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BOx 7 = LRPEH cefotiam hexetil (CTM-HE) 200 mg % 2 V> 13 400 mg % 18HS
ERPEBEHICRORS L 20MP B L UBETBELAEL 2, RalfEE
35 1~2 %I s, ZOMEIX 200 mg 25 L7z 2617T2.0~2.1 ug/ml, 400 mg
G L7 461T3.0~6.2ug/ml ThHotz, EEMEW H & D> T one—compartment
model iIZ X VEFE L /- MAEBEDOEB HEELHIZ, 200mg BL U 400mg /ETEFNEN
Tmax 451.58, 1.81h, Cmax »2.20, 4.22 ug/ml, T,, #30.71, 0.83h, AUC »55.83,
13.14 ug - h/ml TH -7z,
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Fig.1 Chemical structure of cefotiam hexetil
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FE6HIENRE L TRERED b & 1A H 200
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1R L DBEHE S 2 BEE Y v — LI HEL,
ERRRIEE THREGRE L, 28, BEFLLE
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2. MF B & VEEFBEDHIE

5 CTM 8 E @ 8| % 13 Proteus mirabilis
ATCC21100 ##REBE & L, DST £X (Oxoid)
PH8 0 2B T 27—V 2 VEEE B BRE
#13 Consera iV TIER L 72, # DBIERF I3
0.1ug/ml THh-1z,

ERISHELH, REEETEE, 80 0.02%
FNITFYUEFO0IM Y CEEEER (pH7.0) *
Mz, 37°C T2 Bt s ¢ TGEOSBEL, 20k
BFrREAECHL 2, BEPCTMEE I
Providencia retigeri ATCC 9250 2t E@E & L, B
HEOE - 7V RS NA F vy NERMDST X %
BMET BT = s ViEER G, BERIZO0.1
MV CBIEEER pH7.0) AW TIER L, %
DEIZERRFIZ 0.06 ug/g TH -7z,
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CTM-HE 200 mg #8512 8 (F 2 B E & &%

hBEDHER % Table 1 £Fig. 2/ 1R L7z, &EM
FEBEIZLTROBHEIC LIRS 2 BRI A S 1,
ZDEIX2.0, 2.1 ug/ml Thol:, BEPEEIL,
1B THTROBSCBLTHAIERFRUT TH-
723, BEMMHFBEH 2.0 ug/ml 2R LI 1BITIE
BE5%0~1BF/MB L U 2~4 BB 0.3 ug/g D
E—7EnBons, FEOREMFEBECHT 3
REERTBEOLIZ15.0%TH > 12,

CTM-HE 400 mg # 512 5 17 2 M B E & &K
FBE DRI Table2 & Fig. 3R L 72, CTM
OREOITEREIRIFITHRE 2BMKICASN, #
DfEIXZENZN 3.0, 3.4, 6.2 ug/ml, fthd 16T
WS 1FM%TH Y, FOM[EIZ4.3ug/ml TH-
oo BEPEBEIX, %5 1BENRCRSOTBE S
AL IBITEOTFNOBSTHAIERALUTT
Hoteh, REMFEEN 6.2 ug/ml 2R 14
DEREEEPEBEIRE 2~8BHE 0.3 4g/g
THot, EmMFEBEN3.4ug/ml B L 3.0
ug/ml ZRLIFITIEZNFNERE 2~6 BB B
LUV BBV TN L REEE P EE.2
ug/g #R L1, REmlFEECNT 2 REEETD
BEDLIE, 4.8, 5.9, 6.7%TH -7,

FHIMmFEE % b &2 one—compartment model
EROGTEE LIRS EELK % Table 312, M
BEOHR % Fig. 413RL 7225, 200 mg B5T,
Cmax #%2.20 ug/ml, Tmax #31.58h, T,, »
0.71h, AUC %55.83 ug+h/ml T»H > 7z, 400 mg %

Table 1 Serum and sputum concentration of cefotiam after a
single oral administration of 200 mg cefotiam hexetil

wg/ml, ug/g
Time after administration (h)
Item | Case
1 2 3 4 6
&l a 1.8 2.1 0.8 0.2 —n
b
«
B
5
5 g b 1.4 2.0 0.5 - -
N o
=
.2
| @ - - - - -
=
§8
o O
35 b 0.3(8.9)*2 | 0.2(6.7) 0.3(12.6) 0.2(9.1) —(3.8)
R3]

-

*Not detected, *?Figures in parentheses are weights of sputa (g)
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Fig. 2 Serum and sputum levels of cefotiam after a

single oral administration of 200 mg cefotiam

hexetil

8h

Table 2 Serum and sputum concentration of cefotiam after a single oral administration of
400mg cefotiam hexetil

ug/ml, uglg
Time after administration (h)
Item | Case
1 2 3 4 5 6 7 8
g a 2.5 6.2 3.1 0.6
S0 b 4.3 4.0 0.4 0.1 0.1
ES| 1.9 3.4 2.4 0.6 0.1
7t
#3| d 1.3 3.0 1.6 0.2
g| a |- (22501026 0.3(20.8) 0.3(14.7)
Sl b |- (3.9 - (56— (4n]- 16.4) |- (2.3 |- 12.0 | = (7.D) | - (7.2
§§ c ]0.108.8) [0.104.7) 0.2(15.8) 0.2(18.2) 0.1(13.4)
c
A8 d |- (08 |- (2.2 ~ (3.9 0.2(12.7)

