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THERAPEUTIC EFFECTS AND ENDOCRINOLOGICAL STUDIES
ON ESTRAMUSTINE PHOSPHATE THERAPY IN
PATIENTS WITH PROSTATIC CARCINOMA

Hiroshi Fuju, Naoto KrrajimMa, Kazumi Nocucai, Masahiko Hosaxka,
Ryuichi Nismimura and Shudo Takar
From the Department of Urology, Scheol of Medicine Yokohama City University
(Director : Prof. Shudo Takai)

Evaluation of therapeutic effects and endocrinological studies of Estramustine Phosphate (Estracyt

/EMP) were made in 14 patients with prostatic carcinoma.

Seven out of 14 patients without previous antiandrogenic medication showed objective response

to EMP treatment. In the other patients with relapse, one showed subjective response but 6 showed no

response to EMP treatment.

Plasma LH, FSH, testosterone and 5a-dihydrotestosterone were measured by a specific radio-

immunoassay in 10 patients with prostatic carcinoma before and during EMP treatment. The clinical

statuses of the 10 patients were as follows: Four had received no treatment before EMP administration

namely fresh cases, the other 4 had been treated inadequately; namely false reactivated cases and

the remainder were true reactivated cases.

Plasma testosterone, Sa-dihydrotestosterone and gonadotropins concentrations decreased sig-

nificantly in fresh cases and false reactivated cases.

The cases of true reactivation showed no change

in plasma testosterone and 5Sa-dihydrotestosterone levels after administration of EMP.

¥rom the results mentioned above, it was noted that no significant difference of hormonal effect

was found between oral administration of 560 mg/day EMP, 200 mg/day diethylstilbesterol-diphosphate

and 30 mg/day hexestrol.
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EMP &5 & U, BRI & U TRiaspix
4 cap (560 mg)/day: FRFIIZ 6cap (840 mg)/day
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WEVEENERUICY, 307 ALLEEROFREL
MR RER Uz, BRFIHE D O 1 Flik ACP (X T
U, B8, BEREEIZELIY, TL—BsR
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D ER/2E subjective response % FHHTzD AT,
6Bl A WY Th -T2, BIVERE Table 6 Or &
T, WEN RGBS BED 2 fl2HE EREE
FRIEU 2Bl 28 d> - T,

KiGEpl 4 Flo EMP BE5di st ah T #E
O%EENS Fig. 1 9rE{T, #52~3 @ TR
TR, 4BET45IE 31 50ng/dl YT &7z
DHT 3 T LEBRic 2 ~3 WTTFRU 4 #Hgicix 50ng
[ALETF &7 5 %38, TIichU % O TR &N (Fig.2).

Bplo ik T I REFEREITIE 1 ~2H TR
BT TREL 3 ~ 4 BT RG] & E#Eic 50 ng/dl
LN Esh, BEHNZIRERTS - TOI 2 FIOFR
FlicsiFsma T HICiX 3EAEREBR LN H
-7z (Fig. 3).

Mif DTH 3 T :FEBCEERIITER 1 ~28
TTFRL, 4#BEwik 50ng/dl g e, EOH
B2 Fi> DHT ffix EMP 512k h i3 EAEE
gLz (Fig. 4).

Table 1. FBWITBECRT5 EMP. o%hE
EEB O\ ERD
JEF] F8S stage REE ﬁﬁFaﬁﬂ UG HBRER T FHME =z B
K&Ed @Fa :
1 75 C 4Tab 3M 16/25 25/25 10/10 3/15 54/75 HZp 28ME4ETR
2 71 C 4Tab 3M 8/25 16/25 6/10 9/15 39/75 HZ 2UMEER
83 71 C 4Tab 3M 25/25 25/25 10/10 15/15 75/75 £ 26MEEMR
4 84 C 4Tab 3M 25/25 25/25 6/10 14/20 70/80 X£3h 34MEETE




