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Eicaymyn

Adym ¢ ypnong Tov PSA ot acbeveic mov olayvookovrtol
HE KopKivo mpootdtn €ivor mo mhavo va £ovv younAov
BaBuov kakonbeloc voco:

e >50% tov Kopkivov mpootdtn GE Gvopeg >65 etV Elvar
younAov Boduov kakondeiac (Gleason <6)

e 1l otoug 27 aoclOeveic mov OlYVOOKETOM UE KOPKIVO
TPOCTATN UETE OamO TPOANTTIKO €Aeyyo O amo@Uyel 10
Odvato amd T vOco av AdPel Bepameia

Sakr, et al. J Urol 1993
Schroder, et al. Lancet 2014



Eicaymyn

e 5-10% tov kapkivov youniod Pabuod kakonbelog eEelicoovtal
HEGO GTN OEKUETIO

e 15emc «ivovvoc yiwoo Bdvato amd TOV KOPKIVO TPOCTATN OE
acOeveic mov oev voPaAAovTal GE yepovpYELo 1 akTivoPoAia:

> 1.1% otig mepintdoeig T1-T2, Gleason 5-7
> 22% otig mepumtwoeic T1-T2, Gleason 8-10

* 40% tov acBevav pe kapkivo yauniot Kivovvov Ppickoviol G
gvepyn mopakoAovOnen otnv AyyAia

Lu-Yao, et al. JAMA 2009



Optouog

O

o Evepync maparxoiovlnon:

2TPOTNYIKN OVOUOVHS KO1 TOPOKOA0DONoNS e Evapcn
Oepormeiog, mov Eyel S OKOTO THV 10.01], OE TEPITTMON
QUCHUEVOD KIVODVOD Y10, ECEAICH THS VOGOD

)
S,




Oplopog

O

“expectant management, watchful waiting (WW),
observation, active surveillance (AS)”

AS WW
2 KOTTOG Oepamelo pLe [Topnyopntikn
OKOTIO TNV Loom Oepameia
Kotnyopio XopnAov Aveédaptnra
acOevwv KLVOUVOU otadiov

[TapoakorovOnon [lpokaBopiopévo Eatopikeupévn
TPWTOKOAAO

EAU Guidelines 2015




A0GTPOUATOGCT] KIVOOVOD

O

Institution/organization Low risk Intermediate risk High risk
Harvard (D'Amico)" = '
AUAS T1-T2a and GS <6 and PSA <10 Tebanaiar B3 sTandion. oy er L9 0 65 510
EAUY , PSA >10-20 not low-risk , ‘
GUROC* | i T1-T2 and/or Gleason <7 o :
NICE! T1-T2a and GS <6 aﬁd PSA <10 andlor PSA <20 not low-risk >13a or PSA >2O or GS 8-10
CAPSURE*" T1-T2a and GS <6 and PSA <10 T2oandior GS=Tandor  ro b 906 G5 8:10
PSA >10-20 not low-risk
T1-T2a and GS 2-6 a’nd PSA <10 not very low-risk T2 or T26 andlor GS =7 T3a or PSA >20 or (_SS 8-10

NCCN® AND very-low risk catagory: and/or PSA 51020 not very high risk

T1c and GS <6 and PSA <10 and Fewer than 3 St ek AND very high-risk category:

biopsy cores positive and <50% cancer in each core | T3b-4
ESMO2 T1-T22 and GS <6 and PSA <10 Nothighrisk and NOLIOW. vy | Bek Lofi o 68 5.0
‘ risk {the remainder)

Rodrigues, et al. Can Urol Assoc J 2012
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Melovektnuato

* [Iepioootepec Proyiec mpootdtn

e [Iilo OUVGKOAN N OVTIWETOMTIGN OV O
Kopkivog e€eAryDel

o Kdmoleg Oepameiec umopel v unv €tvor
olafEqIEC

* Ayyoc-avnovyio yio. TNV TOPEIN. TNG
VOGOV
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Active Surveillance for Clinically Localized Prostate
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FREDERIK B. THOMSEN, mbp,'* KLAUS BRASSO, mp, Php,” LAURENCE H. KLOTZ, Mp, Frcs(0),?
M. ANDREAS R@GDER, mp, php,' KASPER D. BERG, mp," aNp PETER IVERSEN, mp'

