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ALTERNATIVE ANTIANDROGEN THERAPY WITH FLUTAMIDE
IN PATIENTS WITH CASTRATION-RESISTANT PROSTATE
CANCER : A SINGLE CENTER EXPERIENCE

Tsuyoshi TARADA, You IsHIZUYA, Takayuki ORADA,
Tomohiro Uepa, Hitoshi INOUE and Tsuneo HARA

The Department of Urology, Ikeda Municipal Hospital

We analyzed the clinical effects of flutamide (FLT) as a second-line agent for maximum androgen
blockade (MAB) in patients with castration-resistant prostate cancer who received bicalutamide (BCL) as the
first-line MAB agent. This study included 44 cases with progressive prostate cancer who had relapsed after
first-line MAB, with BCL at 80 mg/day. After checking for antiandrogen withdrawal syndrome (AWS),
they were given FLT at 375 mg/day as second-line MAB. A partial response (prostate-specific antigen
[PSA] decline =50%) and no change (PSA decline of 0-50% or increase <<25%) by second-line MAB with
FLT were achieved in 34.1% (15/44) and 25.0% (11/44), respectively. The median duration of PSA
response was 8.2+ / — 4.5 months. In multivariate analysis, Gleason score (=7 vs = 8), the first-line
response (CR vs PR+ NC), and the second-line response (PR +NC vs PD) were significantly predictive of
cause-specific survival from first-line hormonal therapy relapse to cancer death. Our results confirm
previous findings that alternative antiandrogen therapy is effective as a second-line hormonal therapy.

(Hinyokika Kiyo 57 : 291-295, 2011)
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Table 1. Patients characteristics

No pts 44
Age
Median (range)
Initial PSA (ng/ml)
Median (range)

No Gleason score (%)

78 (59-93)

38 (6.1-4,748)

6-7 13 (29.5)

8-10 31 (70.5)
No T category (%)

T2 2 (4.5)

T3 34 (77.3)

T4 8 (18.2)
No N category (%)

NO 25 (56.8)

N1 19 (43.2)
No M category (%)

MO 17 (38.6)

M1 27 (61.4)
No clinical stage (%)

C 11 (25.0)

D1 6 (13.6)

D2 27 (61.3)
No castration (%)

Medical

Leuprorelin 24 (54.5)
Goserelin 15 (34.1)
Surgical 5(11.4)

44) - goserelin %334. 1% (15/44) F\» &, surgical
castration (X11.4% (5/44) THifT S 7z, FIEIZEH
M1Z89+/-21.37 HTHo 7. WRKPZWIiZ1997
4 TNM 778 - HISZBE IR B (20104E12H 25 4
B2V U THT o 72 e BIIBER L LRI
P& (ATAZ R4 160 - U VIRGS 3 6) 35k S
7o REBI S 4 Bl & F LTV A5, estramustine phosphate
WHED B HAEFNLERIL L 72

RO EFIT PSA 3 [l A H 5 vid@ags b
FICXDBEAE L7286 L, PSA 3 [hEf -5
DRAO LARA 2 M D W IZIHRAETEH % PSA 1
BRH & L7z, AWS 13JERI & LT BCL T 8 [, FLT
T 4 B ORIEHIH DI PSA $550% LL AR L7z
bO gLz RO Suzuki S O
IZ#E L, PSA <4.0ng/ml % CR & L, PR IZ{GHEHH
TEEE A 5 PSA KT =50%, NC IZHERBE2 S
PSA .F 0 ~50% & 5 i PSA E5H-<25%, PD &
G BAMAR 25 PSA RAH-=25% & L7z

AT IALEIC B L C, RABSFREIALEE - PSA
IFFFERORFE 21 Kaplan-Meier #:%, 2 #EMOF
EAEMIEIZIE Logrank test & iV 7z, 727 OB
EAX ){2 WEZ, SOHIZEERMHITIL cox regression

