
A BB AER TH D, 1 B 300 mg BEEIT



vOL. 36 S-6 WIRBEHEE TD CTM-HE OERE, EERRES 599
B3, BEETHERH»ICHEL 12, ZOfB, 1 H 600
mg &5, 1200mg 5% B0/, THRIZ L DHE

PRSI R| fERERG 2 (BREN L2512,

3|8 T|ga" g8l MEBERE L BB LD o1,

St ettt Lt - RIS > ERREED REEBR, RiTs
g S S|eSSA= TEETH o7 19EFIC BT 1HI LD & b
E 5y - q% 272,
2| =3 - T2 . % =
=)
5 g o oo [ CTM-HE 2 REER 5585 U - LEMEs A«
£ A D A § 7 7a AR Y » & cefotiam (CTM) ®x X7 L
§ — Thr, RFREORSC LD HLE X 0 RIS A,
El |gl = SE BRSO £ 2 7 5 — €1 £ D T AT LB
& < PIASES NEMARTH 5 CTM & 7% 0 FIc 1T
Z T35, LietioT, AFIOHMEA <Y b iz CTM
FIs LABRC, [5X 77 LBEER S 7 ARG
El_ — TRUY, fROEOL 7 = LEOREIKIT R
Z &0 == Citrobacter &, Proteus [®, Enterobacter B,
E 'g - |72 Providencia |&, Morganella &, H. influenzae
1R @ LAKITHABHEHE L T3,
£lels| = =8 FRIDERATH S CTM ORBERAIC 51 5 8
AR - IRAB SR O RN BIRE I, M EE A 0.6~0.8
=gl BRI, FRPEINE S 24 B & T 60~70% TH
AR D, BHME L EZ 5h 3, Z0RHBEECET
<S8 IZfEV CTM OMFRE, REFHEBIET 5 & 5§
N EENTLEMW,
FIE CTM-HE MR DHNBIES 5.5 &, BERA
E 5 0 TiE, 200 mg PIARE 1.5 BRI TR B M ARE 2.37
O S ug/mlGEL, MAEEEEIE (t)) (X 0.64 BFRHE
= T, PRAPEIUNERIZ 24 B & T2 31.9% TH > 72,
§| | CTM #IRARSHE & LT 2 &, AP
gl |° JIFEHEL L, RPEINEREHN L2 THo7, HER
- N . RS % 2 ¥R, 2~4 BFRIDRFEE R T h Zh 414 ug/
] s = 38 ml, 192.1 xg/ml & BWETH 0 T s FETE s
g = BN, BREDETICHCMFEESEBEL,
<] |z ~ o th DER, AUC OIS SNz, BHEEDE
PR “ = Tz R PR OB EEMER & e & 4, MR 24
" B & CORFEUNE X VE (Cor <30 ml/min) T
g |Te | esxgd % 12.6% £ FHIET L7z, L L, TTBE(60S Cor

_"‘g z, § § § .:% Eﬂ § fg <90 ml/min) T 27.7%, WEE(30= Ccr <60 ml/

CR R R & min) Ti%30.8% & 1B (EERRAR) LI2IZA%

ESilaoa v DERTH -1, LichinoT, FEIR, —MiC, 4

REBEZIUD L L TEREREORENEE 2L
LPEEDBEICNT 2 KREEELITITV D 5 K
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rEzZoN, LrLisns, ARFIEVWZELE
BEEEESBELBEOSEICIERESLE SR,
SENZHETL 2o 1288, EREFEE B SERORE
BLETHD I,

UTI E3FHMELE TORREIE I, REEMMERE
ML 9BIh, %76, Bzh2H THERIE100%
CENTEBETH T, MBFHNMREAD L,
E. coli 5% %13 U ®, Staphylococcus 2 ¥, K.
pneumoniae, P. vulgaris & 18K, 5+ 9HRIZTRT
HEL Twiz, KEID MIC 3P, vulgaris #K< 8
BRICH L3~ T 0.78 ug/ml T2 L Tuste,
£7:, ZDP. wvulgaris 23T 5 MIC b cefaclor,
cephalexin 23V d 100 ug/ml LLETH B DI
L, AFNL 12.5 ug/ml & BRI BRI RE T H
Slz, RMEHEMMEBEMN AR I T 2 EN - EIZEH
DETHEOCHBEHCEILbDEEZ N, K
OEOX7 70 ARY Y EIHBRYL 2 OEFICH L
THYUMRBPFENS,

BHMEIRBERBYE Tk UTI X MERESE 14
Bk, E2h4 61, BRI5 B, BEIZ 64.3%TH->
720 UTI EBIRERERNC X, 3B, 480 9IPITi3,
EX A6, B4 BITHERIEIX 88.9% L BN 7 BRAE
THo1:H, A7 —TNVHBRI TR ITNTENTH
20 AT —TNVEB2EF»SDIBEFE T S
marcescens, P. aeruginosa & 1%TH Y D MIC
FwFng 100 ug/ml UETHo7:, FHIIHL,
3B, 4B SONBEEI E. coli B IMRF 64k %E S
B, ) BEELJS5HED MIC 1T XT0.2 xg/ml

UTThore, BOMZNE, # 7 -7 VEEREN
LV LHIGE DR VEGD S ORI AK Ik
REMD L D0H L, # HBNEHRE DE fEg
TREZUEDLHDIHESBBO LV IRERTH-
720

B - thERIEIER I, £ 28 EfP, 14Ok
VEDONT B —BEDLDOTHY, NRIHESE
B, THZEOHEBERISBEI b7
1z, BERSIH BRREBEORELE ]
RoOoNEM 0T, 1 ERSE% 400 mg iZ#EmML 1
H1200mg &5 & LT B - tENEIER, BER
EEOREXRHMIDD SN T, FEHIC L BT
gEEEZoNT,

DAL, hNBIREDKRE, % & VN FRBSREGSE I 0
T HBKICAORBR, WYL ES % &R T A
REeHLE<, WRLEALEE ELon1,

X w
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CEFOTIAM HEXETIL IN THE
UROLOGICAL FIELD

YOSHITSUGU NASU, Masaya Tsucawa
Mik1o KisHi, AKIHIRO MIZUNO
Hirom1 KumoN and HIROYUKI OHMORI
Department of Urology (Director : Prof. H. Ohmori), Medical School, Okayama University,
2-5-1 Shikata-cho, Okayama 700, Japan
KATsUICHI NANBA
Department of Urology,
Okayama Municipal Hospital, Okayama

We studied cefotiam hexetil (CTM-HE ), a new orally active cefotiam derivative, basically and
clinically in the urological field, and obtained the following results.

1) In healthy volunteers, about 30% of the administered dose was excreted as cefotiam (CTM) in
urine in the first 24 hours after a single oral administration of 200 mg CTM-HE. In patients with
impaired renal function, the peak serum levels of CTM were higher and serum clearance tended to be
prolonged parallel with the decrease in creatinine clearance. Similarly, urinary recovery rates tended
to decrease parallel with the degree of renal insufficiency.

2) In 9 cases of acute uncomplicated cystitis, the efficacy rate was 100% by the criteria of the
Japanese UTI committee. Bacteriologically, all 7 strains were eradicated.

3) Inchronic complicated urinary tract infections, the efficacy rate was 64.3% by the same criteria.
Bacteriologically, 11 (68.8%) of 16 strains were eradicated.

4) Concerning side effects, stomatitis was seen in one patient, but it was mild and transient. No
abnormal laboratory findings were observed.



