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AT, EREOS L CBRKRNBET EMZ 2 BEEE
720 I 2T, BEAARMERISAR I B 1 2 ZEERLENEE
HEEO R EDORER L LT, RIL-HEitt 5 & O F S0ER
EHEREANBITEE CET 2R S YICEBRE AR
BRIRRE T AEREA TR, B 55K
@SN DT, FOBEBEICODOLTHRET 5,

I. CTM-HE & CCL (Mg =i, RpHkitt DL

AE) L fhFl O —EEMILKEBRFABE LTI LD
720, B Y LT, cefaclor (LLF CCL) A%:E3R
247, F DAk b, KL CCL D
FENICB B BIEERET T 5 2 L & L. SMEI,
it S A oD I TP S R LRI HEIC DU THRES & INZ 72,

1. AEHE

(n *f E

#WEsE 1L Table 1 ISRL7ZEERABEF 6B TE
#13 18~25 5%, 1AE X 59~72 kg, &KX 157~181
cm IZML Tz, #HEEE T LARMBIOA 7 U —
Z I TAFTRE LI AL LOIREL, &
BRI RO B, WA, FREAR, PREXTE,
Rl EZDOTHRARURBARIT OB EKERE
THEHHEMZSIML TH S -7z volunteers TH %,

(2) FREXB L UVKRERE

BRI %#| i, CTM-HE T 200 mg § % 1 3%,
CCLTik250mg# 7% 1A 7T rABuiz, &
SEHEIHICERKZRS E L, 685 3&FTOo0D2
BT, LABRBVTEEAOHE S B2 cross
over ABR & U7z, #ERE IXFABRATH B L W EH) 58
3, YREIFA—DRELZT/EL 72, HBRYAOKRE
BHEBIUAYY2— VI3 FiglZRTED TH
3, ERO®/RSEIE—DHBEBRI®KLL,
BEBES B HBERETL 2,

(3) HBENBEEIE

mEFEERE HiE ik, CTM TId, Proteus
mirabilis ATCC21100 i REBETEH7H—7
NMEERBOLTITY, BESRKICIZ, AL ER
L7z, &7z, CCL TIX, Micrococcus luteus ATCC
94l #REFE L T 5 R—1—FT 4 A7ETHEL
12. BHEFFIRICIZAMEE 2FER L7,

FRepEMBERIE HEix, CTMTIZ P mir
abilis ATCC 21100 2RREE LT A7 A —7V z)Vik
ZHAOVTITY, BESFFIICIE, pH 7.0 Phosphate
buffer Z{EH L 72, CCL TixM. luteus ATCC 9341
EREELT27 A= 2 VETHE L, EER

Table 1 Subjects in phase I studies on
cefotiam hexetil and cefaclor

Age Weight | Height
No. | Name | Sex (years) (kg) (cm)
1 Y.S. M 19 63 157
2 S.S. M 19 62 168
3 S.M. M 18 59 157
4 | N.N. M 25 65 181
5 | T.I. M 23 72 175
6 I.T. M 23 64 173
ooz 1 1Y, 2 3 4 6 8(h)
] | | | | 1 | | J
Drug
|
Blood sampling v v v v ¥ v v v v
Urine sampling J
With food © (]
Breakfast Lunch
Fig. 1 Sampling intervals of blood and urine in phase I studies on cefotiam

hexetil and cefaclor
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Table 2 Plasma levels of cefotiam after single oral administration of
cefotiam hexetil 200 mg in healthy volunteers

No. | Age Weight | Height Plasma level (zg/ml)
(kg) | (em) |o5 | 1 |15 2 | 3| 4 | 6 | 8h

1 19 63 175 1.2 | 3.3 4 1.9 0.6 0.3 — -
2 19 62 168 0.5 |4.1 |2.7 |1.8 |0.7 [0.4 [0.1 -
3 18 59 157 0.7 2.5 (2.5 (1.6 |0.7 [0.3 — —
4 25 65 181 1.5 3.9 (2.7 |1.6 |0.6 [0.2 - -
23 72 175 1.1 4.2 |3.3 (2.0 0.8 |0.3 - —
6 23 64 173 0.3 (1.7 |2.5 |1.9 [0.8 |0.3 — —
Mean | 21.2 64.2 171.5 1 0.88)3.28|2.85(1.80{0.70|0.300.02 —

