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Table 1 Patient characteristics

Characteristics No. of patients (%)
Age 75.0+0.7 (52-94)
EOD >1 73 (66.4)
0 37 (33.6)
ALP >350 47 (42.7)
<350 63 (57.3)
GS >9 54 (49.1)
<8 56 (50.9)
PSA >200 42 (38.2)
<200 68 (61.8)
Hb <12 81 (73.6)
>12 29 (26.4)
Clinical stage <Dl 37 (33.6)
D2 73 (66.4)

EOD : extent of disease on bone scan; GS: Gleason
score ; PSA : prostate-specific antigen ; Hb : hemoglobin
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Fig. 1 Prostate-specific antigen and disease-specific sur-
vival Patients with prostate-specific antigen (PSA)
>200 showed significantly lower survival rate than

those with PSA <200 (p=0.0017).

Fig. 2 Gleason score and disease-specific survival Patients
with Gleason score >9 showed significantly lower
survival rate than those with Gleason score <8
(p=0.0082).

Table 2 Univariate and multivariate analyses

Parameter Univariate Multivariate
P value coefficient Hazard ratio 95% CI P value
Hb (<12 vs Hb > 12) 0.013
Stage (D2 vs <DI) 0.031
EOD (>1vs0) 0.026
ALP (> 350 vs < 350) 0.014
GS (>9vs<8) 0.0082 0.797 2.22 0.413-0.903 0.032
PSA (>200 vs <200) 0.0017 1.014 2.76 0.428-0.970 0.0084
Therapy (CAB vs Monotherapy) 0.63

Hb : hemoglobin; EOD : extent of disease on bone scan; ALP : alkaline phosphatase ; GS : Gleason score ; PSA :
prostate-specific antigen ; CAB : combined androgen blockade

Table 3  Stratification of disease-specific survival

PSA>200 GS>9 N(=110) Hazard Classification of

ratio risk
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- + 25 2.22 } . .
intermediate
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+ + 24 6.11 high
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Fig. 3 Disease-specific survival rates according to 3 risk groups.
Using two statistically significant prognostic factors
(Gleason score and PSA), patients were stratified into 3
risk groups : a low-risk group, consisting of patients with
neither of two unfavorable factors ; an intermediate-risk
group, consisting of patients with one of two unfavorable
factors ; and a high-risk group, consisting of patients with
two of two unfavorable factors.

AT BEETENTIL87.6%, 61.8% B L N 42.7%., H11)
A7 BETIZZFNZI 85.9%, 57.6% B X 18 35.8%. &
VAZHETIEZENZFN T78.6%, 39.1% B X O 20.4%

(3)



201347 H

THY (Fig.3). &Y A7 FEM CREBSRKEFE
WCHEBELRENPRO LN (R A7 B Hh) A7
e P=0.045. 1) A 7 BExtE) A 7 B P=0.00020,
) A7 BExtm) A28 P=0.024), Tabb
JEAT LG PSA fH & Gleason score & 1) #c A2
HAEFEOREHALATRETH 5 2 EAVR STz,

Z £

INE T, ETHVIEOFRRETFIZOWTIES
COMEN % ENTW DY, FIEIRNE 3T 5 W
TRERO AN L FHRRT OMEFICOVWTIE, £
2w AT C. BRI, Gleason score. A IZIR AR
DR ORI B EGRICEEY S5 25T
BHFTH2 2L HMEENTREY, &5
ATHISZARAG I BT ALP L 55 o0 HLRR 2 A9 2
TE, BiloRE., FEBOL2”Y (EOD) 257
BEBMES 2 2 EDME SN TV, $72, &
WVE VIGIRDEAT S N2 & A S B IR 2 ok
G& L7 HERNTIC BT, KHLIREE. EOD2
VLl ALP EATZE#EME O 2 £% L1 1. PSA %% 100 ng/
ml LL L. hemoglobin 1H2S 12 g/dl LLF D FEH] X % 9
THRVIEFNZ AR THBEICTFRIARTH L Z L8
WESNTWEY, S5121&. ALP R 1k (ESR).
EOD 255 Hs#8 % 41§ % Wi V2Pl i CAEfy P &
Mg 25 L0 D 2 SN TWw5Y, Matzkin S
I3 B & AT C performance status (PS), EOD, Hb,
ALP, PSA S5 D & LRIV EZE O PR E AR
BT 5 2 & RIR L72AS. SEEMRITClE ALP
L Hb 2N T CThHolzl LTwBY, F7z2,
WO LR EEE R E LRETIE, £
LN T ALP & PS VIV L2 FHRAT CTH S &
TG b —7 T, Hb (XS ERBENTTIEH
HTIE e o 72k oL B 5172, Matthew
SIEA R (EBWIC 7 VY 2 FR IR 72ER
EMA TR\ IER]) AHEAT S 72T IZIRIE D 7% 7
THIRDELT LA R R THRT L 72 EGIZ D
WP BRT 2B LER LA AA T2 Mat-
thew 5 12 & #UIX PSA &5 IS [ A% 12 & H i,
Gleason score>7. PSA nadir>0.2 ng/ml. P 53 W i 5
AT S N7 D PSA LA ORI, £ 9 THh Wit
LHBLTERIEFEIARTH L Z L s
Tb,%mo

