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TREATMENT RESULTS OF COMBINED HORMONE AND
CHEMOTHERAPY FOR THE PATIENTS WITH
ADVANCED PROSTATE CANCER

Yasunari Uekado
From the Department of Urology, Wakayama Medical College

From November 1984 to April 1989, 40 patients with advanced prostate cancer were treated
with chemohormonal therapy consisting of orchiectomy, diethylstilbestrol diphosphate, CDDP and

cyclophosphamide.

Of the 40 patients, 23 had partial response, 15 had stable disease and 2 had progression of

disease at 3 months after the initiation of the treatment.
The prognosis of the patients with low grade tumors was

survival rate of all cases was 61.5%.

In analysis of survival rate, the 5-year

better than those with high grade tumors. In stages C and D patients, the survival rate was 75%,

and 56%, respectively.
Relapse occurred in 5 patients.

The interval between start of treatment and relapse was

approximately 20 months. Relapse rate was lower than that of 23 patients treated with hormonal

treatment alone during the same periods (p<{0.05).

Gastrointestinal symptoms including different degrees of nausea and vomiting were observed

in about half of the patients. Myelosuppression was seen in a few cases.

These findings suggest

the effectiveness of chemohormonal therapy for newly diagnosed advanced prostate cancer.

(Acta Urol. Jpn. 37: 825-831, 1991)
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RBEFELE LTHAVBRTE . W ETHRLR
FUEEOFOLRE Y Bic LT X o ABREL R
LA+ rFVBBIORETHD. LHLEBHLID
=A be VBB XD RGIERRCIIE DB D
HORMERSERIRTETEH D, O« MERDEIE
A0 12TH%. B TRERCHLEDRBEE
Erdion iz, ERECSHCIIREEE TR,
ZDERTHI > TRIGE LT T e bis T
5. ZORBEWFHO IO TBM R = v H DB
F&, IGA% LH-RH WHOFERAES1 HL, DO/
Bof@Rrsohtes.
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S BRBHEYE £ — BRIGIIRT b O OB Issi s
FELL L ABREOMBETHS. L CHERER
EFTAIIRRFEIE B D P 5 IR L RI3028 DIEFIC & 5
NBHEIN, TOFHEL EHLDTEZ ErLETE
BREOEBELMBEL ftoT\w 5.

EE 1984 LARERE I BRI & U CRIIRIZER
KT HMEEEO RE LETy, WS ERERCLEE
Ba AT AN IMEERE Y RBLATT LT &R
SEIZ DEBRELHRIT S & Lbic, AR R
BASWEEEMBOBEE b B Lz OB T O
TEELK.
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D 5 LEEIEREE LT RS MR A J1T L 72408
Th% (Table 1). EEIT455D HSTRRIC I L UEH
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Table 1. Patients characteristics

SEFI 40
FHER (Range) 70.9 (45~87)

P.S. 10T 26

2 8

3Lk 6

LR - mavk 4

oL 18

B3t 18

ERRmY - C 7

D1 3

D2 30

BB B 24

DINPAY: ] 4

CRRZA 3

& +H 1

B+ % 1

70.95% T, P.S.iX 1 LAITFA266, 2238 Bl X 03 1L
ER6BITH -t HBENTERES LI 4 4,
FRao LD 18 Blds L UMESEE2 18 BITH b, BEK
FREIRIACH 7 6, D1 33 g% X0t D2 A33081T
B ot BBEETHEANTOEEIMLEDHRH24
BITERLSL, RWTY v AFEBOLN 46, B+
Y VA3 H, B+ LG, B+ Y v oE
1ITH T

RO EORE 7w b= — 1L, ¥TEA
k& LT diethylstilbestrol diphosphate (LLUF
DES XE&3) % 1 H 500 mg, 20 A& A #IRPIE 5
L, R EZBHETv, Sbr oMb cis
diamminedichloroplatinum (LIF CDDP &%)
50 mg, cyclophosphamide (LI'F CPM &Hg-4) 500
mg DERAREHX 1 = —AL LT, 2BE3 2—*
WfTL, #fEEs LT DES 300 mg ¥ EBE DK
51, FHENCHEGc i CPM 100mg %##H, 278
iy L L. 7ok DES i X 2EHE AR BLLICEE
Blc X D B TN 4 W P51 chrolomadinone
acetate (LIF CMA LB84) &E L (Table 2,
3). FlAbEKIL 3 = - AMARRAE Lich, B
P> risk A3E & HIBT &Rk 6 FEGITIE CDDP %
L0Y CPM i X% A 1 B0 HEFF bt ik & Qs
RE i,
FEITEHR AR O M TE XA SRR SLIR K B B 2k
HED S X RERBAIAE 3 B ORGATIT, 5k
FRBUBIC D\ Tk TRERBEIA R & A & L Kaplan-
Meier JRIZ X BAEFRO LI TIT -1

