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Koliko ljudi umire od raka prostate?

SMRTI U HRVATSKOJ U 2014. GODINI - MUSKI

C33-34 Ca pluda i dusnika 2074
2 C18-21 Ca colona i rectuma 1237

3 C61l Ca prostate

SMRTI U EU U 2014. GODINI - MUSKI

C33-34 Ca pluda i dusnika 254 532
2 C18-21 Ca colona i rectuma 113 168

3 C61 Ca prostate
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Pitanja

* Smanjuje li se uporabom PSA smrtnost od raka
prostate?

* Koje su dobrobiti?
* Koje su stete?



Goteborg

(Hugosson)*

EBM o probiru?

Table 1. Overview of randomized controlled trials on screening for prostate cancer

ERSPC
(Schroder)"

PLCO

(Andriole)’ (Sand

Norrkoping

blom)™

Stockholm
(Kjellman)*®

Quebec
(Labrie)™

FV (0.82-1.43)

PCM RR 0.56 (0.39-0.82) 0.79 (0.68-0.91) 1.09 (0.87-1.36) 6 8-1.73) 1.04 (0.76-1.45)
0.84* (0.71-0.98)
NNS 290 (2089 to 709) 1209 (667 to 9670) | N/A / N/A
Age 50-64 years 50-74 years 55-74 ye years 55-70 years
55-69 years in core
group
Test PSA every 2 years PSA every 4 ye . . . .
(3.0:2.9: 2.5 panetn 4 COmpliance” u skupini probira: 23%
ng/mL)t u kontrolnoj skupini: 93%
f
Follow-up | 14 years Neprikladna analiza probir vs. kontrole

N

ars

PCM RR = Relative risk of prostate cancer-specific mortality; NNS = number needed to screen; DRE = digital rectal exam; RoB = risk of bias

*RR excluding Goteborg study results; TPSA threshold was lowered throughout the study period, beginning at 3.0ng/mL in the first year and ending with a

threshold of 2.5 ng/mL; ¥most sites included in ERSPC used a threshold of 3.0 ng/mL

Lesley Dunfield1 , Ali Usman2 , Donna Fitzpatrick-Lewis2 , Amanda Shanel Prostate cancer

evidence review FINAL 2014.




Table 1. Overview of randomized controlled trials on screening for prostate cancer

Goteborg ERSPC PLCO Norrkoping Stockholm

(Hugosson)12 (Schroder)™ (Andriole)*’ (Sandblom)™ (Kjellman)1S

0.56 (0.39-0.82) 0.79 (0.68-0.91)

0.84* (0.71-0.98)

1.09 (0.87-1.36) 1.16 (0.78-1.73) 1.04 (0.76-1.45) 1.08 (0.82-1.43)

NNS 290 (209 to 709) 1209 (667 to 9670) | N/A N/A
Age 50-64 years 50-74 years 55-74 years 50-69 years
55-69 years in core
group
Test PSA every 2 years PSA every 4 years Annual PSA (4.0 DRE; then DRE & Annual PSA (3.0
(3.0;29;25 (3.0 ng/mLi) ng/mL) & DRE PSA every 3 years ng/mL) and DRE
ng/mL)t every 4 years
Follow-up | 14 years 11 years 13 years
RoB Low Low Low

PCM RR = Relative risk of prostate cancer-specific mortality; NNS = number needed to screen; DRE = digital rectal exam; RoB = risk of bias
*RR excluding Goteborg study results; TPSA threshold was lowered throughout the study period, beginning at 3.0ng/mL in the first year and ending with a
threshold of 2.5 ng/mL; ¥most sites included in ERSPC used a threshold of 3.0 ng/mL



ERSPC : 1993.-sada

The European Randomized study of Screening for Prostate Cancer

182 160 muskaraca 50-74 g.
Randomizirano

162 387 core grupa 50-69 g.

