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OBJECTIVE"

The aim of this study is to analize the paclitaxel disposition in liver transplantation patients to determine if could be include
in the usual dosification scheme and avoid infra and/or supradosification affecting the efficacy and toxicity of the treatment.

PRAEREE A"
H

g Paclitaxel pharmacokinetic (PK) parameters of lung cancer patients (two men an a woman) with liver transplantation
were estimated. All three patients received paclitaxel as a three hours intravenous infusion and carboplatin
chemotherapy according to the protocol developed by the Oncology department of the University Hospital of Navarra.

Blood samples were collected into heparinized glass tubes (Venoject) at different times during the first cycle of their
corresponding treatment and were analyzed by the pharmacokinetic laboratory of the Pharmacy department at the
University Hospital of Navarra.

Paclitaxel pharmacokinetic (PK) parameters was carried out by noncompartimental analysis using software WinNonLin
3.0 (Scientific Consultants, NC, USA).

RESOLTS®

The mean total clearance obtained in this study was similar to the mean values reported by other researchers for
patients with normal hepatic biochemistry: mean clearance range 17.4-22.8 Lh-'/m2. Only the woman (patient 2) with
elevated transaminase levels showed a total clearance lower (15.02 Lh™'/m?2 versus 18.04 Lh*'/m?2). For hepatically
metabolised drugs, those that are metabolised by CYP3A4 appear to be eliminated faster in women; so, in our
experience, the lower value of clearance for the woman emphasaze the effect of hepatic injury in the paclitaxel
clearance.

Table I. Pharmacokinetic parameters of Table lll. Paclitaxel pharmacokinetic parameters of
paclitaxel different authors
Patient1 Patient2 Patient3

Author

Smorenburg et al 15
Vss (L Mross et al 13 I
AUC (uM h) ! ) Huizing et al 7 17.66 9.37
TMR (h)
AUMC (uM h?)
Ti2. ()
CL.: total clearance; Vss: steady-state volume of distribution;

AUC: area under de curve concentration/time; AUMC: area
under the moment curve; t,,,, half-life terminal phase.

CL: total clearance; AUC: area under the curve
concentration/time; N: patients number.

Table Il. Hepatic
I ot

k.

Patient1 Patient2 Patient3

STMy/oN(iyle/c|HM 0.93/0.36 0.71/0.46 0.30/0.12
AST (UIIL) 223
ALT (UIL) 187
ALP (UIL) 405
GGTP (UI/L) 505

Paclitaxel concentration (mcg/mL)
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Bil T/D: total and direct bilirubin, AST and ALT: :
aminotransferases; Time (min)
ALP: alkaline phosphatase; GGTP : y-gutamil transpeptidase

Figure 1. Concentration-time perfil for the patient 1

CONCLUSIONS®

gl Our results show that paclitaxel pharmacokinetic behavior in liver transplantation patients is similar to the control
population with normal hepatic biochemistry test, so these cancer patients could receive paclitaxel with the same
recommendations on dosage adjustment that the general population of oncologic patients.




