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To eliminate the initial testosterone (T) surge and prevent the risk of flare-up induced by the
first administration of luteinizing hormone-releasing hormone (LH-RH) analogue, we examined
the effectiveness of short-term combination therapy with diethylstilbestrol (DES). Sixteen previ-
ously untreated patients with prostate carcinoma (Stage C: 4 cases, Stage D;: 12 cases) were
randomly assigned to 4 groups. Each group included 4 patients. Group ! received DES (500 mg
daily injection) for 7 days, staring before the first subcutaneous injection of luteinizing hormone
releasing hormone (LH-RH) analogue (3.6 mg of Zoladex depot); Group 2 received 500 mg of
DES injection for 7 days prior to the initiation of therapy with the LH-RH analogue, and more-
over received a DES injection for 7 days; Group 3 received 500 mg of DES injection for 7 days
simultaneously with the first injection of the LH-RH analogue; Group 4 was pretreated with 500
mg of DES injection for 7 days prior to the initiation of therapy with the LH-RH analogue, with
additional DES injection for 3 days. In groups 1, 2 and 4 the level of T decreased during the 7
days of DES therapy, and at 3 days after the first injection of LH-RH analogue increased again.
The mean T value in groups 1, 2 and 4 decreased by 33.2+27.6% (mean+SE), 20.5+-20.8%, 13.2+
9.8%, respectively, at the day of the first injection of LH-RH analogue, and increased by 75.2+21.6
%, 70.7 = 63.4%, 56.7 +46.47%, respectively, at 3 days after the first injection of LH-RH analogue.
Thereafter, decreased to the castrate levels after 3~4 weeks.

However, in group 3, the mean T value increased by 144.8+53.0% at 3 days after the first
injection of LH-RH analogue and thereafter decreased. An initial increase of T after the first
injection of LH-RH analogue in groups 2 and 4 was smaller than that in groups 1 and 3. No
clinical flare-up manifestations including tumor markers have been recorded in group I, 2, 3 and 4.

We concluded that pretreatment with DES given 7 days and 3 days after the first administra-
tion of LH-RH analogue could eliminate the initial stimulation of T production and prevent the

risk of flare-up symptoms.
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Fig. 1. Changes of serum LH in groups I, 2, 3

and 4. The upper section shows the
actual value of serum LH and the lower
section shows a ratio of serum LH.
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Fig. 2. Changes of serum testosterone in groups
1, 2, 3 and 4. The upper section shows
an actual value of serum testosterone
and the lower section shows a ratio of
serum testosterone.
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Fig. 3. Changes of serum PA in groups 1, 2, 3
and 4.

Bz % h £h, 434.0£305.7 ng/dl (75.2+21.6
%), 293.4%225.6ng/dl (70.7+63.4%), 2664+
2412 ng/dl (56.7+464%) & EF Uich, LA
WL 4B% T &, EBrvriELit. —H,

group 3 I H\ Cix LH-RH analogue 5. 3
A HIZiL 557.52200.7 ng/dl (144.8+53.0%) & L&
Lichs, DMRMETT L 4 BHC2fIEE L~



194 WRAE 4%
PAP
ng/ml
500
—e— Group 1
—0— : Group 2
400 —e— : Group 3
—a— : Group 4

300 mean £ SE

200J

1004

-7 0 3 7 14 28 8
Fig. 4. Changes of serum PAP in groups I, 2,
3 and 4.
L7- (Fig. 2).

LH-RH analogue ##5.% 3 HBoMirh7 A F A7
w ViEENY, group 2,4 %% 1, 3 kL, X DIEME
R LIS TR R B R E YR D e o 1.
1. BE~—» -0

Ifist PA {3 group 3 @ stage Dz @ 1 fji & \»
T LH-RH analogue #5 3 0 Bzt D LR %%
7228, ThEBRGE group 1, 2, 4 kk\W\Tik DES
BEH%THEHCIETF L, ¥/ group 3 Tik LH-
RH analogue 5% 3 H Bicix&fl, ETx2RLAE
(Fig. 3). 1fifs PAP (3 group 1 @ stage Dz © 2
#iliz LH-RH analogue #5.5s YO 5% 3 H A,
THER EFTHOREDIOKRT, flid group 1,
2,4 xR\ Tit DES #5#%7 HE i, group 3
i3 LH-RH analogue #5% 3 H HICILE T %5
L7z (Fig. 4). Zo—J%, r-Sm % group 1, 2, 4
W\ Tix DES ## 5% 7HBA K, group 3 Tk
LH-RH analogue #45# 3 H ik 26l ET4xR
L.
M. BeEERIC DT

group 1, 2, 3, 4 £ % LH-RH analogue #¢5
T A MH T A b AT B REORINS X V0%
hicBRT EBKIEROME, Ticbb flare-up i
1 lbRDIcH »7. ki, DES Bh5rc kb EEb
hAEIWER & LTk group 2 D52, stage D o
L i — e DI EEIEAL A R DI DT H - fe.

