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Fig. 1 Structure of cefotiam hexetil
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Table 1 Serum levels of cefotiam after a single oral administration of cefotiam hexetil 200 mg

(potency)
Volunteer Concentration (ug/ml)
B.W.| Age
code 0.5h 1h 1.5h 2h 4h 6h 8h
A 58kg| 28 0.1 0.6 1.1 2.2 0.6 — -
B 80 kg| 26 0.8 3.1 4.3 2.8 0.4 0.2 —
C 66 kg| 28 — 0.5 1.7 2.7 1.0 0.2 —
D 55 kg| 25 — 0.2 1.6 3.1 0.7 0.2 -
E 63kg| 27 0.6 1.8 3.2 2.5 0.6 — —
Mean+SD 0.3+0.37 |1.24+1.21{2.10+1.33|2.66+0.34 [ 0.66+0.22 [ 0.12+0.11 | —
Healthy volunteer (n=5)
ug/ml Method : A'ger.—well {net!u')d
5 Healthy volunteer(n=5) pg/ml Test organism : P. mirabilis ATCC 21100
Method : Agar—well method
45 Test organism: P. mirabilis ATCC 21100
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Fig.2 Serum average level of cefotiam (Mean 304 331 BT 30
+SE) after a single oral administration 20
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KB5Sk, B EMEREN A T 100 mg/El, B Fig.3 Urinary excretion of cefotiam after a

#%3m, 3EMEEA L L, EHEERBRBREETIE,
200 mg/[El, &% 3@, Sor 7 BHEIMRE L/, BR
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1. EpEeyRRst

S5HDBRBHIABFERECEAF 200mg 285
L7:B2D CTM DI+ i#E % Table 1 8 & U Fig. 2
WRLZ, BROTEEIRSZ 2FMBEICED S
h, F72.66+0.34 ug/ml TH Y, ZDHREEL T
6 BSRIE 12 P49 0.1240.11 ug/ml & B >TV 5,
CTM DRFIBE B & URBEIYLEK I Table 2, Fig.
JWRLEH, RERFEBEIRZ 2~4BHCED S
, ¥7225.1+107.4 ug/ml THH, 8BFHEE TIiZ
B I%MERFUCEIR E N, TRODEEE D LI,

single oral administration of cefotiam
hexetil 200 mg (potency)

Pharmacokinetic parameters % & 3 % &, Table
30 & 2w HEHIZ, F0.67 KR, AUC K, F
$16.78 ug*hr/ml TH -7z,
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Table 4 \WEFIO—E %R L7ess, 4 HloThvE
$HTH D RESEREIL 100%Th - 72, MEFH
%%1% Table 5D & 312, Escherichia coli ® 3%
Y, P. mirabilis 10T ~To5k L, BELE
it, 10%Th-iz, HESHIz 4O MICK, E
coli 3R 1 HEM=0.1, 2H»30.2 pg/ml, %7,
P. mirabilis ® 1#55<0.1 yg/ml &, ¥ <OIR
ZHERL TV,
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Table 2 Urinary levels and recovery rates of cefotiam after a single oral administration of

cefotiam hexetil 200 mg (potency)

Volunteer Time (hours) 0-2 2-4 4-6 6-8 total
code
Volume (ml) 90 130 100 90 410
A Concentration (xg/ml) 206.0 225.0 38.0 9.9 —
Recovery rate (%) 9.3 14.6 1.9 0.4 26.2
Volume (ml) 405 305 225 175 1110
B Concentration (uzg/ml) 115.0 67.7 14.5 5.6 —
Recovery rate (%) 23.3 10.3 1.6 0.5 35.7
Volume (ml) 110 130 150 155 545
C Concentration (xg/ml) 170.0 286.0 67.5 12.0 —
Recovery rate (%) 9.4 18.6 5.1 0.9 34.0
Volume (ml) 90 110 75 75 350
D Concentration (uzg/ml) 212.0 354.0 62.9 12.6 —
Recovery rate (%) 9.5 19.5 2.4 0.5 31.9
Volume (ml) 120 170 240 130 660
E Concentration (xzg/ml) 350.0 193.0 19.8 9.9 —
Recovery rate (%) 21.0 16.4 2.4 0.6 40.4
Volume (ml) 163+136 169+79 158+73 125+42 615+301
Mean=SD | Concentration (ug/ml) | 210.6+87.0.| 225.1+107.4 | 40.5%+24.2 | 10.0+2.7 —
Recovery rate (%) 14.5+7.0 15.9%+3.7 2.71.4 0.6+0.2 | 33.7+5.2