— . Not detected

Table 3 Plasma levels of cefaclor after single oral administration of
cefaclor 250 mg in healthy volunteers

No. | Age Weight | Height Plasma level (xg/ml)
(kg) | (em) Vo5 1 (1.5 2 | 3 | 4 | 6 | 8h
1 19 63 175 — 4.9 |9.0 | 7.5 [4.7 |2.2 — —
2 19 62 168 — |6.6 |9.2 |7.1 |3.9 |1.7 — —
3 18 59 157 — |1.5 (9.2 |7.6 {3.7 |1.9 — —
4 25 65 181 — 4.7 |7.6 |5.3 (2.8 |[1.6 — —
5 23 72 175 — 9.6 [6.1 [4.5 (2.5 |1.2 — —
6 23 64 173 — 4.0 {7.6 [6.3 [2.5 [1.2 — —
Mean | 21.2 64.2 171.5 — |5.22(8.1216.38|3.35|1.63| — —

— . Not detected

fR#Z i3 pH 6.0 Phosphate buffer A L 7z,

2. & B K #

1) I % & 8 E

MEFBEDORAIERERIZ Table 2, 3, Fig. 2~4 12
m~Li:BYTH B,

CTM-HE 200 mg £ # R 1 @RS L - 54
DM@ I: Table2, Fig. 2 iCRL7zEB D T,
BWBRE 6 QO —7EEVTHRY 1.5 BRI
BEsnhTsn, 6EBMBCI1IALKRIAZRA
UFrieote, BIERS I EOFEL2 A5 L 18
MoEsBEERL, E— 27 BEE3.28 ug/ml T
Hotz, FFHIZ 6 TH 72,

CCL 250 mg # &% 2 1 B k5 L 2B &0 Mgt

%3 Table3, Fig. 3ICRL7:EBD T, SHEE
6HOE—7EIZVThS 1. 5BHUNCEES N
TED, 6REERCITAERAUTE 257, HIE
BEZLOVHEErAS L 1.5BEOEIRSET
L, E— 7 8EIL8.12 ug/ml TH - 7z, FHAIE 51
DTHo12,

(2) FRePHEM

6 %3 DD cross over TREBBZESHORPIBE
HERHER B L URBRPEUE DAL Table 4~
6, Fig.5, 6 [T RL7:EBNTHB, MER L b, R
TEBEIEAL bRIO 2 EMMSE <, CTM-HE
BE5TIE 0 ~2 BRRA ¥ 310.2 ug/ml, 2~ 4
BFRAR A3 ¥4 159.8 ug/ml, CCL Tiz 0 ~ 2 BERIR
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Fig. 2 Plasma concentration of cefotiam after single oral administration of
cefotiam hexetil 200 mg in healthy volunteers
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Fig. 3 Plasma concentration of cefaclor after single oral administration of
cefaclor 250 mg in healthy volunteers
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Fig. 4 Plasma concentration of cefotiam
and cefaclor after single oral ad-
ministration of cefotiam hexetil 200
mg or cefaclor 250 mg in healthy
volunteers
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Table4 Urinary excretion of cefotiam after single oral administration of cefotiam hexetil
200 mg in healthy volunteers

No. Item 0~2 2~4 4~6 6~8 0~8(h)
Concentration in urine (xg/ml) 264.0 | 149.0 14.5 8.1
1 Amount of urine(ml) 240 120 260 120
Amount of drug excreted(mg) 63.4 17.9 3.8 1.0 | 86.1(43.1%)
Concentration in urine (xg/ml) 387.0 | 153.0 | 27.1 2.5
2 Amount of urine(ml) 145 110 125 405
Amount of drug excreted (mg) 56.1 16.8 3.4 1.0 | 77.3(38.7%)
Concentration in urine (zg/ml) 275.0 | 133.0 15.4 3.1
3 Amount of urine(ml) 155 155 215 305
Amount of drug excreted (mg) 42.6 | 20.6 3.3 0.9 | 67.4(33.7%)
Concentration in urine (zg/ml) 326.5 84.7 15.2 5.3
4 Amount of urine(ml) 210 210 185 150
Amount of drug excreted (mg) 68.6 17.8 2.8 0.8 90.0(45.0%)
Concentration in urine (zg/ml) 222.5 | 170.0 18.7 6.9
5 Amount of urine (ml) 265 155 235 175
Amount of drug excreted (mg) 59.0 26.4 4.4 1.2 91.0(45.5%)
Concentration in urine (zg/ml) 386.0 | 269.0 23.2 4.6
6 Amount of urine(ml) 105 115 140 170
Amount of drug excreted (mg) 40.5 | 30.9 3.2 0.8 75.4(37.7%)
Concentration in urine (uzg/ml) 310.2 | 159.8 19.0 5.1
Mean| Amount of urine(ml) 186.7 | 144.2 | 193.3 | 220.8
Amount of drug excreted (mg) 55.0 | 21.7 3.5 1.0 | 81.2(40.6%)

