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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% Uterineg 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% Kidney & renal pelvis 24,780 3%
Leukemia 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 A% Mon-Hodgkin lvmphoma 8,520 3%
Mon-Hadgkin lymphoma 10,470 3% Liver & intrahepatic bile duct 7.130 3%
Kidney & renal pelvis 8,900 3% Brain & other nervous systam 6,230 2%
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 urnary bladder.




Kapkivog Npoatdarn
EmonuioAoyika 6edouéva

To 2014 o1ig HIMA diayiyvwaobnkav 233.000 veeg
TTEPITITWOEIG KAPKIVOU TTPOCTATN KAl GNUEIWONKAV HOAIG
29.480 Bavarol atro TNV vOoo

To 60-70% Twv avopwyVv avw Twv 70 eTwyv £xouv (aTTo
VEKPOTOMIKA TTAPAOKEUAOUATA) IOTOAOYIKA KAPKiVO aAAQ:

-MOAIC TO 15-20% Twv avopwyv eupavidel KAIVIKO KAPKIVO
TOU TTPOOTATN OTNV dlApKela TNG (WG TOUG.
- A6 auTtoug povo 1o 3 % TTeBaivel atrd TNV vOoo

Jarmal a2t af, Cancer statistics 2014, CA Cancar J Clin 2014



Tabla 1: Tumour Node Metastasis (TNM) classification of CaP

T - Primary tumour
T Primary tumour cannotbe-aeseanss
' 0 avidence of primary tumou
Clinically inapparnt tumour not palpable or visible by imaging
Tia Tumocur incidental histological finding in 5% or less of tissue resectad
Tk Tumieur incidental histological finding in mom than 5% of tizsus resacted
Tic Tumour identified by needle biopey (.., because of elevated prostate-specific antigen

(FSA) level O OyKoG Sev £XeL SLoOTIAOEL
Tumour confined within the prostate’

Tea  Tumour involves one half of one lobe orless . TAV Kdllla Tou TEPOO'TC'IU]
T2k Tumour inviolves more than half of one lobe, but not both lobes
T2c Tumour involves both lobes
urmomrestands through the prostatic capsule®
T3a Extracapsular extansion [TTETE al OF ilater
Tab Tumour invadas seminal vasiclels)
T4 Tumour is fixed or invades adjacent structures other than saminal vesicles: bladder nack, extamal
sphinctar, mctum, levator muscles, or palvic wall
M - Ragional lymph nodes?
MX Regional lvmph nodes cannot be assessed
MO Mo regional lymph node metastasis
M1 Regional lynph nods metastasis
M - Distant matastasis*
WX Distant metastasis cannot be assassad
KD Mo distant metastasiz
R Distant metastasis
h1a Maon-regional kmph nodaiz)
Mib  Bonegs)
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 ivto (but not bayand) the prostate capsule, = not classified as T3, butas T2
4 Metaztasiz no fargarthan 0.2 cm can be designated pN1mi.
* Whan more than one site of metastasis is presant, 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

.
PSA <10ng/ mL PSA10-20ng/mL |PSA>20ng/mL
orGS7 orGS>7
and cT1-2a orcl2b orcT2c




OEPATTEUTIKEC ETTIAOYEC KAIVIKA
EVTOTTIOMEVNGC VOOOU OTOV KAPKIVO
TTPOOTATOU

e [lapakoAoubnon
-[pooekTIKA TTapakoAoubnon (WW)
-Evepyoc mapakoAoubnon (AS )
e PI1{IKN TTPOCTATEKTOMN
o AKTIVOBEpaTTEIQ
- Ecwtepikn akTivoBoAia
- BpaxuBepartreia
o Kpuobepartreia
 HIFU-Focal therapies



AoBeveic yapunAoU KvdUVoOU e KALVIKA EVIOTILOUEVO KAPKIVO TTPOOTATN

Recommendations GR
Low-risk PCa
Active surveillance Offer active surveillance (AS) to patients with the lowest risk of cancer A

progression: > 10 years life expectancy, cT1/2, prostate-specific antigen
(PSA) < 10 ng/mL, biopsy Gleason score < 6 , < 2 positive biopsies,
minimal biopsy core involvement (= 50% cancer per biopsy).

Base follow up on digital rectal examination (DRE), PSA and repeated A
biopsies.

Counsel patients about the possibility of needing further treatment inthe |A
future.

Radical prostatectomy |Offer both radical prostatectomy (RP) and radiotherapy (RT) in patients A
with low- and intermediate-risk PCa and a life expectancy > 10 years.