*— ! Not detected, Figures in parentheses are weights of sputa (g)
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Serum and sputum levels of cefotiam after a

single oral administration of 400 mg cefotiam

hexetil

Table 3 Pharmacokinetic parameters for cefotiam hexetil calculated by
one-compartment model from the serum concentrations in patients
with chronic bronchitis.

Dose Case Ka Kel AUC T2 Tmax Cmax
(h™) (h71) (ug*h/ml) (h) (h) (ug/ml)
a 0.93 0.89 6.69 0.78 1.58 2.23
200 mg b 1.21 1.15 5.07 0.60 1.57 2.20
Mean* 1.07 0.98 5.83 0.71 1.58 2.20
a 1.66 0.46 21.91 1.50 1.88 6.19
b 1.54 1.49 9.66 0.47 1.35 5.37
400 mg c 0.76 0.65 13.62 1.07 2.06 3.51
d 0.99 0.64 10.40 1.09 2.01 3.00
Mean* 0.91 0.84 13.14 0.83 1.81 4.22

* Calculated by one-compartment model from mean

bronchitis

concentration in patients with chronic
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Fig. 4 Simulation curve of mean serum concentration of cefotiam after

single administration of cefotiam hexetil

5Tix, Cmax 75 4.22 ug/ml, Tmax #51.81h, T,
50.83h, AUC?313.14 ug * h/ml TH 7=,

III. = -3

EHESCERRERE 6 B ICAHA 200mg % 721
400 mg ¢ EOKRE LIIGEOREBMFIEE X, 200
mg &5 T3R5 2 BFREI%IC 2.0~2.1 xg/ml, 400
mg BETIERE 1~2 B 3.0~6.2 ug/ml 53
Roohl, BEFBEDORSMEIX 200 mg BE5D
161T 0.3 ug/ml, 400 mg %5 3 ITix 0.2~0.3
ug/ml ThHo 1, BENEENAERFRUTTH -
TERIEMATY, R/ MFRELIE 200 mg
BETH 7%, 400 mg RETHHI 3% TH Y, EFIC
LOMBODNTYENBELENE LOD, OEO
Ht 7z LB LHANTY, BEOLOEBITEERL
Tz,

One—compartment model & & % ZE)/JERET T

13200 mg, 400mg#®& 5 D Tmax ix, FNLEFh
1.58,1.81h TH D, Ka  1.07, 0.91 h~! &&EPH
WBIN &3 Z 3R & N7z, Cmax, AUCB LU
M EHRMRICRENS X 512, 200 mg & 400
mg T, o2 BREKFEEL SO N, LB
HIERECARRESHFCE L LEL SN,

X 2

1) MUK, FHELS, ZAK%E, B4ARE, B#
FHIFRZEOY 770X KY > Cefotiam hexetil
DIy b, YYR, 4B DEEREHF—L
7 VRIS RS % Bl L 7o BREf—, Chemo-
therapy &

2) K&H &, W & SCE-2174 OHBEFRARTHE
ABIRRIZ D\ T, B 35 BE AR L ¥ REL SRS BE
Wk, & 230, B, 1987

3) M R T-2588 DBEABITE & VIFRESRER
fEW X9 % A2 ER, Chemotherapy 34 (S-2) :
295~305, 1986



VOL. 36 S-6 CTM-HE o1 - AT 215

SERUM AND SPUTUM CONCENTRATION OF CEFOTIAM HEXETIL,
A NEW ORAL CEPHEM ANTIBIOTIC
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7-1 Sakamoto-machi, Nagasaki 852, Japan
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Serum and sputum concentrations of cefotiam after a single oral administration of 200 mg and 400
mg (cefotiam equivalent) of cefotiam hexetil (CTM-HE), a new oral pro—drug of cefotiam, to 6
patients with chronic pulmonary diseases were investigated. The maximum serum concentration
reached 2.0~2.1 xg/ml 2 hours after administration when 200 mg of cefotiam hexetil was administer-
ed to 2 patients, and 3.0~6.2 ug/ml 1~2 hours after administration when 400 mg was administered
to 4 patients. Based on the assumption of a one-compartment model, the following kinetic parameters
were determined for 200 mg and 400 mg administration, respectively : Tmax is 1.58 and 1.81 h, Cmax
is 2.20 and 4.22 ug/ml, T,;is 0.71 and 0.83 h, and AUC 5.83 and 13.14 ug « h/ml.

Transfer of the drug into sputum is somewhat slower than into blood and the maximum sputum
concentration ranged from below 0.06 xg/g to 0.3 ug/g for both 200 mg and 400 mg administration.