Table5 Urinary excretion of cefaclor after single oral administration of cefaclor 250 mg
in healthy volunteers

No. Item 0~2 2~4 4~6 6~8 0~8(h)

Concentration in urine (zg/ml) 1140.0 1160.0 |122.0 25.5

1 Amount of urine(ml) 75 70 82 50
Amount of drug excreted (mg) 85.5 | 81.2 10.0 1.3 [178.0(71.2%)
Concentration in urine (xg/ml) 594.0 | 644.0 66.0 5.6

2 Amount of urine(ml) 145 100 90 50
Amount of drug excreted (mg) 86.1 64.4 5.9 0.3 [156.7(62.7%)
Concentration in urine (zg/ml) 728.0 | 666.0 53.0 2.1

3 Amount of urine(ml) 135 105 205 380 )
Amount of drug excreted (mg) 98.3 69.9 10.9 0.8 [179.9(72.0%)
Concentration in urine (zg/ml) 746.0 | 362.0 47.5 10.2

4 Amount of urine(ml) 130 155 195 85
Amount of drug excreted(mg) 97.0 | 56.1 9.3 0.9 [163.3(65.3%)
Concentration in urine (xzg/ml) 611.0 |239.0 13.9 5.

5 Amount of urine(ml) 155 165 470 160
Amount of drug excreted (mg) 94.7 | 39.4 6.5 0.8 [141.4(56.6%)
Concentration in urine (zg/ml) 997.0 |720.0 31.6 1.0

6 Amount of urine(ml) 95 85 180 345
Amount of drug excreted (mg) 9.7 | 61.2 | 5.7 | 0.3 [161.9(64.8%)
Concentration in urine (gzg/ml) 802.7 |631.8 55.7 8.3

Mean| Amount of urine(ml) 122.5 |113.3 [203.7 |178.3

Amount of drug excreted(mg) 92.7 62.0 8.1 0.7 [163.5(65.4%)
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Table 6 Urinary excretion of cefotiam and cefaclor after single oral administration of

cefotiam hexetil 200 mg or cefaclor 250 mg in healthy volunteers

Drug Item Sample ?u%r?ekg; of vMa?l?: S.D. S.E. | Maximum | Minimum
0~2h 6 310.2 67.8 27.7 387.0 222.5
Concentration 2~4h 6 159.8 | 60.9 24.9 269.0 84.7
in urine
_ (ug/ml) 4~6h 6 19.0 | 5.1 | 2.1 27.1 14.5
Cefotiam 6~8h 6 5.1 2.2 | 0.9 8.1 2.5
hexetil
200 mg 0~2h 6 27.5 5.6 2.3 34.3 20.3
Accumulated 2~4h 6 38.4 | 4.5 1.9 43.2 31.6
excretion rate
(%) 4~6h 6 40.1| 4.6 1.9 44.9 33.3
6~8h 6 40.6 4.6 1.9 45.5 33.7
0~2h 6 802.7 | 219.4 89.6 1140.0 594.0
Concentration 2~4h 6 631.8 | 321.0 | 131.0 | 1160.0 239.0
in urine
(ug/ml) 4~6h 6 55.7 37.2 15.2 122.0 13.9
Cefaclor 6~8h 6 8.3 9.0 3.7 25.5 1.0
250 mg 0~2h 6 37.1 2.2 0.9 39.3 34.2
Accumulated 2~4h 6 61.9 | 5.0 2.0 67.3 53.7
excretion rate
(%) 4~6h 6 65.1 5.6 2.3 71.6 56.3
6~8h 6 65.4 5.7 2.3 71.9 56.6
pg/ml %
2000 100
1800 90
1600 80
g 1400 70
% 1200 60
3 c
£ 1000 10.6% 50 5
g =
Z 800 40
E 00 30
400 310.2ug/ml 20
200 159.8g/ml 10
19.04g/ml 5.1ug/ml
0—2 2—4 1—6 6—8h
Fig. 5 Urinary excretion of cefotiam after

