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PSA nin tarihsel sureci ve klinik kullanimi
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Figure 1. Timeline of prostate-specific antigen (PSA) discovery and development.

Pienta KJ, J Urol 2009



Tarama icin WHO kriterleri

Hastalik onemli bir saglik sorunu
olmaili

Erken ve asemptomatik asamada « Detection of prostate cancer is like

yakalanabilir olmali picking your nose in public...You have to
know what you are going to do if you find

Tarama igin kullanilacak yontem something... »

etkin olmali

. .. . . Ian Tannock MD, PHD. Princess Margareth Hospital, Canada
Lokalize hastalik igin etkili tedavi

olmali

Erken evredeki hastaligi tedavisi sag
kalimi uzatmali

Wilson JMG et al WHO Public Helath Paper NO: 34, 1988



Death from prostate cancer

Metastatic disease develops

Cancer spreads to lymph nodes

Cancer spreads beyond prostate

Cancer detectable — PSA>4

Prostate cancer develops

Patient D

Patient C

Zone of Detection
when cure is possible

Patient B

Annual PSA and Digital Rectal Examination




Prostat Ca Ne Kadar Sik

++* Erkeklerde en sik kanser
ABD de yilda ~ 200 000 olgu

+* Erkeklerde kanserden olumlerde 2. sirada
Yilda ~ 31 000 6lim

50 Yasindaki erkeklerin % 9 unda PCa gelisecek ve % 3 U Olecek
Sadece ABD de her 3 dakikada 1 tani, 14 dakika da bir 6lum

40 ve 50 li yaslardaki olgularin sayisi ciddi oranda artmakta
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Prostat Kanseri icin Erken Tani Programliari
Neden Gerekli

insidans ve mortalite oranlari artiyor

Toplum yaslaniyor

GuUncel etiyoloji ve patogenez bilgileri koruyucu onlemlerin kullanimini kisitliyor
Metastatik hastalikta tedavi segenekleri sadece palyatif

PSA 6ncesi dénemde olgularin sadece % 30 — 40 1 lokalize ve klir saglanabilir asamada
yakalanmaktaydi

Figure 1. Age-standardized® prostate cancer incidence and mortality rates,
Canada and the United States white population
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Erken Tani Etkin mi?

TYROL Calismasi

< 1993 de Avusturya nin Tyrol eyaletinde PSA Ucretsiz ve
serbest hale getirildi

< 1993-1998 arasinda organa sinirli kanser orani %29 dan
%67 ye ¢kt

% Metastatik hastalik %29 dan %6 ya dustu (%80 azalma)
< 5 yillik surede gozlenen/beklenen kanser orani %42

dustu
Bartsch et al, Urology, 2001



Erken Tani Etkin mi?

1990 larda olusan kani:

7/

+» Duzenli PSA olcumu yaptiran erkeklerde PCa erken evrede
yakalanmakta

< Bireyin PCa dan olum riski azalmakta

Geoff Gisholm tin 1993 te BJU da editoryal yorumu

“There is now the prospect of a prostatectomy

holocaust, unless acceptable data can resolve this debate. ..”
“It must be clear that this debate has never been resolved
because there has never been a trial of either screening, or
radical surgery or no immediate intervention. Indeed until
randomised trials are performed, we will not know if early
detection with or without radical treatment improves cancer
specific survival.”