Table 2. Results of Ist line MAB (bicalutamide +
castration), AWS and 2nd line MAB
(flutamide + castration)

Ist line MAB (bicalutamide + castration)
No PSA response (%)

CR 32 (72.7)
PR 11 (25.0)
NC+PD 1(2.3)
Response duration mean (months) 24.9%43.3
Antiandrogen withdrawal response
No positive (%) 5 (11.4)
No negative (%) 39 (88.6)
AWS duration mean (momth) 5.1%33
2nd line MAB (flutamide + castration)
No PSA response (%)
Decline 50% = 15 (34.1)
Decline 0-50% 11 (25.0)
PD 18 (40.9)
Response duration mean (months) 8.2+45

hazard model |2 X D fTo 7. 7 BARBEMZE I retro-
spective study Td ), WER ] ERE TOME TH 5.

1 ES

Fa MAB #E{%: (BCL + castration) DGR A1,
PSA response TH Tk B & CR 72.7% (32/44) - PR
25.0% (11/44) - NC+PD 2.3% (1/44) TH Y, *F
BHRIWI13224.9+/—43.3% H ThH o7z, #IE MAB
BRER O AWS 1311.4% (5/44) \ZHERE S L, T DF
RIS 1+ /=33 HTholz. EHIZT ¥
F7 v bud R (FLT + castration) O GH#R)
H1%, PR 34.1% (15/44) - NC 25.0% (11/44) - PD
40.9% (18/44) T, VHRIYWMIL8.2+4/-4.57 }]
TdH o7z (Table 2).

Ml MAB &AL OB ERR RN 5 dEAAF2R % T
YFT Y RO SRR BT DGR RN ES
9% &, responder (PR) 85.7% - non responder (NC +
PD) 33.8% T, responder TOH E L FHRILEENHES
7z (p-value=0.010) (Fig. la). &RTFHNHET 2
&, Gleason score =7 83.3% + Gleason score =8 37.8
%, ¥ MAB # G # A CR 61.2% - PR+ NC
33.1%, 7 ¥ F 7 ¥ Nuy y R HHHAA PR+
NC 85.2% - PD 26.5% T\ 1 b MFH#IH =D
o7z (pvalue=0.030, 0.025, 0.009) (Fig. b~
d).
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(CR vs PR+NC) + AWS (positive Vs negative) T T
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Fig. 1.
hormonal therapy response (PR vs NC +PD).

to cancer death, according to Gleason score (=7 vs =8).
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a: Cause-specific survival curve, from 1st hormonal therapy relapse to cancer death, according to 2nd line

b : Cause-specific survival curve, 1st hormonal therapy relapse

c¢: Gause-specific survival curve, lst hormonal

therapy relapse to cancer death, according to 2nd line hormonal therapy response (CR vs PR + NC). d:
Cause-specific survival curve, from Ist hormonal therapy relapse to cancer death, according to 2nd line

hormonal therapy response (PR +NC vs PD).
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Table 3. Univariate and multivariate analysis of significant predictors of cause-specific survival, from Ist hormonal

therapy relapse to cancer death

Univariate analysis Multivariate analysis

Variables p value p value (HR 95% CI)
Age (=75 vs 76=) 0.041 0.283 (0.724 0.548-1.027)
Initial PSA (<50 vs 50=) 0.037 0.175 (0.623 0.412-1.683)
Gleason score (=7 vs 8=) 0.03 0.041 (0.405 0.216-0.639)
Ist line hormonal therapy response (CR vs PR +NC) 0.025 0.039 (0.395 0.202-0.535)
Antiandrogen withdrawal response (positive or negative) 0.04 94 (0.786 0.517-1.138)
2nd line hormonal therapy response (PR +NC vs PD) 0.009 0.014 (0.253 0.189-0.577)
PSA pre 2nd line hormonal therapy (<10 vs 10=) 0.038 0.098 (0.701 0.482-1.004)
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