single oral

administration of

cefotiam hexetil 200 mg in healthy
volunteers
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Concentration of cefotiam
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1600 80
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20 g
0o 55.7¢g/ml | 10
3ug
— 8.3p1g/ml I
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Fig. 6 Urinary excretion of cefaclor after
single oral administration of cefa-
clor 250 mg in healthy volunteers
L] L]
- L]
L] L[]
[ 1]
L[] L[] L[]
1 rY & & 1 1 & A
1 2 3 4 5 6 7 8h

Fig. 7 Tissue concentration of cefotiam in mucous mem-
brane of maxillary sinus after single oral admi-

nistration of cefotiam hexetil 200 mg
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Table 7 Tissue concentration of cefotiam in mucous membrane of maxillary sinus
after single oral administration of cefotiam hexetil 100 mg or 200 mg

Concentration of cefotiam

Name Sex Age Dose (mg) Time (b (1227:1?) ;I:ZS;S T/P(%)

S.S. M 59 200 1.0 0.3 0.1 33.3

H.T. M 59 100 1.3 0 0

S.1I1. F 62 200 1.5 2.1 0.5 23.8

K.N. M 17 200 1.5 0.8 0.3 37.5
ﬂC.Y. F 30 200 1.5 0.9 0.3 33.3

H.I. M 59 200 1.5 1.9 0.7 36.8

T.U. M 16 200 2.0 0.8 0.5 62.5

E.K. M 32 200 2.0 0.2 0

K.N. M 17 200 2.0 0.7 0.1 14.

A A, M 16 200 2.0 1.6 0.6 37.5

E.N. F 41 200 2.5 0 0.2

M. S. F 17 200 3.0 1.2 0

Y.U. M 15 200 3.3 0.4 0.1 25.0

N.S. F 56 100 3.3 0.5 0

H.N. M 14 200 4.0 0.7 0

[.F. F 37 200 5.0 0.9 0.7 77.8

N.S. F 56 100 5.0 0.5 0.3 60.0

Y.E. F 21 100 5.0 0 0.2

M. K. F 28 200 6.5 0.6 0.2 33.3

H.S. M 51 200 7.0 0 0

) 802.7 ug/ml, 2 ~ 4 BERIER A5 631.8 wg/ml
ThHo12, DKk, RPBEIIZFEIED LI,

6~ 8BFFIR THLREARE T H - 72, BRRAEL
RrH 2y, CTM-HE T3, &51% 28 £ T2
BREBDH28%, %54 4B £ TI2H 38BEE
OENELER LI, £7:, SEBME CURSED
0% EREHRDICEY S 7z, CCL T, 5% 2
B g CIKREROH3IT®, BE5%4FME T
#162%DEMNEERLT:, £, 8HEE CIRE
B 65%EEMNRFICER SN, ZDRER, CCL
DOFMRFFEMASERLHTH B Z EMNRE NI,

II. CTM-HE 8RBT RE 1M T 2R
B RGEEURRE C AR 2 ERT 20 heh,

BHEHICEELRAFELT, HENBTRENSD
F oz, BELWEGERHEEOAS B S H#K
ENTWB, tOBERICHET 3 &, EFBT
HHEHNREE L Sbh T3, 56, AFOEISME
FEAOBITEREARE LI:OTHRET 5,

1.8 & 5 &

(1) x¢t e

i, BEREKFE RN B R E SERRHC
T, BHEIBEAOBHOL L ICFHEZ T 206
DIMEIETH 2 ., F8i1X 14 05 62 & T, Bt 118,
% IBITH B,

(2 HRAEFBIUHE

{ F3 T #13 CTM-HE 100 mg % 7- 3 200 mg &
THERE TITo 7, &5 HEFRSBRARNICY
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1 .