Table 2. RIGEINZBCAT% EMP. 0%E
(R8O H 5 ER)
kE B =2 BEM
£ Fk BR5R W IUP UG ACP ALP Xii BXEK S5KE T A T M@ £ 8
B oyt ® O Ka& W
5 64 6Tab 3M (=) (-=) 0/5 5/5 5/5 (=) 5/5 15/15 0/5 (=) 8/10 10/10  48/60 B 32ME4RE
6 68 6Tab 3M 0/15 (-) 0/5 3/5 0/5 0/5 35 15/15 (=) (=) 0/10 0/10  21/75 ;;; 1M %85
7 68 3Tab 3M (-) (=) 0/5 55 35 (=) 35 10/15 35 (-) 5/10 10/10  39/60 B 22MiE4EH
(=) EMPHi5Ri&ICRELDH LS, - -THE
Table 3. {RHFMBICHT5 EMP. DR
s B M B R R
XM £k A mE B5ER ¥y IUP UG ACP ALP kMl AXEK 25KE HA  F & £ 8
[ PCAN - B - F I © J -3
1t 64 EE: 9M 6Tab 3M (-) (=) 0/5 0/5 3/5 (=) 35 15/15 1/5 (=) 3/5 (=) 25/45 H¥® 10MEMF
2 68 SMAIM 6Tab 3M (0) () 05 05 05 (=) 05 0/15 0/5 0/5  0/10 0/10 0/65 MH  TMEERE
3 77 CMA 390M 6Tab 3M (=) (=) o/5 3/5 35 (=) 35 15/15 0/5 (=) 5/5 (=) 29/45 HY  UMEEERL
4 68 Hex. 32M 6Tab 2M (=) (—=) 0/5 3/5 3/5 (=) 3/8 1515 (=) (=) (=) (—=) 24/35 H¥ 3IMEERH
EE: : Ethinylestradiol (~) EMPi#SaikicRELBHLH,»>1-HE

CMA : Chrolmadinon acetate

Hex : Hexestrol
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Table 4. FHRRMBIZIEC N5 EMP. o%hR

B BN BRM
=6 ER A mE BS5E UM IUP UG ACP ALP ki ANEHK 258% N4 B @ # 2
iUt B Kk&s S
1- 67 CMA 67M 4Tab 8M (=) (=) 0/5 0/5 0/5 (=) 0/5 015 0/5 (=) B8/10 6/10 14/60 O 2%Mik%
2 73 Hex.5IM 6Tab 2M (=) (=) 0/5 0/5 0/5 (=) 0/5 0/i5 0/5 (=) 0/10 0/10 0/60 #¥H  5MELWRE
3 75 EE: 17TM  6Tab 3M (-=) (=) 0/5 0/5 0/5 0/5 0/5. (=) (=) (=) 0/5 0/10 0/40 %% 8MEME
4 68 EE: 19M 6Tab 3M (=) (=) 0/5 0/5 0/5 0/5 (%) 0/15 0/5 (=) 0/5 0/10 0/55 %%  5MEME
5 64 EE: 20M 6Tab 3M (—) 0/10 0/5 0/5 0/5 (=) (%) 0/15 0/5 (=) 0/10 0/10 0/65 M  6MZERE
6 72 CMA BM 6Tab 3M (=) (=) 0/5 1/5 0/5 (=) 0/5. 0/15 0/5 0/5 6/10 3/10 10/65 %  6M&EEH
7 79 Hex 32M 6Tab 3M (-) (=) 0/5 0/5 3/5 0/5 05 (-) (—)v (=) 0/5 0/10 3/40 #&%  18MigIE

EE: . Ethinylestradiol

CMA : Chrolmadinon acetate

Hex : Hexestrol
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Table 5. E.M.P. oJ&ERE

B3 A M £
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PLASMA T LEVELS IN PATIENT WITH PROSTATIC CARCINOMA
NG/DL BEFORE AND DURING EMP TREATMENT

—FRESH CASES ~
600 [—

400 -

200 -

PRE 1 2 3 4 WEEKS
Fig. 1

PrasMa DHT LEVELS IN PATIENTS WITH PROSTATIC CARCINOMA
BEFORE AND DURING EMP TREATMENT

NG/DL
—FRESH CASES —
150
100}~
50{-
L L 4 4
PRE 1 2 3 4 WEEKS

Table 6. E & F
friSgERE=E 1/18 5.5%
ElRE 2/18 11.1%
2 BB 3/18 16.7%
DEREE 1/18 5.5%
AEZ4 7/7 100%

PLAsMA T LEVELS IN PATIENTS WITH PROSTATIC CARCINOMA
BEFORE AND DURING EMP TREATMENT
NG/DL @ —REACTIVATED CASES -

PRE 1 2 3 4 WEEKS
Fig. 3
PLASMA DHT LEVELS IN PATIENTS WITH PROSTATIC CARCINOMA

BEFORE AND DURING EMP TREATMENT
—REACTIVATED CASES —

NG/DL

150L

50 b~

PRE 1 2 3 4 WEEKS
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FiEpl 3 Hlo FSH, LH i3 2 ~ 4 BH% X b EHHIC
FRL, 128#iid 10mw/ml BT g7z (Fig
5, 6).

