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Estracyt® (estramustine phosphate) is a medical drug for prostate cancer with cytotoxic activity causing
disruption of microtubule organization and indirect androgen production suppressing activity by its
metabolite, estradiol. Based on the data obtained from the Estracyt® Special Drug Use Investigation which
surveyed the clinical efficacy and safety of Estracyt® in patients with prostate cancer whose relapse of prostate
cancer after combined androgen blockade (CAB) therapy was confirmed, we evaluated the progression-free
survival, prognostic factor, decrease in prostate specific antigen (PSA) level and safety.  This surveillance was
conducted at 147 institutions nationwide between October, 2010 and September, 2013 and clinical efficacy
was evaluated in 239 cases and safety in 329 cases. The median duration of progression-free survival, PSA
progression-free survival and PSA response were 169 days (95%CI, 142-190), 197 days (95%CI, 169-267)
and 385 days, respectively. The decrease in PSA level was observed in 125 cases (52.3%). Rate of PSA
decline >50 and >25% were 18.4 and 43.1, respectively, and rate of PSA best response (PSA decline >
50%) was 32.6%. Multivariate analysis demonstrated that long duration of prior CAB therapy, Estracyt®-
pretreatment PSA value and bone metastasis influenced progression-free survival significantly. Adverse
events were observed in 127 cases (38.6%). 'The major adverse events were anorexia which was observed in
35 cases (10.9%), gastrointestinal disorders observed in 32 cases (9.7%), abnormal laboratory test values
observed in 31 cases (9.4%) and gynecomastia observed in 16 cases (4.9%). These results suggest the clinical
efficacy and safety of Estracyt® for chemotherapy-naive castration-resistant prostate cancer (CRPC), and
Estracyt® is regarded as one of the treatment options for patients with CRPC, especially for patients who had
long duration of prior CAB therapy.

(Hinyokika Kiyo 62 : 295-306, 2016)
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Table 1. Summary of baseline characteristics of
Estracyt®-pretreatment patients

SRR X G 1)
(n=239)
¥ 50 PSA
HJLfE (ng/ml) 9.7
HPH (Min-Max) 0-928
5l = SD 48.6+122.1
L hIREE (PS)
0 174 (72.8%)
1 53 (22.2%)
2 Ll 8 (13.3%)
AN 4 (1.7%)
RN (F)
H 123 (51.5%)
1) S 67 (28.0%)
Jiti 5 (2.1%)
ZF ot 3 (1.3%)
A (H) 41 (17.2%)
NEZFOVY ME
13 g/dl i 143 (59.8%)
13 g/dl PLE 87 (36.4%)
| 9 (3.8%)
ALP
300 TU/1 i 133 (55.6%)
300 TU/1 Dl k- 95 (39.7%)
AN 11 (4.6%)
[GIRGEE 4
FIEMT 21 ( 8.8%)
LH-RH 7 T =& %5 222 (92.9%)
7 v Far s EES 239 ( 100%)
PAIZ NN 179 (74.9%)
EHILyIF 230 (96.2%)
suaNzY ) YR AT )V 33 (13.8%)
PU7 >~ N O A RIS R 187 (78.2%)
LRI R (F) 111/187 (59.4%)
AWS (F)** 57 (23.8%)
TR B 25 (10.5%)
ﬁgﬁ&<ﬁﬁ%@%,mﬁﬁ> 19 ( 8.0%)

* LA 1 T H FENE LTV B EEGIEL, * AWS 25 1
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Table 2. Progression-free survival, PSA progres-
sion-free survival and duration of PSA

response

IR PSA IR PSA 23R
%L 239 239 44
tkfi (H) 169 197 385
95%E X 142-190 169-267 182- —
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Table 3. PSA reduction outcomes

PSA L AHK Y A % (%)
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Fig. 2. Waterfall plots of best PSA response rates.
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Table 4. Univariate predictor of progression-free survival
Factors IR SRR (e, 959%CI) p M (a7 7ksE)

A iy

TTREARG vs 1T LA 118 vs 121 176 (113-204) vs 169 (142-204) 0.9476
CAB #0111

817 H Al vs 817H L1 114 vs 114 99 ( 71-141) vs 316 (183-365) <0.0001
510 PSA

9.7 ng/ml il vs 9.7 ng/ml Ll 119vs 120 365 (253- —) vs 99 ( 84-138) <0.0001
fHiRE (PS)