PSA testi; ISTENEN




Tarama testi olarak PSA

2%
11%

% 36% 0-09 % 98 <10
m1-19 o 87 < 4
2-29 % 80 < 3

13% 3-39 1. o 67<2
v % 31 < 1
m> 10

31%

Daha once tarama yapilmamis 55-74 yas araliginda 9797 kisi
Postma R, Schroder FH, et al. ERSPC, Eur J Cancer 2005; 41:825-33



% of positive biopsies
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Tarama testi olarak PSA
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0.0-09 1019 2029 3.0-2.9 4!‘.I-10.D »1 00 :-10
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(N=7139) (N=6205) (N=2508) (N=1426) (N=2235) (N=457) (N=19970)

ERSPC

Postma R, Schroder FH, et al. Eur J Cancer 2005; 41:825-33



PSA testi; REALITE

o)
LLI Benign disease

w Indolent PCa

w Agressive PCa

30 40 50 60 70 80 90
PSA, ng/mL



Tarama testi olarak PSA

Bx endikasyonu i¢in;

EAU guidelines 2008

v PSA cut-off 2.5 ng/ml
v"PSA velocity 0.6 ng/ml/yil

AUA guidelines 2007
v"PSA Pca ya sepsifik degildir

v Yuksek PSA degerleri genellikle Bx endikasyonu icin
kullanthr

Heidenreich A et al, EAU guidelines on Pca, EUR Urol 2008
AUA guidelines, www.auanet.orq
Schréder FH et al, Curr Opin Urol 2009



http://www.auanet.org/

Negatif Biopsi Sayisinda Artis

n Biopsies Cancer Biopsies

PSA 19970 n % n %o Inutiles

<2ng/ml | 13344 (67%) | 695 | 5% | 49 | % 93%

2-4 ng/ml | 3934 (20%) | 1013 |25% | 209 | 20% 80%

>4 ng/ml | 2692 (13%) [2409|89% | 796 | 31% 69%

4117 1014 73%

ERSPC
Postma R, Schroder FH, et al. Eur J Cancer 2005; 41:825-33



Masum PCa Tanisinda Artis

Screened Control Arm

N° 1596 464
Age at diagnosis 66.5 67.9
PSA mean 8,6 57.2

% %
T1c 429 25.2
T T2 33.2 24.1
T3 12.3 15.3
T4/N+/M+ 2.3 10.1

<7 69.6 41
Gleason 7 23.7 33.8
-7 6.4 5.2

ERSPC

Postma R, Schroder FH, et al. Eur J Cancer 2005; 41:825-33

% 25-30 Masum




Masum PCa Tanisinda Artis ve Fazladan Tedavi

Hastalarin % 29 u (293/1014)
*  Gleason skoru <6 (3+3)
Maksimum 2 kor +
Evre Tlc veya T2
PSA dansitesi 0.2<ng/ml/cc

PSA <15ng/ml 40
35

25

% patients

10

Masum kanserlerin 2/3 i
agresiv tedavi ediliyor

36

31

22

RP

RT Wa.Wa

Roemeling St, European Urology 50, 475-482, 2006



Mortalitede Azalma

v'NCI * USA:

v'Quebec:

1991 — 1996 % 6 azalma
<75 yas erkeklerde % 7.4
275 yas erkeklerde % 3.8

1996 da % 15 azalma

USNCI website

Cancer prevention & control 1998;2



Mortalite azalmasinin nedeni?

??? Erken Tani
“?7?7 Daha iyi tedavi

v"Her ikisinin kombinasyonu



PSA Taramasi

“ Simdiye kadarki butiin calismalar 1. derece kanit (“non-level 1
evidence”) olmaktan uzak verilerdi

PSA taramasi gercekten hayat kurtariyor mu?

“ Bu soruya yanit verebilmek icin AB ve ABD de 2 buyuk ¢alisma
kurgulandi

“* Her ikisinin de sonuglari 26 Mart 2009 tarihli NEJM de yayinlandi



PLCO

“* Prostat kanseri mortalitesinde Prostat, Akciger,
Kolorektal ve Ovaryan (PLCO) Kanser Tarama
Calismasi

1993 — 2001 arasi

“*ABD de 10 merkezde 76 693 olgu randomize
edildi;
» Tarama (38 343)
» Olagan bakim — kontrol (38 350)



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Mortality Results from a Randomized
Prostate-Cancer Screening Trial