0.5
0 L N L ,

0 1 2 3 5 6 7h

Fig. 8 Tissue and plasma levels of cefotiam after
single oral administration of cefotiam

hexetil 200 mg

BOKE—RIROKRE L, BIBEHMBEAN~ORIT
BEXREL

(3) HBMBEHIEHE

BIEHEIL, P oretigeri 9250 2R EHE T B 7
A=z VER B TTY, BESRKCE, pH
7.0 Phosphate buffer Z{#8 L 7z,

2.8 B K &

100mg 5Tk, 2HRAERARUTTH-1:
», i 2 B THRS 5 BFfE#IC 0.2~0.3 ug/g D
BABITIBESTED 512, % 72, A% 200 mg % 16
Pl 5 L CRBRBIEL 720 4 BLZRIERALUT T
Holah, Mo 12 FITHES 1 ~6.5 BRI 0.1~
0.7 ug/g DRBABITBE LR & iz (Table 7,
Fig. 7). 200 mg & 5HIcDVT I ar—v 3>
KESOWTRETT 2 L, Fig 8D :<, 2O —7
BEfEI 2.7 BRI T, BATIBREIZ 0.6 ug/g TH T2,
MERPEEIEERADZ L LB L TEWLLS,
RFTRE: B & UTRTIREES B L Tw 3 e E 1o
3,

III. CTM-HE E&pR#%:t

AE DB LSRGRHRESIC N T 5 BERIGH %
F=7Y b IATATRATHBONEFEIIOVT

BET 2,
I.&A B 7 &
1 >t ES

Bf6l1ET7TB»oBM62E2 Ao, BRE

REFEZEHBERRE SRR B L 0% ORERR
%P L1 BESAGERE 32 Bl & MR & L izt
ROFHSHIILT» 582 T, BHE1461, ZH18
BITHs, BREEOAFRIZ, BUPER 446, B4
FEL2H, BETELAARMEEEES G, SME2
RE 4 B, 1@MBIBRRER 16, BHIIBERSME
BIE 3G, ZHRKKL 46, EUHRKAAMEESE
4 B, IRMEEEAR 2 BB L U2 DM BRESE IHITH
% (Table 8), EEEIZ, HE 46, PHE 254,
BE3FITHL,

(2 EAERB L UKRERE

#EFA%EAIZ CTM-HE 100 mg $£ 2R L, —@ 1
SEE2E»BERR—A3IEKZS L, —H 300
mg BSEFIE 16 B, —B 600 mg $&5ERF A5 16 1
Thote, REABEIREIB»SRREITHT, 7
B SEFI LR % L7 (Table 8),
BIRHIEIIERIE B L CHEEHRE TITL,
RIRIC I NS ICBIEAZE 2R L T, AFIOBRM
DWW T HRETL /o, BRRZIR 13 BEER P BT
R o BEMICHEL ., MIBEFHNMRIELED
HERICDOWTHRE L, &7, BARK OV TIRE
KRR, MEENMES L VEEROEEY & K
L CTHRERITHIEL 72,

2. A B KR #E

BRPKBAR X Table 9 1R D, 32 Fth 12 F»s
Z%, 10 Bl EZh, 3B ER, 7HNERT,
EM+EHHNE 2B 22 BT 68.8%DEME %
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CHEMOTHERAPY

DEC. 1988

Table 9 Clinical efficacy of cefotiam hexetil

Diagnosis No. of cases | Excellent | Good Fair Poor Efﬁc?% rate
Acute 4 2 1 1 3/4 (75.0)
8
B | Chronic 2 2 0/2 (0)
S
-2 | Chronic
'8 (acute exacerbation) ° 1 1 3 1/5 (20.0)
Subtotal 11 2 2 1 6 4/11(36.4)
Acute 4 1 3 4/4 (100)
£ | Chronic 1 1 1/1 (100)
w
3
s} .
= Chronic
@ (acute exacerbation) 3 2 1 2/3 (66.7)
Subtotal 8 3 4 1 7/8 (87.5)
Acute 4 3 1 4/4 (100)
]
= Chronic
g (acute exacerbation) 4 z 1 1 3/4 (75.0)
=
Subtotal 8 5 2 1 7/8 (87.5)
Laryngo-pharyngitis 2 1 1 1/2 (50.0)
Other otorhinolaryngological
infections 3 1 2 3/3 (100)
Total (%) 32 (100) 12(37.5) | 10(31.3) | 3(9.4) 7(21.9) | 22/32(68.8)

