-

View metadata, citation and similar papers at core.ac.uk brought to you byﬁ CORE

provided by Kyoto University Research Information Repository

Bl
oo o e/,
&
Kyoto University Research Information Repository > KYOTO UNIVERSITY

Title Estramustine PhosphateD O O O OO 000 00O

Author(s) (O 0O,00;00,00

Citaton |0 00000 (1979), 25(7): 731-736

Issue Date | 1979-07

URL http://hdl.handle.net/2433/122458

Right

Type Departmental Bulletin Paper

Textversion | publisher

Kyoto University


https://core.ac.uk/display/39252528?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

731

[‘&Zﬁ%ﬁ%%% 1%

197947H

Estramustine Phosphate (Z % % Bt BRI TIE D15

RAERER A EFNBRERFHE (B fIEZEE
(IS T N
H " Ik

ESTRAMUSTINE PHOSPHATE THERAPY
IN CARCINOMA OF THE PROSTATE

Hiroyuki Takreucu: and Akimasa YAMAUGHI
From the Department of Urology, School of Medicine Tokyo Medical and Dental Uniuersity

Effects of estramustine phosphate (Estracyt/, EMP) were studied in 20 patients with advanced
carcinoma of the prostate. Ten patients received no treatment before EMP-therapy(study I), and

the other 10 patients received previous estrogen-therapy (study I1). Some of the latter cases showed

resistance to estrogen-therapy immediately, and the others suffered relapses after varying periods of

remission.

In study I, EMP showed 75%, improvement of subjective symptoms (dysuria, urination frequency
and pain), and 889, of objective signs (residual urine, palpation of the prostate and serum prostatic
acid phosphatase). In study II, it showed 259, improvement of subjective symptoms and 609, of
objective signs. Comprehensive evaluation showed that the effectiveness of EMP on prostatic car-
cinoma was 909, in study I, and 509 in study II.

The effectiveness of EMP closely related to the duration of the remission elicited by preceding

estrogen-therapy. In cases where the remission was less than 2 years, the effectiveness of EMP was

90~100%,.

However, if the remission was more than 2 years, it was only 17%. From these results,

J

it was concluded that EMP should be administered as a first choice drug.
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Fig. 1. Formulae, chemical names, and abbreviations
(in brackets) of Estracyt and its two main
components,
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MIZIZITHRAINTE TN 3D, KD estrogens
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H & Tt 21778 - ITRISLERE D 5 BARIBE D105
3B U° estrogens FHERIC SIS BB LIC 10BICH
A. b ORER]TIL estramustine phosphate (BIF
EMP rU&9) OFRESHIM 3 7 FLLETE Lz R
BRI 395 EMP OZRMKE % Study 1,
estrogens [HEHME %R U TCESICKS % 2 1% Study
I1 2FRTAZ & & LT EFID FRATE Study 1
H346~805% (P69 9&%), Study IT 2341~845%
CEE6958 1+ 1558) Th-Tc. FWOELTE X Whitmore
ONEPICX % &, Study I 35 stage C: 141, D: 9
B, StudyII %3 C: 341, D:7#1TH -7 (Table 1).
7sis, stage D rdPE 3Nz Study T O 3F( & Study
II @ 2 Bk VEESRENC IS BRI B o1
OO MFERISTEREE, phosphatase HSEFE LM (1.0
KA BAIBLE) 2RUTC ki stage D LRR U
LDOTHH. WMOHEBEIZ, Study I O2HlL T,
Study IT @ 7 Fi25EI R, Study II o 3 fldsR
SCEIDB 2R LTz, Study TU O 10 Flicdstd 5457
FELIBIIT 5 I ToiREIL, IREHT L estrogens DEET
»Hb, 5b4flicit Tele-Co DEEST 5000-6000 rads
VbR s OBRBERREREI ¥ 4,
BEIFEL4HH (FE3E6HH) Thotz. WTFhH
DEEF & estrogens #EICH b b TIRBRED B0
BEBEORESELET VR UDIRETH - 1.
EMP #s55kx, EMP LT 140mg 45955
capsule %% 1 H 4 B84 2 Bic RS #EAREL
fo. BERBR2EESLAVRI VAT EITEER
Utz BREfEE LTI, HHREE, K%, 2E, HR
E¥s & O AR OEBE 2 R 7. BEAFTR
EUTIE, BRI CHNEOMZITRE, METRR
LUTRERLOBED VEEES X CHREEZHW
fo.

