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Best Approach for High Risk Prostate Cancer

Nelson N. Stone, MD

Professor of Urology & Radiation Oncology, The Mount Sinai School of Medicine, USA

[BPMETORRRMDD ST Y AT RILEREECELE
BEEFDODIICDODVNTERATCTHFILELD, flEL
CTRDEDFBREBD AR EZEACIRECVERNE

o BEFSE5®EBM. PSAEN20. cT2cDRIZAR
BC. JUVRAO78. £B3I760%(CENRD S
n. B IRHAFEEIE28cec, MMICP U5 4« T T,
IPSS 6TC9., B8&#. CTRFvVIFEMT. HWEN
RECBEANDRBICOVWCERBN I IUMRITRE M4
TT(E1). COXRIBEEBEHNEVNREDOTFRINERD
KUTT, BREEOmDBUTHNIE., HEL20~
SOFRFEFTDCEDHFHTINE T CDKDEH]
MY REBEICIEV S DD ORRKNSD O X I D MK
SRR F. (T & A EDRIEBIEIILER 2 58 BRfT 2 % 5
TUL&D. FEAUEBICHSREBEE. IMRTE
CEBORIVEVEALERFDNEADTULL Do

Best Treatment for High Risk Patient ?

* 55 y/0 with PSA 20 and cT2c prostate cancer
—Pathology: Gleason score 8, 6/12 cores (60%)
with PI, prostate volume 28 cc.
—Sexually active and IPSS 6
—Negative bone and CT scan
—Negative endorectal coil MRI for ECE and SVI

High Risk Patients with Scores of 8-10

114 pts

Med fu : 36 mos

Likelihood of remaining disease-free after radical prostatectomy in patients with
biopsy Gleason Score 8 to 10, as stratified by serum PSA at diagnosis as 20 ng/mL.
or less versus greater than 20 ng/mL.

J Urol 2003 ; 169 :157-163.
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Radical Prostatectomy
for High-Grade Prostate Cancer

250% PBC

Kaplan-Meier plot of biochemical control as defined by PSA value of less than 0.1 ng/mL

for patients undergoing radical prostatectomy for biopsy Gleason 8 or higher disease.

(Solid line, PSA<10 ng/mL and %PBC<50% ; dashed line, PSA2 10 ng/mL and/or %PBC250%.)
Urolgy 2006 ; 68 : 367-370.

Long-Term Outcome Following Radical Prostatectomy
in Men with Clinical Stage T3 Prostate Cancer

Probability of Freedom from clin Failure

Follow-Up (years)

Probability of freedom from clinical failure in men with biochemical recurrence
following radical prostatectomy for cT3 prostate cancer.
J Urol 2006 ; 176 : 564-568.
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Death Probability Cummulative Incidence

Competing risk analysis of death from prostate cancer
and death from other causes in men undergoing radical
prostatectomy for cT3 prostate cancer.

Adjuvant Radiotherapy for Pathologically

Advanced Prostate Cancer
A Randomized Clinical Trial
PSA Relapse (>0.4ng/mL)

Radiotherapy
Observation

30-35% local
recurrence

Percentage

Log-Rank »<.001

0 5 10

No. at Risk Years From Registration
Radiotherapy 86 11
Observation 63 10

JAMA. 2006 ; 296 : 2329-2335.
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High Dose Radiation Delivered by Intensity Modulated
Conformal Radiotherapy Improves the Outcome of
Localized Prostate Cancer

TABLE 2. Incidence of positive
81 Gy (65) posttreatment prostate biopsy
according to prognostic risk

group in 252 patients

Dose No./Total No. (%)

(Gy)  Favorable i 1

64.8:702 Gy (134) 81 or7 3/18(17) 1/16(6)

o0+ 756 2M8(11)  8/44(19) 17/57(30)
0 12 24 36 48 60 72 84 96 108 70.2 3/20(15) 5/21(24) 15/27(56)

FIG. 3. Kaplan-Meier actuarial probability of achieving PSA relapse-free ?:(':,s éggﬁé) 2/2‘/3(54&) 25/%58)67)

survival in unfavorable prognostic risk subgroups according to 3 dose
levels. At 3 to5 years at 81 Gy. 23, 15.and 9, at 75 Gy. 86, 45

and 18, and at 64.8 to 70.2 Gy. 45, 31 and 15 patients were at risk, 12% Positive biopsy for intermediate
respectively. and high risk with 81 Gy

J Urol 2001 ; 166 : 876-881.

Percent PSA Relapse Free Survival

Phase II Trial of Long-Term Adjuvant Androgen Deprivation After Neoadjuvant
Hormonal Cytoreduction and Radiotherapy in Locally Advanced Carcinoma of
the Prostate:The Radiation Therapy Oncology Group Protocol 92-02

Dose=65-70 Gy

Non-Failure Rate

—— STAD+RT
LTAD+RT p<.0001
248 126 1 STAD+RT
753 367 172 4 LTAD+RT

2 3 4 5 6 7 8
Years Since Randomization

J Clin Oncol 2003 ; 21: 3972-3978.
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Percent Free From PSA Failure

0

o 1 2 3 4 5 6 1 8 9
Number atrisk  (124) (121) (104)  (61) @7) amn @) Q)
Years

Five-year actuarial freedom from prostate-specific
antigen (PSA) failure rates.

