AVTIJETWTTION KAIVIKG EVTOTTIONEVNG
VOOOU OTOV KAPKIVO TTPOCTATN

KAAOIEPOINOYAOZ OEOAQPOX
MD,MSc,FEBU
ENIMEAHTHZ A",
OYPOAOI'TKO TMHMA
A.O.N.A <<Al'.2ABBA2>>




Cancer Statistics, 2014

Estimated Mew Cases™

Prostate 233 27% Breast 232.670 29%
Lung & bronchus 116,000 14% Lung & bronchus 108,210 13%
Colorectum 71,830 8% Coloractum 65,000 8%
Urinary bladder 56,390 T% Uterine corpus 52,630 6%
Melanoma of the skin 43,890 5% Thyroid 47,790 6%
Kidney & renal pelvis 39,140 5% MNon-Hodgkin lymphoma 32,530 4%
Mon-Hodgkin lymphoma 38.2T0 4% Melanoma of the skin 32,210 4%
Cral cavity & pharynx 30,220 4% Kidnay & renal pelvis 24,780 3%
Leukemiz 30,100 4% Pancreas 22,880 3%
Liver & intrahepatic bile duct 24 600 3% Leukemia 22 280 3%
All Sites 855,220 100% All Sites B10,320 100%
Estimated Deaths

Males Females
Lung & bronchus 86,930 28% Lung & bronchus T2,330 26%
Prostate 29,480 10% Breast 40,000 15%%
Colorectum 26,270 8% Colorectum 24,040 9%
Pancreas 20,170 T% Pancreas 19.420 %
Liver & intrahepatic bile duct 15,870 5% Ovary 14,270 5%
Leukemia 14,040 5% Leukemia 10,050 4%
Esophagus 12,450 4% Uterine corpus 8.590 3%
Urinary bladder 11,170 4% Mon-Hodgkin lvmphoma 8.520 3%
Mon-Hadgkin lymphoma 10,470 3% Liver & intrahepatic bile duct 7130 3%
Kidney & renal pelvis 8,900 3% Brain & other nervous systam 6,230 29%
All Sites 310,010 100%: All Sites 275,70 100%

FIGURE 1. Ten Leading Cancer Types for the Estimated Mew Cancer Cases and Deaths by Sex, United States, 2014.
*Estimates are rounded to the nearest 10 and exclude basal cell and squamous cell skin cancers and in situ carcinoma except urinary bladder.




Kapkivocg lNpooTtarn
EmonuioAoyika oedopéva

To 2014 oTig HINA oiaylyvwobnkav 233.000 veeg
TTEPITITWOEIG KAPKIVOU TTPOOTATN KAl ONUEIWBNKAY UOAIG
29.480 Bavarol atro TNV vOoo

To 60-70% Twv avopwyv avw Twv 70 eTwyv £Xouv (aTTo
VEKPOTOMIKA TTAPACKEUAOUATA) IOTOAOYIKA KAPKiVO AAAQ:

-MOAIg TO0 15-20% TwvV avopwyv eupaviCel KAIVIKO KAPKIVO
TOU TTPOCTATN OTNV dlApKela TS (WG TOUC.
- ATT6 auTtoucg povo 10 3 % 1TeBaivel ATTO TNV VOOO

Jamal at al, Cancar statistics 2014, CA Cancar J Clin 2014



Table 1: Tumour Nede Metastasis (THNM) classification of CaP

T - Primary tumour
TX Primary tumour cannotbe-aeseanes
' 0 avidence of prirary turmou
Clinically inapparent tumour not palpable or visible by imaging
Tia Tumcur incidental histological finding in 5% or less of tisaue resectad
Tib Tumocur incidental histological finding in mome than 5% of tissue resacted
Tie Tumecur identified by neadle biopey i2.0., because of elevated prostate-specific antigen

(PSA) level] O AGyKo¢ Sev €XeL SLoOoTIAOEL
Tumour confined within the prostate’

Tea  Tumour involves one half of one lobe orless TAV Kdll)d TOoV TIPOO'TC'!TI‘]
T2k Tumour involves more than half of one lobe, but not both lobes
T2c Tumour invobres both lobes
umomrestands through the prostatic capsule®
Taa Extracapsular extansion [TTETE Sl OF Dlater
Tab Tumecur invadas seminal vasiclas)
T4 Tumour is fixed or invades adjacent structures other than saminal vesicles: bladder nack, extamal
sphincter, mctum, levator muscles, or palvic wall
N - Regional lymph nodes?
MX Regional lymph nodes cannot be assessead
MO Mo regional lymph node metastasis
M1 Regional lymph node metastasis
M - Distant matastasis*
WX Distamt metastasis cannot be assassad
KD Mo distant metastasis
R Distant metastasis
h1a Maon-regional mph nodaiz)
Mib  Bongs)
Mic  Cther sitais)
' Tumowr found in one or both kbibas by neadie biopsy, but not palpable or visible by imaging, is classified a5 Tic.
¢ Invasion into the prostatic apax, or into (but not bayand) the prostate capsule, i not classified as T3, butas T2
 Metaziasiz no langerthan 0.2 om can be designatad piTmi
* Whean more than one site of metasiasis is present, the most advanced category should be used.




Table 4.1.2: EAU risk groups for biochemical recurrence of localised and locally advanced prostate
cancer

|Low-risk |Intermediate-risk |High-risk |

]
PSA <10ng/ mL PSA 10-20ng/mL |PSA >20ng/mL
orGS7 orGS=>7
and cT1-2a orcl2b orcl2c




OEPATTEUTIKEC ETTIAOYEC KAIVIKA
EVTOTTIONEVNGC VOOOU OTOV KAPKIVO
TTPOCTATOU

[TapakoAoubnon

-[pooekTikn TTapakoAoudbnon (WW)
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P1{IKr) TTPOCTATEKTOMN
AKTIVOBepaTrEia

- ECwTtepikn akTivoBoAia
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« KpuoBepartreia

* HIFU-Focal therapies



AoBeveic yapunAoU KwvdUVoOU e KALVIKA EVIOTILOUEVO KAPKIVO TTPOOTATN

Low risk PCa Watchful waiting | Watchful waiting may be offered to patients not A

eligible for local curative treatment and those with a
short life expectancy.

During watchful waiting, the decision to start non- B
curative treatment should be based on symptoms
and disease progression.

Active Active surveillance is an option in patients with A

surveillance the lowest risk of cancer progression: > 10 years
life expectancy, cT1/2, PSA < 10 ng/mL, biopsy
Gleason score < 6, < 2 positive biopsies, minimal
biopsy core involvement (£ 50% cancer per biopsy).
Follow-up should be based on DRE, PSA and A
repeat biopsies. The optimal follow-up interval is
still unclear.

Radical In patients with a life expectancy > 10 years, RP A
prostatectomy should be offered.
Nerve-sparing surgery may be attempted in B

pre-operatively potent patients with low risk for
extracapsular disease (T1c, GS < 7 and PSA < 10
ng/mL, or refer to Partin tables/nomograms).

LND is not indicated in low-risk PCa. A
Radiotherapy In low-risk PCa the total dose should be 74 to 78 A

Gy.

In patients with low-risk PCa, without a previous A

TURP and with a good IPSS and a prostate volume
< 50 mL, LDR brachytherapy is a treatment option.
Cryotherapy, In patients who are unfit for surgery or radiotherapy, | C
HIFU cryotherapy or HIFU might be an alternative

treatment for PCa. The lack of long-term efficacy
compared to standard modality should be
discussed with patients.

Focal treatment Focal therapy of PCa is still in its infancy and A
cannot be recommended as a therapeutic

alternative outside clinical trials.
Androgen Unsuitable. A
suppression




Table 8.1: Definitions of active surveillance and watchful waiting (9-11)

_ Active surveillance Watchful waiting
Treatment intent Curative Palliative

Follow-up Predefined schedule
Assessment/markers used DRE, PSA, rebiopsy, optional MRl | Not predefined

Life-expectancy

Minimize treatment-related toxicity | Minimize treatment-related toxicity
without compromising survival

Only for low-risk patients Can apply to patients with all
stages

DRE = digital rectal examination;, MRI = magnetic resonance imaging, PSA = prostate-specific antigen.
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[MpooekTikn mapakoAouBnon
Watchful Waiting

e Avadepetal enionc we kabuotepnuevn
Oepameia N cUUMTWHATIKA Beparela.