160 umrlo [

Belgium

Switzerland

Screening Kontrola
82 816 99 184

PSA svake 4 g. (2g.
Svedska)

Biopsija ako PSA > 3 N

The Lancet, Early Online Publication, 7 August 2014



ERSPC ukupni rezultati:
- karcinom specificni mortalitet nakon 13 godina

e 27 % (C10.68-0.91, p=0.001) manja smrtnost u S-skupini
* NNS- broj screeniranih = 781 (prije 1410)

* NNT- broj koje je potrebno lijeciti = 27 (prije 48)

* |Incidencija karcinoma S/C skupine = 1.57

Screening and prostate cancer mortality: results of the European
Randomised Study of Screening for Prostate Cancer (ERSPC) at 13
years of follow-up

Prof Eritz H Schrdder mD & BB, prof Jonas Hugosaun PhD B, monigue J Rogbol PhD 8, Prof Teuvo L J Tammels MD & U, Mauco
Zappa MD 2, Vara Nelen MD L, Macie] Kwiatkowski MD & B, Marcos Ludan MD L1 E, Lilsa maattanen Pho L, Prof Haps Lilja PhD Mo m

nepa, Prof Louls J Denis MD L, Prof Franz Recker MD &, Alvaro Paez MD 224, Prof Chris H Bangma MD 3, rlsson MD L m,
Ranstla Pulit] mSce &, Avpauld Villers MD ¥, Xavier Rebillacd MD ¥, Prof Matti Hakama PhD L &, Prof UL-Hakan S| nan PhD ¥,
)

The Lancet, Early Online Publication, 7 August 2014



PLCO (SAD studija)

Prostate, lung, colorectal, ovarian Cancer screening trial

— 76,693 randomiziranih u dobi 55-74 g. (screen vs. not

screen)

— Nakon 13 g. rizik umiranja od raka prostate je isti

Andriole GL et al. Mortality results from a randomized prostate cancer
screening trial. N Engl J Med, 360 (13): 1310, 20089.

Andriole GL et al. J Natl Cancer Inst. 2012. Jan 18;104(2):125-32.



PLCO - prigovori

— kontaminacija PSA u kontrolnoj skupini 52%
— postovanje protokola u screening skupini 86%
— <50% muskaraca s indikacijom bioptirano u screen skupini

Dakle, PLCO vjerojatno nikada nece odgovoriti moze li
screening utjecati na smrtnost raka prostate.



PLCO versus ERSPC

PLCO :

— “PSA screening u zajednici” versus “organizirani screening” program

ERSPC::

— “no screening” versus “ PSA screening”

PLCO studija pokazuje da malo versus vise screeninga ne pravi
razliku u mortalitetu

ERSPC pokazuje da screening versus not screening smanjuje
mortalitet od raka prostate, ali uz rizik pretjerane dijagnoze



Smanjuje li PSA screening mortalitet od raka prostate ?

PLCO: Ne ERSPC: Da, ali uz cijenu

’ ORIGINAL ARTICLE

ORIGINAL ARTICLE ‘

Screening and Prostate-Cancer Mortality
in a Randomized European Study

Mortality Results from a Randomized
Prostate-Cancer Screening Trial

Gerald L. Andricle, M.D., E. David Crawford, M.D., Robert L. Grubb (Il M.D.,

sosson, M.D., Monique J. Roobol, Ph.D.,
Timothy R. Church, Ph.D. te '

0, M.D., Vera Nelen, M.D.,

Saundra S. Buys, M.D., David Chia, Ph.D

Nakon 13 god. PSA screening smanjuje
mortalitet od CAP 27%, ali uz visok rizik
“pretjerane dijagnoze”:

781 muskarac treba biti podvrgnut
screeningu i

27 treba biti lijeCen da bi se izbjegla 1 smrt.

Nakon 13 godina smrtnost od raka prostate
nije se razlikovala medu skupinama.

Andriole GL et al. ) Natl Cancer Inst. 2012. Jan 18;104(2):125-32 Schroder F i sur. The Lancet, Early Online Publication, 7 August 2014



Sto duZe ¢ekamo, rezultat je vidljiviji...

