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SIDE EFFECTS OF ESTROGEN ADMINISTRATION TO
PROSTATIC CANCER PATIENTS : CLINICAL AND
STATISTICAL SURVEY OF 109 PROSTATIC CANCER
CASES OF KYOTO UNIVERSITY HOSPITAL

Kenji Oishi, Yoichi Arai, Hideo Takeuchi
and Osamu Yoshida
From the Department of Urology, Faculty of Medicine, Kyoto University

Since the introduction of hormonal treatment for prostatic cancer by Huggins and Hodges in
1941, severe side effects of synthetic estrogen, which have overcome its benefit, have been reported
in the U.S.A. and in European countries. However, in Japan the adverse effects of estrogen have
been reported to be milder than in western countries, and estrogen still has an important role in
the treatment of prostatic cancer in Japan. In this communication, the side-effects of synthetic
estrogen administered to 109 prostatic cancer patients, who were admitted to Kyoto University
Hospital between 1980~1990 are reported. Fifty-three (48.6% ) of the 109 patients suffered adverse
side effects of the estrogen, specifically cardiac disease (20.2% ), fluid retention (14.7%) and hyper-
tension (13.8%). Five of these patients died. Among the risk factors analyzed, daily dose, past
history of cardio-vascular disease and ECG abnormalities were significantly correlated with the
appearance of adverse effects. The reasons why the frequency of lethal side-effects is lower in our
cases compared to findings reported by the Veterans Administration group may be the lower daily
dose and cessation of estrogen administration when mild adverse effects appear and some other
unknown factors, although the background of the patients and method of analysis are not compara-
ble among them. The overall frequency of side-effects in prostatic cancer patients administered
estrogen in our cases is not necessarily lower than in western countries, but the severity of the
side effects was milder in our cases. We must be a ware of the potential adverse effects of estrogen.

(Acta Urol. Jpn. 39: 23-28, 1993)
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Table 1. Adverse side effects of synthetic
estrogen on prostatic cancer patients

Rate : 53/109 (48.6%)
Cardiac disease 22 (20.2%)
Fluid retention 16 (14.7%)
Hypertension 15 (13.8%)
Liver dysfunction 7 (6.4%)
Cerebro-vascular dis. 4 (3.7%)
Others 4 (3.7%)
Severity . mild severe lethal
22 26 5

(20.2%) (23.9%) ( 4.6%)

Response ! stop continue
46 7

Table 2. Risk factors for adverse side effects
of synthetic estrogen (1)

Side effects

Significance
Severe+lethal  None

Daily dose** 1924123 2251152 NS
Cardio-vascular dis. yes 17  yes

. — P<0.05*
(past history) no 15 no
Cardio-vascular dis. yes 26 yes 24 NS

(family history) no 24 no 27

* : statistically significant
** . converted to Honvan® (mg)
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Riskfactors for adverse side effects of synthetic

Side effects

Significance

Yes No
Body weight (Kg) 56.318.6 54.2%8.1 NS
Obesity index* 1.01+£0.16 0.981+0.14 NS
Blood pressure (max.) (mmHg) 136+26 133+23 NS
Blood pressure (min.) {mmHg) 70+13 76t 15 NS
Total cholesterol (mg/dl) 189+29 184 £35 NS
Blood urea nitrogen {(mg/dl) 187 1819 NS
20 12
Abnormal ECG e Yo P<0.05%*
no 31 no 41

* : body weight/ (height-100) X0.

** : statistically significant

Table 4.
estrogen and

9

treatment duration

The relationship between adverse side effects of
its daily dose, total

dose or

Severity of side effects

Mild Severe Lethal
Daily dose (mg)* (Mean £ SD)** 143+80 170+ 94 3101180
Total dose (g)* (Mean£SD)** 91+97 152176 337 +£287
Duration Total number (%)
0— 6M 12 { 54.5) 9 ( 34.6) 0( 0)
0— 1Y 15(68.2) 12(46.2) 2(40)
0— 2Y 17 (77.3) 15 ( 57.7) 3 ( 60)
0— 3Y 18(81.8) 19(73.1) 3 ( 60)
0— 4Y 18 (1 81.8) 21(80.8) 3(60)
0—5Y 19 ( 86.4) 22 ( 84.6) 3 ( 60)
0—10Y 22 (100.0) 26 (100.0) 5 (100)

*: converted to Honvan® (mg)
xk .

“mild” to “lethal” ; p<0.01
SD: standard deviation

BLT 192+123mg THH, BWERAI D SNIh
ST EEGIDFEY | SR 225+152mg  (Honvan®
BE) IHhixtLASKWETH-% (Table 2). 0
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: “mild” to “severe” ; NS, “severe” to “lethal”

; p<0.05

3).

BfEARBER O | B S BLBIFRO BN IIER
D 5% mild, severe, lethal DX T £ Hon-
van® 28 L C 143 mg+80mg, 170 mg+94 mg,
310 mg+180 mg (Table 4) TH b, 1 BRGEHI %
(I B il AEBOERPESE TH -, KREE
{1 mild, severe, lethal DEFETEI L Honvan
B L T91g+97g, 152g+176g,337g+287g T
THHEWEROERNPEL L33 RGBS &h
ot —AEEE, BEHRERL DT mild & severe
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THEE, mild & lethal Bz p<0.0l THEX
ThHoT.

F I EREBALARE D D EIF A B R A £ T o R
H RBPKBEH TRLUIA (Table 4), mild 7 BIfEH
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{, N TY lethal EIWEAM 16. 1% Th -1 &
BEBTE VWb L EBEbhs. SEDObhbhDgy
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200 mg FIEEIE L T\ 57 i lethal 7eEIfE A
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Z 2Tk Hexron® 1 mg % Honvan® 5mg L#
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