Do not perform a lymph node dissection (LND) in low-risk PCa. A
Radiotherapy In low-risk PCa, use a total dose of 74 to 78 Gy for external beam A

radiotherapy (EBRT).

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

of the prostate (TURP) and with a good International Prostate Symptom
Score (IPSS) and a prostate volume < 50 mL, offer low-dose-rate (LDR)
brachytherapy.

Cryotherapy, HIFU Only offer cryotherapy and high-intensity focused ultrasound (HIFU) within | A
a clinical trial setting. The lack of long-term efficacy compared to standard
modality must be discussed with patients.

Focal treatment Do not offer focal therapy of PCa as a therapeutic alternative outside A
clinical trials.

Androgen suppression | Unsuitable. A

Watchful waiting Offer watchful waiting (WW) to patients not eligible for local curative A

treatment and with a short life expectancy.



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.




OEPATTEUTIKEC ETTIAOYEC KAIVIKA
EVTOTTIOMEVNGC VOOOU OTOV KAPKIVO
TTPOOTATOU

e [lapakoAouBnon
-MpooceKkTIKA TTApakoAouBnon (WW)

e PI1{IKN TTPOCTATEKTOMN
o AKTIVOBEpaTTEIQ

o Kpuobepartreia
e HIFU



[MpooekTLKN MopakoAovOnon
Watchful Waiting

e AvadepeTal EMionc we KaBuoTeEPNUEVN
Oeparmela N cuUMTWUATIKA Bepareia.

e O 6poc epudavicOnke otnv mpo-PSA emoyn

e AVTLUETWTIL{OVLE OLVTINPNTLKA TOV AoBEevn
LLEXPL VA ELLPOVLIOEL TOTILKA I CUOCTNLLOTLKAL
OULITTTWLOLTOL OTTOTE KOl EMEMBaivou e
TIOLPNYOPLKA YLa TNV oVOLKOUPLON OUTWV TWV
ouuntwpatwy (oppovoBepameia, TUR-P KTA.)



2 € tolouc epappoletar n WW

To OKETTLKO TILOW ATTO TNV TIPOOEKTLKN
nopakoAovOnon eival :

O PCa nmpoodevel apya

Eudavidetal ouvnOwc o NALKLWUEVO ATOLLA LLE
ouvoda voonpata mou elval mbovov vo
arofLlwoouv amo KamoLla AAAN aLtia armo Tov
KOPKLVO TIPOOTATN

EvOeikvutal oe aoBevelc PE KALVLKAL EVTOTILOUEVO
KOPKLVO TIPOOTATN KoL LLKPO TTPOCOOKLUO
eniBlwonc (<10 €1n).



2. UYKPITIKEC TUXQIOTTOINMEVEC MEAETEC WETACU PICIKNC
TTPOCTATEKTOUNG KAl TTPOCEKTIKINC TTapakoAouBnong

e Mpo-PSA eroxfc: 1967-1975 VACURG

H peA€tn Oev eixe otatiotikni dSuvapn yla va deitel Stadopa
uetaéL WW kot PIM

e JTNV apXN TNS EMOXNC Tou PSA:

- 1989 - 1999, n Scandinavian Prostate Cancer Group Study
Number 4 (SPCG-4) tuyoomnoinoe 695 aoBevelc e KAWVLKO
otadlo T1-T2 oe WW (348) ) PM(347)

2tnv PSA enoyn:

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



Radical Prostatectomy versus Watchful
Waiting in Early Prostate Cancer

Metaéu 1989-1999 n Scandinavian Prostate Cancer Group Study
Number 4 (SPCG-4) tuxalomnoinoe 695 aocBeveic pe KALVIKO
otadlo T1-T2 kat peon tun PSA 13ng.ml oe WW (348) n

PM(347).
NEJM 2011



AnoteAeopoata tnc SPCG-4
peta amo 12,8 €tn peon mapakoAovuOnon

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 xeipoupynBouv 15 aocBeveic yia va amropeuxOsi
évac Bavarog Kar aurog o apiBuog Erepre oro 7 yia acOeveic
KATw Twyv 65 sTwv.



