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Table 1. Background of patients particpated in trial
Age Height Weight . .
No. Sex (yrs.) (cm) (k) Diagnosis
1 F 43 155.2 53.6 Chronic hepatitis
2 F 46 157.4 67.0 Chronic hepatitis
3 M 47 173.0 72.0 Chronic hepatitis
4 F 54 155.7 56.0 Chronic hepatitis
5 F 54 170.5 56.0 Chronic hepatitis
6 F 57 152.5 54.8 Conpensatory liver cirrhosis
7 F 58 143.8 64.0 Chronic hepatitis
8 F 60 163.0 72.0 Chronic hepatitis
9 F 63 155.5 68.0 Conpensatory liver cirrhosis
10 M 64 162.0 54.0 Conpensatory liver cirrhosis
11 M 65 157.5 46.0 Chronic hepatitis
12 M 65 154.0 57.0 Chronic hepatitis
13 F 66 147.6 35.0 Conpensatory liver cirrhosis
14 M 69 158.5 61.0 Conpensatory liver cirrhosis
15 F 78 161.0 60.0 Chronic hepatitis
16 F 79 139.8 43.5 Conpensatory liver cirrhosis
Mean 60.5 156.7 57.5
S.D. 10.4 8.6 10.2
Table 2. Laboratory findngs before and after dosing in patients
GOT (IU/ml) | GPT (IU/ml) ALP(IU) LDH (U) T-Bil(mg/dl) | S-Cr(mg/dl) | BUN (mg/dl) ZTT(U) TTT(U)
No. before after | before after | before after | before after | before after | before after | before after | before after | before after
1 57 44 111 74 170 154 302 284 0.8 08 0.6 0.6 10 9 14.1 134 7.9 7.1
2 131 166 160 201 343 337 459 471 1.2 0.3 0.5 05 15 12 19.2 18.2 10.8 99
3 164 52 510 152 212 192 481 430 12 1.0 0.9 0.8 16 11 11.7 144 48 6.0
4 72 65 110 89 184 171 469 449 1.1 15 0.6 0.6 14 15 13.3 12.7 6.2 6.5
5 144 204 193 280 150 156 465 455 0.8 09 — 0.7 — 15 9.8 10.3 48 5.2
6 73 68 140 106 202 214 369 314 12 0.5 — 0.9 — 17 139 135 7.3 6.8
7 144 57 243 83 187 165 381 335 09 0.7 0.8 0.8 0.4 0.4 12.8 13.1 4.0 6.4
8 119 85 189 142 205 188 494 381 12 13 1.0 1.0 17 18 10.3 7.8 54 43
9| 58 53 39 37| 39* 29* 316 279 | 25 21| 07 08 15 13 | 209 194| 68 71
10 119 119 74 61 17.7% 19.7%| 289 232 25 29 0.7 0.9 24 40 18.3 18.2 103 12.2
11 123 82 184 119 | 2585 2072 343 316 13 0.9 0.9 0.7 16 14 4.0 37 0.9 1.2
12 24 24 15 14 469 467 418 409 0.9 0.8 0.8 0.8 12 9 8.3 10.3 22 2.7
13 62 57 58 53 5.6% 5.4%| 299 386 1.0 0.1 — 0.7 — 16 12.0 11.6 8.8 85
4| urz 61 | 103 68 | 4.8% 65| 550 366 | 02 01 — — - — | 202 237 | 112 118
15 149 148 113 113 35 3.0 407 374 0.4 04 0.9 09 11 12 18.1 14.5 16.4 129
16 74 165 43 97 7.3* 10.6%| 358 454 0.5 0.8 0.6 0.6 10 14 243 31.2 113 12.8
*K A
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Table 3. Serum levels of cefclidin in patients

No. Time after dosing (hr)
1 2 3 5 7
1 274 18.9 104 51
2 44.2 273 13.2 7.2
3 86.9 424 21.5 12.3
4 29.7 21.2 11.7 6.3
5 374 29.1 9.9 5.5
6 52.9 25.3 11.5 5.6
7 65.4 21.1 9.2 4.7
8 15.8 8.2 2.5 0.9
9 44.6 20.6 14.8 7.5
10 57.6 333 16.2 9.1
11 38.1 34.4 16.7 4.1
12 67.7 29.4 14.2 4.0
13 24.2 13.4 4.6 1.8
14 63.8 29.2 12.6 10.0
15 36.4 25.0 14.1 76
16 379 21.6 12.6 6.8
Mean 65.7 323 19.1 9.8 5.3
S.D. 11.7 3.4 7.5 4.3 24
(ug/ml)
80~
o——o patients
60 -

Cefchdin level (ug/ml)

a=——aA  healthy adult

mean + S.D.