z =
HEFT LN %3 % LH-RH analogue i X %
PR BB e R R L LTIRA oD
BB Lo L, AHIEERE S RAGEOEIE
BXFAET S, ThidA#z X b THEM4H LH-RH
W LIRS Te B R, —iitkic LH-RH S84

35 19954

& LH-RH L ofEaHRE 570, TEEIY LH
D EE, FoOfRR LH Ofc X 2BHEID
DF A AT v WO, I TR
MO, &\ —BORIGZOERITHIW,
Z @ flare-up (XEROBEIC XL 4 ~33% DIEF
KHRBID EIRTWDE0. bhbhOLFHT »
BHO TR AR EEMOBEE L - T BRRER
DEAL 2/80] (25%) KB Oh, EREE~-7
— T B M PA, PAP o—iftE 0 EF —HOIE
FICRRD T 5.

Lo—ERORFTANAT e VD LR TFHTA
7201, W ONOEKOFALNEL DR TS,
Waxman? 3 LH-RH analogue O¥JEI# 5k, 3
H~ 1 @A »n4 F% anti-androgen TH5 cy-
proterone acetate 5 L, flare-up 1Z &< B
Temole L BE LTS, Fof, JEATrA VRO
anti-androgen T» % flutamide % nilutamide @
—Efif o475 LH-RH analogue #5#%®D
—EHRG RS RA bR, ToBREY IPEE
~ — 5 —OEFH HHE L, flare-up FEHITIIERT
BB ETHHREDADLRDISIO.

—7, BRI T 5 E HE R L E VERED —
DTHB A b vy VIEOWTREREECENT,
flare-up A3 =A kw4 v gkl LH-RH analogue
OPFEIC L » TEECTFH T X b T5HRED b
B—F, AT LH-RH analogue BlfAR I”
DES #Rifyb-45% = EXBHTH D & T HHH -
bR ERE. chboRENDL, bhibhd LH-
RH analogue #JElE4L.FHz DES 500 mg/day % i
#E, RAREERED 4B T TRA. L0/
£, LH-RH analogue #5#, M+ FA AT R
VRENE — 7{Ei%RT 3 HHRDOWTH group ¥
B+ % &, LH-RH analogue FEI#5 5z DES
% 7 HRS# S -3 35\ Tt LH-RH analogue
BEH I HARKWTH R T A b AT » VRENR
FERARIE RS & &3/, e Thih7 A b A
7 r YREMMOMHER X LH-RH analogue #
H#%b DES %3 H7o\ L7 Ak LA BT
L W BEETH -7, Thicx L, LH-RH analogue
& DES %[ ey Lic e\ Tik LH-RH
analogue #4463 A HIIMFT A b AT v Vil
CETRTRBHAATTIE X b DD & &Rl

HEXY, MpFAAT vy Mz, DES
BExTELREFTAIRLTH LD BAD SETRIL
IR 5 aEE 2 % 2 584, DES 500 mg/day
% LH-RH analogue $¢55id 5 7 His X OB



P, 2% : LH-RH analogue » Diethylstilbestrol

3 BkgEThidflare-up FEHZII 5 TH B & Bbh

1.

¥ B

HEITRINIIRE 166 % LT, LH-RH analogue %)
@50 flare-up & FE5 3 5 BT, DES 500
mg/day % FiE, FRES L D4 BCS T HIT
L7c. =0 &R, LH-RH analogue ¥EI#ESKD
flare-up F 51 it DES 500 mg/day # LH-RH
analogue #5517 H2bHE5# 3 A ¥ CHRETHE
+45ThB L Ebhi.

AKHAXDOEGIR, HAT7 V Fun sy —%aWI3E%HNAS
(A T KBR) wTHEELX.

