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ENDOCRINE THERAPY OF STAGE D2 PROSTATE CANCER
—COMPARISON OF DRUGS USED FOR
TOTAL ANDROGEN BLOCKADE—

Masashi Tanaka, Shino Murakawmi, Noriyuki Suzuki, Satoshi Hamano,
Hidetoshi Kinsui, Takehiro Oikawa and Jun SHmMAZAKI
From the Department of Urology, Asahi General Hospital

Patients with Stage D2 prostate cancer were treated with surgical or medical (LHRH analog)
castration combined with either estrogen, chlormadinone acetate or flutamide as initial therapy. The
effect of each medication was compared. The overall survival, cause-specific survival and relapse-free
survival were not different among the three medications. Patients given each medication were divided
into two groups each according to grade, extent of diseases on bone metastases, and levels of tumor
marker. Survivals of the corresponding two groups were compared with each other among different
medications. No differences were revealed with any medication. There were no serious side effects in
whole patients, except that grade 2 liver dysfunction was accompanied in 12% of flutamide-treated
group.

It is concluded that the three drugs used with castration did not make any difference in the survival
of stage D2 patients, and differences between medications were seen in the frequency of side effects.

(Acta Urol. Jpn. 46: 9-14, 2000)
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Table 1. Patients characteristics

Estrogen Chlormadinone acetate Flutamide
Age (year old)* 75 (53-91) 77 (55-91) 72 (63-86) n.s.
PAP/PSA** moderate 61 22 10 p=0.02
high 39 33 15
Extent of disease (bone metastasis) 1 38 26 12 ns.
2 29 14 6
3 19 12 7
4 2 3 0
unclear 12
Histological grade well 12 9 3 n.s.
moderately 21 28 12
poorly 27 18 10
unclear 40

Patients with stage D2 prostate cancer were initially treated with castration combined with one of three drugs indicated.
Number of cases are shown except for age. *- median (range). **: high, PAP; more than 30 ng/ml, PSA ; more than
40 ng/ml moderate, PAP; 30 ng/ml or less, PSA; 40 ng/ml or less. In cases determined with PAP and PSA, value of

PSA was used.
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Fig. 1. Survival of patients treated with castration combined with one of three
different drugs. A: Overall, B: Cause-specific, E: Estrogen, CMA:
Chlormadinone acetate, Flut: Flutamide. Number of cases is shown in

parentheses.
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Fig. 2. Relapse-free survival of patients tre-
ated with castration combined with
one of three different drugs. E:
Estrogen, CMA : Chlormadinone ace-
tate, Flut: Flutamide. Number of
cases is shown in parentheses.
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Fig. 3. Cause-specific survival divided according to grade in patients treated with
castration combined with one of three different drugs. A: Well and mod-
erately differentiated adenocarcinoma, B: poorly differentiated one. E:
Estrogen, CMA: Chlomadinone acetate, Flut: Flutamide. Number of

cases is shown in parentheses.
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Fig. 4. Cause-specific survival divided according to extent of disease on bone
metastasis (EOD) in patients treated with castration combined with one of
three different drugs. A: EOD 1, B: EOD 2 and 3, E: Estrogen, CMA:
Chlormadinone acetate, Flut: Flutamide. Number of cases is shown in
parentheses.
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Fig. 5. Cause-specific survival divided according to levels of PAP or PSA in pa-
tients treated with castration combined with one of three different drugs.
A: PAP 30ng/ml or less (moderate, M) and PAP more than 30 ng/ml
(High, H). B: PSA 40ng/ml or less (M) and PSA more than 40 ng/ml
(H). E: Estrogen, CMA: Chlormadinone acetate, Flut: Flutamide.
Number of cases is shown in parentheses.

Table 2. Side effects
Estrogen (100 cases) Chlormadinone acetate (55) Flutamide (25)

Mammary pain 3(3%) 0 0

Appetite loss 2(2%) 0 0

Itchy of body 2(2%) 0 0

Eruption 2(2%) 1(1.8%) 0

Heart failure 1(1%) 0 0

Liver dysfunction 3(3%)* 0 6 (24%)**

Arrhythmia 0 1(1.8%) 0

Frequency*** 12 (12%) 2 (4%) 6 (24%)

Patients with stage D2 prostate cancer were initially treated with castration combined with one
of three drugs indicated. *: grade 1. **: 3 cases of grade 2 (12%), 3 cases of grade 1 (12%).
*#% . frequency of side effect-positive cases; statistical significance, chlormadinone acetate vs

flutamide (p=0.005)
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