. |ERSPC2009 |ERSPC 2014 Goteborg 2010

Number needed to screen-NNS 1410
Number needed to treat-NNT 48 27 12
Redukcija smrtnosti 21% 27% 44%

Screoder F et 3. Naw England Jouma of Medicne, 2009
Scrwoder F et 3. EAU abstact Mian, March 2013

Hugosson J, Carlsson S, Aus G, et al.Lancet Oncol 2010;11:725-32



Migracija stadija

stadij T3-4 per 100,000

1988—-1989 55.5
1996-1997 44.6
2004-2005 3.4

US Surveillance, Epidemiology
and End results (SEER)



Migracija gradusa

Incidencija Gleason zbroja 8—10 na biopsiji

1988—-1989 47.5
2004-2005 38.3



Redukcija metastatske bolesti (ERSPC)
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Smrtnost i trendovi-USA

The Surveillance, Epidemiology, and End Results (SEER) program, initiated by the NCl in 1973, collects
cancer incidence and survival data from 17 population-based tumor registries across the Unite States.

fNew Cases
100 {oe

-

NUMBER PER
100,000 MALES

50 -
:—
. 1Deaths

1975 1980 1984 1988 1992 1996 2000 2004 2008 2012

1975 |1980 |1985 |1990 |1995 | 1999 “ 2007

5-year 66.0% 70.2% 749% 88.4% 95.7% 99.2% 99.1% 99.7%
survival

SEER 9 Incidence & U.S. Mortality 1975-2012, All Races,
Males. Rates are Age-Adjusted.



5-godisnje prezivljenje

Site 1975-1977 1984-1986 . 1996-2002
*All sites 50 53 66
*Breast (female) 75 79 . 89
*Colon 51 59 65
*Leukemia 35 42 : 49
*Lung and bronchus 13 13 16
*Melanoma 82 86 : 92
*Non-Hodgkin lymphoma 48 53 : 63
*Ovary 37 40 45
*Pancreas 2 3 . 5
*Prostate 69 76 100
*Rectum 49 57 - 66
*Urinary bladder 73 78 82

Pre PSA PSA era

*5-year relative survival rates based on follow up of patients through 2003.
tRecent changes in classification of ovarian cancer have affected 1996-2002 survival rates.
Source: Surveillance, Epidemiology, and End Results Program, 1975-2003, Division of Cancer Control and

Population Sciences, National Cancer Institute, 2006.



Koristi probira Steta od probira

Migracija stadija: vise lokalizirane bolesti, a manje Visoka incidencija indolentnih tumora (i do 50%)
uznapredovale / metastatske

Ranija dijagnoza Rizik od biopsije (75% negativnih u ,sivoj zoni“, komplikacije,
osobito infekcije)

NiZi PSA kod dijagnoze (prognosticki parametar) Problemi pretjerane dijagnoze (50% niskorizi¢nih do indolentnih
karcinoma u eri PSA)

Bolje prezivljenje u eri PSA Problem pretjeranog lijecenja (jednom dijagnosticirani s rakom
prostate > 80% bolesnika podvrgava se agresivhom lijecenju)

Tomaskovié¢ I. Medicus 2015;25(1):51-56



stopa incidencije stopa mortaliteta

120
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godina dijagnoze/smrti

Populacijski ili masovni probir (screening) je definiran kao sustavni pregled
asimptomatskih osoba (pod rizikom) i obi¢no je potaknut od zdravstvenih sluzbi.

Rano otkrivanje (early detection) ili oportunisticki screening sastoji se od pronalazenja
individualnih slucajeva na inicijativu pacijenta i/ili njegova lije¢nika.

Krajnji cilj oba pristupa je
* smanjenje mortaliteta od raka prostate;
e oCuvanje kvalitete Zivota EAU guidelines 2015.

info.cancerresearchuk.org/cancerstats/types/prostate/incidence/



http://info.cancerresearchuk.org/cancerstats/types/prostate/incidence/

“Risk adapted” strategija

£

PACIJENTI | BIOPSIJA

DIJAGNOZA
RAKA
PROSTATE




ERSPC
distribucija PSA u populaciji 50-75 god.

From the 1%! Screening Round of the ERSPC (n=19970)
8000 -

7000 - 1/3 zdravih mugkaraca

6000 - postaju bolesnici
5000 - —
< 4000 - e \\
3000 -
2000 -
1000 . .
0 1

0 - 0,9 1- 1,9 2 - 2.9 3-39 4-10 >10
PSA range {ng/dl)

”
-
-
,/

' /

/

Postma i sur. Eur J Cancer 2005.