D

2

L))

£

3)

6

N

)

X ik

Waxman JH, Wass JA, Hendry WF, et al.:
Treatment with gonadotropin releasing hor-
mone analogue in advanced prostatic cancer
Br Med J 286: 1305-1312, 1983

Wenderoth UK and Jacobi GH: Gonado-
tropin releasing hormone analogue for the
palliation of carcinoma of the prostate.
World J Urol 1: 40-48, 1983

Walker KJ, Turkes AO, Turkes A, et al.:
Treatment of patient with advanced cancer
of the prostate using a slow-release (depot)
formulation of the LHRH agonist ICI
118630 (Zoladex). J Endocrinol 103: RIl-
R4, 1984

Robinson MRG, Denis L, Mahler C, et al.:
An LH-RH analogue (Zoladex) in the
management of carcinoma of tne prostate:
a preliminary report comparing daily sub-
cutaneous injections witn monthly depot
injections. Eur J Surg Oncol 11: 159-165,
1985

Scnally AV, Redding TW and Comaru-Scan-
ly AM: Potential use of analogs of lutein-
izing hormone-releasing hormones in the
treatment of hormone-sensitive neoplasms.
Cancer Treat Rep 68: 281-289, 1984
ME—, HHEk—F ER B 3h BNIR
s+ % LH-RH analogue #5BEHDOAS
Wis X QM@ ~ — » — DB O\WT. WIRFDHE
40 : 393-400, 1994

Faure N, Lemay A, Laroche B, et al.: Pre-
liminary results on the clinical efficacy and
safety of androgen inhibition by an LHRH
agonist alone or combined with antiandro-
gen in the treatment of prostatic carcinoma.
Prostate 4: 601-624, 1983

Kahan A, Delrieu F, Amor B, et al.: Disease
flare induced by D-TrpS-LHRH analogue

9

10)

1D

12)

13)

14)

15)

16)

17

~

18)

195

with metastatic prostatic cancer. Lancet 1:
971-972, 1984

Debruyne FMJ, Weil EH]J, Fernandez del
Moral P, et al.: Clinical results with the
Depot preparation of Zoladex in prostate
cancer. Hormonal Manipulation of Cancer,
Peptides, Growth Factors, and New (Anti)
steroidal agents, edited by Klijin J.G M,
New York: Raven Press., 255-272, 1987
Bouffioux CH, Denis I, Mahler C, et al..
Treatment of advanced prostatic cancer with
LHRH-analogues. Prevention of “flare-up”
phenomenon. In. Kouri S, Chatalein G,
Denis L, et al. Prostate cancer, part A:
research, endocrine treatment and histopa-
thology. New York: Alan, R., Liss, Inc.,
255-260, 1987

The Leuprolide Study Group: Leuprolide
versus diethylstilbestrol for metastatic pros-
tate cancer. N Engl ] Med 311: 1281-]1286,
1984

Winfield H and Trachtenberg J: A compari-
son of a powerful luteinizing hormone releas-
ing hormone analogue agonist and estrogen
in the treatment of advanced prostatic can
cer. J Urol 131: 1107-1112, 1984

Glode LM: Leuprolide therapy of advanced
prostatic cancer. Proc Am Soc Clin Oncol
1: 110, Abstract C-426, 1982

Waxman JH, Man A, Hendry WF, et al.:
Importance of early tumor exacerbation in
patients treated with hong acting analogues
of gonadotropin releaseng hormone for ad-
vanced prostatic cancer. Br Med J 291: 1387
-1388, 1985

Labrie F, Dupont A, Belanger A, et al..
Flutamide eliminates the risk of disease flare
in prostatic cancer patients treated with a
luteinizing hormone-releasing hormone ago-
nist. J Urol 138: 804-806, 1987

Kuhn JM, Billebaud T, Navrati H, et al.:
Prevention of the transient effects of a gonad-
otropin-releasing hormone analogue (Buse-
relin) in metastatic carcinoma by adminis-
tration of an anti-androgen (Nilutamide).
N Engl J Med 321: 413-418, 1989
Trachtenberg J: Causes of prostatic tumor
flare during treatment with LHRH ana-
logues (Abstract), 78th annual meeting,
American Urological Association, Inv., Las
Vegas, April p. 100, 1983

Stein BA and Smith JA: DES lead-in to
use of luteinizing hormone releasing hor-
mone analogues in treatment of metastatic
carcinoma of prostate. Urology 25, 4: 350-
353, 1985

19) Fernandez del Moral P, Litjens TTJ, Weil



196 WIRICE 41% 3%

EH]J, et al.: Can combined DES and LHR-
H depot therapy (ICI 118630) prevent en-
docrinologic and clinical flare-up in metastat-
ic prostate cancer ? Urology 32, 2: 137-140,
1988 ‘

20) Mahler C and Denis L: Simultaneous ad-
ministration of a luteinizing hormone releas-

19954

ing hormone agonist and diethylstilbestrol
in the initial traetment of prostatic cancer.
Am J Clin Oncol (CCT) 11 (Suppl. 2):
S127-5128, 1988
Received on September 30, 1994
(Accepted on November 25, 1994>