Time (hr)

Fig. 1. Comparison of plasma level in patients with those in

healthy adult
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Table 4. Urinary excretion of cefclidin in patients ZNIZSEIRET L 2B ETIE, KL EDBELLHES
0-2hr *gi:r EX(C:e)ted REBHLNT, 2 BEDHMEH LBEIHRI > T\ 125
- e % CEBDTIRA D EEL B,
1 500 500 58.5 45 (t,,,8) 13 F3#4T1.95+£0.35h &, BED
) 2870 700.5 07" FEWHUIRL LTIR L LBEATH > 212 bbb LT,
2222 791352 EHDERINED 12, BERAOERIIHL.8~1.9
3 210 230 42 BETH), ThEnELALNYH T, RRFR
) 1240 960 585 EOMEBEL A LN 557, ERIC & 3 BEfen EBAYK
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7 73610‘3 73266'2 63.0* SNeh -7z,
1518 1198 BR5B141% 6 BERT (—HOBETIZ 48R £ To
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.. *
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12 m 550 798* HTRVEMIC KBl S T 2FEd b 5,
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Mean 65.9
S.D. 14.3
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Lower : urine volume (ml)
Table 5. Pharmacokinetic parameters of cefclidin in patients
N Vi Alpha K21 Beta K10 K12 T12« T1/28
o 1 /hr /hr /hr /hr /hr hr hr
1 8.9 24528 13397 05170 09465  0.6835 0.28 1.34
2 7.0 32112 12078 05778 15361  1.0450 0.22 1.20
3 7.1 25444 07974 03348 10683  1.0135 0.27 2.07
4 10.1 3.8422 27816  0.3888 05370  0.9123 0.18 1.78
5 8.0 2.6005 12755 03941  0.8034  0.9157 0.27 1.76
6 11.0 23976 12617 03592  0.6825  0.8125 0.29 1.93
7 115 23509 15353 03257  0.4988  0.6426 0.29 213
8 7.2 35454 13487 03138  0.8249  1.6856 0.20 221
9 7.8 10.0875  3.7234 03328 09016  5.7953 0.07 2.08
10 8.9 69335 37185 03196 05959  2.9387 0.10 217
11 6.2 41690 21298  0.4316 08449 16259 0.17 1.61
12 103 6.9439  4.7804 03172 04608  2.0200 0.10 218
13 5.4 39321 16182 03176 07716  1.8598 0.18 218
14 72 32309 12501 03003  0.7762 15050 0.21 2.31
15 6.8 84371 39190  0.3840  0.8268  4.0753 0.08 1.80
16 8.8 1.0673 05955 02850 05108  0.2460 0.65 2.43
Mean 83 42341 20802 03687  0.786  1.7361 0.22 1.95
S.D. 18 25163 12848  0.0807 02660 14443 0.14 0.35
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PHARMACOKINETICS ON CEFCLIDIN IN PATIENTS
WITH LIVER INSUFFICIENCY

Kenji Akiyama, Suguru Aoshima, Mitsunori Tani, Katsuyoshi Baba, Takafumi Kato, Hideaki Saito,

Jun Kimura, Hideo Nishimura, Kimihide Nakamura, Masahiro Ogasawara and Isao Makino
The Second Internal Medicine, School of Medicine, Asahikawa University of Medicine
4-5-3-11 Nishikagura, Asahikawa 078, Japan

In purpose of investigation the pharmacokinetics on cefclidin in patientswith liver insufficiency, we
administerdthis agent to 10 patients with chronic hepatitis and 6 with compensatory liver cirrhosis by
intravenous drip infusion for 1h. Serum level and urinary excretion after dose were determined by
HPLC and pharmacokinetics was analysed by two compartment model. Half life in elimination phase
was 1.95+0.35 h and apparent distribution volume of central compartment was 8.3+1.8 1. Compar-
ed to parameters of healthy adult volunteers, half life and distribution volume were almost equal. In
conclusion, there were no effect on pharmacokinetic of this agent in liver insufficiency.