* 0 6poc¢ epdavicdnke otnv mpo-PSA eroxh

* AVTIMETWTIL(OVE ouVTNPNTLKA ToV acBevn
LEXPL VAL EUPAVIOEL TOTILKA 1] CUOTNMUOTLKOL
OU UTTTWUOTOL OTTOTE KOl EMEUPALVOUE
TTOLPNYOPLKA YLOL TNV AVOLKOUPLON QUTWV TWV
ouunTwpatwy (oppovoBeparmeia, TUR-P KTA.)



> € tolouc epappoletal n WW

TO OKETITLKO TILOW OTTO TNV MPOCEKTLKN
napakoAovOnon sivat :

O PCa npoodevel apya

Eudavidetat cuvnBwc o€ NALKIWLEVO ATOLLOL LE
ouvoda voonpata mou eval mboavov va
amoLwoouV Ao Karmola AAAn oLtia amo Tov
KOPKLVO TIPOOTATN

EvOeikvuTal oe aoBevelc PE KALVLKAL EVTOTILOUEVO
KOPpKLVO IpooTATNn Kol ULKPO TIPOCOOKLLLO
eniBlwonc (<10 €1n).



Grade

Disease-specific survival

Grade 1

Grade 2
Grade 3
Metastasis-free survival
Grade 1
Grade 2

Grade 3

5 years (%)

98 (96-99)

97 (93-98)
67 (51-79)

93 (90-95)
84 (79-89)

51 (36-64)

10 years (%)

87 (81-91)

87 (80-92)
34 (19-50)

81 (75-86)
58 (49-66)

26 (13-41)




2. UYKPITIKEC TUXQIOTTOINMEVEC MEAETEC METACU PICIKNG
TTPOCTATEKTOMNG KOl TTPOCEKTIKNG TTAPAKOAOUONONG

* Mpo-PSA enoxnc: 1967-1975 VACURG

H peA€tn Oev eixe otatiotikny Suvapn yia va deitel dStadopa
netoé WW kat P

* 2TNV apXN TNG EMOXNG Tou PSA:

- 1989 - 1999, n Scandinavian Prostate Cancer Group Study
Number 4 Tuyolornioinoe 695 aoBeveic pe KALVIKO
otadlo T1-T2 oe WW (348) i PM(347)

2tnv PSA enoyn:

- 1994-2002 ,n Prostate Cancer Intervention Versus Observation
Trial: VA/NCI/AHRQ Cooperative Studies Program #407



Radical Prostatectomy versus Watchful
Waiting in Early Prostate Cancer

MetaL 1989-1999 n Scandinavian Prostate Cancer Group Study
Number 4 (SPCG-4) tuxalomnoinoe 695 aoBeveic e KALWVLKO
otadlo T1-T2 kat peon tun PSA 13ng.ml oce WW (348) n

P(347).
NEJM 2011



AmnoteAeopata tng SPCG-4
LETA aro 12,8 €tn peon mapakoAovdnon

Disease-
specific
mortality

Overall 46.1 57.2 0.75 0.007
mortality

Metastatic 21.7 33.4 0.59 <0.001
progression

Local 21.5 49.3 0.34 <0.001
progression

—

Xpeialovrav va xsipoupynBouv 15 acOeveic yia va amopeuxOei
évac Bavarog Kar autog o apiIBuog Ere@re oTo 7 yia acOsveic
KATw Twyv 65 sTWV.



Jupnepaocpata ano tnv SPCG-4 2011

 Me napakoAouBnon 15 stwv (pEon napakoAovOnon 12,8
£tn) n PN o€ oxéon pe tnv WW , 0to 6UVOAO Twv acBevwy,
£delée odelog:

» 2TNV OUVOALKN Kol TNV €LOLKN TNS VOoou emiBiwon aAAd Ko
oTNV HELWON TNG EUPAVLIONG LETOOTATIKAC VOOOU

» To 0dehoc avto adopouoe Kal aoBeveic xapunAou kKvduvou

» To odpeloc NTav WLaitepa MPodOoVEC OE OTATIOTIKA ONLLOVTLIKO

BaBuo otouc aoBevelc KATW TWV 65 ETWV KoL TIPAKTLKAL
ekpndevilotav os aoBeveic avw Twv 65 eTwWV

» Xpeladotav va xelpoupynBouv 15 aoBeveic yia va

anodevyBei evac Bavatoc( 7 yla touc aobeveilc KATW Twv 65
ETWV)



Jupmnepaocporta ano tnv SPCG-4 2014

 Me napakoAovBOnon 18 etwv (LEon mapakoAouOnon
13,4€tn) n PN o€ oxéon pe tnv WW , oto oUVOAO TwV
acOevwv, £6€L€e o€ ox€Eon UE TNV MPONYOoUHEVN avaAuon
tou 2011 ocuveyxwc avéavopevo opeloc ocov adopoUoE :

» XTNV OUVOALKN Kat TNV 81K TNC vOooou emBilwon aAAd Kot
oTNV HELWON NG EUPAVIONC LETAOTATLKNC VOOO.

» To odeloc Atav WLaitepa MPodavEC 0€ OTATLOTLKA CNUOVTLKO
BaBuo otouc aobevelc KATW TwV 65 €TWV Kol o€ A0OEVELC
evOLlopuEOOU KlvdUVoU, aAAad Kat aioBeveic avw Twv 65 eTwv
eudavioav pelwon tng EUPAVIONC LETAOTACEWV KoL
oPNYoPLKWV BeparteLwy.

» Xpewalotav va xelpoupynBouv 8 aoBeveic yia va amodeuvyOel
evag Bavartoc ( 4 yia Toug aoBeveig KATw TwWV 65 eTWV)
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13,022 Men with newly diagnosed prostate
cancer entered into screening registry

5023 Were eligible

4292 Declined to participate

731 Underwent randomization

364 Were assigned to radical-prostatec- || 367 Were assigned to observation group
tomy group 292 Underwent observation
281 Underwent radical prostatectomy 36 Underwent radical prostatectomy
53 Underwent observation 1 Underwent attempted radical
6 Underwent attempted radical prostatectomy but incomplete
prostatectomy but incomplete 29 Underwent EBRT
owing to positive lymph nodes 8 Underwent brachytherapy
14 Underwent EBRT 1 Underwent cryotherapy
9 Underwent brachytherapy
1 Underwent unspecified irradiation

Figure 1. Study Enrollment and Treatment.

Of a total of 13,022 men who were screened for participation, 5023 were
eligible for enrollment; of these, 731 were randomly assigned to radical
prostatectomy or observation. Of the 364 men in the radical-prostatectomy
group, 287 underwent attempted surgery, as did 37 of the 367 men in the
observation group. EBRT denotes external-beam radiotherapy.
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A Death from Any Cause B Death from Prostate Cancer

1.0+
Subgroup
0.8+

m Overall

0.6 Age

: Observation <65yr
0.4+ ! 265 yr
- Radical prostatectomy Race

0.2 T White
Black
0.0—== Other
0 Charlson score
Years 0
No. at Risk 2l
Observation 367 341 315 288 258 176 106 26 Performance score

Radical prosta- 364 352 329 300 267 187 126 36 0
tectomy 1-4

PSA

Proportion Who Died

B Death from Prostate Cancer <10
1.0+ >10
Risk

0.8 Low
Intermediate
High

Gleason score
<7
=7

0.6+

0.4+

Proportion Who Died

Observation .

0.24  Radical prostatectomy

A

0.0 T
o - 5 - 10 - - 15
Years

No. at Risk

Observation 367 341 315 288 258 176 106 26

Radical prosta- 364 352 329 300 267 187 126 36
tectomy

Figure 2. Kaplan—Meier Plots of Mortality.

