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Cisplatin was administered to Il patients as a continuous infusion, 25 mg/m?/day for 1 to 4
days. Total and filterable platinum in plasma were monitored for 12 courses and a pharmacokinetic
study was carried out in 7 patients by computerized nonlinear least-squares analysis. Following
interruption of the infusion, the decrease of plasma filterable platinum was biphasic, with initial and
terminal half-life of 21.6+11.4 min and 31.7+27.1 hr. Filterable platinum was still detectable in
plasma 24 hours after the end of infusion. The total AUC exposure of filterable platinum for
24 hrs, 48 hrs and 96 hrs infusion were 3.67 pg-hr/ml, 13.68 yg-hr/ml and 14.75 ug+hr/ml, which
were at least 3-fold higher than that observed for the short-term infusion of equal dose in
literature. Gastrointestinal toxicity was evaluated and compared with short-term infusion of equal
dose. In the continuous-infusion patients, the reduction of vomiting was observed but the duration

of nausea was not shortened.

(Acta Urol. Jpn. 35: 955-961, 1989)
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Fig. 2. Semilogarithmic plot of platinum concentrations in plasma
vs. time for 24-hr continuous infusion of cisplatin
------ total Pt, — filterable Pt
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Fig. 3. Semilogarithmic plot of platinum concentrations in plasma
vs. time for 48-hr continuous infusion of cisplatin
------ total Pt, — filterable Pt
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Fig. 4. Semilogarithmic plot of platinum concentrations in plasma vs.
time for 96-hr continuous infusion of cisplatin
------ total Pt, —— filterable Pt

Table 1. Relationship between non-protein
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ion time during 25 mg/m?/day
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6hr 200108 (9)
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Table 2. Pharmacokinetic parameters of filterable Pt in plasma from patients receiving
25 mg/m?/day continuous infusion of cisplatin

Patient Total dose |piusion Tiza Tuwzg Kn K12 Vi Vss Citot AUC Cmax [FPt]  Css
(mg) time th)  (min)  (hr) (Lt B (it B ' N 3 (¢} (tomd) (ug-hr/mi) (ug/mi) (ug/mi)
1 40 24 416 88 0204 0489 0387 281 956 6.80 367 0.138 0183
2 80 48 75 36 0316 2073 3.369 26 197 549 9.10 0.190 0.189
3 64 48 160 152 0063 0701 1890 53 647 787 6.35 0.129 0.132
4 68 48 17.7 499 0018 0539 1807 26 795 3.42 14.61 0.274 0.304
5 80 48 137 633 0015 0791 2240 14 787 2.03 24.64 0.438 0513
6 144 96 244 648 0022 0870 0821 9.7 3889 551 18.13 0.154 0.189
7 168 96 307 120 011t 0604 0698 212 1356 8.80 11.37 0.114 0.118
Table 3. Toxicity
No. of vomiting Duration of ~  Leucocylopenia Thrombocytopeni C
episodes nausea (days) <2000 <3000 Vs <5x104  <15X104 {/ul) 2.5<  1.7< (mg/ml)
96 hrs continuous infusion 96+4.5 64118 474 0 4/4 0 0 0
Short term infusion 10147 58x12 47 7 51 217 177 0
48 hrs continuous infusion 0.3+08 31434 1/8 4/8 1/8 0 0 1/8
Short term infusion 05+1.0 13125 2/4 1/4 0 214 [} 1/4
30 hrs continuous infusion 33112 57429 0 23 0 0 0 0
Short term infusion 95 40 172 172 0 212 0 0
Table 4. Reported values of filterable Pt in plasma
Total  Infusion Tz AUC vd Cltot
dose time (min) (ug-hr/mt) (¢) ( ¢ /hr /min)
50mg/m  15min  1.74+0.21, 46.2+20.2 1.49+0.76 20.2+9.0 31.7%10.3"
100mg/m  8min 17.4 4837
100mg/m  bolus  9.7%0.2, 40.4+2.5"
120mg/m 30min 39 48"
100mg/m  24hrs 2.2 5427
125eg/m  Sdays 178 9.6 ™
150mg/m  Gdays 122+7.4 9.2+2.5"™
200mg/m  Sdays 9.5~47.5, 50.9~l7(§.)4 22.1+8.6 3.3~0.5 "
v
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