Gerald L. Andriole, M.D., Robert L. Grubb Ill, M.D., Saundra S. Buys, M.D.,
David Chia, Ph.D., Timothy R. Church, Ph.D., Mona N. Fouad, M.D.,
Edward P. Gelmann, M.D., Paul A. Kvale, M.D., Douglas J. Reding, M.D.,
Joel L. Weissfeld, M.D., Lance A. Yokochi, M.D., E. David Crawford, M.D.,
Barbara O'Brien, M.P.H., Jonathan D. Clapp, B.S., Joshua M. Rathmell, M.S.,
Thomas L. Riley, B.S., Richard B. Hayes, Ph.D., Barnett S. Kramer, M.D.,
Grant Izmirlian, Ph.D., Anthony B. Miller, M.B., Paul F. Pinsky, Ph.D.,
Philip C. Prorok, Ph.D., John K. Gohagan, Ph.D., and Christine D. Berg, M.D.,
for the PLCO Project Team=*

M ENGL ) MED 360;13 NEJM.ORG MARCH 26, 2009




PLCO

“» Tarama grubu; yillik PSA/6yil, DRE/4 yil

“» Denekler ve saglik personeli sonuclara bakarak
izlemin tipini belirlediler

“* Kontrol grubuna katilan merkeze bagli olarak
Istenirse tarama da yapildi

«* Tum kanserler, olumler ve olum nedenleri
arastirilarak teyid edildi



PLCO

“*Primer son nokta; 2 grup arasinda PCa
mortalitesi

<lkincil son nokta: Kanser insidansi, evre ve
sag kalim verilerinin toplanmasi



PLCO - Bulgular

Table 1. Characteristics of the Subjects at Baseline.*

v" Komplians: Tarama grubu O——

Group Group
. Variable (N=38,343) (N=38,350)
v PSA testi % 85 percert
Age
‘/ DRE % 86 55-59yr 32.3 323
60-64 yr 313 313
65—69 yr 23.2 232

v Tarama orani: Tarama grubu 078yt

Race or ethnic groupt

\/ Ba§langlgta % 44 Non-Hispanic white %62 238

MNon-Hispanic black 4.5 43
Hispanic 21 2.1
v Tarama orani: kontrol grubu
. Other 0.2 0.9
(kontaminasyon) issing dat 24 50
Enlarged prostate or benign prostatic hyperplasia 214 205
\/ Baglang’gta % 34 Previous prostate biopsy 4.3 43
Family history of prostate cancer 7.1 6.7
. . . PSA test within past 3 yr

v 1. yil % 40 PSA dlgima Once e s
. " " Two or more times 9.4 0.3

v 6 y|| % 52 PSA O|QUmU Digital rectal examination within past 3 yr
Once 32.8 19

\/ DRE % 41 - 46 Two or more times 222 22.0

* PSA denotes prostate-specific antigen.
T Race or ethnic group was self-reported.
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PLCO - Bulgular

Table 2. Tumeor Stage, Histopathological Type, and Gleason Score for All Prostate Cancers at 10 Years, According to Method of Detection and Time of Diagnosis.*

Variable

Clinical stage
I
I
1
v
Unknown
Histopathological type
Adenocarcinoma
Any
Acinar
Other
Gleason score on biopsy |
2-4
56
7
810

Unknown

Mever Screened

(N-154)

1(0.6)
138 (80.6)
5(3.2)
10 (6.5)

0

144 (93.5)
9 (5.8)
1(0.6)

11 (7.1)
78 (50.6)
39 (25.3)
16 (10.4)
10 (6.5)

Screening Group

According to Method of Detection

After Screening
(N-375)

5 (0.6)
838 (95.8)
7 (0.8)
20 (2.3)
5 (0.6)

824 (94.2)
48 (5.5)
3(0.3)

1.7 (1.9)

500 (57.1)

252 (28.8)
95 (10.9)
11 (1.3)

