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THE PHASE IV STUDIES WITH ESTRACYT®
IN PROSTATIC CANCER

Tsutomu Omnnori, Takashi Kuso and Toshiyuki Akasaka
From the Department of Urology, School of Medicine, Iwate Medical University
(Director: Prof. T. Ohhori)

Tomihisa Funvu, Yuji Yacinasur and Tatsuya Kupo
From the Department of Urology, School of Medicine, Hirosaki University
(Director: Prof. T. Funyu)

Seigi Tsucuipa, Tadashi Harapa and Shuhei Sasak:
From the Department of Urology, School of Medicine, Akita University
(Director: Prof. S. Tsuchida)

Seiichi ORrikasa and Masaaki KuwaBara
From the Department of Urology, School of Medicine, Tohoku University
(Director : Prof. S. Orikasa)

Kiichi Svuzuki, Kazuo Numazawa and Akihiko TakaMizawa
From the Depariment of Urology, School of Medicine, Yamagata University
(Director : Prof. K. Suzuki)

Yasuo SHiroiwa, Koichi KaTavose and Fusao MuRAKAMI
From the Depariment of Urology, School of Medicine, Fukushima Medical Collage
(Director: Prof. Y. Shiroiwa)

Both anticancer and adverse reactions of Estracyt were investigated by oral administration to 200 pati-
ents with prostatic cancer. Two capsules of Estracyt were given twice a day and the administration was
principally continued for more than six months. The 200 patients consisted of 68 and 132 patients who were
previously untreated and treated, respectively. Thirty seven cases had been treated only with Estracyt
and 132 cases also received other treatments. Seventy-five cases were of primary therapy, 71 cases were of
maintenance therapy, and 27 cases were of the re-activatedstage therapy and 27 cases were of other categories.

In conclusion, among the 190 cases for which the due judgement of the effect was possible, Estracyt
was markedly effective in 40 cases (21.1%), effective in 43 cases (22.6%)), slightly effective in 38 cases (20.0%,)
and ineffective in 69 cases (36.3%).

Adverse reactions were observed in 67 cases (33.5%), among which the administration was disconti-

nued in 18 cases.

(Acta Urol. Jpn. 34: 1493-1502, 1988)
Key words: Estracyt, Prostatic cancer, Phase IV study
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Table 5. HFEEAR Table 6. & B ¥
EROMM R B n_EAm %
% & % 68 MEER 75" 3.5
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2) RSN 94 180H %l 29 145
3) AAEVRE® 129 g 1808 ~270 @ kiR 113 5.5
" 1) kvy ( 96) E 2700 ~3608 kR 31 155
o) 7axs—n ( 14) 360B L1 L 27 13.5
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ML ++ BOOND, WBC-8000—+1800
o Wlll, AWK PL -26.0—8.8
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TBAE 58 cBHERD - OIE Lo, BT+ X
ThT7+ AERIET,
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PRAEHRD &, BRI 1T - 73661 Tia A %)= 58, 3
B TH-TeDwR L, EIHFRERIT> 14610 %h
(264 9% & BT BERRIZL L A UHUEN R A
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W s s, ooHE S HHRILTRICEILS
bhich ot

1. RENERE

TSRS LURWEREE ML THE LR alE
HE% Table 11 RT. HEREE D15H% K 185
PCI\WT, “SPIER 2 EDTHATHS LY
EINIb DX 13861 (74.6%) T hk FIEIASE,
HEFEFRE S X OB RRERC YT CAB E, ThEh
708 (94.6%), 3501 (60.3%), 1560 (55.6%) TH
D, WENRIRC BT B BAELED -~

% -3

Estracyt® {3, =A+r Yz YHITH % estradiol
E T AFALFITH D nitrogen mustard % carba-
mate FEAIRALAY T, BORFCIVBETH

Table 10. & & %) R

# & % f: 3 B (%)

£ ) HIE

EH A B Y BB &t ANHE

LR 40 43 38 69 190 10
(21.1)  (22.6) 20.0) (36.3) (100)

oliEH 30 22 17 5 74 1
(40.5)  (29.7) (23.0) (6.8) (100)

MR 6 5 12 40 63 8
(9.5 (7.9 (19.0) (63.5) ( 100)

FRBEIGHE 1 8 4 14 27 0
(3.7 (29.6) (14.8) (51.9)  ( 100)

Zoft 3 8 5 10 26 1
(11.5)  (30.8) (19.2)  (38.5)  ( 100)