Jupnepaocpata ano tnv SPCG-4 2011

e Me napakoAouBOnon 15 etwv (LEon napoakoAouvOnon 12,8
£€tn) n PN o oxéon pe tnv WW , 6to 6UVOAO Twv acBevwy,
£delte odelog:

» XTNV OUVOALKN Kol TNV €8LKNA TNE vOooou emiPlwon aAAd Ko
oTNV HELWON TNG EUPAVLIONG LETAOTATIKAC VOOOU

» To 0dpeloc auto adopouoe Kat aoBeveic xapunAov Kvduvou

» To odeloc NTav WLailtepa MPodaVEC OE OTATIOTIKA ONUOVTLKO
BaBuo otouc aoBevelc KATW TWV 65 ETWV KAl TTPAKTIKA
ekpndevilotav os aocBeveic avw Twv 65 eTwV

» Xpewalotav va xewpoupynBouv 15 aoBeveic yia va

anodevxBei evag Bavatog( 7 yia toug aobeveilc KATw Twv 65
ETWV)



Jupnepaocpata ano tnv SPCG-4 2014

e Me napakoAouBOnon 18 etwv (LEon napakoAouOnon
13,4€tn) n PN o€ oxéon pe tnv WW , oto cUVoAO Twv
acOevwv, £6€L€e o€ oXEON UE TRV MPONYOUMEVN avaAuon
tou 2011 cuvexwc avéavopevo opeloc 6cov aipopouoE :

» XTNV OUVOALKN Kol TNV €8LKNA TNE vOooou emiPlwon aAAd Ko
otnv Helwon TNS epdAvionC LETAOTATIKAC VOTO.

» To odeloc NTav WLailtepa MPodaVEC O€ OTATIOTIKA ONUOVTLKO
BaBo otoucg aicBeveilc KATW TwV 65 ETWV Kol o€ aloBOEeVELC
evOlapeEoou Kvduvou, aAAd Kol aocBeveic avw Twv 65 eTwv
eudavioav peiwon TN EUPAVIONC LETAOTACEWVY KoL
TIOPNYOPLKWV BeparmeLwy.

» Xpewalotav va xewpoupynBouv 8 acBeveic yia va amodeuyOetl
gvoc Bavartoc ( 4 yia Touc aoBeveic KATW TWV 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.

of MMEIDICIIN E




A Death from Any Cause
1.21.0

| Obecreslizn

— R=

0.20.8

Obsewatio}::(;‘rfn.
T
- Radical prostatectomy

PropGitioh WHé' Died
©

o

°

N
1

0.26.0
o E:)

"R 3o = 2t z0- o7
T
n Years

No. at Risk vRas

Observation 367 341 258 176

Radical prosta- 364 352 267 187
tectomy

B Death from Prostate Cancer
EK

= Olrzrealion

| R

Propbitish"WHd' Died

=
i
o

Observation

Radical prostatectomy .
L1}

111 -7

B e mauis s | F
T T
a4y 45 5 oo =5 Enc)
nz

- - h? an?

.o
¥ o
LY

o
kil

|
5 Years 10

“aars

No. at Risk

Observation 367 341 315 288 258 176

Radical prosta- 364 352 329 300 267 187
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.

B Death from Prostate Cancer

Subgroup

Overall
Age
<65yr
=65 yr
Race
White
Black
Other
Charlson score
0
=1
Performance score
0
1-4
PSA
<10
>10
Risk
Low
Intermediate
High
Gleason score
<7
=7

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
1/21

14/224
7/140

18/312
3/52

14/238
7/126

6/148
6/129
777

11/254
10/98

Hazard Ratio (95% Cl)

—
—_—

—
+

T T
100 272 739

Radical Prostatectomy
Better

Observation
Better

0.63 (0.36-1.09)

0.52 (0.20-139)
0.68 (0.34-133)

0.57 (0.30-1.10)
0.80 (0.25-2.54)
0.56 (0.05-6.17)

0.69 (0.34-1.37)
0.54 (0.21-138)

0.67 (0.37-1.23)
0.41 (0.10-1.71)

0.92 (0.44-1.91)
0.36 (0.15-0.89)

148 (0.42-5.24)
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
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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).
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.
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2YMIMEPAZMATA ATO THN PIVOT

e Meta amo pla peon mapakoAovdnon 10 etwv n pLiKn
NMPOOCTATEKTOUN o€ oxeon He tnv WW og aoBeveic pe KAWVLIKA
EVTOTILOMEVO KAPKiVO TtpooTaTn

» 2TnNV oUVOALKN opado SEV MELWOE 0€ OTATLOTLKA ONUOAVTLKO
BaBuo TNV ocuvoALkn aAAd oUTE Kol TNV £L8LKA TNS VOOOU
Bvnopotnta

» Xe aoBeveic yapunAou kwvduvou n PIM avénoe (os un
OTOTLOTLKA ONUOVTLKO BaBuo ) Tnv ouvoAlkn Bvnoluotnta.

