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CLINICAL EVALUATION OF ESTRAMUSTINE PHOSPHATE
DISODIUM IN PROSTATIC CANCER

Satoru KimMura, Seido Jrrsukawa,

Masaru Mural and Hiroshi Tazaki
From the Department of Urology, School of Medicine, Keio University
( Director: H. Tazaki)

Twenty-five patients with advanced prostatic cancer (22 patients without previous treatment

and 3 patients with refractory disease to anti-androgenic therapy) were orally administered with estra-

mustine phosphate disodium and its eflectiveness were evaluated.

The drug was administered at daily dosis of 560 mg as estramustine phosphate for three months.

The response in subjective symptoms and objective signs was documented and evaluated to three

criteria. In 22 patients without previous treatment, complete remission occurred in 279, partial

remission in 559, and non-effectiveness in 189%.

In 3 patients with refractory disease to anti-androgenic

therapy partial remission occurred in 67% and non-effectiveness in 339%.

As side effects of this drug, gynecomastia, gastro-intestinal disturbance, panting and oppressive

sense of chest were observed. But these side effects were not so severe that the treatment must be

stopped.

B C & &

197548, 2z~ Leo 3hick hEIS - Fosm 3
72 estramustine phosphate (Estracyt) {% estradiol &
nitrogen mustard O&ES{LEY TH D, HENyS Fig.
10X 5T, 1% 7 2AHIT estramustine phosphate
(EMP) LT 140mg »&HL T4, N
4 3 3EEEM I3 anti-androgenic 7% hormonal effect
& alkylating agent & U COHIEES IR NS,
AE O Estracyt® Q5 %5217, BT AR OIS
BEE (28 EEEeEmE (34, withd diethyl-
stilbestrol diphosphate #£#50) OBFUCHER L TZ
DEFDRERE T B BE 2 BILOTUTHEET 2.

#» R E f

S BRI BEIGARIEFRBEI R 2 SN T AL i
EF256IT, 5 bREEEEE Rt 4, /bR
B, BEAEREIL CRolbwil, {bEIEE2)
T, GERNI50RRIN2 B, 60R{RT B, 708RFR126, 80
Bft 4 6, FRKRVSIHISAIEAEER T, Stage B 5 4,
Stage G 3, Stage D 14, BESEFIZA3H,
Stage D ThH -7z '

EAAE B Ch $ Tie diethylstilbestrol diphos-
phate %2EhrE, FIZRRARL TWHIZ

® &5 &
BERE, #FH 4 cap/day (EMP 560 mg) % JFH]
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EUVABIRARSEIY, AERNROER TSN

T 2 cap/day (280 mg) KRB UT:. HS5HARIZ0H
(50,400 mg) % HEEE L.

W R HE

FHIDHIREIR 2 HET 5 T2DICLTOHE - il
fER% marker & LT, ZOHBRKRE LI

ERAER  BHRREE, MR, &5

AR | BUSLIRAES, BEBRROVRSI Y
VFRE o VIR, MBBSIET V) FRT 24
—¥, LDH 20U, #%{f marker 23 AFE%ICE
BrWEINCEE L Y aE® GEY, 1) 0%
RitetE (B3, +), AEEIEE (ER )
TR L.

BEZHRMIEL, FEFEA O marker DEMROER
PERN « AR EBREOHEICE SN THRD .

B OB OB B

2050 & DR Table 1 IR UTZ.

I. %[E marker OFEE)E

a, BRI  BHERSACHREERZRATLLO
132300, BREBRBERPVIEE E/ZHVERE 20ml PIF
Wig-tz b ORER (1), HRPEBHR &~ L2
b, BRVBEMO0ZHBLICHESNIZLORER
(+), REFRIEHELUIZLOPES (—) &Lk,
(Table 2-a).

b. MR : #S5ancimE (RBC: > 100/#8) 53
Do DRIFH -1, AFIDWEEICL b, R
RBC 95<10/REF L -3 02 (H), <100/
TREFC2 D oS OB RIEIRD LIz  DREL
(H), AEFZEHRLIZAOZEY (—) LUK
(Table 2-b).