PLASMA LH LEVELS IN PATIENTS PROSTATIC CARCINOMA
BEFORE AND DURING EMP TREATMENT

MIY/ ML —FRESH CASES —

401

30

| I - ] .
4 11 12 WEEKS

Fig. 5

PLASMA FSH LEVELS IN PATIENTS WITH PROSTATATIC CARCINOMA
BEFORE AND DURING EMP TREATMENT

MIu/ML —FRESH CASES —
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40—
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[ i —e
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TS TWA L &, BT 2HEL, 2hFhio
BILIFOAEBNCHT 2B TH B L 2EBIIT S
NAH, FUs® OFEFETACEL, BRITHT »E
ABCEBHAHCESREEFEAD 1 DEEDNS.
—RICHI ORI &0 5 BEE, ESROBRBEEI
X 2 EMAROR, BREROBILZEDIC L2E
B9 5. CORROBEERESIRBHZEDT, B
PerovE EERPERL, FRMERNIEEE ISV E
RO DNIIHIT G 2206 5 T &05%0.
U UBRERFBE v VEBICHC N2 KR 2
Babh, LEREM, BORRE Eflo#Rsie
PHEAINIBEEIT2DI TV BERTE, ¢h
O RO IBBEEEUT —1ET 5 C i \ENH
3. SEbNONORNHUIREBEREIO X 5 1TiE
BOMFD R5z2/s ORI BAELTSE, 1EAE
gestagen FEEEANC FEAEL 7o FR &, estrogen ¥EpErh
WREUV: BRI ENCHONE ENDH S EBD
N3, Utd->T SE#E 2T -72 EMP k5
7z, s YESI7s estrogen {EF % Hpo3EHID HERAME
BISLARE T % ZRHER T5 B8, Pl d

- A androgen, gonadotropin MEIE% F7751Y, &

androgen, {& gonadotropin BIEFICKIVTRIEL T
BRTH5 L 2HRT A LEMEEBERE LI, CO
L5 RELFDLONDODNOBEERERZRS &, RE
FRBIrR OF I 2 BRI 2 EB L T &
BT, INEOBRGARRPEH IR IS
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fr T, DHT, FSH, LH p3W N EETH B ¢ &3
WBINTBY, EMP itk 2 BB L BATNS,
UTeddio T Hflics$ 3 EMP oFsiEi 7 flk
180, 14.3% &7z %%s, objective response %y iz
O 1B s,

BfERIC OO0 TEWTNEBEED b ODAT, #IHE
PHIENY 22 A8 »->123 DR32BOEREICL 5 2
Plo&aTH -1z, F1230% AU EOEHFSFITI
THEMBEEREZ B2 RLNT, FERELT
RZEROEWEE & Bbhr.

EMP ofpfRic o0 Tit, FAREHEINTES
5FRBILE D B, WL Db OEERBATIF R 2~ 10As
Z3INTEDH, & MTIWTE estrogen fEF & 7v
FERIE LT D cytotoxic IofEAOMEI & hHiE
BEIRRRET A L Ebh 51510,

RF3IfiA androgen, gonadotropin ¢ EMP #5
B OZEBICNTiE Jonsson 517, Fossa 518, 18
Be L oWEPR N, EMP #51ty b 2 ~4 Hik
iZix T, DHT & iz 50ng/dl B F&FRL, FSH,
LH § 4 ~12BBICHEB L2 LTV 5, T3
© LRMIMF androgen, gonadotropin XV E h R
% & EMP (35575 bk /y/s estrogen YEf 2 H o &
ZZIbh, B L oLk 3 diethylstilbestrol
diphosphate (DES-Dip) hexestrol (Hex) ¢ i T
WCRIT R & ks 5 & EMP 560 mg {3 DES-Dip
200 mg, Hex 30 mg (4T 5 L EALNS.

L, BEPREY, PYSR I fORas & b & 4 EMP i3
BRSO TE, REFAShW W3 HBkE s vE
BIEHEDIRIEABE T EFTH 5 LB
BT 3800 T 4 E O RETTId 1 Hlic subjective
response 2D TZOAHTH -T2, &L OFEH X
YEDHODH S L EBBEINTEHS Y, Von Hoff1v
PBNTWV A L S, BEOEMBENE L LHLTiE
BOy, TEHIOERBIID bhNE L L0 NH
BEBICR L TRA BT X WERIE B A 5B,

& £

1. EMP OARGEREISIIE 7 5, BT B
TN S 5 ERERRIR 2 BET L, B RGBS
1%85.7% (6/7), MBI 14.3% (/) Th-iz.

2. (REFERE 4 fl2RE L. TN bZBEED
RAVBAFESTH -7z Tl T, DHT, FSH, LH
OHIFER X D FERIN.

3. EMP 560 mg j3fndr T, DHT, FSH, LH
gt b BT, DES-Dip 200 mg, Hex 30 mg |2/
T AR ZEOREA EEbNT.
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