Table 3 Pharmacokinetic parameters of cefotiam after a
single oral administration of cefotiam hexetil 200

mg (potency)

Volunteer C max T max T1/2 AUC
code (ug/ml) (hour) (hour) («g*h/ml)

A 1.76 1.93 0.73 4.98

B 3.80 1.29 0.60 8.77

C 2.71 2.10 0.68 6.54

D 3.09 2.02 0.61 5.96

E 2.72 1.47 0.71 7.66
Mean+SD | 2.81+0.74 | 1.76%+0.36 | 0.67+0.06 | 6.78+1.48

i) MM RBRLE

ERDO—E % Table 6 R L 7248, 7 HERSD
3B ED T 8Bz DT UTI ERhERlELHE %
UCTEMHEE 1T o7, Table 7D & 5 BRI
THHRI, EEL4H (50%), K&E1H (12.5
%), RE3F (37.5%) THD, MERICKT 2%
Ri, B3 (37.5%), RE5H] (62.5%),
RABRRIE, Z%h2 6 (25%), BX 1A (12.5
%), HEH5 B (62.5%) T, EMEEEDHOE
BRI 37.5% Th o1, 2B, HEEBEETIC
& 8BV TR Y NEABICBL TV,
MEFRZE% 22 £, Table8 D & 512 Kleb-

stella pneumoniae D 3 ¥k i MIC #50.2 ug/ml &
BEF2RBRUETRL, WTFRLEALTVE D0,
Enterococcus faecalis D 2 £ &1 1 £ i1 MIC 50 pg/
ml, 1% 2100 ug/ml, F 7z, Enterobacter M 1
¥k, Pseudomonas aeruginosa @ 2 ¥Rk & b 12 MIC
22100 ug/ml THH, ThoD5HRIIVTR LT
LT, ZORFR, 2EL L TOMBEHEAER,
37.5%TH o7z,

iii) EWWEMA

AEIDRE #1T o - BMM B & CHEHEME R R
iE 12 B, BWERIX 1BIsRd s zn o7,



1988

DEC.

CHEMOTHERAPY

530

JUNOd [eLIIOEq JO ssI[piesdal,

0 (%001) ¥ 14 [e0l

0 (%001) T 1 Syparue

0 (%001) € € Joo 'y
«P3IsISIog (%) pajedipely | surels jo oN 9je[0S]

SIIISAD pajedl[dwodun 9inde Ul [1}9X3Y WeI0Jad 03 Jsuodsal [ed180[01Ial0eyg G 9[qRL

uonen[ead sIq - iq jusunesn) 1Yy
99131WwwI0d 11 ) 9Y} AQ BLINLD) L[] «« juswijes) alojag s1sAd pajedrdwodun MOy ) () 'Y
- JUS[[ROXY | JUS[[SXY | T°0 | 0I< Siqoa T T € ‘0d €X00T1 onNv d Lg 4
— JUS[[EOXY | JUS[[dXY | T°0 | 0IXT 700 7 T T € ‘0d €Xx001 oNnNv C L2 €
— JUS[[ROXY | JUS(IOXY | Z2°0 [0IX ¥ 705 7 T n € ‘0d € X001 0Ny d Vs 4
— JUS[[RIXY | JUSYROXY | 270 | 01< 700 g T n € ‘0d €X00T 2Ny q Ly T
. Aep) (Aep/ x 3u)
bt uno sa103d! ( 9no .
et d 1N QTN 3Hmed P98 Leunkg | woidwAdg | UoneImQg nod 980Qq sisoudeyq | xag | a8y °N
9pIS ’ ’ jusned
«suonenfeay ++BLINLISOBG jusuleal]