By the end of the study, 354 men (48.4%) had died from any cause (Panel A).
Death attributed to prostate cancer or treatment occurred in 52 men (7.1%)
(Panel B). Data from the radical-prostatectomy group are shown in red, and
data from the observation group in blue.

Observation

Radical
Prostatectomy

no. of events/total no.

31/367

12/131
19/236

22/220
7121
2/26

19/220
12/147

25/310
6/57

15/241
16/125

4/148
13/120
14/80

15/261
15/86

21/364

6/122
15/242

15/232
5/111
1721

14/224
7/140

18312
3/52
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0.50 (0.21-1.21)
0.40 (0.16-1.00)

0.68 (0.31-1.49)
0.51 (0.23-1.14)

P Value for
Interaction




A Death from Any Cause
1.0+

B Death from Prostate Cancer

Radical P Value for
0.3+ Subgroup Observation ~ Prostatectomy Hazard Ratio (95% Cl) Interaction

0.6 = o. of events/total no.
o ' °bse”at‘:’;ﬁn. Overall 31367 21364 = E 063 (036-1.09)
_._

o A
- Radical prostatectomy ge

Proportion Who Died
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Figure 2. Kaplan—Meier Plots of Mortality. |
By the end of the study, 354 men (48.4%) had died from any cause (Panel A). 0.05
Death attributed to prostate cancer or treatment occurred in 52 men (7.1%) P
(Panel B). Data from the radical-prostatectomy group are shown in red, and

data from the observation group in blue. Radical Prostatectomy ~ Observation
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2YMMNEPAZMATA AlNO THN PIVOT

e Meta ano pa peon nopakoAovdnon 10 etwv n pLlLkn
MPOOCTATEKTOUN 0 oXeon ue tnv WW o€ aoBeveic pe KAWVIKQ
EVTOTILOLLEVO KOPKLVO TtpooTath

» 2TnV ouVvoALKn opada 6V HeElWOE OE OTATLOTIKA ONOAVTLKO
BaBo TNV cuVoALKr aAAA oUTE Kol TNV €L8LKNA TNEG VOCOOU
Bvnolpotnta

» Xe a.00eveic yapunAou kwvduvou n PM avénoe (o€ un
OTOTIOTIKO ONUOVTLKO BaBuo ) tnv ouvoAilkn Bvnoluotnta.

» Xe aoBeveic evbLapgoou Kwvduvou n PN pelwoe o€ onUAvTLkO
BaBLo TNV cLUVOALKN BvnoLuoTnTaA

» 2e aoBeveic uPnAov KvdUvou n PN peiwoe (og oxt oNUAVTLKO
BaBuo wotooo) TNV cuvoAlkn Bvnolpotnta

» 2e aoBeveic pe PSA> 10ng/ml n PM pelwoe tnv cuvoAkn
Bvnoipotnta



Evoeiceic WW oTov KAIVIKA EVTOTTIOMEVO
KOPKIVO TTPOCTATN
EAU Guidelines 2016

Recommendations - watchful waiting for localised prostate cancer LE |[GR

Watchful waiting may be offered to patients not eligible for local curative treatment and those |1b  |A
with a short life expectancy

During watchful waiting, the decision to start non-curative treatment should be based on B
symptoms and disease progression (see section 6.1.2.2).




@epaTreia EVTOTTIOPEVNG VOOOU
* [lapakoAouBnon

Evepyocg mapakoAouBnon (AS )
P1{IKr) TTPOOTATEKTOMN
AKTIVOBepaTTEia

« KpuoBeparTreia
» HIFU



Evepyoc napakoAovBnon
Active surveillance (AS)

Evepyoc mapokoAovOnon

Kapia aprKn Gepanaa of3 ac@evaq LE KALVLKQL
EVTOTILOLLEVO KOAPKIVO TtpooTaTOU TTOAU XapnAou otadiou

» Eloaywyn autwyv Twv aoBevwv O& KATIOLO TIPWTOKOAAO
OTEVNC TtapakoAovOnonc

» Edpappoyn ploc pultkng Oepareiag pe okomo tnv iaon,
otav epdavicBoulv onpeio mpoodou TS vOoou.

* H AS umnopei Aoumov va onuoivel kopio Oeparmneia oe
aoBeveic peyaAng nAtkioc N kabuotepnuevn Oepaneia oe
VEWTEPOUC A0BEVELC TTOU YALTWVOUV £TOL TLC TILOAVEC
TIOPEVEPVYELEC TNC Bepareiog yLo LEYAAO XPOVLKO SLaoTnua



EpwTApOTO OXETLKA LE TNV EVEPYO
nopakoAovOnon

1) Mowot aoBeveic eivat kataAAnAoL va
evtaxBouv oe pwTtokoAAa mapakoAouBnonc

(kprTtnpLa Evtaénc).
2) MNoLo mpemeL va elval To TPWTOKOAAO

napakoAolOnonc avtwyv Twv acBevwy Kal UE
riowa epyaeia( DRE, TRUS Bx, MRI).

3) Note npemel va Byaivouv oL aacBeveic amo to
NPWTOKOAAO Kal va Aappavouv pLlikn
Oepamneio( kpttnpLa TPOOSOU TNG VOGOU).



Risk Profile

Favorable

ery Low Risk

Low Risk

Approximate Proportion of
Newly Diagnosed Casest

VLKA KpLTApla

Gleason score 6

PSA < 10 ng/ml

Fewer than 3 biopsy cores positive, <50%
cancer in any core

PSA Density < 0.15 ng/ml/cc

TlorT2a
Gleason score 6
PSA < 10 ng/ml

T2b-T2c or
Gleason score 7 or
PSA 10-20 ng/ml

T3aor
Gleason score 8-10 or
PSA > 20 ng/ml

* Adapted from Mohler, J., et al., Prostate cancer, Version 3.2012: featured updates to the NCCN guidelines. | Natl Compr Canc Netw, 2012. 10(9): p.
1081-7. and based on T stage, Gleason score, PSA, PSA density, number and percentage of biopsy cores with cancer; T1c (non palpable cancer), T2a
{minimally palpable cancer in one lobe), T2b-T2¢ (substantial palpable cancer felt to be localized to prostate gland), T3a (palpable cancer thought to have
extended beyond the prostate gland).

#Proportions from Surveillance, Epidemiology, and End Results Program of NC| as reported by Shao, Y-H, et al., Risk profiles and treatment patterns among
men diognosed as having prostate cancer and o prostate-specific antigen level below 4.0 ng/ml. Arch Intern Med, 2010. 170{14): p. 1256-61.




KAwviKa kpLTnplo
EAU Guidelines 2016

Offer active survelllance to patients with the lowest risk of cancer progression: > 10 years life
expectancy, cT1/2, PSA <10 ng/mL, biopsy Gleason score < 6, < 2 positive biopsies, minimal
biopsy core involvement (< 50% cancer per biopsy).

23
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Discussion

Molecular Testing

Personalized or precision medicing is a goal for many translational and
clinical investigators. The Institute of Medicine has defined clearly
lessons leamed that should accelerate the development of useful
biomarkers™ to inform men and their physicians about more proper
choices for treatment of localized prostate cancer. Dr. Hayes has
warned us that a “bad tumor marker is as bad as a bad drug” **** The
MCCNHN Prostate Cancer Guidelines Panel takes pride in its leadership
regarding the need for life expectancy estimation, use of nomograms
and recommendations for active surveillance as the only option for men
with low risk prostate cancer and life expectancy less than 10 years or
very low risk prostate cancer and life expectancy less than 20 years.
American men continue to under select active surveilllance for very low
or low risk prostate cancer largely due to uncertainty about the nsk of
disease progression, an uncertainty that could be reduced by a
molecular biomarker that can be measured accurately and reproducibly
and provide prognostic or predictive information beyond NCCN risk
group assignment and currently available tables and nomograms. Two
tissue-based molecular assays appear further along in development
and clinical use.