Estracyt Bijg 7 8 6 15 36 1
(19.4) (22.2) (6.7 (41.7)  (100)

WE G 6 4 3 1 14 1
(42.9) (28.6) (21.4) (7.1 ( 100)

353 37 1 3 2 1 17 0
(5.9 (17.6) (11.8)  (64.7)  ( 100)

FRBFIEHR 0 0 0 0 0 0

z ol 0 1 1 3 5 0
(20.0)  (20.0)  (60.0)  ( 100)

aHRE 33 35 32 54 154 9
(21.4)  (22.7)  (20.8)  (35.1)  ( 100)

MEl 24 18 14 4 60 0
el (40.0)  (30.0) (23.3) (6.7) (100

HRERE 5 2 10 29 46 8
(10.9) (4.3 (21.7) (63.0) ( 100)

FBIRRRIGHR 1 8 4 14 27 0
: (3.7 (20.6) (4.8 (5.9  (100)

*oft 3 7 4 7 21 1
(14.3)  (33.3) (19.0)  (33.3) (100
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Table 11, A&HEBE

® 4 B F B K ik (%)

w|OT EZ I Y e

#RA AR &R 2L at Zy

2ER 31 55 52 47 185 15
(16.8) (29.7)  (28.1) (25.4)  ( 100)

Nk 20 3 16 4 74 1
(27.0) (45.9) (21.6) (5.4) (100

6 6 23 23 58 13
o (10.3) (10.3) (39.7) (39.7) ( 100)

PR 1 7 7 12 27 0
Sl (3.7 (25.9) (25.9) (44.4) (100

i 4 8 6 8 26 1
(15.4) (30.8) (23.1) (30.8) { 100)

Estracyt B3} 4 12 1 6 33 4
(12.1) (36.4) (33.3) (18.2) (100

E 3 7 4 0 14 1
(21.4)  (50.0)  (28.6) ( 100)

MR 1 3 5 5 14 3
(7.1) (2.4 (35.7) (35.7) ( 100)

BIREF i 0 0 0 0 0 0

20t 0 2 2 1 5 0
(40.0)  (40.0) (20.0) ( 100)

oyiizs 373 27 43 41 41 152 11
(17.8)  (28.3) (27.0) (27.0) ( 100)

WElE#R 17 27 12 4 60 0
(28.3) (45.0) (20.00 (6.7) (100)

MR 5 3 18 18 44 10
(11.4)  (6.8) (40.9) (40.9) (100

TS 1 7 7 12 27 0
(3.7) (25.9) (25.9) (4.4) ( 100)

04t 4 6 4 7 21 1
(19.0)  (28.6) (19.0)  (33.3)  ( 100)

ol %0, TZREESCHFET AR AEN
(estramustine binding protein) &S\ EARER A
THID, BIZIRCEIRICHER L, BMlazRe R
HT5 L vbhTw5aY. L L zo fERlFC 2
WX ERETRRES DB SO0, Ex OREBHIPIT
mhz AL rY 2 VEHORIRS T, cytostatic TefE
AbhbrdoLEL L35,

AFNIBAREE, Bzl e UCHEIRTZE 2 BAIA X
hreh’, BaEmTaE L e - TR L DB R L E
TN THEI T B,

AT 1977 FE BRI L B Estracyt® Bigedas
ML I KB FERIRRER A T e, chicBi+5
A < DEFBHOMENR S 5181710

T, KEDHRTHBH, —HC K EBHRTILIRE
VXTI RITF C, SRV OMETIREA LD
80 U LD B HREB T 5.

Estracyt® Boe&nHBETIL 3 » AR EORTE
XHR89%", 3 » AL EORMBEERE (24 7 BOERE
WHRAFEUEL LT) THHY ThHotcbnd. M

H'93 6 # AL SRS Lic 12600 5 HRERRE 4 01T
I5%DHERTH -l L BELTWV5H. ThiHL
THBHERAFORLL W5 L Bbhsbhbh
DOFEREHRBEBI TORLERILN2S TH 1. bhb
hOFERADLE L IXFEA EDMUBEFLAH LTS D
DTH O ERHE TS Z X TERVLODIRIFER
DREE—HTHbOLELLNS.