[119X3Y WEeN}0J3d Yiim pajeasy syusnjed [[ () PaIedldwodun jo AIeununs [edwul)) p I[qeL



531

WERABEITO CTM-HE OHERE, KRS

VOL. 36 S-6

uorjeniead s :IQg

2WWOD [ () Y3 AQ BLIIID (1L 4s

JusWieal} I3y

juswiear 310jag ,

AydouayradAy onyeysoud udwag 'H ‘d 'd

S1313SAD pajedrjdwod dwoIy) 1D D D

0S |W0IXb| Sypoaofsg — — ‘Hd'd
— 100, 100 Ll . _
d d 0S |0T<| Symoanfsg T — L od £€X002 N %) | 89 8
— + - ‘Hd'd
— 00 91e19po | —— o -
poon PON| —— | 5= | smomamndsy| 5 — L | od | exo0c | A 55 W|os| 2
007 <|s0IXT| Symoawfy F — 19ppe[q 21a80InaN
— 100, 100 A 0O _
d d 00T | 01< | “Symoanrg ¥ — S Od €Xx002 N 399 N | 81 9
00V < | 0T < | DSowdniond | — — . 19ppe|q d1usBoInaN
— 100 100 i _
d 4 Joor<|01< | mowmmarg | TF | T = § | Od | Ex00e | N 390 Wise S
— [ IUIPIXF | JUS[RIXY | —— - — - L ‘0d | €x00Z | A - Hdd W | SL y
270 | 01< |sDmmowmnsudyy| — + - 330
00¥ < |0T< | Seuadoion'sy F - L 19ppe[q 21us80InaN
— 100, 100 piddi _
d 4 \oov< | 01< | Soussoarg | ¥ — s Od | £x00 | A 220 Wi ¢
— | e | AT | | | —|—| s | od | exoe | A | - HdS  Iw|w|
270 |01x1|oDmmomnaudsy| — F + 300
00¥ < | 0T < | vSOuIBNUID # — . 13ppe|q 21uadoInaN
— 100 100 A % _
d 4 loor< | s01< | mowdmarg | — s Od | £x00z | A R R} W | 8s f
Ae Kep/x 3w
$3109JJ° 1a ILO | JIW [Juno)|  s3103dg elnkg | SWO? :M:mwwa ooy A %w\MQ ) dnoig| (ajnoxy | UOHIPUOD BuiApapup) oclas ‘ON
apis M dunsg | 1N | 1%y SI8Y| Jueneg
. .uorien[eay LeLINLIRORY juswieany sisoudelq

[139X9Y Werjoyad Yiim pajeany sjuanjed [ 1) paredrjdwod jo Alewwns [edUl[) 9 d[qe]



532

CHEMOTHERAPY

DEC. 1988

Table 7 Overall clinical efficacy of cefotiam hexetil in complicated UTI
200 mg X 3/day, 5 or 7-day treatment

Pyuria
Cleared Decreased Unchanged Effect.on‘
Bacteriuria acteriuria
Eliminated 2 1 3 (37.5%)
Decreased %)
Replaced %)
Unchanged 2 2 5 (62.5%)
Effect on 4 (50.0%) 1 (12.5%) 3 (37.5%) Patient total
pyuria 8
Excellent 2 (25.0%)
Overall effectiveness rate
Moderate 1 3/8 (37.5%)
including
Poor ( Faihre” ) 5