FH O BB AR O REAR T R 1 16
AT ORRRFT R & T & OREEME % log-rank F%E 7% &

T M3 4 RIIER ST S TR R O T

BREFOBE —279—
D2 Cox JBINY — FE T & Hva 72 28 40k AT
THRES L72e HAZAEMT T, Al L7 &9 (2,
PSA 23 & WIEBI. ALP %3 & W E . Gleason score
DEVES], EOD O @\ ER], Hb DRV AES], [
PRIBHADSHE A TV B HERIIE. & 9 ThVER] & R
THRBICTFRIARRTH o720 —F LERMN T
1%, Gleason score & PSA 28H B = Mir L 72 F#% K
FTHH I EWRSINTZ, AW TITHLEREMHEITT
PSA. ALP. Gleason score. EOD. Hb. iK% A%
BEIZTAEBEE L7245, Matzkin 5 b EOD. Hb,
ALP. PSA 2SH8 D & % WiIIRNGLH O P L AT
BT 2 2 2 B L CB 0V, HEATRI RS
BUWTE IO ORFPFREFEICHELZ L
EEZLLHERTHDLEER Do

—7i. IREHE LCES LT o Fa s LRl E
BT 5 CAB S EFHMGHE L ) FESLT L B
BWEERL W E OHENDH H. Mario H1d,
Bod L EIREESIT L, AR RS I 7 v
7 3 FEMATRES &2 TV 22 WIERF] (placebo)
THEMRE L2 2 A, MEOTFRIZEEENZ WV
TEEMEL WA, bbb, WAL LT
FEBIIT v Far Y HIOBHPGT LS A ERER
bOTHRWIERRBLTVLEEZLNL, KT
FICB VT, AL E LT CAB A AT S 17z
FE B & FF MG DT S NIHEBI O LB B
T, RERENEFRCARREZNROLNT, £
ZEFNTIZ BT HMIREDO TEPAE B % FRE
FLIFRRD N7,

INFETOMIT, % AT 5 stage D B
FEIZ B\ T, B ST IC TEOD. CRP, PSA,
ALP. hemoglobin. Ak 0 LEDS P LA EIC
RO L. RN TId CRP & EOD 2"F &% Fik
HFThHDHIEPFESN, INOFERETEZHV
TREBHILETVAER SN TV A, KRifZETld+
Ve IRHEDSAT S 7z Stage C UL B OAELTHT R
FEIZB VT, F7z IR A A A T2 0O 22 & iR
#3 % 7R 3 Gleason score & PSA SH &7 F AT
Tholze TOLEEEN THIY L TFERETTH
% Gleason score & PSA #flA G LT, EEFFR
BAEFREONY— A HEB L. 2D OfER 2K
JAZEE (HR=1, FHRARKT 0) . ) A7 B (1<
HR<S., FHEARKT 1) BL0EY A28 (HR
>S5 FHRARKNT-2 M) 03 BICBILLzE A,
FRH TEN TR BRI RICE R R 2D

(4)



—280 — "

OoNTze Thbbh, REFRMEFFICEL T,
N IGEHEDIHELT S N4 TR LI E AE ] % Glea-
son score & PSA 12X D BHILTE 25 2 LAURIZE
Nz