The Prolaris assay preduces a cell cycle progression (CCP) score from
RMNA expression levels of 31 genes invalved in CPP_* The Oncotype
DX Prostate Cancer assay produces a Genomic Prostate Score (GPS)

pathways (stromal response, cellular organization, androgen signaling
and cell proliferation) ***% These tissue-based molecular assays can be
performed on most formalin-fixed, paraffin-embedded prostate
specimens. For example, Prolans has been successful in 93% of radical
prostatectomy specimens’ and 79% of diagnostic prostate biopsy
specimens®).

The Prolaris CCP score has been demonstrated predictive when
applied in prospective-retrospective designs for biochemical recurrence
or metastasis after radical prostatectomy,*~* for survival when men
were observed after diagnosis on transurethral resection of prostate
or diagnostic needle biopsy,*™ and for biochemical recurrence and
survival after external beam radiation therapy ** The Oncotype DX GPS
was developed from evaluation of a diagnostic prostate biopsy and
radical prostatectomy series from Cleveland Clinic and validated in a
diagnostic prostate biopsy and radical prostatectomy series from
University of California, San Francisco.*” GPS performed in the
diagnostic prostate biopsy has provided information beyond usual
clinical information that predict the likelihood of Gleason sum 7 or
extraprostatic disease on radical prostatectomy * Prolaris has changed
atment recommendatons in D Of Cases and may ennance
adherence to the treatment recommended.** Oncotype DX GPS
improved upon NCCHN nisk group assignment, which may enhance rates
of compliance with recommended active surveillance or diminish the

3439

Both molecular biomarker tests have been developed with extensive
industry support, guidance, and involvement, and have been marketed
under the less rigorous FDA regulatory pathway for biomarkers. Their
clinical utility awaits evaluation by prospective, randomized clinical
trials, which are unlikely to be done. The marketplace and comparative
effectiveness research may be the only means for these tests and
others like them to gain their proper place for better risk stratification for
men with clinically localized prostate cancer.

Imaging
Imaging techniques are useful for detecting metastases and tumor
recurrence. Anatomic imaging techniques include radiographs,

Version 1.2015, 1062414 © Natlonal Comprehensive Cancer Network, Inc. 2014, All ights reserved. The NCCH Guldelines® and this lustration may not be reproduced In any form without the express writien parmiselon of NCCHE. MS-4
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Magsnetic Resonance Inmagsing in Active Surveillance of Prostate
Cancer: A Systematic Revieww

* MMowa eivat n B€on tng mpMRI otnv emtAoyn
acBevwv yLa evepyo napakolovBOnon?

» Mrnopel va xpnotlponotnBet ya va
Sladpopodlayvwoel TOV KAWVIKA ONHOAVILKO KAPKLVO
QIO TOV N KAWVLIKA GNUOVTLKO o€ aoBeveic mou
KOTa ToL dAAaL KpLTipla eivol utodndLot yior evepyo
nopakoAouOnon Kol EMOUEVWE VA TOUC TTOKAELOEL
Qo TIPWTOKOAAQ evepyoU mapakoAovOnaonc.



[Tw¢ TTPETTEI VA YiVETAI N TTAPOKOAOUBNON
TWV aoBevwv?

UCSF

Johns Hopkins
University

Maimi
University

Toronto
University

Royal Marsden
Hospital

MSKCC

PRIAS

Every 3 mo

Every 6 mo

Every 3 mo

Every 3 mo for 2 yr
then every 6 mo

Every 3 mo for 2 yr
then every 6 mo

Every 3 mo for 1 yr
then every 6 mo

Every 3-6 mo for 2 yr
then every 6 mo

Every 3 mo

Every 6 mo

Every 3 mo for 2 yr

Every 3 mo for 2 yr
then every 6 mo

Monthly 1styr , 3 mo
2" yr,every 6 mo
afterwards

Every 3 mo for 1 yr
then every 6 mo

Every 3-6 mo for 2 yr
then every 6 mo

Every 12-24 mo

Yearly

At 6-12 mo

At 12-18 mo

At 18-24 mo, then
biannually

At 3 mo

At 12 months

6-12 mo interval

No mention

No mention

Optional

No mention

At 6 mo

No routine
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Magnetic Resonance Imaging in Active Surveillance of Prostate
Cancer: A Systematic Review

* [ola eivat n 6€on tng mpMRI otnv mapakoAovOnon
acBevwv TTou elval Nén oe POoypappa EVEPYOU
nopakoAovbnong ?

» Tn OUYKEKPLUEVN xpovu<r] OTLYUN 6€V UTTAPYXOUV ETTOPKN
dedopeva, emotnuovma TEKUNPLWUEVA, TIOU VA
urtootnptéouv tnv xpnon tn¢ mMpMRI avti TN emMavaAnmTIKAG
Bloyiac kata tnv napakoAouOnon twv acBevwv mou
Bplokovtol o€ MPWTOKOAAQ evepyoU tapakoAouBOnonc.



Tumor Aggressiveness: MRI/MRSI
— Pathology Correlation

Citrate

Citrate

Choline
Gleason Score
5=(3+2)

Citrate

Gleason Score
8 = (4+4)




Table 2. Selected Active Surveillance Experiences in North America At 5 yeaI'S, 24% Of men on

Center Toronto™4 Johns UCSF? .

Homns s s AS receive treatment
No. patients
Median age (y) 66 63
Median follow-up (months) 60 43
10-year overall survival 80% 93% 98%
Cancer-specific survival 98% (10-y) 99.9% (10-y) 100% (5-y)
Conversion to treatment 36.5% (10-y) 50% (10-y) 24% (3-y)

0.2

Gleason grade change 9.5%

PSA increase 11.7%*
Positive lymph node - 2 4 & 8 10
Personal choice -1.6% Time (years)

FSA doubling time <3 years No. at risk 84 564 375 219 120
TPSA velocity >0.75 ng/mL/year

Fig 3. Time to intervention with 85% Cls in &l patients.  Klotz 2015 JCO
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Table 2. Selected Active Surveillance Experiences in North America At 5 yeaI'S, 24% Of men on

Center Toronto™!4 Johns UCSF!? .

Homns s s AS receive treatment
No. patients 993
Median age (y) 68
Median follow-up (months) 77
10-year overall survival
Cancer-specific survival

0.2

Gleason grade change 9.5%

PSA increase 11.7%*
Positive lymph node - 2 4 & 8 10
Personal choice -1.6% Time (years)

* PSA doubling time <3 years No. atrisk B4 584 35 219 120
TPSA velocity >0.75 ng/mL/year
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Fig 3. Time to intervention with 85% Cls in &l patients.  Klotz 2015 JCO



Table 6.1.2: Active surveillance in screening-detected prostate cancer

Median pT3in RP
follow-up (mo) pahents
Van As et al, 2008 [279)] m 8/18 (44%) |

Carteretal, 2007[280] 407 |41 |10/49(20%)

Adamy et al, 2011 [261] S0 48 |424(17%) EI'_EE_

Solowayetal,2010(282) |99 (45 o2 100 [100 |
Roemelingetal, 2007[283) [276 |41 | |89 |10 |
Khatamietal, 2007[284] [270 |63 | |NR  |100 |
Kotzetal,2015(261) 1993 |77 [NR |85 [981 |
Total  [2130-3000 |43 | = Jeo  Jeer |

* Patients receiving active therapy following initial active surveillance.
CSS = cancer-specific survival; n = number of patients; OS = overall survival; RP = radical prostatectomy.




J Clin Oncol. 2015 Jan 20033(3):.272-7. doi: 10.12000C0.2014.55.1192. Epub 2014 Dec 15.

Long-term follow-up of a large active surveillance cohort of patients with prostate cancer.
Klotz L', Vesprini D?, Sethukavalan P2, Jethava V2, Zhang L2, Jain S%, Yamamoto T2, Mamedov A2, Loblaw A2

¢ Author information

* 993 patients (mean age: 67.8 years)

* TlcorT2aPCaandPSA< 10 ng/mL, age < 70 years and a GS< 6 or age > 70 years with
aGS<7.