Table 8 Bacteriological response to cefotiam hexetil in complicated UTI

Isolate No. of strains | Eradicated (%) Persisted*
E. faecalis 2 0(C 0% 2
K. pneumoiae 3 3 (100%) 0
E. aerogenes 1 0( 0%) 1
P. aeruginosa 2 0( 0%) 2
Total 8 3 (37.5%) 5

* regardless of bacterial count

m. # =

CTM DEHENZ DT, B TIE 1979 £ LIk
ZOMBR TR SN, TRETOE T = LKL
~N E. coli, Klebsiella, P. mirabilis =3t L, Bh
7B %E L, B-lactamase W WIEFM AT T
EREENT VSR, 77, FEMEBRIZE L L TE»
S5THY, REBPEDOKRBIHEL-EHTH2 &
EN, BE, BERAICBIT 2RI TLBOENE
WESN TV 2Y, 56, %S n’: CTM-HE i,
COEHBACTM D4 OV EF Y LEE TR T

MET B Z eI & D HEERINE 2B S EOFT
b3, FEIROKRSE, EO»IBE LRI
n, NEMECEET 2T RTF 7 —¥iI2k 0 IkS
Bah, HEEEERT CTM k3, 40, &
#1200 mg 5% D CTM O mHBE#S, R
it 2 ARET L 723, 5%, 2 BT 2.66 ug/ml OF
BIPBE 2R L2285, Zhid, MERORED i
N, BEFEHTHD, oL 2, ZHEEED level i
WH DD, Tmax »HBV A, MPEEDTS LB
BV A L3R pattern TH D, TOHTIEE
MR DEFREABL 72 RIETH > 72, £72, CTM D
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RO R & BT 5 L BN &S Tid, Cmax

11337 ug/ml £V, RE5% 28T 0.75 ug/
ml, 3BT 0.23 ug/ml & NAREFIC EE NIRRT
BSMTBECETNASK, £/, HANKST
i3, 1593 T 6.47 ug/ml TH D, 1.5 BFREILIZIZ AR
B LREOHEBERL TWL3Y,

FREFEMIC DL TIE, 8 BRI & T 33.7% A3
sh, SR> S ORE L IZIZRAKOBRETSH -
10, E 72, BE, BERICF SN S 60%AT% D EIX
RIZHARZ EEDDHOD, BRRFEELL TR
A3EBMNARTHKSD cover TE 2 ELBbhi, 25
W, EEREOX 7 2 0FD5 bEHREATWL 3
cefaclor (CCL) L B ¥ % &, CCL Tt 250 mg #&
5T Cmax #37.22 yug/ml, T max (& 2.27 BEfET
HhY, CTM-HE # CCL iZttr, 77 LEHRHE
K% MIC #3~4EIZETSNTHBEI LR
ZRyhid, 77 2BMERECH L TRABHTH
2rBEbns, L L, MPFEEREIZ, 0.67 KR
ECCLOLORFME DE®L, £/, T max »8
LB L CCLD 2.27T R L D B Z e, s, K
Alizdz<ey 1HIEBEENLBLEE L 5N,
$ 7z, RPEUEIX, CCL D 65.4% 12X L ThH7z b
B, ZORT, REBIVEBRRICIEL TR, TF
BED—DEEZ bR, Tho6DIZ Ens, KH|
BRMBENDOETIE, RERDOEHNE~NEN %
TTHYDD, BHREEOE» 513, EXROEOL 7
1 LREDEFE B LE 2 5Nz,

BRRED S 5, AMEEMMEBERA T 292
255k, 26, EEMERLENLKETS -7,
nid, RSS2 MIC 2327 0.2 xg/ml B
TEARROTENIBBERL T I LIC K B
niborBonsd, 72, $EIZ 1E 100mg % 1
BIEMS L 72ps, BUEMMEBENATIE ARG
DREBTHRARMENPHETE L L EL ST,
MMM RS R AE TE, BRIEH 37.5% &,
SEKHRE T BT 2 REEHED 62.1% Ik
PRV EORHEL %57 28 BIFERTH
STHAERIS, REED K. pneumoniae D 3BID &4