BESEONER, BRERE 3 5 B ORERE
BT 5 BEES L CHERENROMEL2ZZ LT
WD & 5 fFis o e, HEMES X CHRRERET R
BT _RTHBLUTZE Do E5, BRAEFRRIYEELI

Table 1. Patients treated with estramustine phosphate
Stage No. of cases Study 1 Study II
C 4 1 3
D 16 9 7
Total 20 10 10

Study I . Patients without previous treatment

Study II . Patients resistant to previous treatment
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3 H HOWBEIABE R B 0B, WEOEE %R
T B b5, K& Z2—EOHEAZRL, W3H,
REDLZEILOBERZ LB AR ENTEIC. £
T2, & HERIZYE U IePIOERZEL LIz EN S
FEGNT st o7z, BEEOHTEBMNELbICES A
bivic d ORBEREE, BRERSIORBEOIET
Hotz. TRHICNNTOHETIENE % Table 2 iz
RU. Study I @3 SRR R B BRA B
N, BEE Y 64 (715%) 3, BEREBOEEKI
FIOFTNTRFRASNIBRITL b 7623, BRI 24
WERAZ BTNz, IBEICK b ZOTTH, WEE
N UIEEREBICE L. 2 OEWER 20515
i (75%) LEETH-12. Study II [T,
BRI, FRG L OEFRORER I ZNEh, /5,
25, 1/6, THETIX 16 Hl 45 (25%) & Study 1
CHURBRTH -T2

RiS7 5% « Estracyt 733

HEEF TS 2 iEES, 7RERD Study 1 D4
#l, Study II o 7 BN 5 0OBEND -72d5,
BGEIE IR 2 B, BETIR LFICRENBED LN
7o Study 11 TR 2 WERICOEE S Study I
RHUARRTH - 1. ‘
R RICd 5 EMP iR

MBERFRE LT, BEORER2ES XS XBTS
RFELT, BRE, FRMEOMBTIR, VEZEE
IR 35 X OF ITERISZ AR MR phosphatase Z£2/H
U, 2@ EMP #Eiz X s WEFIE % Table 3 TR
Utz ERERTFO S bBEBROBRIIFICHED
phizhs, 3w HOEMP #E i) - Tid, BATN
SBLOHD & NIERIESE L s, EMP OBEH)
HRHETARTELUTIRES & VAT 1A
BWHBEHED SN TERNE Study I o 7451, Study
I O1LHTH-125, WIhd 35 ARIidRE
MR U FEREOMBETRIC OV TIZE SN
BT BBEZ TRV OBEBETH AP, 3 vHBED
BiEZES & EMP D3RO 5% 8O TIE 2 h P
b IRBEDRINEA BN,  OYEICREZS D -
7z. Study I Gi10B10D$~<T, Study IT Tiz£<
B2 A2 o 7o 1Bl 2T 9 BT s %
BEMICAN TS, 3 H ARIIZAIED 9, BEOD

Table 2. Effects of estramustine phosphate on subjective complaints,
Complaints Total cases® Study I Study 1I
Difficulty of 7/13 6/8 1/5
urination
Frequent urination 9/15 7/10 2/5
Pain 3/8 R/2 1/6

* Number of patients improved/Number of patients complained before the

therapy

Table 3. Effects of estramustine phosphate on objective findings.

Findings Total cases* Study 1 Study 1I
Residual urine 8/8 T/ 1/1
Primary tumor 13/19 9/10 4/9
Metastasis on X-Film 0/11 0/6 0/5
Serum prostatic acid 11/14 7/9 4/5

P-ase

% Number of patients improved/Number of patients with abnormal

findings before the therapy.



734 MRICE 25% 7% 1979%

4 Bl @D bz, BRBEICH T %5 EMP 0%
AL PRBBCBNTARRETCh -1z, MEHILER
PEER phosphatase 3 Study I ¢ 9/ Study II C5
BIBSHREBEIEREEZR L TOd, BEEKTREZ
NENTH (78%), 451 (80%) T %D FEIZI D
TNBLEDETFHAS NIz, Study T & 1T LTl
BEERITEIIROE VAT VEEERE 2 RO
WA ROYWER P ENBTA S & Study T 326
w2345 (88%), Study IT 12154l 9l (60%) & H
HIEOWER LA, BETBTH-T
EMP OFRICKT S EFEE

EREB T CEREFRROWEEE 2, HWREDH
WIS TIRT B HECHE » TR L 7245 R % Table 4
WRU Tz, Study I iwistd 2Z 20310600 761 30
DTTINTRIBTH -T2 BEY, 06F, EHZ
NZENLHISTOT, RIEEIISLEYERICH U TiZ90% D
FEFNCAT] 5 O WEFGRZRTIDE VAT &5
23 Study IT TREESRNZZE L, BRI3H, ©0EFD2
B, EHSHIT, CLOTHEREL LD THELE
I350%B E s D IRNEYE S 212, L L, Theo
SEFNL T CICBEICh T 5 T estrogens 25 LT
TENSDER L2 IEFITH H, EMP D5pERD
estrogens X D XS0 EIRMBENEN D T & TH
b, FOERIZKIVEVAT.. EMP 0B 2n