* Initially, 6-core biopsies, but in recent years the 12-core

e After a median follow-up of 6.4 years (21% followed for >10 years), the 10- and 15-year
OS were 80% & 62%.

« The 10- and 15- year cause specific survival rates were 98,1% and 94,3% respectively.

e 28 pts (2.8%) developed metastases during follow-up all but 2 with Gleason score 27,
and 15(1,5%) died.

* 63.5% and 55% of men are still alive on AS at 10 and 15y.

 27% eventually underwent radical treatment, prompted by a PSA-DT < 3 years in
(43.5%), a GS progression on repeat biopsies (35%) and patient preference (6%).



Juumepaopata AS
EAU Guidelines 2016

6.1.5 Guidelines for active surveillance and watchful waiting

Recommendations - active surveillance LE |[GR
Patients who are suitable for surgery and radiotherapy must have these options discussed with | 4 A’
them.

Active surveillance is an option in patients with the lowest risk of cancer progression: > 2a |A
10 years life expectancy, cT1/2, PSA <10 ng/mL, biopsy Gleason score <6, < 2 positive

biopsies, minimal biopsy core involvement (< 50% cancer per biopsy).

Follow-up should be based on DRE, PSA and repeat biopsies.

The optimal follow-up interval is still unclear. 2a |A
Patients should be counselled on the possibility of needing further treatment in the future. 2a |A




AoBeveic evblapeoou KivdUvou KALVIKA evtoTilopévou PCa

Intermediate risk
PCa

Watchful waiting

Watchful waiting may be offered to patients not
eligible for local curative treatment and those with a
short life expectancy.

A

Active
surveillance

Not an option.

Radical
prostatectomy

In patients with a life expectancy > 10 years, RP
should be offered.

Nerve-sparing surgery may be attempted in
pre-operatively potent patients with low risk for
extracapsular disease (T1c, GS < 7 and PSA < 10

ng/mL, or refer to Partin tables/nomograms).
Multiparametric MRI may help in deciding when to

perform nerve-sparing procedures in intermediate-
and high-risk disease.

eLND should be performed if the estimated risk for
positive lymph nodes exceeds 5%.

Limited LND should not be performed.

In patients with pT3,NOMOQ PCa and an
undetectable PSA following RP, adjuvant external
beam irradiation should be discussed as an option
because it improves at least biochemical-free
survival.

Patients with pT3,NOMO PCa and an undetectable
PSA following RP should be informed about
salvage irradiation as an alternative to adjuvant
irradiation when PSA increases.

Adjuvant HT for pNO is not recommended.

Radiotherapy

In intermediate-risk PCa, the total dose should be
76-78 Gy, in combination with short-term ADT (4-6
mo).

Androgen
suppression
monotherapy

No place in asymptomatic patients.
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Table 14: Oncological results of RP in organ-confined disease

Reference No. of Year of RP | Median | 10-year 10-year 15-year 25-year

patients follow- | PSA-free cancer- cancer- cancer-
up (mo) | survival (%)} | specific specific specific
survival (%) | survival (%) | survival (%)

Isbarnetal. | 436 1992-97 122 60 94

(2009) (37)

Roehl et al. 3478 1983-2003 | 65 68 97

(2004) (38)

Han et al. 2404 1982-99 75 74 96 90

(2001) (39)

Hull et al. 1000 1983-98 53 75 98

(2002) (40)

Porteretal. | 752 1954-94 137 71 96 91 82

(2006) (41)

Bill-Axelson | 347 1989-99 153 85

etal. (2011)

(8)

Stephenson | 6398 1987-2005 | 48 88

et al. (42)




Author
(year)

Zincke
(1994)

Hautmann
(1994)

Dillioglugil
(1997)

Catalona
(1999)

Lepor
(2001)

Augustin
(2003)

Aleyxelpntikec EmutAokec Pl

Nr of patients

1728

418

472

1870

1000

1243

Mortality

%

NA

1.2

0.4

NA

0.1

0.0

Mean blood

loss (ml)

600

900

NA

1500

NA

NA

Rectal injury

0.6

2.9

0.6

0.05

0.5

0.2

Ureteral injury

0.0

0.2

0.2

0.05

0.1

0.3



Apeoec MeteyxelpnTIKEC ETIUITAOKEC

Author DVT PE Cardiovascular  Lymphocele  Wound
(year)

Zincke 1.1 0.7 0.4 NA NA
(1994)

Hautmann 1.7 14 0.7 6.7 2.6
(1994)

Dillioglugil 1.3 1.0 0.4 2.1 NA
(2997)

Catalona NA 2.0 0.1 0.4 0.8
(1999)

Lepor 0.2 0.4 0.5 0.1 NA
(2001)

Augustin 1.1 0.2 0.1 6.0 0.2

(2003)



Table 16: Complications of RP

AELTOUPVYLKEC ETILITAOKEC PLULKNC TIPOOTATEKTOMNC

Complication

Incidence (%)

Perioperative death

0.0-2.1

Major bleeding 1.0-11.5

Rectal injury 0.0-5.4

Deep venous thrombosis 0.0-8.3

Pulmonary embolism 0.8-7.7

Lymphocoele 1.0-3.0

Urine leak, fistula 03154
rSh"g‘ﬁtﬁincontinence 4.0-50.0 \

< Severe stress incontinence 0.0-15.4

“impotence 29.0-100.0 P

Bladder neck obstruction U5-1476

Ureteral obstruction 0.0-0.7

Urethral stricture 2.0-9.0




Evkpatela peta pLllkn mPoOoTATEKTOUN

CONTINENCE at 1 year

N % Author N

Ravery 567 79 Geary
Rassweiler 500 84 RETRSI Sy
Salomon 100 90 Steiner
Bollens 275 947 Leandri

Total USA 79 -94
ESRPE 82-96

Djavanetal, BJU, 2007




KwvnTikn tnC eykpateLloc neta Pl

Time Kinetics of Continence \ffd ¥

Time  Range (%)

3 Months 51 -63
6 Months 70 - 81
12 Months 91 -96
24 Months 92 -97




Potency rates at 1 yr

(bilateral NS)
Author N % Author
Salomon 17 59 Huland 366 56
Rassweiler 41 67 Catalona 798 68
Roumeguere 26 63 Roumeguere 33 55
Eden 58 64 Walsh 64 867
Total USA 59-67

ESRPE S56-86



[Mote 6ev mpemel va kavoupe NS pulikn
TIPOOTATEKTOMN

9.10 Summary of indications for nerve-sparing surgery* (100-104)

Reference name Sofer Walsh Alsikafi Graefen Bianco
(94) (95) (96) (97) (98)

Preoperative selection criteria

Stage > T2 + + + + +

PSA > 10 +

Biopsy Gleason score 7 +

Biopsy Gleason score 8-10 + +

Partin tables + +

Side with > 50% tumour in biopsy +

Side with perineural invasion +/- +

Intra-operative selection criteria

Side of palpable tumour +

Side of positive biopsy +

Induration of lateral pelvic fascia + +

Adherence to neurovascular + +

bundles

Positive section margins 24% 5% 11% 15.9% 5%

*Clinical criteria used by different authors when NOT to perform a nerve-sparing RP
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Robot-assisted Versus Open Radical Prostatectomy:
A Contemporary Analysis of an All-payer Discharge Database

Jeffrey J. Leow "7, Steven L. Chang ““', Christian P. Meyer®“, Ye Wang*, Julian Hanske°,
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Table 2 - Unadjusted outcomes for patients who underwent open radical pmstatectomy (ORP) versus robot-assisted radical pmstatectomy

Conclusions: Our contemporary analysis reveals that RARP confers a pennperatwe
morbidity advantage at higher cost. In the absence of large randomized trials because

of the widespread adoption of RARP, this retrospective study represents the best
available evidence for the morbidity and cost profile of RARP versus ORP,
Patient summary: Inthis large study of men with prostate cancer who underwent either

open or robotic radical prostatectomy, we found that robotic surgery has a better

morbidity profile but costs more.

