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Intermediate-Risk Prostate Cancer

At least one of the following:

* PSA level is between 10 and 20 ng/mL
» Gleason score is 7
» T stage is T2b or T2c
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SURVIVAL BY CLINICAL RISK

Clinical Risk Group
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HISTORICAL MODEL

Extent of Disease Probability

Indolent Cancer

Organ Confined Disease

Extracapsular Extension

Seminal Vesicle Invasion

Lymph Node Involvement

Primary Treatment Outcome

Progression Free 5 Year
Probability after

Radical

Prostatectomy 10 Year

Probability of Progression

Metastases 5 Year
Probability after
Conformal Radiation

Therapy a3 Year

| NMemorial Sloan-Kettering Cancer Canter. Prostate Cancer Nomograms: Pre-lreatment. Mlemorial Sloan-AKettering Cancer |
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HISTORICAL MODEL

Extent of Disease Probability

Indolent Cancer MIA
Organ Confined Disease 28%
Extracapsular Extension G0%
Seminal Vesicle Invasion 35%
Lymph Node Involvement 5.5%
Primary Treatment Qutcome
Progression Free

Probability with

External Beam N/A
Radiation Therapy

Probability of Progression

Metastases Probability 5 Year 10%
after Conformal

Radiation Therapy 8 Year 17%




:Based upon PSA, Gleason Score, and Clinical Staging, a probability is calculated for each of!
the folowing four: Organ Confined Disease, Extraprostatic Extension, SEmlnaI
:Vesicle Invasion, znd Lymph Node Invasion :

Select:

PsA: =10 Tl ng/m  Gleason Score: |4+3=7 T

Clinical Stage: | T2b/c =]

‘ Calculate I Clear
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I EI.=5-=-|:I upan PSA&, Gleason Score, and Clinical Staging, a3 probability is calculated for each |:|'-

_:_ c c

e e following four: Organ Confined Disease, Extraprostatic Extension, Semlnal
esicle Invasion, and Lymph Node Invasion

= Vesicle I d Lymph Node I

__:

R Select:

=§PSA:|:‘1U Tl ng/m  Gleason Score: [4+3=7 ¥

BN (|inical Stage: ITEh-"E ||

Organ confined: 11 (7-15)
Extraprostatic extension: 40 (30-52]
Seminal Vesicle Invasion: 19 (10-29)
Lymph Node Invasion: 29 (15-44)

All numbers represent predictive probabilities with a 95 percent confidence interval;
ellinses indicate lack of sufficient data to calculate probability.

- Available at: http:/furology.jhu.edulprostatefpartintables.php
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1.Preoperative model (For men who are considering surgery for prostate
cancer, but have not had surgery yet)

Prediction of recurrence probability following surgery using the available
iInformation BEFORE the surgery (PSA level, biopsy Gleason score, and chinical
stage)

‘Based upon PSA, Gleason Score, and Clinical Stage, recurrence probability is calculated :
;at 3, 5, 7, and 10 years fnllnwmg surgery :

ESE|EE|::

PSA: |1':| 1-20 *| ng/ml  Gleason Score: |4+3=7 ¥

§C|II'IIEEI| Stage: | hl

| Calculate I Elearl




1.Preoperative model (For men who are considerning surgery for prostate
cancer, but have not had surgery yet)

Prediction of recurrence probability following surgery using the available
information BEFORE the surgery (PSA level, biopsy Gleason score, and clinical
stage)

Recurrence Probability Following Radical
Prostatectomy (by Han Table)

Probability of Biochemical Recurrence
(detectable PSA level) at
3 years after surgery: 16% (5-44)
5 years after surgery: 25% (8-63)
7 ywears after surgery: 33% (11-78)
10 yvears after surgery: 41% (14-85)

All numbers represent predictive probabilities with a 95 percent confidence interval

| Available at: http:/furology.jhu.edu/prostate/hanTables.php. Accessed: Octobe 2010
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Definition

Method

Start PSA

End PSA

Minimum No.

of PSA
Values

N
Interval §
between %
H
i

Maximum
No. of PSA
Values

PSA Values
(months)

Vetocity




Preoperative PSA-Velocity and Risk
of Recurrance

P5A velocity = 2.00 ng/mlyr .
P5A velocity 1.01-2.00 ng/mljyr

—— P5A velocity 0.51-1.00 ng/ml/yr
P5A velocity <0.50 ng/ml fyr

s o[ ———

Recurrence (96)

J ]
. I 1 I I I 1
i 4 5 & T B
Years after Radical Prostatectomy
Mo. at Risk

P54 velocity =2.00 ng/ml/yr 247 173 155 132 104 Bl 60 45 31

P5A velocity 1.01-2.00 ng/mlfyr 280 218 191 1&7 133 101 B4 5& 36

P5A velocity 0.51-1.00 ng/mlfyr 287 226 193 158 120 92 &4 36 23
1
- 0000__]

_F‘Eﬁ.velacirg.- <0.50 ng/milfyr 249 190 156 128 103 B4 5B 43 24
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Predicting Outcomes in Prostate Cancer: How Many
More Nomograms Do We Need?