¥ eI WML FRE DA Il 2 BT B fosdic, [

Table 2. Regimen of chemohormonal therapy

1L

CDDP 50 mg/H

CPM 500mg/H 2:8%, 30H
K5 ik

DES-P 500mg/H EH, 20HMH
FH

CDDP: cis-diamminedichloro-platinum,
CPM: cyclophosphamide,
DES-P: diethylstilbestrol diphosphate.

Table 3. Maintenance therapy

DES-P  200~300mg/H, #H+ GEHICL D)
CPM 100mg/H, #H, 274
DES-P: Diethylstilbestrol diphosphate,

CMA: chloromadinone acetate,
CPM: cyclophosphamide.

Table 4. Results of treatment by chemo-
hormonal therapy
fEFI% CR PR NC PD
i 40 0 23 15 2
Wl C 7 0 5 2 0
D1 3 0 1 2 0
D2 30 0 17 1l 2

R BRSNS R B A Y B L
T, MEEROERDER, BRERIVCAEFEROWT
P WM B & B LT,

L+ =3

1. BRI\ C

AT 5B T5 L, CR 37c<, PR 5123
i, NC 231561, X% PD 24T, PR LlLt%
BYHLIBEZORMRIL 6% L7h, NC HE%
FREThE, BEOEHERTH 1. BEHRBHIC
KB L, FPCTIE PR 54, NC X244, Ry
Dl ik PR 2316, NC m24<, % D2 <
PR 23176, NC #1164, PD R 2 TH -1 (Ta-
ble 4).

DECEAN DR AR L. MZBR TR
CR » 16, PR %246, NC »156C PD Hig
<, BCREHITAE72 235G 5> B CR 2316, PR
16, NG 208, PD A 1HITH-7t. #kEM
(Y v, I RERET S 9T CR B
24, PR 2316l NC 358l PD 2 14Th?b,
<—H—& LTD PAP OFHIiTiL CR 53256, PR
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M2, NC N7HIT PD DEFLIsh -1z, - Table 3. Response rate according to the site
CEHRR, PR BExHZETHIE, FhEhe62.5 EZIE (%)
%, 8.7%, 33.3%BXU9.4%TH Y, ¥ NG LI EFE CR PR NG PD — NG AL
P gL A : [ [
Lkﬁ%%bt%u@%h%hWQW&gia&a& SR %0 | 24 15 0 62.5% 100.0%
8% % X 1'100.0% TH > 1 (Table 5). 5 23 11 20 1 8.7% 95.6%
9. HFEGREREITO\T walk 9 2 1 5 1 33.3% 88.8%
40&%@%%@&]?%%&6 &, 1 ﬁ—_;, 3515}6J:U PAP 34 25 2 7 0 79.4% 100.0%
100% RTINS T L] 1100% —
l e AL ]Ns_
1 1 1 Ig
PR 7%
Bty
N.S.
50% N.S.
0.0% 4
5%
Fig. 1. Survival rate according to grade
100% L Liaingl
1 L L1l 1
1 1 175.0
1.:[o *
N.S
56.
50% w0
5%
Fig. 2. Survival rate according to stage
SEEFERIENER, 96%, 82.3% B LUV6L 5% T NC EFOFBBIFTH - 12’ WEECE BicE

Bt

SFALEFERFRE, R eis 1007, hoeis
87.52T, \Wihd BEFleTFHA R Lic. (ESEESE
Bz, SEAFRITZ2SEHENREFTH -1
2 4EAREGRRDT, FLEOHITE L VAR
ROETFHR L (Fig. 1).

FEBRS MBICI, WM CH75%, HIMID56% T, i
HWoM#ITE L b AFRMET Lic (Fig. 2). %k
BRBHRFITIE, PR R LICEGILEL. 9% ThH -1
DKL, NC RUCEADZILTSHTHY,

B LRk -1 PD SEFIOFHITECEL 2
FEEFRRDE) -~ (Fig. 3).