S ’Co_penhagen FProstate Cancer Center, Department of Urology, Rigshospitalet, University of Copenhagen, Denmark
Division of Urology, Department of Surgery, Sunnybrook Health Sciences Centre, University of Toronto, Toronto, Ontario, Canada

TABLE L. Selection Criteria for Active Surveillance

Percentage cancer
i Positive invelvement Percentage positive PSA PSA density

Publication Gleason score cores per single core biopsy cares (ng/ml) (ng/mlice) cT

Dall’Era [16] <6 (no pattern 4 or 5) <33 <10 <2a
Ercole [17] <6 <2 <50 <10 <2a
Klotz [18]* <6 <10 <2b
Soloway [19] <6 <2 <20 <10 <2
Tosoian [20]" <6 <2 <50 <0.15 le

Ischia [21] : <6 <10 <2a
Bul [22] <7 <3 <20 <2
Godtman [23]° <6 <10 <2a
Thomsen [24] <6 <3 <30 <10 <2a
Selvadurai [25)9 <6 <50 <15 <2

¢T, clinical mamor category; PSA, prostate-specific antigen.

*Before 2000 patients aged >70 years and PSA <15ng/ml and/or GS <3 +4 were allowed in the programme.

"Patients with co-morbidities or strong personal wish but did not meet the selection criteria were accepted within the programme.

“Treatment sirategy was chosen at the physicians’ discretion. The majority of patients were low-risk but active surveillance could be chosen in patients with higher risk
feamures due to patient wish or co-morbidity.

9<3 14 if aged >65 years.
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Table 1 - Inclusion criteria for active surveillance by institution

Institution Clinical stage ~ PSA  Gleason grade  Total positive cores  Single core positivity Other
Johns Hopkins [7.8] <T2a - 343 <2 <50% PSA DT <0.15
University of Teronto [9] NS <10 3+3 NR NR -

UCSF [10} <I2a <10 <3+3 <33% <50% -
ERSPC (PRIAS criteria) [11] <2 <10 <3+3 Q NR PSA DT <0.2
Roval Marsden Hospital [12] <12a <15 <3+4 <50% NR -
MSKCC [13] <Ta <10 <3+3 43 <50% -
University of Miami [14,15] <T2a <10 <3+3 <2 <20% -

PSA = prostate-specific antigen; PSA DT = prostate-specific antigen doubling time; NS = not stated; NR = not recorded; UCSF = University of California, San
Francisco; MSKCC = Memorial Sloan-Kettering Cancer Center.
" Prior to 2000, men >70 yr of age with a PSA <15 and Gleason score <3 +4 were included.
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Table 3 - Outcomes from confirmatory or first surveillance prostate biopsy

-

Study No. or cores at Time to first No No Increased  Increased cores or percentage
' diagnosis, median biopsy cancer, %  change %  grade % of positivity , %

Johns Hopkins [8] ONR 13 yr (mean) NR NR 138 16.8

UCSF [34] 6-12 12-16 mo 24 33 21 NR

MSKCC [13] 10 <3mo 26 57 16 22

PRIAS [35] 8 1.03 yr (median) 3656 419 89 172

Royal Marsden Hospital [36] NR 1.5-20yr 21 61 28 9

University of Miami [15] 10 {min) NR 50 46 25 15

NR = not recorded; UCSF=University of California, San Francisco; MSKCC =Memorial Sloan-Kettering Cancer Center; PRIAS = Prostate Cancer Research
International: Active Surveillance.
" Beyond inclusion criteria for institution.
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TABLE IL Progression Criteria Used in Active Surveillance

i Percentage cancer

i Gleason involvement Percentage positive PSAdt PSAv
Publication i score” Positive cores per single core biopsy cores (years) (ng/ml/year) T
Dall’Era [16] Increase >0.75
Ercole [17] Progression Increase Increase Change
Klotz [18) >4 +3 3" Increase ¢T
Soloway [19] (Grade) >3 >2
Tosoian [20] >6 >2 =50
Ischia [21] Upgrade = Upstage
Bul [22]¢
Godtman [23] Upgrade 5 Upstage
Thomsen [24] >34+4 >3° <3/5f Increase ¢T
Selvadurai [25] >4+3 >50 >1

cT. clinical mmor category; PSAdt, prostate-specific antigen doubling time; PSAv, PSA velocity.