Ovs 1Pk 174 vs 61 183 (147-226) vs 141 ( 79-169) 0.0392
NEZ OV H

13 o/dl Al vs 13 g/dl DL 143 vs 87 142 (112-169) vs 204 (160-267) 0.0137
ALP

300 TU/1 i vs 300 TU/1 PL | 133 vs 95 183 (148-273) vs 134 ( 85-176) 0.0024
YRS

HiE My A 116 vs 123 267 (169-365) vs 127 (105-169) <0.0001

VUSRS s A 172 vs 67 197 (160-267) vs 134 ( 77-169) 0.0002
Jifi

4 vs A 189 vs 41 183 (160-225) vs 79 ( 63-176) 0.0027
LTIV =R B =5 SERDEIE S

s H 60 vs 111 99 ( 71-138) vs 198 (162-260) 0.0006
AWS

i vs A 180 vs 57 148 (120-179) vs 225 (161-365) 0.0229
TR B

e vs 214 vs 25 169 (147-201) vs 127 ( 85-239) 0.7753
TG (A2, /NRIE) B

W vs H 220 vs 19 168 (141-183) vs 211 (140-337) 0.6920

Table 5. Multivariate predictor of progression-free survival
Y 8T A= —HfEEM (SE) NF—= R (95%CD  p il (Wald #E)

AEf 0.00908  (0.01219) 1.009 (0.985-1.034) 0.4563
CAB # {1 1H —0.0007157 (0.0001519) 0.999 (0.999-1.000) <0.0001
511 PSA 0.00167  (0.0007610) 1.002 (1.000-1.003) 0.0286
E5IKRE (PS) —0.06430  (0.17743) 0.938 (0.662-1.328) 0.7171
ANEZOVE E —0.10584  (0.06413) 0.900 (0.793-1.020) 0.0989
ALP 0.000059  (0.0002698) 1.000 (1.000-1.001) 0.8269
[ EATE S

Histg 0.42547  (0.21364) 1.530 (1.007-2.326) 0.0464

V) OREREE RS 0.29444  (0.20142) 1.342 (0.905-1.992) 0.1438
9 A —-0.33830  (0.27951) 0.713 (0.412-1.233) 0.2262
AWS —0.20574  (0.24494) 0.814 (0.504-1.316) 0.4009
TR B 0.32442  (0.29049) 1.383 (0.78%-2.444) 0.2641
MG ED: (AR ats, R BEH 0.64858  (0.43811) 1.913 (0.811-4.514) 0.1388
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Fig. 3. Kaplan-Meier estimates of progression-free survival according to duration of

prior CAB therapy.
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Table 6. The period which continued taking Estra-
cyt® and progression-free survival accord-
ing to Estracyt® median treatment dose

(3.01 cap/day)

iFE S S ] eI T A ]
3.01 Cap/ 3.01 Cap/ 3.01 Cap/ 3.01 Cap/
Rk CRME TRAs AL
Bil%x 119 120 119 120
rp Al 211 189.5 176 153
95% 1548 _ _ _ _
< 168-267  137-266  142-239  120-183
p=0.6618 p=0.6351

pflE: Iy 7IRE.

R S T B SRR T AR B RO b N e o 72
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Table 7. Adverse events during Estracyt® treatment (1)
I o fE Bl (%) (329B0)  ZL—F36I% (%)  7L—F4B0% (%)

i £ 0% o CREEE 7 (2.1 1 (0.3)
jEuil 5 (1.5)

FEBMEIF PRI A 1 (0.3) 1 (0.3)
HRibEREA A 1(0.3)

B & O RAEREE 36 (10.9) 2 (0.6)

7 V7 3 Vi 1(0.3)

LA E 1 (0.3

FAR 35 (10.9) 2 (0.6)

el 1(0.3)

AR 1(0.3)

TR 5 (1.5 1 (0.3) 1 (0.3)
JJ HH L 1(0.3)
iR 28 2 (0.6) 1 (0.3 1 (0.3)
RS 2 (0.6)

ARV 6 (1.8 2 (0.6) 2 (0.6)
DANEE 2 (0.6) 2 (0.6)
9 o Mk OAA 2 (0.6) 2 (0.6)

B 2 (0.6)

1 A5 5 2 (0.6) 1 (0.3)
1R 1 (0.3) 1 (0.3)

VU B AR LA S 1 (0.3

W2, MoFhis & ONHERRE R 4 (1.2 1 (0.3) 1 (0.3)
I B T il 1 (0.3 1 (0.3)

Jg7k 2 (0.6)
I ZEARAE 1 (0.3 1 (0.3)

B bk 32 (9.7)