AT FEEIRPUERT VIR (8 L CHUR AL
#ITd % docetaxel A B R EFWMOIERE % & 72
L3 et an, JA<HRICH SN SIZH - T
Who & OIZNIARTTIERT S E I L CHELO
N 53 Wh B #) T & % abirateron'® % MDV3100'7,
Sipuleucel-T'® 7 &A% 4 14 O F M IGHERIG & L TiE
HENTWD . RIUFGE TIENTWIE R IT S 7z
TEATHT LR I BT PSA & Gleason score %
VB eI K ) PRRE R RES & A B 7 RER] % JE
LTE 22 EWRENT. SRRlE. ETRILIRIEIC
BWC, FHRABROEY A7 R EOEFOTHD
WEPBHETHY, BEELBRWEEO VD EDOTH
%o BRI L O FE SN EFRABOEFIREI T
LCid, FHROLER HIE L T docetaxel R Hijlk D
HEGER OER I 2 5 OE N 7 K72 I ihiE
WEDMNLDEH CThHhH EEZONL KWIFRIZZD
BEIRIZ BT MEATRI IR IS 2 N iaiED
AR ZBRTREE DR 22 b 2@t & ThE &
TH550THY ., PRELFELEORYESSH 5\ ik
LR S BRI G EE O BRI E 72 EERIR B O XTS5
BABERICHH MRt T 200 EI 6N
5o

& i

WA TE IR DSTEAT S AL 72 AT I 32 B 12 B8 v T
B BT O Gleason score & PSA X FHRETTH5H
& DRI S . Gleason score & PSA & #lA G bt
% Z T X 0 HEATRI RIS O NI IS 5 F
BU A7 OREHULDSHRETH D Z RSN, 5k
DIEFRNDIEH DT TH D L EZ N D,

Eil 23
AFFEIZ B THIERERF RS IRZR R L T
TN E oI EFITEHOEEFR LTI,
X ik
1) A3 B b eEEE . BRERETOE, 30 RS
B AHAIEE 3 B 29-30, &5 H kR 44 2001

2) Atzpodien J, Royston P, Wandert T, Reitz M, Group
D —GCRCC-IT: Metastatic renal carcinoma com-

(5)

®OE B K

i

6)

7)

13)

MR BI1E H3y

prehensive prognostic system. Br J Cancer, 88 :
348-353, 2003

Mizuno R, Nakashima J, Mukai M, Okita H, Kosugi
M, Kikuchi E, Miyajima A, Nakagawa K, Ohigashi T,
Oya M : Tumour length of the largest focus predicts
prostate-specific antigen-based recurrence after radi-
cal prostatectomy in clinically localized prostate
cancer. BJU 104 : 1215-1218, 2009

Ohno Y, Nakashima J, Ohori M, Hatano T, Tachibana
M : Pretreatment neutrophil-to-lymphocyte ratio as
anindependent predictor of recurrence in patients
with nonmetastatic renal cell carcinoma. J Urol
184 : 873-878,2010

TR, ARE O KHEF . SRR, &
MO8, mAEREE, NIEHEL AT A
B, WBIHES IR BRI T 2 W ia i
DFEMEE PHRETFICHET 2R WREIE
MERE 21 435,2008

Soloway MS, Hardeman SW, Hickey D, Raymond J,
Todd B, Soloway S, Moinuddin M : Stratification of
patients with metastatic prostate cancer based on
extent of disease on initial bone scan.
195-202, 1988

Emrich LJ, Priore RL, Murphy GP, Brady MF : Prog-
nostic factors in patients with advanced stage prostate
cancer. Cancer Res45: 5173-5179, 1985
Nakashima J, Ozu C, Nishiyama T, Oya M, Ohigashi
T, Asakura H, Tachibana M, Murai M : Prognostic
value of alkaline phosphatase flare in patients with
metastatic prostate cancer treated with endocrine
therapy. Urology 56 : 843-847, 2000

Imai K, Yomaru Y, Ohnuki T, Ohnuki T, Yamanaka H,
Sakai H, Kanetake H, Minami Y, Nomata k, Saito
Y : Significance of a new stratification of alkaline
phosphatase and extent of disease in patients with
prostate cancer with bone metastasis. Cancer
(Phila.) 69 : 2983-2989, 1992

Matzkin H, Soloway MS, Schellhammer PF, Chodak
G, Smith JA, Caplan R, Kennealey GT : Prognostic
factors in stage D2 prostate cancer treated with a pure
nonsteroidal antiandrogen. Cancer (Phila.) 72:
1286-1290, 1993