Outside of
Screening Screen Detected
Protocol at Baseline
(N=374) (N = 549)
number (percent)
8 (2.1) 2 (0.4)
347 (92.8) 516 (94.0)
3 (0.8) 12 (2.2)
9 (2.4) 19 (3.5)
7 (1.9) 0
346 (92.5) 511 (93.1)
25 (6.7) 36 (6.6)
3 (0.8) 2 (0.4)
36 (9.6) 64 (11.7)
228 (61.0) 278 (50.6)
74 (19.8) 132 (24.0)
75 (6.7) 55 (10.0)
11 (2.9) 20 (3.6)

Screen Detected
at ¥Yr1-¥r5
{N=-1500)

2(0.1)
1458 (97.2)
22 (L5)
15 (1.0)

3(0.2)

1375 (91.7)
124 (8.3)
1(0.1)

94 (6.3)
963 (64.2)
318 (21.2)
98 (6.5)
27 (1.8)

Control Group
All Subjects All Subjects
(N-3452) (N -2974)
18 (0.5) 15 (0.5)
3297 (95.5) 2790 (93.8)
20 (14) 56 (L)
73 (2.1) 79 (2.7)
T5104) 7 X Im)]
3200 (92.7) 2802 (94.2)
242 (7.0) 158 (5.3)
10 (0.3) 14 (0.5)
222 (6.4) 137 (4.6)
2047 (58.3) 1656 (55.7)
815 (23.6) 779 (26.2)
289 (8.4) 341 (11.5)
79 (2.3) 61 (2.1)

# Subjects with available data for tumor staging but not for nodal status or the presence or absence of metastasis were classified as having stage || disease. Percentages may not total

100 because of rounding.

T The Gleason score ranges from 2 to 10, with higher scores indicating more aggressive disease.

ileri evre (evre Il — IV) hastalik sayisi iki grupta benzer; taramada 122, kontrol de 135




PLCO - Oliim Oranlari

Table 3. Death Rates from Prostate Cancer per 10,000 Person-Years at 10 Years. *

Variable Years after Randomization
1 2 3 4 5 & 7
Screening group
Cumulative deaths — no. 3 6 12 16 26 35 50
Cumulative personyr — no. 37,364 75,292 112, 234 148,635 184 490 219,752 254,295
Death rate 0.2 08 1.1 11 14 leé 2.0
Control group
Cumulative deaths — no. 1 4 12 18 23 34 44
Cumulative personyr — no. 37,218 75231 112,123 148 444 184 154 219,135 253,317
Death rate 0.3 0.5 1.1 1.2 1.2 le 1.7
Rate ratic (95% Cl) 3.00 1.50 1.00 0.29 1.13 1.03 1.13

(0.31-28.82) (0.42-5.31) (0.45-2.22) (0.45-174) (0.64-198) (0.64-1.65) |[(0.75-1.70)

59
287,196
2.1

56
285,777
2.0

1.05
(0.73-1.51)

76
3le,244
2.4

65
314,463
21

1.16
(0.83-1.62)

10

a2
340,230
27

&2
338,083
2.4

1.11
(0.83-1.50)

* Rate ratios are the rates of death in the screening group divided by those in the control group.

*» 7 yilda PCa dan olum tarama grubunda 50, kontrol grubunda 44

% 10 yilda PCa da o6lum tarama grubunda 92, kontrol grubunda 82




PLCO - Bulgular

A Prostate Cancers
4000~

< 7 yil sonunda;
‘:‘ 10 OOO k|§|'y|| Pca g Screening
Insidansi ]
v Tarama kolunda 116
(2820 kanser)

v" Kontrol kolunda 95
(2322 kanser)

Cumulative MNo. of Cases




PLCO - Bulgular

B Prostate-Cancer Deaths
100

90
80

70

Cumulative No. of Deaths

Screening

Control

10 000 kisi/y1l da 6lum
Insidansi
» Tarama grubunda 2.0 (50
olum)
» Kontrol kolunda 1.7 (44
olum)

“* 10 yilda veriler % 67
tamamlanmis ve genel
verilerle uyumlu idi



PLCO - Sonuclar

“*7 — 10 yil izlem sonunda prostat
kanserinden olum orani ¢cok dusuktu ve
tarama ve kontrol gruplari arasinda

farklilik gostermiyordu !!!!