“The original text from the publications have been retained.

"During the first 4 years of the program the cut-off was 2 years.

“Significant/established PSA elevation/progression.

9No fixed follow-up protocol was adhered to regarding PSA, repeat biopsies and recommendations on when to switch to deferred radical therapy.

“Or bilateral mmor.

‘Patients with PSAdr <3 years were recommended curative reatment while treatment options were discussed with patients with a PSAdt between 35 years.
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TABLE IIL. Five and 10 years Kaplan-Meier Estimates of Proportion of Patients Discontinuing Active Surveillance

Median time
from entry to discontinued
Study Median follow-up active surveillance
Publication design No patients (years) (years) 5 years (%) 10 years (%) Level of evidence®
Dall’Era [16) p 321 36 3 33 Na 4°
Ercole [17] R 40 4.0 2.8 26 Na 4
Klotz [18] P 450 6.8 NR 30 40 2b
Soloway [19] R 230 3.7 2.6 14 Na 4
Tosoian [20] P 769 2.7 22 41 59 4>
Ischia [21] R 154 19 2.4 (mean) 38 55 4
Bul [22] RP 509 74 2.6 30/40° 50/70° 4
Godtman (23] RP 439 6.0 NR 39 55 4
Thomsen [24] P 167 34 NR 40 Na 4°
Selvadurai [25] P 471 Sl 54 30 . Na 2b

P, prospective data; R, retrospective data; RP, retrospective evaluation of prospective collected data.

“Level of evidence according to Oxford centre for evidence-based medicine levels of evidence and grades of recommendations [15].
"Evidence level 4 owing to short follow-up.

‘Low-risk/intermediate-risk.




20YVOTNTO ETUVOANTITIKOV Proyiov

e PRIAS (Prostate Cancer Research International: Active
Surveillance) study

Broyiec oto 1° €tog, 4° €tog, 7° €toc M av PSADT 0-3 €1

e JOHNS HOPKINS
Browiec avd £toc

(12-14 ototepdyia Kot uetaPatikn {mvn)

Bul, et al. Eur Urol 2012
Tosoian, et al. J Clin Oncol 2011



O pOAOG TNC emavaANTTIKNG Proyiag otV
TPOYVAOGT) TG EEEAMENC NG VOGOL

Avaopopikn puerétn 92 acBevav
Méon nhikia: 67 €1n

Méon maparkorovOnon: 76 punvec
PSA kxotw DRE avd 3-6 pnvec

52.2% eiyav Oetikn 1" Broyia
36% eupdvicav eCEMEN TN VOGOL

Otaibi, et al. Cancer 2008



O pOAOG TNC emavaANTTIKNG Proyiag otV
TPOYVAOGT TG EEEMENC NG VOGOL

Probability of remaining progression free
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Probability of remaining progression free

- * H apyntikn 1" Broyio
\%; GYETICETON UE LIKPOTEPT

0.50 A

mhavoTNTo EEEAMENC TNG
VOGOUL

e 200TUGT YO VGTNPO

¥ Montns %0 = TPOTOKOALO ETNCLOG
eEMOVOANTTIKNG Broyiog
- Y10, TO, OVO TTPMOTA, 2 €11
I.1I-—|
Otaibi, et al. Cancer 2008
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Kptrmplo o10Komng

MetafoArn] ota yapaktnpiotikd ¢ Proyiog kot adénomn tov PSA
elval 01 CLYVOTEPES QUTIEC OLOKOTINC