Mama_ Cartvar
Dana-Far .II_‘:I I

- 01 good CiiricCal judJgcinerit 4aind e weeli-imniorimned patiernit. |

RPW—aof a1 CChHhrn Ol 90079594 - RI5R3_ 35K/
U U




..-__

.uav

g |
P
®»

@

/)
3
n —;_
i

:
_W

7“

U
s

uoipodoid aanEnWN

o

]
4

Followup (years

Number at risk
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Predicted 10-Year Cancer-Specific
Mortality in Various Treatments
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100-Kattan score

Cooperberg MR, et al. Cancer. 2010 Aug 5 [epub ahead of print].



] Kattan S
Kattan Score i | attan score ,
Variahle HR= p 058, Cli Variable HR= P 95% Cl

. ~ IL.QE 1.04 =001 1.03-1.05
Age 0.95 041 0.96-1.00 =

i Risk pointsz 1.01 =001 1.00-1.01

isk pointstc 3 . 2103 = .

Risk paintss 1.0 =001 1.02-1.0 iCGI'I'I-][hIE.'It_.' 1.12 =001 1.07-1.18
RP Ref iRP Ref
EBRT 2.21 =001 1.50-3.24 iEERT 159 =001 1.33-1.90
PADT 3.22 =001 2.16-4.81  JPeOT 223 =001 189-2.75

a  HRsforage, comorbidity count, and risk points are given for each 1-year or 1-point increase, respectively. HRs for EBRT and
PADT are given relative to RP.

b Risk paoints refer to Kaftan or CAPRA scares.

HR: hazard ratio; Cl: confidence Interval; RP: radical prostatectomy; Ref: reference
category; EBRT: external beam radiation; PADT: primary androgen-depriviation therapy




Table 5. Hazard Ratios With 95% Confidence Intervals for Cancer-Specific Survival in the External-Beam Radiotherapy and Primary

Eﬂnclrngenﬂeprivatinn Therapy Groups Relative to the Radical Prostatectomy Group Controlling for Age and Kattan Score® ;
| ]
i HR (95% CI) i
i Increase in Kattan Score for RP Patients EBRT PADT i
%D 2.21(1.50-3.24 3.22 (2.16-4.81) =
E 1.95(1.32-2.88 2.84(1.89-427 B
E‘IEI 1.72 (1.15-2.55) 2.50(1.64-3.80) E
!1:‘ 1.51(1.01-2.27) 2.20(1.43-3.39 !
!EEI 1.33(0.88-2.02) 1.94 (1.25-3.02) =
EE:‘ 1.17 (0.77-1.80) 1.71(1.08-2.70} E
L 1.02 (0.67-1.61) 1.51(0.04-2.41) B
EEE 0.91(0.58-1.44) 1.33(0.81-2.16) :
E HFR indicates hazard ratio; Cl, confidence interval; BPF, radical prostatectomy; EBRT, external-beam radiotherapy; PADT, primary E
B androgen-deprivation therapy. N
E a  The Kattan score for each patient who underwent prastatectomy was increased adificially by 0 to 35 paints. E
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EUROFEAN UROLOGY 55 (2000) I037-1063

available at www .sciencedirect.com %

journal homepage: www . europeanurology.com

= _ UROLOGY

a8l T

European Association of Urology

Retropubic, Laparoscopic, and Robot-Assisted Radical
Prostatectomy: A Systematic Review and Cumulative Analysis
of Comparative Studies

Vincenzo Ficarra®*, Giacomo Novara %, Walter Artibani® Andrea Cestari?,
d

Antonio Galfano®, Markus Graefen “, Giorgio Guazzoni b Bertrand Guillonneau ¢, ,
Mani Menon ¢, Francesco Montorsi”, Vipul Patel?, Jens Rassweiler ", Hendrik Van Poppel '




Learning Curve for Cancer Control
After RPE Stratified By Preoperative
Risk Groups

Low
Intermediate
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Surgeon experience

Klein EA, et al. J Urol. 2008;179(6):2212-2217.