Sazetak smjernica o uporabi PSA

Table 1 | Summary of guidelines on PSA screening

Guideline Recommendation Age to start screening Screening algorithm
group
ACPM122 Insufficlent evidence to Discussion about screening should occur annually, during the NA
recommend widespread routine routine periodic examination or in response to a request by
screening _the patient
ACS'# Informed decision making 140 years for Lne_n'at highest risk (several first-degree Men who choose to be tested who have a
relatives diagnosed with prostate cancer under age PSA <2.5ng/ml ¢nly need to be retested

65 years); 45 years for men at high risk (African American or “Bvery —arnual screening for men
first-degree relative with prostate cancer); 50 years for men  with PSA >2.5ng/ml
at moderate risk with a life-expectancy of more than 10 years

AUA22 Informed decision making I;lo ) years for gas_dllne DRE and PSA Screening intervals based on baseline PSA

EAUA0.124 Insufficient evidence to '4?) ygar; fc; b;seﬁnngA s Screening interval based on baseline Pﬂ
recommend widespread routine = — =— — =— — — — = 8 years generally
screening; opportunistic initial PSA <1ng/ml; further PSA testing
screening should be offered to all unnecessary in men >75 years old with
well informed men g - baseline PSA <3ng/ml

NCCN225 Informed decision making w40 years for baseline DREland PSA; 50 years for annual Screening algorithm based on initial PSA

screening : creening at age 45 years
if PSA <1.0ng/
USPSTF*®  Against screening (grade D) NA NA

Abbreviations: ACPM, American College of Preventive Medicine; ACS, American Cancer Society; AUA, American Urological Association; DRE, digjital rectal examination; EAU, European
Association of Urology; NA, not applicable; NCCN, National Comprehensive Cancer Network; USPSTF, US Preventive Services Task Force.

Roobol, M. J. & Carlsson, S. V. . Nat Rev Urol 2012. rlature
REVIEWS Rdibiiniond




National
Comprehensive

NCCN [ NCCN Guidelines Version 1.2014 L

Newwork”  Prostate Cancer Early Detection Discussion
BASELINE EVALUATION RISK ASSESSMENT EARLY DETECTION EVALUATION
DRE normal, ___, Repeattesting at
PSA >1 ng/mL® 1-2 year intervals
Age 4549y
+ History and physical (category 2B)
(H&P) including:
: DRE normal, Repeattestingat | | See Indicati
» Family history —, hepe g ee Indications
» Medications .21:?‘;::: L PSA <1 ng/mL age 50 —*| for Biopsy
» History of prostate about offering (PROSD-3)
disease and L Age 50-70 y—
screening, including I g:i:m: ZISg?taal o Y
:)ric:r FaranCor rectal examination DRE normal,
e (DRE)3 | |PSASSngImL| /" poneat testing at
and biopsies st o oilir P g
1-2 year intervals
indications for
Age>T0y — biopsy
(category 2B)P

bTesting above the age of 70 years of age should be done with caution and only in very healthy men with little or no comorbidity as a large proportion may harbor cancer
that would be unlikely to affect their life expectancy, and screening in this population would substantially increase rates of over-detection. However, a clinically
significant number of men in this age group may present with high-risk cancers that pose a significant risk if left undetected until signs or symptoms develop. One could
consider increasing the PSA threshold for biopsy in this group (i.e., >4 ng/mL). Very few men above the age of 75 years benefit from PSA testing. Finally, men at age 60

years with a serum PSA <1.0 ng/mL have a very low risk of metastases or death due to prostate cancer. Similarly, a cut point of 3.0 ng/mL at age 75 years has a
similarly low risk of such outcomes.



Kome PSA? Koliko cesto?

5.1 Recommendations for screening and early detection

“Ihm
b

An individualized risk-adapted strategy for early detection might be offered to a well-informed
manwimagoodpadormanoestatusandatleasno-ﬁzearsofllhmﬂ.