R, RRAESEL, SUPERK 5%, SHE
B 100%, EHEIBERIMEEEE 66.7%, R
Pk 87.5%, € DRLDREHRIE 100% & AR 4F 72
BRo/oNT, LHL, BEEAS L BEHE
RBMEBE T3 50% 8 £ UF20% L ELWEHERT
by, BUEDPEATR2HL bEHTH 72, &5
EAHBERZBICOVTRET 2L, —A300mg B
FU600mg 5B L b2 68.8%DEIE % T
L, MBCERAD s h o T, HEERRIKEKRR
R Table 10 X RT@Y ThH3, Gram(+)BET
&, 16 Bh 12§, 5% DH#E T H > 72, Gram (—)
BT, 116l 76, 63.6%DBERLE T LIz, %
LT, BHEEICD TR T 2 &, Steptococcus
pneumoniae, Haemophilus influenzae, Enterobacter
spp., coagulase negative staphylococci 7 ¥ T&\»

BHENEB SN, MEFHMRERFT 2L, H
% 72%, B 8%, BRN 8%, FE12%T, HE
ERRES DR IHEARIL 80% TH o, HHER
Bl # S+ 3 &, Staphylococcus aureus, Stre-
ptococcus pyogenes, S. pneumoniae, H. influenzae,

Enterobacter spp. DEE TI3100% DHKEHED
iz (Table11), £ 32 #id, BIfEAMBFERLL
ERE—FlbRED SN otz 1275, —BIDAEF
BEIES, GOT 8 & U GPT LR DEFREMEDOR
ENBEBAND, BUXRELDTEHE»oT,

Iv. # -

RUEFRED & &7 BEOBRIE DRI, TR
D77 LBHEE KIS & & 1R 5, REL
WHE, 77 ARMECRIMEORESBRICRE
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Table 10 Clinical efficacy of cefotiam hexetil classified by isolated organisms

Isolated organism No. of cases | Excellent Good Fair Poor Efﬁc?oc/oy) L
S. aureus 4 2 2 2/4 (50.0)
CNS* 4 2 1 1 3/4 (75.0)
S. pneumoniae 4 3 1 4/4 (100)
G(+)
S. pyogenes 3 1 1 1 2/3 (66.7)
Streptococcus sp. 1 1 1/1 (100)
Subtotal 16 8 4 1 3 12/16(75.0)
é H. influenzae 1 1 1/1 (100)
«g Citrobacter sp. 1 1 1/1 (100)
é K. oxytoca 1 1 0/1 (0)
5
) Enterobacter sp. 2 2 2/2 (100)
6= S. marcescens 1 1 1/1 (100)
Pseudomonas sp. 4 1 3 1/4 (25.0)
Other 1 1 1/1 (100)
Subtotal 11 3 4 1 3 7/11(63.6)
Mixed infection 2 1 1 0/2 (0)
Unidentified 3 1 2 3/3 (100)
Total (%) 32 (100) 12(37.5) | 10(31.3) 3(9.4) 7(21.9) | 22/32(68.8)

*  Coagulase negative staphylococci

Hoh, IhobRAEE LT, HEEREEDZ
DEEERTFIVEML 205200 ERETH
3, BEWBGRBPEICE W TYH, MFE, 774K
HRBEOMEERSBWER BRI N TS, LT
BoT, Ihes T LRUEE L H/N—T 5 LEH
MEART MV AEBET2ERIOBENEEN, &Kl
DIEFREDORH L 2> T 5,