Relative

Difference

10 vs 250 Prior Case

% Absolute

250 Prior

Probability

Recurrence
10 Prior

Adjusted % 5-Yr

Surgeon

Experience
Adjusted P Value

isk
nalysis
After 1995:

R
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PCa; cT2b cNO M0, GS 7 (4 + 3); PSA
11; 5/6 Positive Biopsies of Right Lobe,
Ki67—8%

Hyperlipidemia, controlled
65-year-old; sexually active

- ? External beam radiotherapy 75.6 Gy - 79 Gy
(3D conformal or intensity modulated)

- ? External beam radiotherapy + brachytherapy

- ? External beam radiotherapy + androgen
deprivation therapy (ADT)







L —

A,

iil‘
-
©

-
e

)3
p=

vx

'ty ek,

‘II-

gt Al s, it

T s

v

L |/ == Iy § & 7 J T =m\N\y ==

S4u9

__
__- 2 Y :
) i
'A‘




the method
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LN Negative (%) LN Positive (%)

Gleason Score




What to Irradiate?

* Prostate plus pelvic lymph nodes (>15%)

» Targeting for prostate includes SV

Risk of lymph node involvement:

‘ = > s P A - . ™~
R e N N S ¢ o~




Fcontormal or intensitv=modulateo
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(G aYaalaYiab-1dlaYaRVViida Py ®)

Critz FA, et al. J Urol. 2000;164(3 Pt1):738-741. Sylvester JE, et al. Int J Raiat Oncol Biol Phys. 2007;67:57-64.
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QA 7 v+ QA 2

(P =0.0438)
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risk of
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Involvement>15 %
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P =0.008
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regionary effect?
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—— WP RT + AHT
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How Useful is Short-Term Hormo-
Radiation for Intermediate-Risk PCa ?

RTOG NHT for “smaller” RT alone 66, 6 Gy

94-08 tumors VS
T1b-2b, PSA < 20 NHT (TAB) x 4 months + RT

« 987 pts HRT, 992 pts RT; med FU>8 a

- Estimated OS at 12 y:
— 51% for H+RT
— 46% for RT arm (P = 0.03)

* Neg. prognostic impact GS>7

Problem: insufficient dosage, contribution of HT to
“appropriate” EBRT with 74-78 Gy?

McGowan D, et al. Presented at: 2010 Genitourinary Cancer Symposium; March 5-7, 2010: San Francisco, California.
Abstract 6.




Risk-Adapted (H)RT

Low Risk
<T2b, GS < 7;
PSA<10

Intermediate Risk
™, GS 7,
PSA >Q

High Risk

GS 7-10, T2b-T3,
“bulky tumors”
PSA> 20

bNED

RT-only:
XRT (74 Gy +) or BT

Optional: neoadj. AB
( BPH)

80%-90%

(7a)

Neoad|. MAB (3 Mo)

XRT 74-78 Gy

+/ - short term AB
(LHRH 6 Mo)

00-8C
(9a)
ey

Neoad]. MAB (3 Mo)
XRT 74 (-78) Gy

+ long term AB
(LHRH 24-36 Mo)

50%
(10a)
(70 Gy)




Versus Ra dlCﬂ' Prostatectomy

* Urinary incontinence less than half

]
Ve DidUUcC \
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[ J =2 ¥ ) )W/ ¢ aaie
< J & 1 C

« Sexual dysfunction:

— 3 months after RPE nearly universal
— Improves gradually, especially in men <65 years

— In contrast, sexual dysfunction is less common in the
early months following RT

— incidence increases over time
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Accessed October 13, 2010.




PSA

aleason pattern 4 o

No Gleason pattern 4 o

<3 positive cores

50% cancer per 2 positive cores |

<50% cancer per core

PSA level <10 ng/m

N O eason pattern 4 o

NO eason pattern 4 o

Clinical stage 1Za or lower

PSA density <U.20 ng/mL

PSAtevel <10 ng/mL

Fewer than 3 positive cores

DS A |leve 0 Nna/m

NO Gleason pattern 4 o

m < 3+ 4

[11Cd AU E d O OQWeE

PoA level < Ng/m

PSA density <0.15 ng/mL

<50% of biopsy cores positive

<33% positive cores

<10 na/mL and stable

PSA kinetics

<33% paositive cores

PSA=nro a N anticen: PRIAS=Pro ~Ta
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Treatment criteria Median age, Percentage of Mortality Median
yr (range) pts w/ active (related to follow-up,
treament, % prostate cancer) mo
(total no. pts)

progression, urinary symptoms,
change of DRE, patient preference

| PSA DT = PSA doubling time; PSAV = PSA velocity; DRE = digital rectal examination; TRUS = transrectal ultrasound; NA = not available |

L ]
a - a 2
1o, Ctladl. T Ul Oror 20909, 9 N0 L 194 11994