Early PSA testing in men at ed risk pf having PCa: 2b A
men over 50 years of age

men over 45 years of age and a family history of PCa
African-Americans

men with a PSA level of > 1 ng/mL at 40 years of age
* _men with a PSA level of > 2 ng/ml at 60 years of age
A risk-adapted strategy might be considered (based on initial PSA level), which may be every |3 C
2 years for those initially at risk, or postponed up to 8 years in those not at risk.
The age at which early diagnosis of PCa should be stopped i influenced by life expectancy |3 A
and performance status; men who have < 15-year life expectancy are unlikely to benefit based
on the PIVOT and the ERSPC trials.

EAU GUIDELINES 2014



Pola stoljeca PSA....2015!

The optimal intervals for PSA testing and DRE follow up are unknown, and it has varied between several
prospective trials. A risk-adapted strategy might be considered based on the initial PSA level. This could be
every 2 years for those initially at risk, or postponed up to 8 years in those not at risk (LE: 3; GR: C).

EEREEEEE bt is influenced by an individual's life expectancy. Men who have less than a 15-year life

EAU GUIDELINES 2015



PSA Screening: Are We 'Falling Backwards'?

e ...significant decrease in the detection of
prostate cancer during the year following the
initial recommendation,

*28% drop in the detection of prostate cancer
in the following year. The decrease occurred
for diagnoses of low-, moderate-, and high-risk
prostate cancers.

Barocas DA, Mallin K, Graves AJ, et al. The effect of the United States Preventive Services Task Force grade D
recommendation against screening for prostate cancer on incident prostate cancer diagnoses in the US. J Urol.
2015 Jun 15.



Zakljuéci

pretjerano dijagnosticiramo (indolentne tumore)
pretjerano lijecimo (niskorizicne tumore)
promicu agresivii tumori u ranoj fazi (smrtnost
raka prostate jos uvijek visoka)

Stratifikacija rizikalll
* kritican pristup uporabi PSA u dijagnostici

* Aktivno lijecenje bolesnika koji ¢e imati koristi



HYALA


http://www.google.hr/url?sa=i&rct=j&q=CANCER+men&source=images&cd=&cad=rja&docid=ekQ-IEpqmz2UMM&tbnid=Xefv-T9XCYSFzM:&ved=0CAUQjRw&url=http://www.elements4health.com/men-with-prostate-cancer-lose-significantly-less-bone-mineral-content.html&ei=W65dUcvPIc_Hsga0soGIAw&bvm=bv.44770516,d.bGE&psig=AFQjCNEABKHL3CVsXBkn7SHqAOixQ23yNQ&ust=1365180356310242

Slucaj 1

dijagnosticiran
uznapredovali rak
prostate.

* Nema tegoba.

* Nije teze bolovao, ne
uzima lijekove



DRP: prostata velicine kest
ogranicena, elasticna, bez

Urin: alb. opal. Sed. 2-3E,
PSA 5.5 ng/ml

UZV/ rezidualni urin Oml|

Uroflow 13 ml/s



Slucaj 1

e u4/10cilindara
e Gleason score 7 (4+3) do 50%



TERAPLIA

* TH/

Nerve sparing radikalna pro

* Follow up: 5 godina nak

— KONTINENTAN
— EREKTILNA FUNKCIJA UZ 5




SLUCAJ 2.

 P.P. 56 godina star
 Otezano mokri unaza

* Koristio biljne prepar
samoinicijativno; bez

* Mlaz slab, nocturija 2
* Stric imao ca prostate




DRP: prostata velicine mandarine, glatka, u
desnom lobusu nodus, ogranicena, elasticna,
nezbolna

Jrin: alb. opal. Sed. 2E, 5L
UK: sterilna

PSA 11.5 ng/ml, f/T PSA 18%
UZV/ rezidualni urin 100m|
Uroflow 10 ml/s




SLUCAJ 2.

TP L * Biopsija prostate

 PHD/ Adenoca prostate, Gleason
score 8 (4+4), u 8/10 cilindara

 TH/ Radikalna prostatektomija
« PHD/ T3aNOMx, GS 8

* Adjuvantno zracenje+
konkomitantna i adjuvantna
androgen deprivacijska th.




Follow up

* Nakon 4 godine porast PSA
* Scintigrafija skeleta pozitivha
* Ucinjena orhidektomija



Prostate cancer survivors

Al ﬂ

Robert De Niro Mandy Patinkin Harry Belafonte Sir Roger Moore