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Screening and Prostate-Cancer Mortality
in a Randomized European Study

Fritz H. Schréder, M.D., Jonas Hugosson, M.D., Monique J. Roobol, Ph.D.,
Teuvo L.J. Tammela, M.D., Stefano Ciatto, M.D., Vera Nelen, M.D.,
Maciej Kwiatkowski, M.D., Marcos Lujan, M.D., Hans Lilja, M.D.,

Marco Zappa, Ph.D., Louis J. Denis, M.D., Franz Recker, M.D.,

Antonio Berenguer, M.D., Liisa Maittanen, Ph.D., Chris H. Bangma, M.D.,
Gunnar Aus, M.D., Arnauld Villers, M.D., Xavier Rebillard, M.D.,
Theodorus van der Kwast, M.D., Bert G. Blijenberg, Ph.D., Sue M. Moss, Ph.D.,
Harry J. de Koning, M.D., and Anssi Auvinen, M.D., for the ERSPC Investigators*

N ENGL ] MED 360;13 NEJM.ORG MARCH 26, 2000



ERSPC

«* Son nokta: Prostat kanseri mortalitesi
(Tarama X Kontrol)

“* Yas 50 — 74, n= 182 000

“» Kor yas grubu (55-69) n= 162 387

*» Tarama araligi 4 yil (% 87), 2 yll (%13)
“* PSA 24 icin sextan biopsi

< PSA 3-4 icin ek tetkik (DRE, F/T orani vs..)
ltalya da 2.5-4 arasi ek tetkik



ERSPC

1991 de Be ve NI de pilot calisma sonrasi 1993
te basladi

1994 te ozdes protokol uygulayan 8 Avrupa
merkezi

<+ Rolatif, mutlak ve uyarlanmis risk tanimlamalari
icin hesaplamalar yapildi



ERSPC

< Tarama kolu: 72 890
Kontrol kolu: 89 353
% 20 437 PSA pozitif (% 16.2),
17 543 Bx (% 85.8)
PPV % 24.1
< Tarama kolu: 5 990 PCa (% 8.2), 214 PCa dan olum
Kontrol kolu: 4307 PCa (% 4.8), 326 PCa dan olum

% |zlem ortalama 8.8, mediyan 9 vl



ERSPC
PCa mortalitesi

«» Tarama kolunda PCa dan olum % 20 daha az

“* Nonkomplians uyarlamasi sonrasi tarama grubunda %
27 daha az olum

“» Mutlak risk azalmasi 7 / 10 000 taranan kisi

“» 1 prostat kanseri olumunu onlemek igin
» 1410 kisi taranmali,
»48 Kisi tedavi edilmeli



PLCO - ERSPC

“PLCO: 7 yil izlem sonunda PCa mortalitesi tarama
ile degismez

“+ERSPC: ortalama 8.8 yil izlem ile tarama PCa dan
olum riskinde % 27 rolatif azalma saglar



Yes we can — lower prostate
cancer mortality

Fritz H. Schréder
and the ERSPC study group

European Randomized Stuchy O S BEENISI Prostate Cancer




Tarama ve PSA
THM

. Tarama PCa dan olum riskini azaltir !
Elimizde 1. dereceden kanit var (ERSPC)

. Fazladan tani ve fazladan tedaviye bagl
iyatrojenik sorun riski gozardi edilemez

. PSA tarama icin mukemmel degil ancak kotu bir
test te degil
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