Mean (95% C1) 219 (180-257) 309 (211-406)
LOS (d)
Mean (95% CI) 295 (2.83-3.07) 1.71 (158-1.84)
Median (IQR) 3(2-3) 1(1-2)
pLOS (%) 56.1 133
90-d DHC (2014 US$)
Mean (95% CI) 10190 (9639-10 742) 12297 (10641-13 952)

Median (IQR) 9070 (7077-11 880) 11311 (8688-14 853)




Table 6.2.2: Intra-and peri-operative complications of retropubic RP and RALP (Adapted from [313])

Predicted probability of event RALP (%) Laparoscopic RP (%) |RRP (%)
Bladder neck contracture 1.0 21 4.9
Anastomotic leak 1.0 4.4 3.3
Infection 0.8 1.1 4.8
Organ injury 0.4 29 0.8

lleus 1.1 2.4 0.3
Deep-vein thrombosis 0.6 0.2 1.4
Predicted rates of event RALP (%) Laparoscopic RP (%) |RRP (%)
Clavien | 2.1 4.1 4.2
Clavien |l 39 7.2 17.5
Clavien llla 0.5 2.3 1.8
Clavien llib 09 3.6 2.5
Clavien IVa 0.6 0.8 2.1
Clavien V < 0.1 0.2 0.2
RALP = robot-assisted laparoscopic prostatectomy; RP = radical prostatectomy; RRP = radical retropubic
prostatectomy.
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>Uykplon RRP vs LRP vs RARP

Primary treatment of prostate cancer GR
General Patients suitable for several treatment modalities (active surveillance, A*
comments surgeryrradiotherapy) must have these options discussed with thefm

In patients who are surgical candidates for radical prostatectomy, all A

approaches (i.e. open, laparoscopic or robotic) are acceptable as no
single approach has shown clear superiority in terms of functional or
oncological results.

EBRIL_should be offered in all risk groups of non-metastatic PCa. A
IMRT is the recommendedTrogatity-fer-aefimitive-treatment of PCa by A
EBRT.

EAU GUIDELINES 2016




external iliac artery and vein
¢ common iliz

obturator nerve

| = external iliac and obturator , “internal iliac
Il = internal iliac ' artery and vei
lll = presacral and pararectal
IV = common iliac

= paraaortic/caval

| = inguinal

Boundaries of pelvic lymph node dissection (PLND) subdivided into different regions. “"Limited” PLND removes tissue along the
external iliac vein and from the obturator fossa corresponding to region |. “Extended” template PLND removes tissue along the majo
pelvic vessels (extemal iliac vein, obturator fossa and internal iliac artery and vein) corresponding to regions | and Il




AEPPADEVEKTOUN OTOV KAIVIKA
EVTOTTIOMEVO KAPKivo TTpooTdaTn TO 2016

aoBeveic xaunAou Kivouvou
eVOIAUEOOU EVOIQNETOU KIVOUVOU

aoBeveic uwnAou Kivouvou

EAU Guidelines 2016



Table 4.1.2: EAU risk groups for biochemical recurrence of localised and locally advanced prostate
cancer

| |lowerisk  |Intermediate-risk |High-risk ] |

PSA <10ng/ mL PSA10-20ng/mL |PSA>=20ng/mL |any PSA
and GS <7 orGS7 orGS>7 any GS cT3-4
and cT1-2a orcl2b orcl2c or cN+

| |vocally advanced




AoBeveic uPnAol kKivdUVoU PLE KALVLKA EVTOTILOUEVO
KOPKLVO TTPOOTATN

High risk PCa

Watchful waiting

Active
surveillance

High risk localised: Watchful waiting may be
offered to patients not eligible for local curative
treatment and those with a short life expectancy.

Not appropriate.

>

Radical
prostatectomy

Radiotherapy

MHT before BRP is not recommended.

eLND should be performed in high-risk PCa.

Limited LND should not be performed.

High risk localised: In patients with high-risk
localised PCa and a life expectancy of > 10 yr, RP
should be offered in a multimodality setting.

o= > >

Nerve-sparing surgery may be attempted in
pre-operatively potent patients with low risk for
extracapsular disease (refer to Partin tables/
nomograms).

Multiparametric MRI may help in deciding when to
perform nerve-sparing procedures in intermediate-
and high-risk disease.

In patients with high-risk localised PCa, the total
dose is 76-78 Gy in combination with long-term
ADT (2-3 yr is recommended).




OepaTtreia EVTOTTIONEVNC VOOOU

* [lapakoAouBnon

* PI{IKN TTPOCTATEKTOMN
* AKTIVOOgpaTreia



Dose-Response Relationship for Exclusive EBRT
(Phase III RCT)

e | TG | omseion | mom [ podimiase o]

Pollack [16] Conform. 70 150 64 0.03
78 151 70

Sathya [17] Curieth. 66 53 39 0.0024
75 51 7]

Zietman [18] Protons 70.2 197 61.4 < 0.001
79.2 195 80.4

Dearnaley [19] Conform. 64 64 59 0.1
74 62 71

Peeters [20] Conform. 68 335 54 <0.001
78 334 64

[JROBP 2002, JCO 2006, JAMA 2005, Br JC 2005, JCO 2006




61 - EB <72Gy
g “ EB 272Gy
= Numbers at risk: . Se=LUMD
4] EB>72 253 71 g =0
EB<72 359 153 51 b
COMB 205 44 15
2 PI 867 258 54
RP 854 420 178

p<0.001

12

EBRT =72 Gy
PI
7= referencevariable COMB

T stage

1IPSA

bGS

AD

Kupelian, IJROBP, 2004  Year of therapy

Biochemical relapse
free-survival by
treatment modality

<0.0001

<<0.0001
0.56
0.001

RV

1.02
0.74
0.97
1.15
1.02
1.47
1.29
0.92

RV
0.73-1.43
0.74-1.19
0.67-1.38
0.98-1.35
1.02-1.03
1.33-1.64
0.99-1.67
0.87-0.97



EUROPEAN
=

£
Dose Escalation for Prostate Cancer Radiotherapy: Predictors
of Long-Term Biochemical Tumor Control and Distant

Metastases—Free Survival Outcomes

o RT < 75.6 Gy
& RT >= 75.6 Gy

PSA Relapse Free Survival

00 01 02 03 04 05 06 07 08 09 1.0

Zelefsky et al., Eur Urol 2011



>UMTTEPACLLOTO OTTO TNV KALUOKWON
tn¢ 6oonc otnv AKO

* ATO TIc Snuoolevpevec peleteg paonc Il
nipokuTttel eva 10-20% odpeAloc oto eAeUBepo
BloxnuIkNG utotpomng SLAoCTNUA YL TNV KOTO
8-10 Gy avénon tng oAknc doonc.

e OOTOOO KOLa OO AUTEC TLC LEAETEC OEV EXEL
dwaoel operoc otnv OS pE TNV KALLAKWON TNC
doonc.

* H eAaylotn 60on nou mpeMeL va SlveTal TN
ouyxpovn emnoxn sivat ta 74Gy.



