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Table 1, Age, sex, body weight and laboratory data of 6 patients in the study
Case Age Sex Body weight TB GOT GPT LDH Al-P CRTNN BUN
No. (kg) (mg/dl) (10) (IU) (o) (1U) (mg/dl) | (mg/dl)
1 71 M 52.0 0.88 43°* 47 288 218° 0.8 8.5
2 67 M 50.5 0.33 22 26° 216 178* 1.3 22.4
3 59 F 48.0 0.98 53* 48° 265 269° 0.8 9.0
4 84 M 50.0 0.70 65°* 67* 268 220° 1.1 11.6
5 38 M 63.5 1.41° 31 45° 196 188° 0.9 8.7
6 67 F 52.0 0.76 ar 55° 211 234° 0.8 14.1
* . abnormal value
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Fig.1. Time-concentration curve of CPZ in bile Fig. 3. Time-concentration curve of CPZ in bile
(case 1, cross-over method) (case 3, cross-over method)
2000 ! ——2g single dose iv. 2000 .
A\ — — —2g 60min d.iv. , 2¢ single-dose i.v.
= [ R 1g single-dose i.v. = ] \.\ - = —2g 60min div.
& 15001 / ~ £ 1500 I wete o 1g single-dose i.v.
& I ~. % ! \
2 H o~ e 2 ! \
g / — £ o
= L ! = 1000F AN \ Ay
g 1000 , N\ g TEENN N \
§ Ib N N g i N . AN
z ] ! N = H - ‘o
S - N S 500 g ~
&) 500 :‘ I’ », b emaeenn . \\ N [&] ‘: _\\.\
oo T AN ! -
/ 3 . 4 .
I TR 1 = 01 23 45678 910 10-24
Time after administration (h) Time after administration (h)
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(case 5, cross-over method)
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Table 2, Pharmacokinetic parameters of CPZ in choledochal bile

1. 1giv.
Case Tmax Cmax AUCo AUC2 Peak time
(h) (ug/ml) (ug+h/ml) | (ug-h/ml) (h)
1 3.0 612 1,670 1,958 3.2
2 2.0 834 4,671 7,233 8.67
3 2.5 993 5,921 8,273 8.33
4 2.5 1,168 6,931 9,353 8.08
5 2.0 141 954 1,250 8.87
2.40 748 4,029 5,613 7.43
MESD | g4 +394 +2,619 +3,744 +2.38
2. 2giwv.
C Tmox Crmax AUCio AUCz¢ Peak time
ase (h) (ug/ml) | (ug-h/ml) | (ug+h/mi) (h)
1 2.0 2,317 11,392 15,494 6.52
2 2.0 2,121 11,503 14,751 6.95
3 2.5 3,481 18,666 28,256 8.12
4 2.0 1,136 6,941 7,29 6.42
5 2.0 371 1,705 1,886 5.08
2.10 1,897 10,041 13,536 6.62
M£SD +0.22 +1,193 +6,274 +9,958 +1.09
3. 2g div.
Case Tmax Coax AUC1o AUCx Peak time
(h) (ug/ml) (zg-h/ml) | (ug-h/ml) (h)
1 2.5 1,855 7,339 10,685 5.76
2 2.5 2,066 10,754 12,966 6.28
3 3.0 3,185 18,660 23,420 7.35
4 3.0 1,720 10,079 10,079 5.86
5 2.0 447 2,412 2,467 5.52
2.60 1,855 9,849 11,923 6.15
M=£SD +0.42 +976 +5,919 +7,544 +0.72
Tmax . time require to reach the peak
Cmax { maximum concentration
AUCro . area under the curve for 10 hours
AUC24 . area under the curve for 24 hours

Peak time : time during which the concentration is higher than 1/2 of the peak

level
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A CLINICAL STUDY ON EXCRETION OF CEFOPERAZONE
INTO CHOLEDOCHAL BILE
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We studied the excretion of cefoperazone (CPZ) into choledochal bile to determine the appropriate
dose and route of administration. '

Choledochal bile was collected every 30 or 60 minutes from 6 patients with T-tube drainage. Each
patient was examined 3 times in one week (cross-over method) after (1) bolus injection of 1g in-
travenously (1g i.v.), (2) bolus injection of 2g (2g i.v.) and (3) drip infusion of 2 g for 60 minutes
(2g d.i.v.). The concentration of CPZ was measured by thin layer disc method.

The peak concentration, the peak time (time during which the concentration of the drug is higher
than a half of the peak level) and the area under the curve of CPZ in bile were as follows: (1) 1g
i.v.: 748 ug/ml, 7.43h, 5,613 ug-h/ml; (2) 2g i.v.: 1,897 ug/ml, 6.62h, 13,536 ug-h/ml and (3)
2g d.i.v.: 1,855 ug/ml, 6.15h, 11,923 ug-h/ml. The time-concentration curve of CPZ was gently-sloping,
the concentration of CPZ at 10 h after administration being 380 ug/ml (1gi.v.), 614 ug/ml (2gi.v.)
and 642 ug/ml (2g d.i.v.).

In summary, excretion of CPZ into choledochal bile was excellent : the higher the dose, the higher
the concentration of the drug in bile. The results of 2g i.v. and 2g d.i.v. were similar. No prolon-
gation of the peak time was achieved in the drip-infusion group.

From the above results, we consider CPZ a useful drug for the treatment of biliary tract infection.
However, therapy with 0.5g or one injection per day should be examined.