C. BEBICX %5 | B 5R0cBRE cA BHE
BROERZFR AT S DI6HIT, RAMERTHRICER

( Estracyt)

Chemical structure of estramustine phosphate disodium

PRETEMRUIT S D2ELGED, P BREUSHTR
BETh -7k 5 BB CHITARRE 212k 5 2H2E
Fh(+), REITIEHRUICL ORES) & Lic(Table
2-c).

d.  BISZERAEEETR A | FLPAfER TR S BI ORIL IR
DRES, Mo, WIE2HELT, BFLIREINE
BICECHFTRICEE U2 3 0 2B, RERT)
ZofED, WEBINIZIOREH(), RETIEE

CEUIZ ORMEY (—) & Uz (Table 2-d).

e. IEBBEOHE§iLEHRE  KUB < plain film &
BEBREEZZSNIFTRFED 5N DIHITDH
o7 REREKRTHCEERRSEHEELTUR
S>T2d DREHED), R HUEINERERNS S
NIy OREH(), REFTIEHEELI 3 O2EE
(=) & Utz (Table 2-¢).

f. ByoFxdy  BiR  9mTc-MDP T & %
bone scan EREFEEA|D up-take DSEEIIH HNIZH
RDd -1 5 DIXISHIT, WEBRDEY VFRAF v
R CHEEER L I b O2ER D), up-take
VWAL LM I iz S D RBE(+), RE
FIIERUICE DRMESIE LTz (Table 2-f).

g MBS RT > 42—+ | BESRICEEE.0>:
Bodansky unit) ZBEA TZfEHA 5 NIZERIZ10581DH
-1z, Estracyt S THICIORM L O REEELS
EEBECT >3 OREHED, 2 BAURIHAL
UTOETH-1z b OPERBEICT 128 D2EFE)
(), AESTTEBBEEE-T280%8% (—) &L
7z (Table 2-g).

h, MB7FrHY)ERT7 »&—¥ . #55220 LU.
BRATEBERZRUIZEOMBISH S -1z, REHEE
BEHECERBECEELZEDODS b, BHEFEDS
300 LU. A Z2BHETH-10REL, Zhi
TThoz 3 DEEFHEL, AEEZRISERL
12 DIREL & LTz (Table 2-h).



®1 O RERRE
o owm o omm eng % ow momme w ®ox o om LM vE A DENE  pemm m ok
= L # #y>¥¥ AC-P AL-P LDH
1 KY 70 1 Wd D 560mg 3% A + + + + - + + -
2 MH 64 # Wd. D " " + + + + R
3 SS 65 »  Wd D " " - - - - - + ® %
4 XK 8 » P4 D " " + + - + ¥ % BHBER
5 ITH 71 » Wd B " " + + H %
6 MT 66 » Wd D " " + + + - + ¥ % BhRER
7 HK 72 »  Wd D " " - - + - 5
8 YR & »n P D " " - - - - - - - % BEhRER
9 AK 64 » W4 B " " + + + + E- I R
10 KE 8 »  Wd B " " + + + A % HEER
11 TK 77 »  Wd B " " + - + B %
12 FK 78 7 Wd D " " + + + - + + H ¥ EBRER
13 TY 72 n P D " n + + + + + + - £ %
14 SY 8 7 Wd D " 78 H + + + + - + + i # WM BUh
5 YK 74 01 Wd C " 3%AH + + + + + + e
6 TK 75 » Wd c " " + + + E |
17 SY 64 #  Wd. D 280mg " + + + + + + % %
18 0T 76 1 W4 B 560mg " + + + + ' M
19 HT 73 P.d. D " " - - - - - - 4% 3
20 IR 67 n  Wd. D " " + + + + + & WRRERER
21 ME 58 #n  Wd. C " " + + ¥ %
22 NK 79 » Wd D " " +* + + + +* + B
23 NS 5 II Wd D " " + + + + - + + + H B
24 NF 74 v W4 D " n - - —~ - - - - - ® %
25 MH 60 »n P D " " + + + + + + + + ¥ %
Wad. : Well differenciated P.d. : Poor differenciated i eEmLL + 1 50%:k < BFEL — UL E I NE

LB}« Y

1hoens « TRETZINE
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Table 2-a. HHAER PRREHE
WOE R Emom B
z B 6/20 (30 %) 0/3
H % 10/20 (50 %) 2/3 (67%)
® % 4/20 (20%) 1/3 (33%)
EHE  16/20 (807) 2/3 (67%)
Table 2-b. BEER MR
woE R R Bt % R ¥
£ B 41 (281) 0/3
A B 7/14 (50 %) :2/3 (67% )
® % 3/14 (22%) 1/3 (337)
AR 11/14 (78%) 2/3 (67%)
Table 2-c. BHRIER BB X5ER
W B % KRR Bt % B
% % 5/13 (38 %) o0/3
A % 6/13° (46 %) 2/3 (672)
® % 2/13 (16%Z) 1/3 (33%)
BHME 1113 (847) 2/3 (67%)