E€eAen tnc AKO

IMRT




E€EA&n tnc AKO

2-D radiotherapy

seminal vesicles

prostate / rectum

N /
bladderﬁ |

e



3D Conformal Radiotherapy:
Multileaf Collimator

seminal vesicles

prostate

rectum




Improvement in local control

Better and -
Better IncDreased ~ Better |
Target + Di t?: et_ + - Accuracy in
definition ;i 30 lc‘;;)’n dose delivery

MRI - IMRT +\_ IGRT

(spectroscopic,

dynamic)




YriokAooportonolnon

OpLOUOC
~—

Number of fractions

Fraction Size

Total Dose

~50-75 Gy

Biological Rationale

Ablative? Normal tissue sparing
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RTOG 04-15:

N=1067 low risk patients

70.0 at 2.5 Gy vs 73.8 at 1.8 Gy
IMRT or CRT / Daily localization
Closed Fall 2009

Ontario Clinical Oncology Group (OCOG) :
PROFIT — Prostate Fractionated Irradiation Trial
N=1204

60.0 at 3.0 Gy vs 78.0 at 2.0 Gy

Daily localization

NKI
N =800
64.6 Gy 19 Fvs 78 Gy 39 F

CHHiP Trial: N=3026

15t randomization: Dose: 60 Gy at 3 Gy vs 74 Gy at 2 Gy per fx
2"d randomization: Image Guidance vs No Image Guidance
34 randomization: Margins




CHHIP : Phase Il Trial of Conventional or Hypofractionated
High Dose intensity Modulated Radiotherapy in Prostate
Cancer

Hypothesis: alpha/beta ratio in ca prostate may be low

Histologically proven prostate cancer
T1b-T3a NO MO
Estimated risk of seminal vesicle involvement = 30%
PSA =30ng/ml
Due to receive radiotherapy

Hormone therapy

Randomisation

|

! ! '
74 Gy /37# 60 Gy / 20# 57 Gy / 19#
in 7.4 weeks in 4 weeks in 3.8 weeks
(standard) I c R
; .-
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ADT kot AKO otov KALVIKA EVTOTILOMEVO
KOPKiVO mpooTtatn

low risk acBeveic
intermediate risk

intermediate risk a.oO¢eveic

High risk aacBeveic

EAU Guidelines 2016
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Low™ 91%
———nt > 62%
High—»43%

151 82 34
187 109 46
94 58 29

1 2 3
TIME (YEARS)
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Table 17: Incidence of late toxicity by RTOG grade (from EORTC trial 22863)

Toxicity Grade 2 Grade 3 Grade 4 Any significant
toxicity (> grade 2)
No. % No. % No. % No. %
Cystitis 18 4.7 2 0.5 0 0 20 5.3
Haematuria 18 4.7 0 0 0 18 4.7
Urinary stricture 18 4.7 5 1.3 4 1 27 7.1
Urinary incontinence 18 4.7 2 0.5 0 0 20 5.3
Overall GU toxicity 47 12.4 9 2.3 4t 1t 60 15.9
Proctitis 31 8.2 0 0 0 0 31 8.2
Chronic diarrhoea 14 3.7 0 0 0 0 14 3.7
Small bowel obstruction 1 0.2 1 0.2 0 0 2 0.5
Overall Gl toxicity 36 9.5 1 0.2 0 0 37 9.8
Leg oedema 6 1.5 0 0 0 0 6 1.5
Overall toxicity* 72 19.0 10 2.7 4 1 86 22.8




AKtlvoBepareia 0TOV KALVLKA EVIOTILOMEVO
KOPKLVO TTpOOTATN
ATtwtepPEC ETUTAOKEC

* Epudavion SEUTEPOYEVWV KAPKLVWVY EVIEPOU KoLl
oupodOYoUv KUOTNC peta EBRT

1,7 dopeC peyaAUTEPOC

2,34 popEc peyaAlTtepOC



BpaxuBepatreia oTov KAIVIKA EVTOTTIOUEVO
KAPKIVO TTPOCTATN

LDR

HDR







Emttdoyn aoBevwv yia Bpaxuvbepameia
EAU Guidelines 2016

10.5 Transperineal brachytherapy

Transperineal brachytherapy is a safe and effective technique. There is consensus on the following eligibility
criteria:

o stage cT1b- T2a NO, MO;

0 a Gleason score < 6 assessed on a sufficient number of random biopsies;

o an initial PSA level of < 10 ng/mL;

o <50% of biopsy cores involved with cancer;

’ a prostate volume of < 50 cm®:

¢ an International Prostatic Symptom Score < 12 (IPSS) (26).

Patients with low-risk PGa are the most suitable candidates for low-dose rate (LDR) brachytherapy. Further
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Evoeitelc AKO-BPAXY 0TtOV KALVLKAL EVIOTILOMEVO
KOPKLVO TTpOOoTATN
EAU Guidelines 2015

LE |GR
Patients who are suitable for AS and surgery must have these options discussed with them. 4 A
EBRT should be offered in all risk groups of non-metastatic PCa. 2a A
In_low-risk PCa, the total dose should be 74 to 78 Gy. 1a A
In patients with low-risk PCa, without a previous TURP and with a good IPSS and a prostate | 2a A

volume < 50 mL, LDR brachytherapy is a treatment option.
In intermediate-risk PCa the total dose should be 76-78 Gy, in combination with short-term 1b A
ADT (4-6 mo).
In patients with high-risk localised PCa, a total dose of 76-78 Gy in combination with long-term | 1b A
ADT (2-3 yr) is recommended.

In patients with locally advanced cNO PCa, radiotherapy must be given in combination with 1a A
long-term ADT (2-3 yr).
IMRT is the recommended modality for definitive treatment of PCa by EBRT. 2a A

In everyday practiceg@ minimum dose of > 74 Gy isTecommended for EBRT + hormone therapy (expert
opinion). Currently, it is not possible to make different recommendations by risk group, as there is evidence
from these randomised trials for an impact of dose-escalation in low-risk, medium-risk, and high-risk patients,
although probably of different magnitudes (10).
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10-Year Outcomes afrer Monitoring, Surgery, or Radiotherapy
for Localized Prostate Cancer

F.C. Hamdy, J.L. Donowvan, J.A. Lane, M. Mason, €. Metcalfe, P. Holding, M. Dawvis, T.J. Peters, E.L. Turner,
R_M._. Martin, . Oxley, M. Robinsomn, J. Staffurth, E. Walsh, P. Bollina, J. Catto, A, Doble, A Doherty, . Gillatt,
R. Kockelbergh, H. Kynaston, A. Paul, P. Powell, S. Prescott, D). Rosario, E. Rowe, and ID.E. Neal,
for the ProtecT Study Group™

Active monitoring Surgery Radiotherapy
protocol (n=545) (n=553) protocol (n=545)
Mean age in years at randomisation (SDY) 62 (5) 62 (5) 62 (5)
White ethnic origin (%) 535 (99) 542 (99) 529 (98)
Married or living with partner (%) 457 (84) 458 (84) 460 (85)
Managerial / professional occupation (%) 229 (43) 229 (42) 226 (42)
Known family history prostate cancer (%) 43 (8) 32 (6) 44 (8)
Median PSA? in nE/ml (1QR?) 4.7 {3.?i E-.?I 4.9 iB.?i 6.?! 4.8 iE.?i 6.7)
PSA* 10+ ng/ml (%) 57 (10) 57 (10) 58 (11)
Gleason score
6 421 (77) 422 (76) 423 (78)
7 111(20) 120 (22) 108 (20)
8-10 13 (2) 10 (2) 14 (3)
Missing 0 1 0
Clinical stage
Tlc 410 (75) 410 (74) 429 (79)

T2 135 (25) 143 (26) 116 (21)




Table 1. Prostate-Cancer Mortality, Incidence of Clinical Progression and Metastatic Disease, and All-Cause Mortality, According to

Randomized Treatment Group.