3. PG UMRERBEIREEE & D BT oW T

P LSRR A B S 72 19844E 11 B LI R A &
DO T RS IR D 2B C T X oG
BHFTHB. TN HLMAOERD IO D88 E
TC, IS 1 TH -7 PSS id 1 LUTHITHIT,
2 2R IV LUEMA4HITH -, FILEXRS
(LB 7 B, LAY 9 Filds X OHEMERA 7 AT
Bote. BEERBILCH 5 M, DI /e, D2 218
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100 % +

50% -

PD 0.0%

] -
~—180.0%
N.S.

J»—l——lsm%_
PR

P<0.01
P<0.01

J

—_——
5%

Fig. 3. Survival rate according to response

BITh 1. D2 EFOEBRALYRD E, FHL1T
B, B+Y VGBI BITH k. ASUMLEEERE
LDOERRFOHBITIE, WA WFEERERC Sk
TEFIAEBILE ot (P<0.05) & & L) 44 BER
CERRDKH -1 (Table 6). Py WERERMBED
BEREDWNER %25 &, DES Hl4flic, LH-RH 7%
6 flic, CMA 2 3flicthZEhigsdh, z05%
1B KB S iz (Table 7). ¥ THBEEDKR
WEAMRE 3 » AR CORMIBERREY B L. K
UM HRERETIT PR 532360 (57.5%), NC #3115
B (37.5%) ¥ XU PD 22T, A5 W
BB TIX PR 2368 (26%), NC 23134 (56.5
%) ¥XV PD »44) (17.5%) Thotz. PR &
8o T BIBY A IR BB BR £ (P
0.05), M4 WBREEBIMBAC I U HiASE I sassh
REr@d oz (Table 8).FRAIIAZ WML
a0t 5 B (12.5%) @, PR Ehpe o3
Firk 8 61 (34.7%) Tl bh, ASWMEEREERT
BRI -t (P<L0.05). BRIZWThoRTY
B MECEALRT, S, BHRRINTY R
BOBRRCZIBED bR ot FRERETO
W25 L, WSWMCERRERS19.87 A, AW
FRIEHMBEA 1L 02 ATH Y, WPHCEE 2R
oIS DOD, [iE THEMRE TOMIMAE
iR bhic (Table 9).

AFROWHEITY, N UMEeERER D61, 5% D 4
EEFRYRLICORH L, WSRO 2
(% 36.8 %, Wi TRIFLMHLRD Shie (Fig.
4).

4. PIGOMEEEREOBITE i ovT

CDDP H5icft ) R, WMHoRBHER XL

B e < 408196 (47.5%) TRARDbhiicT i

Table 6. The profiles of patients treated by
hormonal therapy alone

GHE [SPoiA 373
SEBI%K 23
SEXEMG (Range) 75.1 (61—88)
P.S. 1 LF 17
2
3Lk
HMLE  wmaMt 7
5k 9
Bk 7
BRAH . C 5
D1 0
D2 18
e 2N | 17
DI ]
FHUon 1
F+M 0
BF+H+y 0 0

Table 7. Initial treatment modalities of the
patients treated with hormonal therapy

alone.

DES-P+0O 10

DES-P 4

LHRH 6

CMA+O 1

CMA 2
Bt 23

DES-P: diethylstilbestrol diphosphate,
CMA: chloromadinone acctate,
O: orchiectomy.

V. AR 6 61 (15.0%) iR b,
ZhHDREIFROBEIIVTh L 26 grade 2 LT
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Thote. BERBEBEORENALRLMATE, Al
(Hb 10g/d1 LATF) oRBHE R LE 1561 (37.5
%) wRpbhis. AMREANE 8 F (20.0%) TH
Hhicdd, WiThb grade 2 T T, BEMMIADL
hicmote. 11T grade 3 © [/MRIEA 5 5
h, IWMEEHOBMAZMNE L Uik, FFERESE
64 (15.0%) THbLIH, Rl Uil
Dot BREEEPHBEZIRZ D Ohinhotk
(Table 10).