THY, tOELE, FEIDBEHEIBbhn E
Jaecalis, P. aeruginosa DIEFIHZ o172 & B
bhs, BE, EIBI»SOSEFED MIC 1F,
T 50 ug/ml LLEETHMETH 572,

HEFHIMEE A2 &, K. pneumoniae 13 3§ &
biZ, MIC 750.2 ug/ml & BIFnBEZMETL,
TNTHE LD, E. faecalis D 2 ¥k, Enterobacter
D 14k, P. aeruginosa ® 2 iz b 50 yg/ml
UEEMETHD, TXTHERELE, Z0RH2E
ELTOHERS 37.5% &, EEEHKE? D 70.9
BILERT R VEORER R > T35, 2E%H
BAE? T3, ERAMEEERE Serratia 19.2%,
P. aeruginosa 25.7%, Enterobacter 36.4% & {&\>
XD THBH, E. faecalis 13 75.8% £ 372 D B
KERZT3,

BIERIC DL Tid, FEIRS 12 Flo v Fhic & 58
HoNT, EROBOL 7 x 2K L REICEWERD
YiwEEEBbhir,

UEDHERD»S, KENIHKROEO L7 x 2% &
FRRICEE T, E. coli, Klebsiella, P. mirabilis \Z
LBRBREPEICNL TLVBOEHLAFETE
%Y DD, P aeruginosa iz D 75 LBRMREIC
& DREBPEICR L TIE, BOEMEIIHZETE
T, Llehio CRMEMMREERLES L, 8K
MIREBIED 5 b OBERIN T/ 2 BT RS &
Zzs607,

X [y

1) 50 @&, X & SCE-2174 OHEERAR UK
WEREIC DL T B S BBRLEREYS HED
£%, 230, &M, 1987

2) BER¥—, SFEREX ! SCE-2174 O RBRIARIC

B %, 35 OHRLEREFES BEDSE,

I 232, B&fE, 1987

RBIERK, #f: UTI E2HEE%E (B 3/R),

Chemotherapy 34 . 408~441, 1986

4) HHE & B EWH, HZE G
Ampicillin MEKBE N T 2HENE*F L L1
cefotiam (SCE-963) OMiEFHIRET S & VKR
R DMET, Chemotherapy 27(S-3) : 550~557, 1979
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PHARMACOKINETICS AND
CLINICAL EFFICACY OF CEFOTIAM HEXETIL

MANABU OKANO, MASARU GOBARA
HIRONOBU AKINO, YUKISHIGE ISOMATSU
KoJj1 MURANAKA, YUSUKE KANIMOTO
Yasuo SHIMIZU and YUKIMICHI KAwWADA
Department of Urology, Fukui Medical School,
23 Shimoaizuki, Matsuoka-cho, Yoshida-gun, Fukui 910-11, Japan

We studied the pharmacokinetics, clinical efficacy and safety of cefotiam hexetil (CTM-HE), a new
oral cephem antibiotic, in urinary tract infections.

First, serum and urinary levels of cefotiam after a single oral administration of 200 mg of CTM-HE
were determined in 5 healthy volunteers. A maximum serum level of 2.66ug/ml was achieved 2 hours
after administration and the average serum half-life was 0.67 hours. The average urinary recovery
rate was 33.7% within 8 hours.

Next, 4 patients with acute uncomplicated and 8 with chronic complicated cystitis were treated.
Excellent clinical response was obtained in all 4 patients with acute uncomplicated cystitis treated
with 300 mg per day of CTM-HE for 3 days. Of the 8 patients with chronic complicated cystitis treated
with 600 mg per day of CTM-HE for 5 to 7 days, excellent or moderate response was obtained in 3.

No clinical adverse reactions were observed in any of the 12 patients treated.

From the results obtained in this study, we conclude that CTM-HE is as well tolerated as other oral
cephems and effective in the treatment of mild or moderate urinary tract infections.