Active Monitoring Surgery
Variable (N=545) (N=553)
Prostate-cancer mortality
Total person-yr in follow-up
No. of deaths due to prostate cancery
Prostate-cancer—specific survival — 96 (95% CI)
At Syr

At 10yr

99.4 (98.3-99.8) 100
98.8 (97.4-99.5) 99.0 (97.2-99.6)

Prostate-cancer deaths per 1000 person-yr (95% Cl)} 1.5 {0.7—3.0) 0.9 (0.4-2.2)

Radiotherapy

(N=545) P Value*

100
99.6 (98.4-99.9)
0.7 (0.3-2.0)

Incidence of clinical progressionj

Person-yr of follow-up free of clinical progression 4893

No. of men with clinical progression 112 46
Clinical progression per 1000 person-yr (95% Cl)

22.9 (19.0-27.5) 8.9 (6.7-11.9)

5138
46

9.0 (6.7-12.0) <0.001

Incidence of metastatic disease

Person-yr of follow-up free of metastatic disease 5268 5377

Mo. of men with metastatic disease 33 13

Metastatic disease per 1000 person-yr (95% Cl) 6.3 (4.5-8.8) 24 (1.44.2)

5286
16
3.0 (1.9-4.9)

All-cause mortality

5393 5422
No. of deaths due to any cause 59 55

Total person-yr in follow-up

All-cause deaths per 1000 person-yr (35% Cl)

10.9 (8.5-14.1)  10.1 (7.8-13.2)

5339
55

10.3 (7.9-13.4) 0.87
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10-Year Outcomes after Monitoring, Surgery, or Radiotherapy
for Localized Prostate Cancer

. Hamdy, J.L. Donowvan, J.A. Lane, M. Mason, C. Metcalfe, P - Holding, M. Davis, T_]J. Peters, E.L. Turner,
R.M. Martin, J. Oxley, M. Robinson, J. Staffurth ., E.Walsh . P. Bollina, J. Catto, A. Doble, A. Doherty, D. Gillatt,
R. Kockelbergh, H. K AP P. Powell, S. scott, D J. Rosario, E. Rowe, and D_E. Neal,
or the ProtecT Group™

CONCLUSIONS
At a median of 10 years, prostate-cancer-specific mortality was low irrespective of the treat

ment assigned, with no sienificant difference among treatments. Surgery and radiotherapy

L]

wete associated with lower incidences of disese Erggressiun and metastases than was
actve monitoring, (Funded by the National Institue for Health Research; ProtecT Current

Controlled Trials number, ISRCTN20141297: ClinicalTrials.cov number, NCT02044172)




N EnglJ Med. 2016 Oct 13;375(15):1425-1437. Epub 2016 Sep 14.

Patient-Reported Outcomes after Monitoring, Surgery, or
Radiotherapy for Prostate Cancer.
ProtecT Study Group.

H plllkl TPpOOTATEKTOMNA ELXE TNV LEYOAUTEPN OPVNTLKA ETtiOpoon oTnV
OTUTLKNA LKOVOTNTA KOl TNV OKPATELO TWV OUPWV € oxeon e tnv AKO Kall
TNV eVePyO mapakoAovOnon.

2tnv opada mtou umoBANOnke oe AKO n OTUTLKA LKAVOTNTO ETINPEACTNKE
ONUAVTLKA TO TIPWTO £EAUNVO KAl KATOTILV ETTOVAABE o€ Karmolo Babuo, evw
N EYKPATELO TWV OUPWV €V EMNPEACTNKE CNUAVTLKA oo tnv AKO.

2tnv opada TNG EVEPYOU TtapakoAoUONoNC N MTWON TNC OTUTLKAG
LKOVOTNTAC KOl TNG EYKPATELAC ATV oTadLOK UE TNV TAPodOo ToU XPOVOoU.
OL SLatapaxEC armo TO YOOTPEVIEPLIKO CUOTNO ATAV ONUOVTIKEG OTNV
opada tng AKO oto mpwto e€ApnNVo aAAd HETA e€opolwOnKay e Ta AAA
SdU0 yKkpouTt aoBevwv.

T€Aog Hev uTtpYaV ONUAVTIKEC SLadopEC avALECO OTLC 3 OUAOEC
aoBevwv 6oov adopouoE TNV oLoTNTA TNS (WIS, TO AYXOE KAl TNV
KaTaBALN.


https://www.ncbi.nlm.nih.gov/pubmed/27626365?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/?term=ProtecT Study Group[Corporate Author]

: H evépyela Tou mpwTtoviou armodidetal oto TEAOC TNG
nopeioc tou owpatidbiov otov Loto(the bragg peak) ko 0xL og OAn
TNV MopEeia TNG aKTivag Onwc otnVv KAaoolkn) Beparmeia pe pwtovia.

» Emilonc n evépyela OTALATAEL ATIOTOMO OTO TEAOC TNC TTOPELOC TOU
npwTtoviou kat 6&v SlamepvaeL TO UTIOAOLTTO CWLLAL LE TO BEWPNTLKO
TMAgoveEKTNUA OTL Sev aktvoBoAouvtal LoTtol OMwE N KUOTN KOl TO
EVTEPO.

» To HELOVEKTNUO £(VOLL OTL AKPLBWC AOYW QUTWV TWV LOLOTATWYV TNG
EVEPYELAC TWV MPWTOVIWV N LETAKIVNON TWV LOTWV HECA OTO
avOpwWTLVO oW ETNPEATEL ONUAVTLKA TO TEALKO ATOTEAECHA

» Ol ueAETeC MOV €XOUV Yivel o ouykplon pe tnv IMRT €xouv dwoel
OVTLKPOUOUEVO OTTOTEAECLATOL
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H kpuoBepameia wc mpwtapxLlkn Bepareia otov
KALVLKOL EVTIOTILOLEVO KOPKLVO TTPOOTATN

Best Practice Statement on Cryosurgery
for the Treatment of Localized Prostate Cancer
Richard J. Babaian (Chair),* Bryan Donnelly (Facilitator),i Duke Bahn, John G. Baust,t

Martin Dineen,§ David Ellis,{ Aaron Katz,| Louis Pisters,** Daniel Rukstalis, Katsuto Shinohara
and J. Brantley Thrasher

0022-5347/08/1805-1993/0 1993 Vol. 180, 1993-2004, November 2008
THE JOURNAL OF UROLOGY® Printed in U.S.A.
Copyright © 2008 by AMERICAN UROLOGICAL ASSOCIATION DOI:10.1016/j.juro.2008.07.108

Overview Conclusions

While there is no Level I evidence from prospective, random-
ized trials to support the role of cryosurgery over other
therapeutic options in the treatment of prostate cancer, the
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11.2.4  Summary conclusions for CSAP

Patients with low-risk PGa (PSA < 10 ng/mL, < T2a, Gleason score < 6) or intermediate-risk PGa (PSA > 10
ng/mL, or Gleason score > 7, or stage > 2b) represent potential candidates for CSAP.

Prostate size should be < 40 mL at the time of therapy.

Long-term results are lacking, whereas 5-year BDFS rates are inferior to those achieved by RP in low-risk
patients. Patients must be informed accordingly.




EvTommiopyéva KUPATA UTTEPXWYV TTOU TTPOKAAOUV I0TIKN
KATAOTPOPN ME MNXAVIKN Kal Bgpuikn dpdon (>65 o C)
Kal dnuIoupyia KOIAOTNTOC

Eival xpovoopa w¢ diadikacia(10 gr 1otou/wpa)
ATraitei avaiodbnaia

Agv UTTAPXEI CUPPWVIA ava@OPIKA PE TA AVTIKEIMEVIKA
KPITAPIO AVTATTOKPIONG

Ta atroTeAEopATA €ival TTEPIOPICUEVA



2UUTTEPAOUATA OXETIKA ME TIC TTEIPAMATIKEC
OepaTtreiec oTOV KAIVIKA EVTOTTIONEVO KOPKIVO
TTPOOTATN
EAU Guidelines 2016

11.5 Conclusions and recommendations for experimental therapeutic options to treat
clinically localized PCa

Conclusions LE
HIFU has been shown to have a therapeutic effect in low-stage PCa, but prospective randomized 3
comparison studies are not available.

Cryotherapy for PCa compares unfavourably with external-beam radiation for the preservation of 2
sexual function.

PSA nadir values after ablative therapies may have prognostic value. 3
Focal therapy of any sort is investigational, and the follow-up and retreatment criteria are unclear. 3

HIFU treatment for localized PCa results in mild to moderate urine incontinence in less than 20% of
men.

Recommendations GR
In patients who are unfit for surgery or radiotherapy, CSAP can be an alternative treatment for PCa. C
If HIFU is offered, the lack of long-term comparative outcome data (> 10 y) should be discussed with |C

the patient.

Focal therapy of PCa is still in its infancy and cannot be recommended as a therapeutic alternative A
outside clinical trials.
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