E Z

FSIBRLEEC > TR WL EL LTV
D1I2THY, ABERWTLLTOBlCbhis - $ D
THHH, BERIIRERCT Tl OETE X
LTvBEDBE N ELERBFETHL.H-T,F
HRROMNEL & ez 0 X 5 TR e+
BRIEHBEL ZNB LT ATHD. EITRILERED
BFE TR RS REN T OBENboThHY, B
THE BRI NHBRE L > T5. ¥AS
WREOHENTH =2 b v & VEIFIORS & LB

50 %

Table 8. The comparison of initial treatment
results between two groups

Response LR AR
CR 0 0
PR 23 (57.5%) 6 (26.0%) p<0.05
NC 15 (37.5%) 13 (56.5%) N.S.
PD 2(5.0%) 4 (17.5%) N.S.
at 40 23

Table 9. The comparison of relapse rate be-
tween two groups

HRE SPrr A2 373

PSR

BEMEIENE 540 (12.5%)  8/23 (34.7%) p<0.05
SALE B 0 0

H 2 4

&% 3 4
w C 1 2

D1 0 0

p2 6
iﬁqﬁ%?”m"ﬂ 19.8% A 11.0% A N.S.

61.5%
[ b3 P23 -

N.S.

N> BRERE

T

5%

Fig. 4. The comparison of the survival rate between two groups

ETEREOPONRE YR LTE D, BERLA
{frbhTuws., BIHECHT 5 NGWEERC X 59
BRSO BT RIT B BIR70~80% L HE SR T\
b, ZORFIEBEREIIETREE VS L ERT
NEAGWEES E D THINERETHL Z &
HFE - T B. L Liadih 19734 Vacurg I X
HWELK= A b ey VRFIOBWER BB O
W, FOBERCEELTORESERE IR TER?D
Fhiz=A e X vOFRC X - TEETEERAST 5
2, 0« MEREWERC X B THEINT 5 cdHic
FTOBMPHIHEB N, BREELTAEFRTAL L

Table 10. Side effects of chemohormonal therapy

BfER BRI (%)
BT 6/40 (15.0%)
S/ 19/40 (47.5%)

15/40(37.5%)
8/40 (20.0%)
1/40 ( 2.5%)
6/40 (15.0%)

&I (Hb 10 g/dl LA TF)
BIMERRA (4p00/mm® LAT)
/M4 (10X 104 /mm?® BUF)
s RE R E

EWVHEDTH 7. LIKH L\ anti-androgen Hl
FDBIZ* LH-RH analogue DB L LY,
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=A T e VRER S BITEAOBEA G bh T
ER A

Ao WL 5 — o0 EERENHH. UH)
L Y IS BRI ROE Ui\ U B O AE & R R
* DEGEDBEENT D, HAHCTIEFEYESTS
BREOHFET, ThXAFWEREDORAL VX 5.
PR ST ABYROBIRC L bbb bT,
FROABRLUTHF LAWK ERBRTHL EELDR
%. BIILIRIEE D P95 WIS T O BRELD B\ 2T
DEBOBF IO\ TiL Coffey and Isaacs i X 5 &
WS ODDBMBRIBERTWABY. Tigbb (1) ge-
netic instability GEGMTNLER W X HER), (2)
adaptation (R BBIE~DOHIE), (3) multifocal
origin (M#EORILHMMBOERIE) THB. WThic
LTHEDRERLLT, 7V Fey v KEEDESLL
TR TR MABROMMARE -1 bDEBRIN
5. ¥RHNLBEORFERCIIEEERE HMEA
B 5D B ES R OEGOHEMMNEETHD L DR
E2 Abh, I DICIRERBRR L LR OEBE Y
REASFIER UeHiE T, BREBES RO
HBEAETTENEL, FLRUMEETH-TH
#340% DFEFIZIL gleason score D FEMA LR,
BREAR L Y —RBES LAY =T LORE 1S
59 P> THERRBRENEH OFBRL bAKEDH
PRTIES LMD B A L E 2 DD, COK
b RINZIRE O N R R OBF L E - T,
R RE 2B L TE bd TEELRALE 2 bh
. O & FRREOEN I EINS WERIEA~ DR
JEHE DB DRT, NSRRI LE 5 A TirE
BHCHEIERLERE3ELORS. LiL
BRPIRMICIL OB A, & ORI T 5 I ET
SRR SO TEBELREREY b2 b0 Bbh
b, Tichb I SIBE SR B REFRBRIOEC
W —BHE IR T b DOEORBOEITT > &
TRBEBRT AL DTH D, - T DRBOEST
EWE BT LR L LT DBRE LT B AR B R
TRHBREBEH D, TOTZ EXOWWTERETIIIE
FEDOFHBECEERE O FERVB O D e %
BonbTh%.