JERBAS BRI 2 (0.6)
JE 1 (0.3)
JEK 1 (0.3)
T 1(0.3)
HILAR 2 (0.6)
HiEEs 1 (0.3
EES 1(0.3)
Elzl%s 1 (0.3
Bl 19 (5.8)
M 1= 6 (1.8

JFPJLELE R s 5 6 (1.8) 1 (0.3)
It Re R 5 (1.5 1(0.3)
JHF I 1(0.3)

L7 IR, PSA MRS B X OY PSA 2RI o H

FiE O CRPC IR 2 Pz, A FNHE%
FEFHEE & L, BERREFGE LT PSA 12X %5F
i TH ATV 5. 20084F |2 Fif 37 J5 988 12 F 7T A &
Zol2 Fe % XE)Lo PSA BRIERITH4%'"Y, Nt
FXLIWVIREREAAETLBEEERRE L2 Ly
IF, TEITFUYBLIUOANY Y FH L0 PSA
509% P AR T E134930% & s S hTw Y —
FH, SEOTA N T A NS g BETATIEL
T FA—THREELRNGE LT A28, PSA K
KILTFEIE32.6% TdH Y, Table 2 IRT T & M0

il (95%EHEX ) &, BOB D169 (142~190),
197 (169~267) 3 & 108385 (182~—) H &) %hE
ZIRLTW5,

NCCN 7% EQMI A A $74 2012k 5k #
Bt CRPC OIEYIEIRIZB VT, EEROLAITH
BLANVE CH, FREIROBEIL P28 F 2o RS
AZEHEZELCTBY, TANTLAAF U EED QRAN
EURBEIA TV a Y RMENTICREoTWE. —
F, RIBTIE 2 WAIE VL CAB L H O FEIR
o 1 D fEMNITFORTWAELD, YDk hBE
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Table 7. Adverse events during Estracyt® treatment (2)

FIE o fE4H Bk (%) (329%0+) 71— N3 (%) 7L —FN48% (%)
FERG B & OB T A fkRE 9 (2.7)
i B 1(0.3)
2 s 1(0.3)
Bz 1(0.3)
IR H M 1 (0.3)
%95 3(0.9
GG VER 5 1 (0.3
AR 1(0.3)
BB X ORIk 1(0.3) 1 (0.3
JREA 1(0.3) 1 (0.3)
HERAB X OB RE 23 (7.0)
FLEZA 1(0.3)
FLEE 6 (1.8
HALFLE 16 (4.9)
FLEW 1 (0.3
—f - AYBEE B X ORGSR 0 RAE 23 ( 7.0) 2 (0.6)
TR AN I 1(0.3) 1(0.3)
% 1(0.3)
HATREE 2 (0.6) 1(0.3)
P& K 6 (1.8
TN 4 (1.2
Y 7R 9 (2.7)
P 1 (0.3
AR AT 31 (9.4 4 (1.2
ALT #4H0 15 (4.6) 4 (1.2)
AST #1 17 (5.2) 2 (0.6)
M7 73 vigd 1(0.3)
ifiirf LDH 40 3 (0.9 1 (0.3)
M b)) &) REEN 1(0.3)
5 [ PRy T AE = 1(0.3)
y-GTP B 2 (0.6) 1 (0.3)
AT b7y MEd 1(0.3)
NEZTY VD 1 (0.3
TF P ERECE N 1(0.3)
WA 1(0.3)
FRIMEREL A 1(0.3)
PRI 1(0.3)
F IR 5 (1.5)
JtEF BV AFIRAR T T RHEN 1 (0.3
I ALP 550 3 (0.9 1(0.3)

Table 8. Cumulative dose, mean daily dose of Estracyt® and day of adverse event onset by grade classification

B PR G% (Cap) 1 H P54 (Cap) ¥WMFEcoH (H)
JUR sz ) gty - L gty L gty -
hduiE #F95%ClI it {5 rhoefil #iPH95%ClI it {5 rroefE #PH95%ClI 3 g 2
1-2 109 80 58-108 164.8%245.5 3.0 2-4 2.9=1.0 29 24— 35 59.5%86.2
3-4 14 83 56-508 233.8%252.1 3.9 2-4 3.1+x1.0 38 28-127 65.8+58.9
p=0.1585 — p=0.7649 — p=0.1218 —

p 1 : Wilcoxon NEAZFIAIE.
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TIANTHA MORRPHEFETEL20H, T,
EDYA I T TRBN AT RE NI T 5 1EHRD
PENTWwie.