Mévo 7-13% tov acBOesvov oloukdmTTouy AOY® OLEAVOUEVTC
aVNGLYLOC

2NUOVTIKO TOGOOTO OacOEVOV Ol0KOMTEL UECO OTO TPOTO 3
YPOVI, YEYOVOS MOV OVTOVOKAQ VTOEKTIUNGOT TNG OPYIKNG
EKTOONG TNG VOGOL

Kamoiol acOeveic otaxontovy Ko petamintoov oe WW
Dall’Era, et al. Eur Urol 2012
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Table 2 - Summarized key findings from the largest published series within the past 2 yr

Institution Yr

Age, n Follow-up, yr, No. treated Time to Primary Treated  PCSM, ACM,
median median (%) treatment, trigger for at2yr, % % S
median  treatment
Johns Hopkins [8] 2011 66 769 2.7 255 (33) 2D Histology 19 0 2
University of Toronto [9] 2010 703 450 6.8 135 (30) NR PSA 16 1 214
UCSF [24] 2011 619 649 39 113 (30)" 35 Histology = 0 3
ERSPC” [25] 2009 66 988 3.9 197 (32) 26 NR 22 0.2 11.2
Royal Marsden Hospital [12] 2008 67 326 1.8 65 (20) 13 PSA NR 0 2
MSKCC [13,26] 2011 62 238 18 25 (11) NR Histology NR NR NR
University of Miami [15,27] 2011 64 272 29 67 (25) 26 Histology NR 0 2

PCSM = prostate cancer-specific mortality; ACM = all-cause mortality; NR = not recorded; PSA = prostate-specific antigen; UCSF = University of California, San
Francisco; ERSPC = European Randomized Study of Screening for Prostate Cancer; MSKCC = Memaorial Sloan-Kettering Cancer Center.
" Studies with some men having Gleason >3 + 3 disease.
" Percentage treated is of 337 men meeting strict inclusion criteria.
“ Median follow-up for patients without progression.




BeAtimon emtAoyng kot TapakoAovdnone acoevov

e 20-30% 1tv acBevov pue KOPKIvO ~ TPOGTATN MOV
Dﬂ:OBOOLOV‘COLl GE pt(,um npocswramoun EYOVV LYNAOTEPOL
BaOpov kakonbetag vOGou o’ 0Tl apyIKd VTOAOYIGTNKE

* 20% tov acBevav mov Gsmpovvmt KOTAAANAOL Y10, EVEPYT|
ntopokolovOnon ue Bdon ta kprtnpio Epstein . .

KMviko otdoto T1c

PSA density <0.15

Gleason score <6

< 3 Betikd 1oToTEUGY 1L

< 50% kapkivov/16TOTEUAY1O0

OTNV TPOYUATIKOTNTO £YOVV VYNAOTEPOV KIVOUVOL VOGO

Mullins, et al. J Urol 2012
Ploussard, et al. J Urol 2010
Epstein, et al. JAMA 1994

YV V V VY



BeAtioon emAoyng kKot Topakolovdnonc acbevov

e ITolvmapauetpikn MRI

> diffusion-weigh imaging

> dynamic contrast-enhanced MRI
> Spectroscopy

* AE€IKTEC 0POV

> freePSA
> -2proPSA
> PHI=(-2proPSA/freePSA)xVPSA z \
* Agikteg 00pmV @ - - |
PCa3 :
4 ’ Y T 1_-V
* Aoxinocieg YOVIOI®UOTOS GTOVG B 2
16TOVC % | oncorype DX
Al
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Magnetic Resonance Imaging in Active Surveillance of Prostate
Cancer: A Systematic Review
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H Oetikny MRI xabiotd v aviyvevon kKivikd onuoviikng vocou
mo mhavn, €01k otav 1 Proyia toyevel Tig vorttec otnv MRI
TEPLOYEC

Mmnopel  va  ypnowomombBei  yio Vv aviyvevon KMVIKA
ONUOVTIKOD KOpKivov Tpootdtn o€ ocbeveic vmoynelove yia
evepyn mopokoAovOnon