ERDEREEZROFCK>TELTRD &,
first choice TEIRE N B FEHI L L T, "= Y~
R w704 RERBLIUCCLTRREINLS &
71 hRTHY, BETIR, ¥/ o0 RmERNER
EigoTnd, ¥/ arRERTZONETHO
EE 2 # T 505, Bll, BIFER D AnEE X 1,
RO LU AMERT A AEMSHTE L, £, R
vy vRPvrzuiA4 FREIMEBEABELD, 75
LEMEREE: TFRHERRI VW EEZ NS,
71 h%TR, MEHEET 20, RE, F4it
Rz TEHFICREREEINTL Y, BORFIIE
HEIC R T Z OBFEIENR T, EFFIICE T

ZENLTEATLI AN TEY, BEAREERI
PR L THFDERNEEIREIRNELDHD
2, &8, BAMEB L CTM i3, REL7 = 4
RIEHF E LT, SEROBPECH L TLEIAY
5N, ZOBERHIRIRMOBELL>TWL52Y,
CTM OFIEARZ PV EREROEO € 7 = L&IT
BENERE LS/ h» o7 H. influenzae, Entero-
bacter, Citrobacter, Indole B&TE proteus % THiK
ANERHTHY, HLERBERIRBBEEICH L T
EECEMSERELEEZ S,

SE, A L ME L O - ESHRILEKERRR % 1T
WEHich, MBEEEL LT, BEEGERHEERPE
WERERT CCLYPEIRE NIz /2, KRB
%irbH, KEIE CCL OERBEMIC BT 5 BRE 2 5T
TELEND-T, 20D, MEROMETBE
ERRFEEMIC D W TRET R INZ 7243, WEOMEES
BEOLE I Fig. 4 1R T Z & <, Tmax i CTM-
HE Tix1.1h, CCL T3 1.4h THIZED A PR
B, #L T, Cmax Tid, CTM-HE 2
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Table 11 Bacteriological efficacy of cefotiam hexetil classified by isolated organisms

Isolated organism No. of cases | Eradicated | Decreased | Replaced | Persisted Errzctjei:c(%/tui;)n
S. aureus 3 3 3/3 (100)
CNS* 4 2 1 1 3/4 (75.0)
S. preumoniae 4 4 4/4 (100)
G(+)
S. pyogenes 2 2 2/2 (100)
B Streptococcus sp. 1 1 1/1 (100)
2 Subtotal 14 12 1 1 13/14(92.9)
,% H. influenzae 1 1 1/1 (100)
. K. oxytoca 1 1 1/1 (100)
@ Enterobacter sp. 2 1 1 2/2 (100)
G (=) | S. marcescens 1 1 1/1 (100)
Pseudomonas sp. 4 1 3 1/4 (25.0)
Other 1 1 1/1 (100)
Subtotal 10 6 1 3 7/10 (70.0)
Mixed infection 1 1 0/1 (0)
Total (%) 25 (100) 18(72.0) 2(8.0) 2(8.0) 3(12.0) 20/25(80.0)

* : Coagulase negative staphylococci

3.31 ug/ml T %L T CCL 1% 7.97 ug/ml & #9 2 &
DEEERLI Z0SDEIAEDHRE £ HEXRT,
CTM-HE Tiz® &<, CCL TIHIZIZEZFDE%.
RLTWBY, Lol, ZAsDMmETEEESE
BIRBEESESRBAE TR S N 2 BB I L THE
NERTEES LD THD, WEHRIOLERERD
B L CGELEEZOND, £, RPBER
ERBELLBBRN ST 2 &, S TORBRPEIX
(3, CTM-HE #5#7 40% 2%+ L T, CCL 137 65%
DOEWNEEFEDH T B, Lichi> T, ROFEREL,
CCL DHDROB->T B R B,

B RRBRUBMEIC AR 2ERT22H20, 7
BALHCEELZRFE LT, HBNBITEEYD
Feonz, BEEREEHEROKIMEBHIH, & ER
ENTwaicd, oESICLEET 2 &, EEBT
BHEPIEHE L EbNL T3, @E, bhtbhidE
S CTM ICB 3 Bl SFEREADBITEBE BT
R EIT-2% ZOHER, 0.5g®8512C, &5
%30 5T5.4ug/g DBITRELXRD, 1 g5
T, 20~30 %12 12.9~20.7 ug/g DIHEBAEE %
B LT, SEBoNHERE, BEORR % HHEK