Table 2-d.  fFEIEER BISZRMBATR

[ZNCIR - 3 BE % m B
Z % 422 (18%) 0/3
& % 14/22 (64 %) 2/3 (673%)
® % 4/22 (18 %) 1/3 (33%)
AHE  18/22 ( 82 i Y 2/3 (67%)
Table 2-c. fMHEFER . B EOBH VTR
EIREIR -3 Bt & B B
z 0/11 0/3
# % 5/11 (45%) 1/3 (33%)
®o%H 6/11  (55%) 2/3 (67%)
R RS 5/11  (452) 1/3 (33%)

Table 2-f. MEER BYvF2RF+ VTR
vwE®BRR BE % & B
x® % 2/15 (13%) 0/3
BB 815 (s4%) 2/3 (677%)
® % 5/15 (33%) 1/3 (33%)
BEHE  10/15 (§7z) 2/3 (67 %) °
Table 2-g. fFERER EI?%EE*K77%“'E
O\ R BE W O® OB
E ] 5/7 (72%2) 0/3
x5 % 1/7 (14 %) 2/3 (67%)
& % 1/7 (%) 1/3 (33%)
EHR 6/77 (86%)‘ 2/3 (67 %)

Table 2-h. fEIER MF7ArH I HFRAT7 552 —F

WEnRE B\ o R
x % 4/12 (33%) 0/3
5 % 5/12  (42%) 2/3 (67%)
& % 3/12 (25%) 1/3 (33%)
BME 8/12 (75%) 2/3 (67%)
Table 2-i. {BREFER MmE LDH
MEH xR BE % & B
E ] 3/10 (30%) 0/2
- 0/10 1/2 (50 %)
& % 7/10 (70%2) 1/2 (50 %)
H¥E  3/10 (30%) 1/2 (s50%)
Table 3. AT
WEERERE B ®m oK R
£ % 6/22 (27 %) 0/3
H % 12/22 (S5 %) 2/3 (67 %)
& » 4/22 (182) 173 ( 33 2)
BAERE  18/22 (82 %) 2/3 (67 %)




Akt
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i. % LDH : HS5yEEE 2R LIS DOV124]
Iolr. BHEHREHEOEET 500w, unit BERA TV
1 HOPSERERRECRE L 3 0% ), 400
w. unit IR ->123 D% ES), ERUZS D2
%h& Utz (Table 2-i).

-

il nf&]%ﬂﬂjﬁ

FIRO B - BEER % marker & UTEA DEEIHE
PR IEEIBEPHROREGHRZ ME LTz (Table
3).

1 % H

ARIOEEIC X B EITER DU TiL, gynecomastia,
BEER (AR, BECRHREE, B, TRD, O
mEER (OMEER, WHER, BE), BEhE,
BEEL S ONTHE 2B /512,

HBEEZFALIZSDIZ 45 (16%) TiFhdl4e
BURO—RENOPRANTREL .

MR EE, MRS 2RA -3 Oon20 (8%) &
>72p3, DER, WELHET follow up LTHER
2% H (60H) DLERIRL AT

gynecomastia (X &FICBIRILEDS,
96y WERNFERIEEY A STz,

BiMEC O TIEMERI L AT~V E Y T
) &5 4 FEOHB 2R LIRS ERHEIA 6N
VAG R e

BEEeon T, BUN v rs=, RERE
THE UTZHSHA & 0 s BEEFERED 6 N o 1.

2541 (20

Z ®

1941/F Huggins® {C X % antiandrogenic therapy
DL RTIHEC, BILENED &V E ARFRIZ DT
i3, 30O OEFREV N BRELUTEI.
UasU7shs B34, estrogen HIESHWNC L 5 BOH
BOSFIER S 1, BEEEREORERLHNNIY,
—H TR 2 382 BENOID ORBHRER
EPIRB IS IC XU, BIEMUEL hOmEREE
EVHIREIL L 5 2FEFOME P VKXY, I 5HT
YR . RVEY - VR TE 0 T u A EDH
Fid v IR OFEE AT AR
720, A HBLERERRICE T 5 SV E L TRROE
AR 12O AICIZENTNA LEAS.

estramustine phosphate (37> Fus > VEA%
BT % estradiol 34y &, #fEE & U TO alkylating
agent "G % nitrogen mustard DT & h 7R B{LE
W, TERAEEDEE estradiol O THILIK

11a1
1101

TR Y AT Nz, MIKEA T estradiol-178 & carba-
mate nitrogen [T I NZNFNMEE O #HE
T3 E0HNTNS.