Agv UTOPEL VO AVTIKOTOGTICEL TIC ETOVOANTTIKES Proyieg yio tnv
EYKOLPT QViYVELGT TNG ECEMENS TNS VOGOV



MRI-TRUS fusion biopsy

* Av&dvel ta T0GooTd
AVIYVELON G KUPKIVOL GTIC
TEPUTTOOELS AUVOPDV LLE
TPOMNYOVUEVT] OPVNTIKN
Bloyia ko avénomn PSA,
GE CUYKPLON UE TNV

30 Rconstucton o spcions KAOGIKT Broyia

Targets

Persistently . Prior Negative or Elevated PCA3 r Active

Elevated PSA Biopsy Score Surveillance

Annotation of Areas of Suspicion

* O1 TEPIGGOTEPOL KOPKIVOL
NToV KAVIKG GTUOVTIKOL

3D Trans-rectal  MRI-TRUS Fusion  Guided Biopsy Storage of 3D
Ultrasound -=» (MR data » (systematic and ~—» Prostate and
(TRUS) uploaded via CD) Jargeted) Biopsy Locations

Sonn, et al Eur Urol 2014
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RISK PROFILE CRITERIA . RECOMMENDATION
Very low ' PSA  Gleason Score <7 and stage T1c and PSA Any age if patient
<10 density <0.75 and unilateral disease with prefers surveillance
‘ <3 cores containing cancer regardless of
percent core involvement Preferred if life

expectancy is less
than 20 years

PSA  Gleason Score <7 and stage T1c and PSA Any age if patient

- 10- | density <0.70 and unilateral disease with prefers surveillance
20 <3 cores containing cancer regardless of
percent core involvement Preferred if life

expectancy is less
than 20 years

i Low i Stage T1c or T2a and Gleason score <7 and PSA  Age >65 years
__________ <10

Preferred if life
expectancy is less
than 10 years

~Intermediate T2 or PSA 10-20 or Gleason score 3+4 Life expectancy is
less than 10 year

High - Stage T3 or Gleason score >3+4 or PSA >20 Not recommended
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XaunAov kivouvou
KOPKIVOC TTPOCTATN

T

MP-MRI MP-MRI
YOUTAOV eVOLAUETOV
KIVOLUVOU KIVOLVOU
! )
Evepyng mapakoiovbnon MRI-US fusion
av Oncotype DX otoyevuévn Powia
YAUNAOL KtvUvou




EAU GUIDELINES 2015
O

H evepyng¢ mapoxkorovOnon amoteAei

gmLAoyn o€ acOeveig pe:

* > 10 €11 TPOGSOKIUO eTIPiwong
*cT1/2

* PSA <10 ng/ml

* Gleason score <6

* <2 OeTIK& loTOTEMAY I

* <50% KOPKIVOU/IOTOTEUXYLO




EAU GUIDELINES 2015
O

To mpwtdékoAr0 TapakoAoVON oG TpETEL

vo Baoiletou o€:

* DRE
* PSA

* EMAVAANTITIKEC Prodieg

~'To fEATIOTO TPWTOKOAAO TapokoAoUONOoNC
TUPAUEVEL XOLEVKPIVIOTO




2 VUTEPACLLOTOL

e H owotn emAoyn acBsvov elval amapaltntn otnv
EVEPYN TTApAKOAOVONON

 To A€oV kKATAAMNAO oynua Prowlag kal TPWITOKOAAO
TapakoAovOnong 6ev £xovv AKOLT ATTOCAPNVIOTEL

e O1 veeg peboodol mov avamTLoOCOVIAL UE OKOTO TNV
AVIYVELOT] TOV emOETIKOU KAPKIVOU JTPOOTATN KAl TNV
mapakoAovOnon  twv  aocBevwv  mbBavov  Oa
QITOTEAECOVV  AVAITOOTIOOTA EPYAAEIA OTNV EVEPYN
mapakoAovOnon oto ueAAoV