» e aoBeveic evblapgoou kivdUvou n Pl pelwoe o€ CNUOVTIKO
BaBOuo TNV ocuvoAlkn Bvnolpotnta

» e aoBeveic uPnAov kKwwduvou n PN pelwoe (o€ oxl ONUAVTLKO
BaBo wotooo) TNV cUVOALKN BvnoLpotnta

» e aoBeveic pue PSA> 10ng/ml n PN peiwoe thv cuvoAikn
Bvnopotnta
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PIVOT Prostate Cancer Mortality

PIVOT: no decrease in prostate cancer specific or all cause mortality at

20 years comparing surgery and observation
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10-Year Outcomes afrter Monitoring, Surgery, or Radiotherapy
for Localized Prostate Cancer

Prostate Testing for Cancer and Treatment

e Metatl 1999 -2009,82.429 avdpec nAkioc amo
50-69 eTtwv €kavayv PSA.

e 2664 dlayvwoOnkav e KALVLKO EVTIOTILOLLEVO Ca
NPOCTATOU.

e 1643 aobBeveic TtuyalomolnOnkav o€ active
monitoring (545), pt(tkn mpootatektoun (553)
Kol aktivoBoAla (545).




[MpodiA Twv aacBevwv ProtecT

Meon nAwkia ta 62 €tn (50-69)
Méoo PSA :4,6 ng/ml (3-19.9)

77% twv aocBevwv Gleason score 6
76% kAwiko otadlo Tlc.

A20ENEIZ XAMHAOY KINAYNOY ME KAINIKA
ENTOMIZMENO KAPKINO NMPO2TATH



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

Randomized Treatment Group.

Variable

Active Monitoring

(N =545)

Surgery
(N=553)

Radiotherapy
(N =545) P value=

Prostate-cancer mortality
Total person-yr in follow-up

Mo. of deaths due to prostate cancery

AtSyr
At 10yr

et oohTeTprogreT o

Prostate-cancer—specific survival — %6 (95% CI}{

Prostate-cancer deaths per 1000 person-yr (95% CI)T

99.4 (98.3-99.8)
98.8 (97.4-99.5)
1.5 (0.7-3.0)

100
99.0 (97.2-99.6)
0.9 (0.4-2.2)

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

Person-yr of follow-up free of clinical progression

Mo. of men with clinical progression

Clinical progression per 1000 person-yr (95% Cl)
Incidence of metastatic disease

Person-yr of follow-up free of metastatic disease

Mo. of men with metastatic disease

Metastatic disease per 1000 person-yr (95% Cl)
All-cause mortality

Total person-yr in follow-up

Mo. of deaths due to any cause

All-cause deaths per 1000 person-yr (95% CI}

4893
112
22.9 (19.0-27.5)

5268
33
6.3 (4.5-8.8)

5393
59
10.9 (8.5-14.1)

5174
46
8.9 (6.7-11.9)

5377
13
2.4 (1.4-4.2)

5422
55
10.1 (7.8-13.2)

5138
46
9.0 (6.7—12.0)

5286
16
3.0 (1.9-4.9)

5339
55
10.3 (7.9-13.4)




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

Randomized Treatment Group.

Variable
Prostate-cancer mortality

Total person-yr in follow-up

Mo. of deaths due to prostate cancery

Prostate-cancer—specific survival — %6 (95% CI}{

AtSyr
At 10yr

Prostate-cancer deaths per 1000 person-yr (95% CI) T

Active Monitoring

(N =545)

99.4 (98.3-99.8)
98.8 (97.4-99.5)
1.5 (0.7-3.0)

Surgery
(N=553)

100
99.0 (97.2-99.6)
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 progressioni
Person-yr of follow-up free of clinical progression
Mo. of men with clinical progression

Clinical progression per 1000 person-yr (95% Cl)

4893
112
22.9 (19.0-27.5)

5174
46
8.9 (6.7-11.9)

5138
46
9.0 (6.7—12.0)

Incidence of metastatic disease
Person-yr of follow-up free of metastatic disease
Mo. of men with metastatic disease
Metastatic disease per 1000 person-yr (95% Cl)
All-cause mortality
Total person-yr in follow-up

Mo. of deaths due to any cause

All-cause deaths per 1000 person-yr (95% CI}

5268
33
6.3 (4.5-8.8)

5393
59
10.9 (8.5-14.1)

5377
13
2.4 (1.4-4.2)

5422
55
10.1 (7.8-13.2)

5286
16
3.0 (1.9-4.9)

5339
55
10.3 (7.9-13.4)




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

Randomized Treatment Group.

