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Severe hepatotoxicity occurred in a prostate cancer patient treated with 375 mg of flutamide per
day, 125 mg three times a day, for 11 weeks. Serial measurements of serum concentrations of
flutamide and its metabolites in the patient showed an unusually high serum level and delayed
elimination of flutamide and suggested decreased metabolic activity of oxidation of flutamide to OH-
flutamide. In 37 patients with prostate cancer we periodically monitored the serum concentrations of
flutamide as well as liver function parameters. In 2 patients, glutamic-oxaloacetic transaminase
(GOT) and glutamic-pyruvic transaminase (GPT) elevated over 100 IU/L, and treatment with
flutamide was discontinued. Slight elevation of GOT and GPT over 40 to 100 IU/L was also detected
in 5 patients, and flutamide was withdrawn. The elevated GOT and GPT in these 7 patients
recovered to the pretreatment levels after discontinuation of the treatment. In these patients with
flutamide-induced hepatic disordes, the average serum concentration of flutamide was higher (2.76
times), and that of OH-flutamide was lower (0.76 times), as compared with patients who maintained
normal liver function.

(Acta Urol. Jpn. 45: 821-826, 1999)
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Fig. 1. Changes in clinical parameters and serum concentrations of
flutamide, OH-flutamide, FLU-1 and FLU-2 in a patient
(case 1) showing severe liver injury.
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Table 1. Summary of clinical data of 8 patients with flutamide-induced hepatotoxicity

Ferlod GOT GPT T-Bil ywpo Fo
No. Age Stage .. Othertherapy Other side effects (I[)J/ (HST/ (mgj/ (/mm®) (%) Prognosis
B L L dL
up .
1 85 Bl 11w  Castration Nausea, Vomiting 1,373 1,472 11.1 5,090 0.8 Deceased
2 65 D2 8w LALRH Cas 86 80 1.0 280 10 Recovered
3 63 Bl 6w LH-RH 80 124 0.6 4,300 0.9 Recovered
4 77 D2 16d EtE, CMA Diarrhea 44 22 14 6,690 2.4 Recovered
5 60 B2 20w - Fatigue 56 83 0.5 8,730 2.4 Recovered
6 88 C 7w Castration Photodermatosis 177 234 0.8 4,050 6.4 Recovered
7 75 B2 3lw  Castration 90 98 — 6,080 14.1 Recovered
8 81 D2 14w {‘HTRH’ Cas~ Diarrhea 41 37 — 3,830 6.5 Recovered
ration

Recovered : The GOT and GPT levels decreased to pretreatment levels after the withdrawal of flutamide. EtE: ethiny-

lestradiol, CMA : chlormadinone acetate. -
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Fig. 2. Changes in serum concentrations of
flutamide (@) and OH-flutamide (O)
in 21 patients treated with flutamide.
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Table 2. Comparison of serum concentrations of flutamide, OH-flutamide, FLU-1, and FLU-2 in pa-
tients with normal liver function and abnormal liver functions due to treatment with flutamide

Liver function ~ Number of patients (samples)

Plasma concentration (ng/mL) of

Flutamide OH-flutamide FLU-1 FLU-2
Max. 204.0 1,419.4 1,497 4 95.2
Min. 3.6 138.4 16.0 4.4
Normal 29 (208) nd. (n=88) nd. (n=154)
Mean 26.6 617.0 252.8 7.6
CV (%) 133.5 38.6 103.3 169.7
Max. 819.8 872.9 614.4 244 4
Min. 28.6 236.6 49.0 25.0
Abnormal 8 (20) nd. (n=15) nd. (n=14)
Mean 73.4 469.9 189.1 21.4
CV (%) 267.3 37.7 70.2 252.8

n.d., not detected : plasma concentrations of flutamide and FLU-2 were under the quantitative detection limits, 2 ng/

mL, in the indicated numbers of patients in parentheses.
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