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Ca Prostate age-adjusted SEER incidence

All Ages, All Races, Male
1975-2006 (SEER 9)
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PREVENTION

A _ Chemo-prevention
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Affected Subjects




THE LOGISTIC

Diagnostic Test

e 1 2 e

*Morbidity due to Tx

Screening Test



A MATTER OF BALANCE
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Necessary to detect all cancers?

e Large discrepancy between autopsy rate of
cancer and clinical disease
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TIGER PUSSY CAT
The more biopsies, the more likely to detect insignificant cancers

Desirable not to detect clinically insignificant cancers

Diagnosis and Treatment bring more harm than good
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Incidence in Asia Countries
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Incidence Trend 1998-2007
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Incidence & Mortality Data 2007

New Case Death
Number of cases registered 1,205 296
Rank 4 5
Relative Frequency (%) 9.2 3.9
Median age (years) 73 79
Crude Rate 36.7 9
Age-standardized rate (World)* 245 5.9
Cumulative life-time risk (0-74 yrs) 1in 39 1in 277

*The age-standardized rate (World) is calculated based on the world standard population published in the 1997-99 World Health Statistics

Annual, WHO.
+All rates are expressed per 100,000,
. 1 [T & - 2. " S P
qp wh B R ER G TG
Hong Kong Cancer Registry, Hospital Authority



Ca prostate 2005-2007 in PWH

Disease stage at 1st presentation

H
Localised =
disease Locally
advanced
disease
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Metastatic
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Biopsy policy

» Standard 10 core biopsy

Ng, Yip Asian J Surg 01

> 2 biopsies negative, low
risk

Djavan J Urol 01



Age at diagnosis

60 65 /0

—~—

Gleason Score
Yo of Men Alive

' 5 10 15 5 10 15 5 10 15

Years Following nosis Albertsen: JAMA 98

% of men diseased from Prostate cancer




CAP SUITABLE FOR SCREENING?

CaP highly prevalent
Usually indolent
Sometimes deadly
Issue of over Dx and Tx

Long natural course
Window for Screening and Tx
Issue of lead-time

Availability of effective Tx ?
Balance between risk and benefit
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Methods - ERSPC
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Results — Recruitment and screen detection
(core age group)
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PCa mortality
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Cumulative risk of death from PCa
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No. at Risk 5years7 years 10 years

Screening group 65,078 58,902 20,288 £
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Conclusions
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The Prostate, Lung, Colon, Ovary Cancer
Screening Trial (PLCQO) (Andriole et al, NEJM 2009)
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Prostate cancer screening: PLCO versus ERSPC

£
]
[a]
e
]
]
z
2
=
=
=
E
=
v

Screening

Control

MNelson—Aalen Cumulative Hazard

Control group

Screening group

T T T T T T T T T 1T
4 5 6 7 8 9 1011 12 13 14

Years since Randomization

European
Association
of Urology



PLCO Cancer screening trial and ERSPC
results differ —why?
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WHAT SHOULD WE DO?

x Should we catch all the
fish (CaP) by liberal
screening (population-

based) ?

x Are we catching the right

fish?




THE FUTURE

x PSA

+ Not cancer specific
+ Limited in sensitivity and specificity as an
screening test

x ?Role for PCA3

Data from PCPT



What advice can be given to men who wish
to be screened?

Message has changed dramatically

European
Association
of Urology




Ca P: surgery & watchful waiting

H
O
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- \Natchful waiting
- Radical prostatectomy

Cumulative incidence of death
from prostate cancer (%)

4

Years of follow-up
No. at nsk
Radical 347 332 284 210
prostatectomy
Watchful waiting 326 279 198

