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SECONDARY ENDOCRINE THERAPY WITH ORAL ESTROGEN
FOR RELAPSED PROSTATE CANCER
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We report clinical outcomes of secondary endocrine therapy with oral estrogen for relapsed prostate
cancer. A total of 18 patients were treated with oral-estrogen as a secondary endocrine therapy for relapsed
One mg/day of ethinylestradiol was
administered orally and the dose was increased to 3 mg/day if necessary.

prostate cancer between February 2002 and December 2007.
A decrease of serum prostate
specific antigenn (PSA) level was seen in all of the 15 patients who were able to take ethinylestradiol without
severe side effects.  The PSA level was decreased more than 50% in 11 out of 15 (73.3%) patients. Median
re-relapse-free survival was 15 (3-32) months. This effectiveness was as good as intravenous high-dose
diethylstilbestrol diphosphate (DES-DP) treatment which was used as a secondary endocrine therapy for
relapsed prostate cancer at our institute previously. ~Oral administration of ethinylestradiol is effective and
outpatients can be treated at a low cost, so it should be considered as one of the treatment options for relapsed

prostate cancer after initial endocrine therapy.
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Table 1. Patient characteristics

No. of patients 18
Age at diagnosis
Median 73
Range 61-83
PSA at diagnosis (ng/ml)
Median 155
Range 22-2,660
No. Pathological grade (%)
Moderate 5 (27.8)
Poor 11 (61.1)
Unknown 2 (1L.1)
No. Clinical stage (%)
T2NOMO 1(5.6)
T3-4NOMO 6 (33.3)
T2-4N1MO 1(5.6)
T2-4N0-1M1 10 (55.5)

No. Initial treatment (%)
LH-RH agonist 2 (
MAB 12 (66.
RRP after neoadjuvant MAB 1(
MAB + chemotherapy (CDDP + THP-ADM) 3(
Age at relapse

Median 77

Range 64-88
PSA at relapse (ng/ml)

Median 16.0

Range 3.1-3,433

1735% (65~835%), IMMiE PSA DO HJLfHi% 155 ng/ml
(22~2,660) TdH o7z MRS LRI R b £
< (1B, 61.1%), AR 7 I T3 BLL 21741
(94.4%), NI %58 fl (44.4%), M1 251061 (55.6
%) LETBHIEHE EDO Tz, WEEEE LT
1Z, maximum androgen blockade (MAB) 3 % 12 %l
(66.7%) Offs, LH-RH 7 T=A FHJH 2, MAB
BRIV ATIF v EET NV EY 2B L 72N
1L FE i 3 BB & U MAB 12 & % neoadjuvant %
VARIA MY BTS2 IR AT 2 RAT L7 1 Bl E E T w
7z. LH-RH BAEF B X OFAAEFIEL, PSA LA#%
(2 MAB SEEICBAT L T\ /2. #IE MAB #ik T
L7z7 v F 7y Fur oL, Eavy 3 FISH
(72.2%), 7Vv& IF1H (5.6%), FEERZ <Y
J v 4l (22.2%) TdHo 7z, £&f1T antiandrogen
withdrawal syndrome (AWS) % #Eg2 L, 18%1H1 1261 T
FYFT YRR s (EAVY I F>T LY
INOB, BER TV Y7 I R2f), T
VEIF=EHNVE IFLH) PHITESR T B
BRES (cthinylestradiol #x5-FAAKE) D4FE#G D I E 1
775% (64~887%), I PSA ® H JfiEiL 16.0 ng/ml
(3.1~3,433) THot:.

BIVEf 6 61 (33.3%) T#&iE, 3B (16.7%) T
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HAbEER, 261 (11.1%) TAERI AL, Hk
BEREFELZ2ABLIUAEREZE L 1 HITHRS
AR RETH o 72, FEIZOWTIE, 7ok F
DMk %\ i ethinylestradiol DJRETI ¥ b T — )b
RECTH o7z, LEREE, WAKEED S5 VILFHREE
EELE LEFIZA N7z,

B G HkBEEE TH o 72 15B T X TIZB W T
PSA AR TFASA BN, 15F1H 11461 (73.3%) T350%

Table 2. Comparison of patient characteristics

Ethinyle-
sadiol ~ DESDP P
No. of patients 15 18
Age at diagnosis 0.89 *
Median 70 69.5
Range 62-82 63-79
PSA at diagnosis (ng/ml) 0.42 *
Median 150 280
Range 22-2,400  43.5-3,100
No. Pathological grade (%) 0.53 **
Moderate 5 (33.3) 6 (33.3)
Poor 9 (60.0) 12 (66.7)
Unknown 1 (6.7) 0
No. Clinical stage (%)
T2NOMO 1(6.7) 0 0.228%*
T3-4NOMO 5 (33.3) 4(92.9)
T2-4N1MO 1(6.7) (5.6
T2-4N0-1M1 8 (53.3) 13 (72.2)
Age at relapse 0.25 *
Median 76 72
Range 64-86 64-80
PSA at relapse (ng/ml) 0.78 *
Median 16 83
Range 8.1-3433 5.5-890
*: t-test, ¥¥: chi-square test.
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Months after administration of ethinylestradiol
Fig. 1. Kaplan-Meier analysis of disease-specific
survival after administration of cthinyle-
stradiol.
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Table 3. Comparison of clinical outcomes

Sado  DESDPp

No. of patients 15 18
No. PSA decrease (%) (.39%*

No response 0 2. {11

Less than 50% 4 (26.7) 5 (27.8)

More than 50% 11(73.3) 11 (6L1)
Duration of PR (mos) 0.20%

Median 9 3

Range 2-23 2-13
Duration to re-relapse (mos) 0.025%
(all patients)

Median 15 6

Range 3-42 2-15
Duration to re-relapse 0.046*
(M1 cases) (mos) n=28) n=13)

Median 8 4

Range 3-29 2-18

* 1 t-test, ¥¥: chi-square test.

P ko PSA T (PR) A& D7z PREEFICBIT S
PR #5:8AR (ethinylestradiol % 5-BAtG L 1V, U5
T PSA D50% %82 5 F TOHIM) OHRMEEX IS
B (2~937 1) Thotz. £HTHERZEZLT
By, BESKIcoOMEOFRRMEIZIAH (3~327
H) Thot. BIEFTIZ6HIRELL, FREIL
DEFHHOFRRMEIZI9NE (7 ~48FH) ThHo
7o, EEZIIBTLERES S OEFRH O RIER
Hes44 BT o7 (Fig. 1). DES-DP #%5-8E1851 &
OB % Table 2 3 £ O Table 3 12”7 . HRHEFIZ
WETFH 2 A EZITRD b N % ho 7275, cthinyle-
stradiol #%5- B2~ DES-DP # 58T M1 fEFIA S
(D HNTz (53.3% vs 72.2%) (Table 2). FHHMR
F OB O RMEIL, ethinylestradiol ¥ 5-#T157
H, DEP-DP #%5-%:T 6 77 H &, cthinylestradiol # T
HEIWLEr-72 (p:0.0QS). DES-DP # T M1 fEH)
PGB D B - 72728, M1 EBI DB TR & i
L7z s HEBRTITOHMIZRLIZD cthinyle-
stradiol ZECHBEIZED 72 (p=0.046) (Table 3).
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