DIRTOBELM 0% Table 5 iU, Fh
UBTOBEMN B & EMP ozt £l
ABEAYALN, EH6HAD S5 HIT2EN LD
EBESERZ L -TVWBE 3D TH-T2. 2EUEORE
FE% D6 IEFICNTH S ERVPEE L BIH B
DA THEIRIIBIT s -1z Fhick LERE
DFRTEFRIBEOIDTH Y, BEHAHLTNT2
FELUNOBRBERBALD S - TV o7 RiBEDI0
Bl 9 Bl (90%) * & OF 2 AELIFS DIREEESI 4 Bl
N (100%) 1Tk EMP 13a s O TH R T H
Stz TTW 2L L estrogen AR %IN A TR IR
@, % hREKD estrogen HKINH ZHEEITH
- TZEEFIASZ N & ITt U itk 2 R L T 5 EMP
OFRZIETH 1, PROIRETH S LV
HMThotz.

g2l fE B

EMP %2#:51L TV 5 L CREUZEIER %, Table
6 WRUT. B(LAE 360 (16%), BEEDE
(BECNEEFHD 380 (16%), THOBE1LHS
%) BIUBEB1E (5%) T, HBE8H (42%) T
H-otz. UbL, THED 1HIPRNT, ERERE 2R
BLizh, BET 2 NERSVEEOBEDLDTH
o1z ZOM, EIMMEEE, FFEREL X OBBERITES
EHSh - T2 ERDNIEINZ 1 Bl 3 Iz T2,

Table 4. Effect of treatment with estramustine phosphate on prostatic carcinoma.

Effect No. of cases Study T Study I
Excellent 7 7

Good 4 1 3
Slight 3 1 2
None 6 1 5
Total 20 10 10

Table 5. Effect of treatment with estramustine phosphate and duration of previous treatments.

Duration of No. of Effect

previous treatment cases Excellent Good Slight None
0 (=Study D) 10 7 1 1 1
0 -2 yrs 4 3 1
2 -5 yrs 4 1 3
5 yrs ~ 2 2
Total 20 7 4 3 6
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Table 6. Side effects of estramustine phosphate.

) Side effect No. of cases Study 1 Study 11

Gynecomastia 3 3

Gastro-intestinal troubles 3 3

Edema 1

Headache 1
T Total 5 3
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U~ T &, BEERLFebh TV bR
SIS g % estrogen WEEELE, estrogen HIASK §
DIEALTRA 3 & OB I 9 A TR & W) o TCRY
ERERIN, 0SB nlEEREaTs L
B LIS TOARY, ZRLISNT Y estrogens (IR
B ODI20%1TiE, BUD»LERITH Y, $T2EA
IS ICRITCHREL TN T T D10% AR D> 5 HER
LT, HAWVIEEERY Plid % & 20 50% 13ub
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estrogen BFIOFEMEDRST, & {IKHILFBICEL
B ER T 2D T2, LUAREHET L 2EE
IWTHL &V RBNREE, ARRICHT 2K
EMETH T

LA, BISIEREICS 5 estrogens OFIFIHE
KTH D, BEINLEIREERL, FRERHE
THELCEPTEIROETIUL, Thb b AHILER
PEHERE, BN RHEE S5 L O LBy
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(EMP) 38 3 i3 Wi ERioBEg LA, Ml
#£CH B nitrogen mustard & estradiol #FEEF 5 L
Lk b, MEOERRHERELL, S8mcdiEe
AEVERT A T & 75 <, estradiol 3 carrier &755 T
estrogen (D target organ “C & 3 HiIL LR OO 1T A YL
hikEh, FCTHEETTHL, estradiol | receptor
protein »#54&, nitrogen mustard (ZHEFEE UTH
L EWV A BICERBINFRBRESRE ST L
L, EMP ZFEEBNT T 20T,
X1z U THIIERERIEDMIC A DIATLTIZS 5, 2L
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BEINTT EMP 32 0DB%BBE» LTI, T
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- phosphate 3] Y M X 41 °C estramustine {T75
%. MABER 4 RFHCRE &2 b —E L < vA240
B R, FidZ20f$FEEB b L T target organ
WEY 5. EMP OR#YIEEY S I,
TR EEt X N B, D & FiCid estradiol
& nitrogen mustard (ZHIEF I AL TS S LWL

EMP ORISZERHEIE~DE b 3A & 13, Appelgren
B2 g, rat TRIMAD 6~ 8 5D ¥ T
L, estradiol & %0 testosterone D 6 ~ 1045 DHIF]
Mol S, Lichi->T EMP i U
anti-androgen |¥h> Y G/ | anti-estrogen & U TR
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TiEs o729 UL, Von Hoff 51008EEL 12
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6~9 W HTHD, REEDODRFICH L TRBEER
F1ENT A NN, BBIFEITH D EVD
DT, TOEREEE LFMETE 2. Divbil DR
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1290%, TCICHRE R 511128 DTR50% &V 2 BZ
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BDITT, S0%OEBIL TPHINEERVAZNTD
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