HEFTRIBI ST B T3 5 nitrogen mustard DHFZ)E
NTHE, . IVE T Ariel®; Karnofsky®, Flocks®,
Gold®, Alan® STk AWEMDH D, Hove iR
ORISR T 2 ARFIDOERZIHET 2 OAALC
LHBHEVASB.

KEID R DIERERE L6 TSN THE S
NTA.

PEEERCHTAHREORBRIE LU TREF T
Andersson(1975)" {33671 (80%), Nilsson & Jonsson
(1976)® 133841 (95%) ITHZLZA YD, I HICLD
W4 estrogen IEFLERCHL T Alfthan & Rusk
(1969)% 131560 (33%) 1= Mittelman et al. (1976)
W44t (55%) 1TH - RAER OV FNDICYEE 2R
¥, Nilsson & Jénsson (1975)10 3 3641MH136.6% 558
Th-TEMEL TN A, 19774 LI, Z OMEI
WEICN EDIEWVEIE T, HIENERREET 80 % Bk,
Stage D, JVE HFHEEET30~40%DEIE LR
U T,

AEbIVHIVIFI ERE2SFIC AR 2 B E Uz, 7
BB ORISR ST R R T R, PRREE,
MR E 2EFREFRETS E, HaD marker OF
BEDEETB0B TH - e, —HEBRHOKRE, I
Bk RT 28—, FUHYSRT 52 —~F, L
BLOB v FEFRRCEEPREY b, BRI
B & 3T marker OE ORI FEHIEIL82%
T Estracyt <X 2EBEICKHT AR ERML S 5.
BERGRERE (estrogen HEHED 13 3 PlOBBRICIEE 72,
205 B2 BIH - MRERCREDHLNIZE D0
B LD NI Db T,

BEWDEHER, EcOERZEE % marker & L
T, ZOEMROBE 2R U TREN/SHE2EER
BETs > e, MEREEFCIE I 226H24%, B
Mid55% T Estracyt KX 2HERYRI1I82% &2 D, B
K TOWMBITGTOEER &2 - 72, Stage P Tk, Stage
B (@ERER) SHFES1, B34 °EiciR
D3 btz Stage D (FIERAEED 121461 TER
3, BT, M4 THHTI.

KHEBICHTCY, BEA & UTRBEABE (&%
W, FLEEISRE) 1343 & AL OREBIDI60 H PIERLIEE R
ATV 12, BERR - TR E 0BBER
35 BT b5 ~7 BERET LI, ik Ui
3oz, 1ZITERNT (6450 OBR,
Tid4 L ARBIBT 595 2 cap/day Tid side effect

4 cap/day
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iz 1 H 280 mg T3y HEEOME, 3L
Nz EroEli4 (858 OBE, RIRBEAZHEX
Y BIhRRA IR U B 5 BRrAET
D acid P-ase (1) 4 17.5 B.U/dI 5 0.4 % G
SHhTvizhs, WRAEI0A% 8.1 BU/ Wi ER
UBELH 4cap WIRZBKALICSHEE 0.6 B.U/
TP UCI8 HEORROBRER) & ahiz. WERE
EBRFA 2030 - FCRENER 28D oh
ST DO TRERIEI ¥, il side effect ToWT
BERRUTC.

U, SENE RovE CIEFERIC Y5 FEOMR
S RIS T d - 1203 BARANCIE BISIIREIC X9 %
antiandrogenic, alkylating agent & LT HHEOT
» 5 SABD ENEEATH S L LBHERLI.

] 3

1) estramustine phosphate disodium (Estracyt)
& ARISLEMERES] (RImliaEooll, B3
S ARERERE LI

2) #5ix1H 560mg, 34 AMEEHRS 2R
211 = U el

3) BRI LR TRITST 5 BRER HHRE
g, MR, KR SRR GLEARERE, M
B, FANVFRT 2 —¥H VESICFEYUF
kA BEBHR) % marker & U TAKIOHELEZ
B L.

4) HREEYRHEOKERIAEmER2MIC OV
TER 6 (21%), B2 (55%), EH4 (18%),
EsEE 3 B2 (67%), M1 (83%) &

9% 19804

VAGY f

BIfER LR ERE, BEESE Bh, NHEE
B ERFAICH, HIET 2R EERFERTREP -
7.
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