Chodak GW, Vogelzang NJ, Caplan RJ, Soloway M,
Smith JA : Independent prognostic factors in patients
with metastatic (stage D2) prostate cancer. J Am
Med 265 : 618-621, 1991

Johansson JE, Andersson SO, Holmberg L, Berg-
strom R : Prognostic factors in progression-free sur-
vival and corrected survival in patients with advanced
prostatic cancer : results from a randomized study
comprising 150 patients treated with orchiectomy or
estrogens. J Urol 146 : 1327-1332, 1991

Matthew AU, Judd WM, Ping T, Danielle AS : Risk
stratification in the hormonal treatment of patients
with prostate cancer. Therapeutic Advances in
Medical Oncology 1: 79-94, 2009

Cancer 61 :



201347 H

14)

15)

16)

Eisenberger MA, Blumenstein BA, Crawford ED,
Miller G, McLeod DG, Loehrer PJ, Wilding G, Sears
K, Culkin DJ, Thomposn IM Jr, Bueschen AJ, Lowe
BA : Bilateral orchiectomy with or without flutamide
for metastatic prostate cancer. NEngl J Med
339: 1036-1042, 1998

Nakashima J, Kikuchi E, Miyajima A, Nakagawa K,
Oya M, Ohigashi T, Murai M : Simple Stratification
of Survival Using Bone Scan and Serum C-Reactive
Protein in Prostate Cancer Patients with Metastases.
Urologia Internationalis 268 : 129-133, 2008

Attard G, Reid AH, A Hern R, Parker C, Oommen
NB, Folkerd E, Messiou C, Molife LR, Maier G,
Thompson E, Olmos D, Sinha R, Lee G, Dowsett M,
Kaye SB, Dearnaley D, Kheoh T, Molina A, de Bono
JS : Selective Inhibition of CYP17 With Abiraterone

T M3 4 RIIER ST S TR R O T

17)

BRF O —281 —

Acetate Is Highly Active in the Treatment of Castra-
tion —Resistant Prostate Cancer. J Clin Oncol 23 :
3742-3748, 2009

Tran C, Ouk S, Clegg NJ, Chen Y, Watson PA, Arora
V, Wongvipat J, Smith-Jones PM, Yoo D, Kwon A,
Wasielewska T, Welsbie D, Chen CD, Higano CS,
Beer TM, Hung DT, Scher HI, Jung ME, Sawyers
CL : Development of a second-generation antiandro-
gen for treatment of advanced prostate cancer. Sci-
ence (New York) 324 : 787-790, 2009

Higano CS, Schellhammer PF, Small EJ , Burch PA,
Nemunaitis J, Yuh L, Provost N, Frohlich MW :
Integrated data from 2 randomized, double-blind,
placebo-controlled, phase 3 trials of active cellular
immunotherapy with sipuleucel-T in advanced pros-

tate cancer. Cancer 115 : 3670-3679, 2009

Prognostic factors in patients with advanced prostate cancer treated

with endocrine therapy

Kenji SHIMODAIRA, Jun NAKASHIMA, Makoto OHORI, Masaaki TACHIBANA

Department of Urology, Tokyo Medical University

Abstract

In the present study, we aimed to evaluate the prognosis and prognostic factors in patients with advanced

prostate cancer treated with endocrine therapy. This study included 110 patients with stage C or D prostate can-
cer who were treated with endocrine therapy as the primary therapy. Disease-specific survival (DSS) was evalu-
ated using the Kaplan-Meier method and prognostic factors identified by Cox proportional hazard model analysis.
In the univariate analysis, we found that patients with prostate-specific antigen (PSA) levels >200 ng/mL, alka-
line phosphatase > 350 U/L, Gleason score > 9, extent of disease on bone scan > 1, hemoglobin <12 g/dL or stage
D2 disease showed significantly lower DSS rates than their respective counterparts. In the multivariate Cox pro-
portional hazard model analysis, it was noted that Gleason score and PSA were independent prognostic factors.
The differences in DSS

These results suggest that Gleason score and PSA are independent prog-

Using these 2 statistically significant factors, patients were stratified into 3 risk groups.
among the 3 groups were significant.
nostic factors and that a combination of these factors can be used to stratify DSS risk in patients with advanced

prostate cancer treated with endocrine therapy.
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