A O I B S 2 B R R T, 4R
W, ATEIRRE, CAB LR ORI B L O
MR EI R L RITE 2o 727h%, CAB ik
Wi, P50 PSA i, ~EZ 0¥ fl, ALP, #&%
WEOHE, FHAOHEME, P77 v Ny oI
DORFB L AWS OF s BRI S 52
LHFRINTE LTCHLNE -7 (Table 4). D9
%, CAB #EHIR, #2517 PSA B L BB OF
IS L AT C b EEN B L 5 2 5 TR
F L LT &Nz (Table 5).

QWKRNVEVBREICBIT S PSA K THRIZ, £<D
W CHEGFHMICEEST 2SN TEY, Ky
5171, PSA 0% LR TR AZICFREERET 5
LHEL WD, SHOMETH, PSA KT OAE
Pl R O R ILiE (95%EHEXHE) &, BOBO
253 (197~334) B X 079 (65~99) H T, A& 12 PSA
BTHICEMEHHNOTEESZO LN (P
0.0001, T35 ¥ 27 HiE).

I 72, A 5% Matsumoto 513, CAB %
DA B FRICHRTZ2RTFTHL EHMELT
BY, SROLERFHNAERLE T 5.

7 v Faly U HIEREREORMEIB L UYAWS %
RO TAEBIAS, AHN O MIGEIIM B A2 5.2 2 7%
WTE o 2BHIEH S 2 TIE AWV, TART AR
FUAIRT ¥ N ar SR EBTERY s sh
TWB I EMNL, HRGETHER LT » Fua s #l
&) BB U7 BRI L CORIRE R L 720
BEMEDSE 2 HND. —F, RHOZA a7 AAEHIC
OWTIE, ThFEFTCICEIVEVREEG7OT) v
(SHBG) #hifER 23 T %75, ikt Koong
S5VELZA T VA= NHT Y Fur kS &
O FRARAF PR R S IR AR R Lo L, Mg b = & &
Oy SEARE G N LR AT AR 8
SR AN = AL L) BAER 2R3 2 & 2
LTwa, ZhboHfEnrs, = A b7 14 ML
Scher B2VPMREIE L 77 » Fa sy v Ik - AV T
B IR RE ORI B SRR A R T eI & B
b, ALFHRERTO8 2 KR IVE L LCHET S
ifEDH HIEHEEZHND.

=0, EAEVEICE L CIE, SR CUR IR A
I R BT EEARAE 70 EAJEEMAE 3 2 3SR SN, g
JEICHFLTCTAEY YR TIV7 7)) v 2Tk L7
HEhid 52 SREORAETIE, MBREFHE LT
1, 15, 1% B3 THUM/MR - PrsEEH 25 2 T
Wiz IHEORFZE S, e RS MEFE R 13 A SR
PHEETHIEDPHSLERD, FHCEKEAATIZE VR

T T4 T UERBERENS L, TV T AR E
PEELPLTVESbN T Y. WstoHE T,
TN7 7)Y 2mg @A G LODINR % 3 LLT I
Iz ay ha— v Lzk ZAMBRETEIAHREE O
s H N2, INR 2~3 TO I ¥ b O — VIdHET
LUENRHLEEZEZ NS,

F 7o, HALEREIERR R TIE, BEEGEEA B X
OHIEFIAS, BOBD16.78 L 0°10.5% D HEH THH
i, HIHFIOE E A LI 5-HTs KHuH Lo 365
AHH SN Tz, FOEOERZE,S, T A b F
A4 PP M@ D A = X n e LT T AP
Migroorn b= v REERPECES T
P ZEPHLEPICENTBY, Y92k bark
EOIFFN O FERMENH D LEZD.

B DS 6 G B12396B1 0 1 H % 5-8 oo v i 1%
3.017 7RI/ HTHY, 5= & 2B MRS
LB ICHETEN A EEIRO LN o T2
A, ER IR oS RfEE, 3,010 7V / H R,
PET, BOBDI176 (142~239) B L U153 (120~
183) H (P=0.6351, 025 v 7E) &RJHERE
TRIFRERE o7 (Table 6). DO L I3LZE=
FERTOAERTRENT WS LI 12, CAB EELIH O
PLfEAS3. 01 v/ H R, LET, BOobo
914 (733~1,088) 3 & 1UF 790 (691~860) H (P =
0.7078, T 75 75E) THHI EDHEL TV 5
WEEMENEZ 5N,

BEWERZEHEE, 1 HixGE2oh 3. 0l 7t
V/HEM, DLEOMmBERIC BV OREIFEA Z21R
O BN Hho72 (P=0.0972, 2 #E). LaL
WL 72EWEH O 7 L — IR 2 et L 7ok
BT, ZL—=F1~2BX03 ~ 4 OFRIEHSEHES
BAESG T eV CEFi5- 7 7 )V B+ iR
4 HhULE) 1k, BOBDI164.8+245.5, 808 L O
233.8+9252.1, 837 7RI TH ), BEHKGEIM
TAHIEIEY 7L — FORmCEITER?HEIT 2 Em
AR 572 (Table 8).