Case-matched Comparison of Contemporary Radiation Therapy to
Surgery In Patients with Locally Advanced Prostate Cancer

Radical Prostatectomy "+

68 52 29 5
52 40 25 16

T T T T
24 36 48 60
Months Since Procedure

Estimated prostate-specific antigen outcome for matched cohorts stratified by treatment
modality. BTC=brachytherapy combination therapy;RP=radical prostatectomy.
Int J Radiat Oncol Biol Phys 2006 ; 66 : 1092-1099.
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Effect of BED on PSA Failure

BED groups
>200

>160-180

>120-140

P<0.0001

01 2 3 4 5 6 7 8 9 10
YEARS

PERCENT FREE FROM FAILURE

Multivariate Analysis of
Factors Affecting PSA Failure

95% confidence
interval for
Exp(B)

Factor p Value Exp(B) Lower Upper
Age 0.303 1.16 0.877 1.52
Treatment group 0.225 0.749 0.469 1.19
Stage 0.103 1.59 0.911 2.79
Risk group 0.326 1.27 0.79 2.03
T EIRGETETOY 0.178 0.637 0.331 1.23
PSA 0.012 1.45 1.08 1.93
Gleason score 0.000 1.72 1.29 2.31

BED 0.000 0.741 0.652 0.843

Abbreviations : BED=biologically effective dose;PSA=prostate-specific antigen.
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5-Year bFFF for Gleason 8-10 by 2 Dose Groups

>220 Gy (86%)

<220 Gy (61%)

Cum Survival

p=0.001

T T T T T
3.3 5.0 6.7 8.3 10.0
Years from Implant
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5-Year bFFF for Gleason 8-10 and PSA > 20 ng/mL by BED

>220 Gy (86%)
1/8

<220 Gy (39%)

Cum Survival

p=0.04

T T T T T T
17 3.3 5.0 6.7 8.3 10.0
Years since Implant
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Advantage of HT with Dose > 220 Gy

94%
75%

Cum Survival

P=0.001

1 1 1 1 1 1
1.7 3.3 5.0 6.7 8.3 10.0
Years from Implant
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Freedom from Metastases Gleason
8-10 by Dose Group

0/67

>220 Gy (100%)
200-220 Gy (94%)

<200 Gy (73.5%)

Ny
R 2/56
e sa o s

20/110

Cum Survival

p<0.001

T T T T T T T
00 17 33 50 67 83 100
Years from Implant
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Cox Regression for Freedom from
Distant Metastases

Hazard Ratio | 95.0% CI for Exp(B)
Lower Upper

Age 1.018 974 1.064
Gleason score 2.090 1.455 3.001
PSA 1.013 .999 1.026
Supplemental EBRT 172 .074 401
Hormones 1.613 .785 3.314
Implant Date 1.000 1.000 1.000
BED Groups
BED Group 1 31.790 4.113 245.691
BED Group 2 11.197 1.323 94.785

Covariates
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220Gy EDBEDZBZBDZHIC DK SISt HEE
EEITDEEDE. INPFTEUTRELEDD . EfR
[CEEZSABTVLDOND. CLDMEZEXEIFNER
DEEA. B20[FRTOCGTHEL TV BDERB CDHE
EBEROFELERTIN. 88.7WICIFHIELERRIFIE
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B-Year Survival for Gleason 8-10

>220 Gy (92.5%)
200-220 Gy (82.9%)

<200 Gy (82.5%)

Cum Survival

p=0.008

T T T T T T T
00 17 33 50 67 83 10.0
Years from Implant

IR FEFIZ 3§ 3 B /N RIRFR L ORI HE
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0 J=4g= 0 =t= = 0
Paso - U
Covariates Sig. | Hazard Ratio | 95.0% CI for Exp(B)
Lower Upper

Age 535 1.340 .531 3.379
Gleason score 129 1.051 .986 1.122
PSA 136 .965 .921 1.011
Clinical Stage .626 1.082 .788 1.485
Supplemental EBRT | .048 .282 .080 .991
Hormones 421 1.497 .560 4.007
Implant Date 517 1.000 1.000 1.000
BED Groups .013

BED Group 1 .338 2.718 .352 21.023
BED Group 2 .004 4.489 1.612 12.498
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RTOG Rectal Morbidity

62(10.6%

S pe—

1and 2 3and 4

grade
No association between rectal morbidity and BED, 3 of the 4
grade 3-4 injuries occurred at a dose <220 Gy
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SV—(REERIEMN)
1-125 110Gy (L7558) N dsv— “E?Eﬁﬁfg
eoadjuvant 35
EBRT 456y(1.8Gyx 25fr.) I-125(L5%E)  : 110Gy
EBRT(1.8Gy X 25fr.) : 45Gy
Adjuvant HT :65H
Neoadjuvant HT 358 Adjuvant HT 658
SV+ (BEERBE-BEAY Y INEIEREY)
1-125 110Gy GLA#RE) Cona T OREEEET
eoadjuvant 35
EBRT 45Gy(1.8Gy x 25fr.) 125(L5%E®) 110Gy
EBRT(1.8Gy X 25fr.) :45Gy
Adjuvant HT 2148
Neoadjuvant HT 348 Adjuvant HT 2148
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3.V150 50% U T (240GYRF SN TV DRINERFTR)
4. fReb30 150% U F=240GyUT FREEBEI0%WICRHF SN TVDIRE)
5. BRBV100 1.3ccA R (160GYRHFTN TV DERHKE)
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URL : http://www.nmp.co.jp/