Bill-Axelson A et al. N Engl J Med 2005;352:1977-1984







29 donation: da Vinci S HD since Feb 08




'Sim & Yip Int J Urol 2006



Trend of RRP in PWH
H Y05 B Y06 B Y07 B Y08 M Y09

Y05 Y06 Y07 Y038 Y09




CHEMOPREVENTION

SELECT |—

PCa risk reduction in

low-risk patients

Reduce Risk

PCPT

PCa risk reduction in
low-nisk patients

] ongoing stud
REDEEM Ll

Expectant management in men
with low-volume, low-grade PCa

Reduce Slow

progression progression

REDUCE

Toremifene

TARP

PCa risk reductionin
high-risk patients

Combination with anti-androgen
therapy in advanced PCa




Number of Cancers

PCPT Gleason Scores

1200 - 1147 B Finasteride = 4368
LY B Placebo - 4692

Total 2 -4 5-6 7 8-10
Cancers

Gleason Score

Thompson |. NEJM 2003;349:215



Higher Gleason =7 PCa in PCPT:

Result of ascertainment problem?

»Lower prostate volume favours detection of
high grade PCal

»More upgrading at RP in placebo group?3
»Incidence does not increase over time

»Finasteride impact on PSA promotes

detection of high grade cancers?

1) Cohen, J.NCI 99:1366, 2007 3) Kulkarni, J.UROL. 175:419, 2007
2) Lucia, J.NCI1 99:1375, 2007 4) Thompson, J.NCI 98:1128, 2006



PSA Performance in PCPT

ALL CANCERS GLEASON =7 GLEASON = 8
1.0 10 1.0
0.8 0.8 0.8 -
0.6 0.6 - 0.6
0.4 0.4 - 0.4 -
0.2 0.2 - 0.2 -

p < 0.001 p = 0.003 p = 0.71
0.0 i i i i 0.0 | | | | 0.0 | | | |
00 02 04 06 0.8 1.0 0.0 02 04 0.6 08 1.0 00 02 04 06 0.8 1.0
1 - Specificity 1 - Specificity 1 - Specificity

FINASTERIDE -— PLACEBO

Thompson, JNCI 98:1128, 2006



REDUCE: Study design

Study entry
2-year 4-year
Randomization 10-core biopsy 10-core biopsy
Study l l 1
month:

-7 -1 0 24 48

Entry Matching placebo

biopsy

Placebo

Dutasteride 0.5 mg dailyf

*Age 50-75 yrs, PSA 2.5-10 ng/mL (> 3.0 if age 260)
*Negative biopsy (6—12 cores) within 6/12
*Prostate volume <80 cc

Andriole J Urol 2004



PCPT & REDUCE

PCPT! REDUCE?

Study drug Finasteride Dutasteride
5AR isozyme inhibition Type 2 Types 1 and 2
Study duration 7 years 4 years

No. of subjects 18,882 ~8000

Age >55 >50

Baseline biopsies No Yes
(1 neg. bx.)

Follow-up biopsies 2 and 4 years

PSA entry criteria : 2.5-10.0

Location International




REDUCE: Gleason distribution

Proportion of men

25% 1 No significant increase
p<0.0001 o
20% 18.19/ in high-grade tumors
0 7 0
over 4 years
0/ -

1% p=0.81
10% - . i

6.8% 6.7% p=0.15

5% -
0.6% 0.9%
s BN 2@

<6 7-10 8-10
Gleason score

M Placebo group (n=3406) Bl Dutasteride group (n=3298)

0% -



Two lingering questions

1.Are the tumors that are prevented
‘'significant’ or, are they only a result of the
end of study biopsies?

2. Uncertainty regarding the impact on
high grade cancer.



5ARI studies: Conclusions

e Enhanced utility of PSA as a diagnostic
test for prostate cancer (all tumors and
Gleason 7—-10)

® Significant beneficial effects on BPH
outcomes

o Next Step: Identify optimal population
for risk reduction




Ca P screening & chemopneventroﬁ

> Seemingly conflicting results from US and Eu%&r

large scale screening studies
> Possible to reconcile by referring to methodology
> High number to treat to reduce mortality

> Shortfalls of earlier cancer prevention trial

potentially addressed by latest study

> Chemo-prevention ? may be considered at least for

high risk group with previous negative biopsy