Al O Y E IS A O TR A S, TA LT
P4 PO EE TS L2 TFHRRTVPHS 2 E 2o
7z RENIHRCHERTREARO TH Y, BEANR
REBIFICH A ) v v OHIEHN L Z 5N,
JEBIZEINT 22 L12k D), 5% CRPC GO
D12 25 LE2 5.

i B

Sl QYR E M REFETOMIEL Y, [bEET S
A4 —77% CRPC 12021 A FIH% 4 oA &
GEEPHER SN /2, LB =M LD CAB #E:
IR, 5500 PSA B L BEBOFHES T A - 59
A MAEOHIEMIMI R 2 L TTHE R I Nz,
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B 5

DT olaicsinniz2aF L (EEANLEE
B%, NEARR). SISV 52 F LgEIC
B2 L E T

=Rk, duiRED AL Y ¥ —, FLIRERF R
Bk, IR, BINERRSFREE, LR
B, TR Fambe, W Rbe, & REmEE Al
BERYL Y7 —, JL57SOmEE, IWEKFEZETE
ke, LIRS P uEEe, Wb & AR A AR L T
b, FRuEipambe, BRAeWE, WA AR,
HEZ) =y, ERILEREZ ) =y 7, SFERK
SRR, REORE, ke, B ZEmRE,
M Embe, BEERKFESMIERPE, A EERE
WwBE, SmbE, FHEAR T TR, KT ER L
y—, EBRREARE, bERAHEE, BINKSEE
FEME R, BN EHERELYE Y5 —, JR WERE
W BE, RS B, 1R RO B, BE ALK 220 B
NTT 3 H AR HORRE, BRSO MR
Be, HOERAR AN ERPE, RS R AT
IBAERBE, BB L B AER L v 5 —, R
BAERREMIE S ke, LEmMRh, HE
ke, B ERRBRFEERERY 7 —, H R
Be, TREEAAY Y —, THERFELIIIE R,
JeR Rk, TR SO, AR TR IuRbE, FEROREE
LISHRAER Y Y § —, HIKFERYL v ¥ — B8R
Be, v ) dbE, UK AR S b, Ak
TR, IR S B, s ) = v 7,
PARAR T TERE, AR ER SR AR e e, AT
BRI TbE, R RERRE, R A
Ve, T PR AR KSR bE, MRS R BE, B HH RS AR
B, SEAGT R EBE, T B, R R
be, RIEmRGEEE, LB ARG, ms ) =y
7, BBto )=y, ZERFEETHERE,
FABKF M ERPE, A2 ) = v 7 WIREF -
FERERY, WP = 2 — % URbE, AR SRR, W
R R R 8w e, KR 5w be, 9
Be, REmEGmEE, W EEREE, Rk, &
SHEER, T )=y, ZAhARI) =Y T,
SRR, AR R IREE, SRR S
ke, SIREFFKSIRBE, fR@H RSB =M e 5 b
Hrombe, KB 2aml - waERE Y ¥ —, KR
ailbe, TR, SR AERE Y ¥ —, KR
AR FEbE, TR ARFEE AT RE, SRR ERKR
MR, RILL A OMGRIREE, 45 RIR VAR %
Yy —, WEERY Y — HEIEEW O Rk T
JEERFRER R, MRS RS R RbE, ATz
gt v & — el RwbE, R RAEHRPE, HhsiEe
abe, EILERY > 5 —, FilkSmbe, Mgkt

=

FIRBE, NG ERIRSEM B b, T AR pEE, T
tgmbe, REWEERY Y Y —, REREY S —,
IR B R ke, VLR BB, IR BRI
be, BERAEEHEE REASWEE fMILNERLE >
& —, ZEARTRbE, W=k Rk, R AD
SHRERbE, NIRRT IR bE, RS
HRME B, AL SREE, UEA A Y —, b
JUMNTSL SR > 5 —, SRR RS e, R E
ke, WEGL /MR, JUNRZEREE, 5 =155
Be, fRRRAFERIREE, ARARRSMEE, KBRS
Be, RWFERESREE, REARSAEEIRIR R, AR
SREARTTRGNEE, BERRFAE AT R bE, HHEAS
ke, BEVR Tk
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