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Ketoconazole with Prednisolone for the Treatment of Hormone
Refractory Prostate Cancer

Byung Tae Lee, Chun fi Kim

From the Department of Urology, Keimyung University School of
Medicine, Taegu, Korea

Purpose: Corticosteroids suppress the pituitary preduction of adrenocorticotropic
hormone resulting in decreased adrenal steroid production, including adrenal
androgens. Ketoconazole is an imidazole fungal agent that inhibit both
testicutar and adrenal androgenesis. Its primary mechanism of action is
inhibition of a cytochrome PA50 dependent step in the storoid synthesis
pathway, although it has also been reporied to have a direct cytotoxic effect
in vitro. The effect of further adrenal androgen blockade with ketoconazole
plus prednisolone was studied in 9 patients with prostatic cancer who
previously progressed after standard hormone therapy.

Materials and Methods: We treated 9 patients who had hormone refractory
metastatic prosiate cancer(goserelin acetate, 3 cases; combined goserelin
acetate and flutamide, 6 cases) with 200mg ketoconazole orally every 8 hours
and 5mg prednisolone orally every 12 hours. Mean follow-up period was 6
months(1-15 months).

Results: Overall, of 8 evaluable patients 3 had greater than a 50% decrease, 2
had stable and 3 had increase in PSA. The median duration of response was
4 months, Pain was improved in 4 patients. Ketoconazole was generally well
tolerated. Toxicity was mild. Nausea with vomiting, edema and hepatotoxicity
occurred in 6, 4, 1 patients, respectively. Only 1 patient was withdrawn due to
possible ketoconazole-related toxicity, v

Conclusions: We concluded that ketoconazole with prednisolone may be a
useful treatment modality for management of patients with hormone refractory
prostatic cancer. (Korean J Urol 1998; 39: 1001 ~5)
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Table 1. Clinical details of 9 study patients
Age at Clinical - - . Clinical stage PSA .
i - Prior endocrine  PSA(ng/mi) ) o Duration
Pt diagnosis spage «'::i_t. therapy(duration) at diagnosis al sludy  at study of KiP PSA changc  Remark
{yr) diagmosis entry entry
1 83 c Z{31mo) 224 D3 164 bmo  increase
2 67 D2 Z+F{Bmo) 315 3 140 8mo  »>B0% decrease
3 78 D2 Z+F21mo) 346 D3 246 Smo  increase
4 58 D2 Z+F{Gmo) 4389 D3 106 4mo  no change death
5 70 D2 Z{20mo) 32 D3 36 1Bmo  >B0% dccrcase
& &7 D2 Z+F{15mo) 1560 D3 92 13mo  >b0% decrease
7 76 D2 Z{13mo} 151 D3 900 3mo no change
8 57 D2 Z4+F(10mo) 135 D3 45 4mo  increase death
9 71 D2 Z+F(18mo) 680 D3 abh 1me death

Z, zoladex, T, Mlutamide, X; ketoconazole, P; prednisolone
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Table 2. Change in PSA, pain, senge of well being after
treatment,

PSA
=50% decrease 3/8
no change 2/8
increase 3/8
Duration of PSA response(mao) A3-6)
Subjecive pain
improve "oag
unchanged 5/9
deteriorated 0/8
Sense of overall well being
improved 6/9
unchanged 3/9

PSA measurment was not available in one patient who
was dead at follow-up of che month.

PSA(ng/mi)
900

800 r
700 r
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500 +
400
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0] 2 4 6 8 10 12 14 16 month
Figure. Change of PSA after treatment
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Table 3. Side effccts

Mild nausecasvomiting 5
Epigastric discormlort 6
Severe nausea/vomiting 1°
Generalized edema 4
Mild hepatotoxicity 1

*; patient withdrawn because of severe nausea/vomiting
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