—7, FEOBREIR S HESh BRI 5
BRHRE 2B L, EROBEONEBRL HEHE
B, BEUNE, ARk RER S X ) —BhT B
BT E A, Benson B2DEZIEREY, MHL®
D6 7 BRERETD62. 5%, Estracyt® HFFHRE® 0 38
%, HEHBPDOG R ERPENRRLND. SEDD
Wb OHETl244% TH v, Estracyt® Pies, &
H 5 0Bt & I3E—F Lic. bhbh OECEER
¢ Estracyt® OBMEELT-THB DL
BRI BT 5 2 LI TRV, T OREROAS
WHERE R LTI Lis i efERICH Y, DX
HERTH L Estracyt® OBRM’HIc b 0 R E



JHB, (XA> : Estracyt « Phase IV Swudy 1501

DlcbDELELZLND. Lich-> T—REEHREAC
BRONCH LT Estracyt® o HLHEIL 30~40% &
ELXBONFEYL BB,

—77, Estracyt® BB X hoiaRki A L1
AHF L C BT AR E BT D &, TOFEHR
VRBIMRERIE 58. 3%, SOREREL 64. 9% & o ABEFRY:
TCORBBRVEHAYR L. CoSMRE M
L Benson?®, HELP3, TTRTbhBREND
Estracyt® B RITTRELZHRHE L TH Y, BLXD
(% Benson O#iE LitMic, KRBHY ZTAET
DAFIDOE LR LI HIEARER2ZT T A
EZLDERTVS ERNTWS. bhbhoEMNTY
AP R 1T - 12 163 BUrP 139 BIABR BT 22 T ¥
9, Estracyt® BB LA PHEEOBBRSRIF
Th otz b EEELTWAREE % 2 D EBRIE
[N

BfERR DL, ARV IR LI 83% L
FOBRAETAHEDLRIEBRTWBORK LESEID Db
hbhoER T, 18 1% En VY ERETH 1.
KIS 3 3 EIAEEC76.9%, FHACKT 5 RHET
b 50% & R AL 5 BifF AR R A0 =
AbRS x HMERCIBERBLTVBM, AL
R ABIbhbhoREELBEET516% T, #
Kp=Abryz VAIRILLUBEMELS, =AbeY
= MEANTRELIR TV B D EEELTVS. L
PLERL D Estracyt® BIES0 B T36% & LK
HERER & bh - LBERE bhbh O TH
16% &V ich otz bR, BkOHE? D TRENS
LA ODIEREPHENR E A ERDRIE o7
e ENLAEOAETIIT TR AL ® VRERE
G BIn S AFc L5 BEA L HETE o
fod, MoRFMERECHTHIEhBB 1, B
BV INTHBEFRA L > T
NEOFEMb bich 5.

BMAi8.7% & B A bhiedy, I by
3 X537 A ALFIOEERD —2LEL bR S.

LisLefiic 55 & Table 9 iwizd 2 & BlIfE
B0 AR0R 5L AL &5 %15 - 72186
S Estracyt® & BEEFGR DY & HEShL
LD SWTH 1. Lo LEEAREWEHI A LRI
Mo,

5 E3

#ED 6 KEd LU DB S5\ B TIALIRAE
200Gl U Estracyt® %85 L, ZoHlEsREs
IUBWER D WTEE Lie. ik X UZRH

BT, FRFEOHE S LUEBBELUBROF
Xy, —LicHheCERLE.

BWEE XU 5 : Bstracyt® (1 1BI2 ) 7
Ay 1B 2% 6 7 AMERRST5 & FAl &
L, B - AOHRESD B I primary & non-
primary case TR E Lic.

RBIEG] : IEGNE 200 BITLDOPIFUL, A TRERET
R TH>7cbD 680, BEHEIL 13261 CH -
7o,
&b Estracyt® BSMEEE3I6, A0HEK1635IT
BV, ERPENEERTSON MRS IO ERRHEER
276, T DOMWAIBTH - 1o,

FEORER, UTBRNB AL B,

1) HBBHEHEC I T, BRERCHRE
DR X Y BRENE L, WEFRTIRR
B B7s A7 5 58—¥, BIBE7 + A7 7 & —Eh
BEER, ATLIRMANDR X 0 BRRAE - 1.

2) ZHERUIETTHEL: 190 IO ARIRIL, 2400
21.1%), BEHHI43H (22.6%), LE%BH (20.0
% ) 1506901 (36.3%), THb, LD D LYIEEH
Pt (B BLEA03. 2% C, HFRRE, HRE
BRI L L TERERE I » 1.