T2L, K1/10 DBITRELRLTORL, L
L, MEEFEELRLEIVN/I0TH S0, BITH
WKOWTIHIZIZEROBREV X 5, ORI,
BlappRrTEERESNIBEETDH 2 H
influenzae, P. mirabilis\2x U CEFIHSHE N %%
By 2L ERxBELZIZHLLTVEY, L
5T, INSBBORBRPECH L TdENEK
BHEDEARFL > 5 Z L B L T3,

KR OERBIC OV TR T % &, 32 flFES
12 %, B%1 10 Bl % R, 68.8% DEMESEDH 1
fro 12, EBICKRHT S L, ABHORE,
bW 3 —iRE i B SRR EUREYE 2 75% L ED
BHESB SN, TORR, KOCHERETELE
FleEzonsd, Lol, BHER, BCEEPE
RICEBREIBDO SN TSBROFBELEbhd, £
LT, MEPORITICBLTYH, HIEARS MV E
TTEECH L CRENERIEL, BULHARE
R EMHEEL T,

UED#HSRH» S, CTM-HE ik B SFEGRBEE
KHRLT, BOTERRER L Ebh, BCEOL
BB AR P EROBEroEL L, BE&
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RPEWE L L THEBR TR OICEFTE 2EH
r#zo0 5%,

w

2 £ x &

1) #H &, =#E & :SCE-2174 OHBEEA KUK 4)
MENEEIZ DT, 5 35 M H AR LR EE SR EHEE
Ph8%, (ERE 230, BEME, 1987

2) EBEEE, i (51 &) : Cefotiam DILIBMEFE X IZ
14 2 EhFHE— Cefazolin & @ ELE AT BB AER—, 5)

HE 26 (f5) : 451~468, 1983

HH O, EREE, RS, BHBER, FRE=,
Kl B HEAWEWBREHREE N T 2
Cefotiam O ERERY, EERAIRAZFE, Jpn. J. Antibiot.
36 (10) : 2742~2749, 1983

BipEE, (20 fERR) | BHLBEFREAS L 018
MM E R SMEEEICHT 5 S6472 (£ 7 7
7 O LRERERIA]D) L7 7 7 O LEEREIOEY
e, B2 LEER 31 (5) £ 993~1011, 1985
AR, (UEEH, EAEEE . Cefaclor DERRE
—Fg54E%, Chemotherapy 27(S-7) : 158~173, 1979

CEFOTIAM HEXETIL IN THE FIELD OF OTORHINOLARYNGOLOGY

Suiceru Furuta, HirosHr Tsurumaru, Kozo Fukami and Masaru OHYAMA
Department of Otolaryngology, Faculty of Medicine,

Kagoshima University, 1208-1 Usuki-cho, Kagoshima 890, Japan

Hirorumr MATSUYAMA

Department of Otolaryngology, Satsuma Medical Associ

Hiromr YaNo

ation Hospital, Satsuma—gun, Kagoshima

Department of Otolaryngology, Miyakonojo National Hospital, Miyakonojo

MoTtoko Kono

Department of Otolaryngology, Sou Medical Associ

Ixuo OuNO

ation Hospital, Sou—gun, Kagoshima

Department of Otolaryngology, Kagoshima Prefectural Ohshima Hospital, Naze

We performed laboratory and clinical studies on cefotiam hexetil (CTM-HE), a new cephem
antibiotic in the field of otolaryngology, and the results were as follows:
Absorption and excretion: CTM-HE and cefaclor were administered to 6 healthy adults by the

—cross over method at a dose 200 mg (CTM-HE) or 250
The antibiotic activity of both drugs was similar judging

mg (cefaclor) 30 minutes after breakfast.
from the plasma concentration. The tissue

concentration of maxillary sinus was measured in 19 patients with chronic sinusitis at different times
after administration of 100 mg or 200 mg of CTM-HE. The tissue concentration was observed between
1 hour and 6.5 hours after administration : 0.2 ~ 0.3 xg/g with 100 mg and 0.1 ~ 0.7 zg/g with 200 mg.

Clinical results : CTM-HE was administered to 32 patients with otolaryngological infections. The

overall clinical response was excellent in 12, good in 10, f
68.8%. No side effects were observed.
We conclude that CTM-HE is a highly effective antibi

air in 3 and poor in 7 ; the efficacy rate was

otic for otolaryngological infections.