EHZEORE LN IMLEFEO B ETH LA
(X, BIEIEEERE P ISR R O A TV K FR R i e P 43 0k
I IEZHERN A FIRFC ARSI X » TR B T &
X b, TROPIES D\ XA E TO M A T3
HLEEHB.

S B O IR FIETREI I £\ S LR BIRE L
TBE TR, IS WHREIIRNC H LRI B e

8% 19914

Picd, OB LICHEATHERE CoRELRL
EWARERAE bR, ¥l BEBAE 3 » ARS T
DOEHIEERR I B\ Th PAWERERBR L L
response rate MEWZ EXBHBAL, ZTOBFHEIR
mwa i,

KEic kit 5 NPCP & X BRI 5 ey
FEOBEHEC OV T ORI BB INTLIR, <
OMDIEKDOBENTERINTELY.  FIHEM
1wt U P55 IS & P95 UM EEERREE D IR BRI % L
#5E L randomized trial 14Thoh TR H®,
#lx ¥ protocol 500 Tix DES+CPM, DES+
ECT DP5uMeftisfiis DES/EH & LT
response rate TIXEELEIRDLIIVLDDE
BROUEX IO LIt EBEINRTWVWAS®  BFEA
TS UMEEREOREFANHRIND L ik
5T & 1281, K@ 512 (3 CDDP, CPM, ADM,
PEP, 5-FU, ¥ X018 ECT % EHHH\ XA THE
FB UTo 95 WA RS2 6 & SEREET B B 5 IR
ERAGIOEEREY B L, £ERTCAHEECER
TeEX DI DD, responder & non-respond-
er O RO BETiL responder DF MR XL, i
BEHRIFHERET S EHREL TV 5. BROWIZ
CDDP & Fi\ T 35BI DT BT AR RS B G 53
DEERECOWTRE L, 2fic NC L EoFs
BRERD, O SFEEFRI60. 1B TH- b @E
L, ¥Rl D2 fEGI20M1 &, BERATIBEESHD
WBHEC, (LRSI ANS WR R L Y
BRENMEL, »OBERTE COEIE»-TE LT
WA,

Table 11 1, Zh ¥ T ShicETRIIIRE
b A P bR B O I OB E I OWTE &
Bl DTH B, FHEH T CDDP, CPM
ADM, 5-FU, ECT # &h%<, H%HFX NC LIk
HERE LB AL54.5%0 5 100 % &7c b, HEE
EUEBRIVRIA TS, Lo LEFERIRINT
WHMERITIE, £0 5EEFENS 9% HT9.3%
TH Y, BT UL IHBRENRLATFHC KM S e
R -Twinnt 5 Ths. H-THHERZh
% regimenn ¥ X UMb S MfTHR s EBRE Sh
AT BRVCHIBRRT L e fan s, A IMEERE
BED 1 DORAE LTSEIRIN D REGERK L
5y o¥ (W

E =

AT RIS 4OFEPNC 583 5 N5 WML R D ol
AR % RNV P 23 TRk BB CHARR S T 235 D
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Table 11. Reported results of chemohormonal therapy
HisH £ EOIM RSWsE ez FoE s esfk
Mukamel Eetal 1980 25 DES+0O  CPM+5-FU 84.0% ¥ -
56.0% %2
Merrin CEetal 1980 3¢ DES+0O  CDDP 82.3% —
Murphy GP etal 1983 77 DES CPM 83.0% —
Murphy GP et al 1986 105 DESor O CPM+5-FU 69.0% —
g 8 1986 26 DES CDDP 54.5%*° —
HEFH & 1986 16 O CDDP, ADM 100.0% —
TRH 1986 29  DES FT207 — 55.8%
22 DES CDDP — 79.3%
wnEs 1988 52 DES CDDP, ADM, CPM,ECT 93.3% 37.9%
BiIRS 1989 35 DES, O CDDP 100.0% 60.7%

DES : diethylstilbestrol diphosphate, O : orchiectomy
P RREOFMENS, FEBEOHMO S

R & RS LT OB R 2B .

1. A IMEERERORIEBEE ORI AL W
FHRBEMmBE X vER TV,

2. BREIL17.5% (5/40) T, ASWHEREIMM
OBEHBREL YV BBCEL (P<L0.05), »oBRETOD
B & 375200 AC, ASWEREREBFONAA XY
£ ot

3. EIfffix CDDP &5 icfkd IBR, "BrH2Ed
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