3) EWEREZRDIFEMIETH (33.5%) THD
ZD bR EEPBRIELLDDIRIBHTH - k. BEX
BERNCEVWERCS Y, B tABo MER
ﬁ:ﬁJ)‘ ST,

X 8

V) BRARE, EEEZ=, EWEHS - Estracyt OFf
TR K B IREA R BT A BRIRIRES. T
HWR 425 715-731, 1980

2) BAWREHES, AAREERE « WRAEH -
FRERIERIRHH 5 54, 1985

3) Forshell GP, Miintzing J and Ek A. The
absorption, metabolism, and excretion of
Estracyt (NSC 83%199)in patients with prostatic
cancer. Invest Urol 14: 128-131, 1976

4) Fritjofsson A, Bjok P and Gunnarsson PO:
Binding and accumulation of active meta-
bolites in tumours from prostatic cancer
patients treated with Estracyt, Preliminary
report. 13th Intern. Congr. Chemother. 1983

5) Muntzing J, Kirdani RY and Saroff J:
Inhibitory effects of Estracyt on R-3327 rat
prostatic carcinoma, Urology 10: 439-445,
1977

6) Wakisaka W, Iwasaki I and Shimazaki J:
Effect of estramustine phosphate (Estracyt)
on transplantable mouse tumours. Urol Res
7: 291-298, 1979



1502 WIRACE 344

7Y nbdeAE, bR W, 4JFM-- s Estradiol-3N-
Bis (2-chlorocthyl) carbamate-17 g-phosphate
(Ustracyt) o JE@IFE — SN oo Bt —.
AT v EBEIK 29 ¢ 477-485, 1981

8) BEAHE, EHE=, GHIHRHS . Estracyt OFf
ST 3T 5 RN R AT B FRIRAY RS Bt
W RN 5 REE. PIRIMR 44 © 889-899,
1982

9) Jonsson G, Hogberg B and Nilsson T:
Treatment of advanced prostatic carcinoma
with estramustinc phosphate (Estracyt).
Scand. | Urol Nephrol 11: 231-238, 1977

10) Nagel R and Kbolln CP: Treatment of
advanced carcinoma of the prostate with
estramustine phosphate. Br J Urol 49: 73-79,
1977

11) Hoisaeter PA and Bakke A: Estramustine
phosphate  (Estracyt): Experimental and
clinical studies in Europe. Oncology, Suppl
3. 27-33, 1983

12) Murphy GP, Slak NH and Mittelman A:
Experiences with estramustine phosphate
(Estracyt, Emcyt) in prostate cancer.
Oncology 3 suppl 3: 34-42, 1983

13) #7843, IUPIBHIE : Estramustine phosphate
XD RNIREOHRER. WIRFCEE 25 : 731-736,
1979

14) Fil &, BE & KR O Az
% Estramustine phosphate (Estracyt) o %)
R, WRITE 24 : 879-888, 1978

15) HmzE, ZAREE I 5 insismcd3

% Estramustine phosphate disodium (Estra-

8% 19884

cyt) PIIRFRIE DEEIRAOBES. WRATE 25 : 853-
862, 1979

16) WIHINFEY, FROORW, B0 © LT
%73 % Estramustine phosphate DOEEIRIIZIR.
78 H R 43 : 625-629, 1981

17) Nilsson T and Jonsson G: Primary treatment
of prostatic carcinoma with estramustine
phosphate: preliminary report, J Urol 115:
168-169, 1976

18) Andersson L, Edsmer I’ and Jonsson G:
Estramustine phosphate therapy in carcinoma
of the prostate. Recent Results in Cansor
Res 60: 73-77, 1977

19) Hoff DD, Rozencweig M and Slavik M:
Estramustine phosphate a specific chemo-
therapeutic agent. J Urol 117:464-466, 1977

20) Benson RC, Wear JB and Gill GM:
Treatment of stage D hormone-resistant
carcinoma of the prostate with estramustine
phosphate. J Urol 121: 452-454, 1979

21) Hedlund PO, Gustafson H and Sjogren S:
Cardiovascular complications to treatment of
prostate cancer with estramustine phosphate
(Estracyt) or conventional estrogen. A
follow-up of 212 randomized patients. Scand
J Urol Nephrol Suppl 55: 103-105, 1980

22) Glashan RW and Robinson MRG: Cardio-
vascular complications in the treatments of
prostatic carcinoma. Br J Urol 53: 624-627,
1981

(19874 8 A1 3 AZA)