Variable
Prostate-cancer mortality

Total person-yr in follow-up

Mo. of deaths due to prostate cancery

Prostate-cancer—specific survival — %6 (95% CI}{

AtSyr
At 10yr

Prostate-cancer deaths per 1000 person-yr (95% CI)T

Incidence of clinical progressioni
Person-yr of follow-up free of clinical progression
Mo. of men with clinical progression

Clinical progression per 1000 person-yr (95% Cl)

Active Monitoring

(N =545)

99.4 (98.3-99.8)
98.8 (97.4-99.5)
1.5 (0.7-3.0)

4893
112
22.9 (19.0-27.5)

Surgery
(N=553)

100
99.0 (97.2-99.6)
0.9 (0.4-2.2)

5174
46
8.9 (6.7-11.9)

Radiotherapy
(N =545) P value=

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

5138
46
9.0 (6.7—12.0)

Incidence of metastatic disease
Person-yr of follow-up free of metastatic disease
Mo. of men with metastatic disease

Metastatic disease per 1000 person-yr (95% Cl)

5268
33
6.3 (4.5-8.8)

5377
13
2.4 (1.4-4.2)

5286
16
3.0 (1.9-4.9)

All-cause mortality
Total person-yr in follow-up

Mo. of deaths due to any cause

All-cause deaths per 1000 person-yr (95% CI}

5393
59
10.9 (8.5-14.1)

5422
55
10.1 (7.8-13.2)

5339
55
10.3 (7.9-13.4)




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

Randomized Treatment Group.

Variable
Prostate-cancer mortality

Total person-yr in follow-up

Mo. of deaths due to prostate cancery

Prostate-cancer—specific survival — %6 (95% CI}{

AtSyr
At 10yr

Prostate-cancer deaths per 1000 person-yr (95% CI)T

Incidence of clinical progressioni
Person-yr of follow-up free of clinical progression
Mo. of men with clinical progression
Clinical progression per 1000 person-yr (95% Cl)
Incidence of metastatic disease
Person-yr of follow-up free of metastatic disease
Mo. of men with metastatic disease

Metastatic disease per 1000 person-yr (95% Cl)

Active Monitoring

(N =545)

99.4 (98.3-99.8)
98.8 (97.4-99.5)
1.5 (0.7-3.0)

4893
112
22.9 (19.0-27.5)

5268
33
6.3 (4.5-8.8)

Surgery
(N=553)

100
99.0 (97.2-99.6)
0.9 (0.4-2.2)

5174
46
8.9 (6.7-11.9)

5377
13
2.4 (1.4-4.2)

Radiotherapy
(N =545) P value=

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

5138
46
9.0 (6.7—12.0)

5286
16
3.0 (1.9-4.9)

All-cause mortality
Total person-yr in follow-up

Mo. of deaths due to any cause

All-cause deaths per 1000 person-yr (95% CI}

5393
59
10.9 (8.5-14.1)

5422
55
10.1 (7.8-13.2)

5339
55
10.3 (7.9-13.4)




uumepaopata ProtecT

e Me peon Odlapkela mapoakoAovOnonc ta 10 err] n
ue)\em ProtecT €b¢elée WG N Bvnoluotnta amno
KOPKIVO TIpOoOTATN O QUTAV TNV opada acBevwv
XopnAou kKwvduvou ntav oAv YotnAnR aveéapTATWE
nN¢ Oepameiog nov epappocOnKe.

e H T[pOGTOLTEKTOp.r] kot n AKO eiyav p.leOtepa
TOCOOTA KALVIKAC tPoOodou ™me VOOOU KOl TOV p.lGO
opLOUo PP AVIONG UETACTACEWYV ATIO TNV EVEPYO
nopakoAouOnon.

* 44% twv acBevwv NS opadoc TS mapokoAovOnonc
dev eAafBav teAika kapia Oepamneia ota 10 €1n,
armopeVYOVTOC TLC OTIOLEC TIOPEVEPYELEC TWV
Bepamelwv avtwv.



Evdeiceic WW oTov KAIVIKA EVTOTTIOMEVO
KOPKIVO TTPOCTATN
EAU Guidelines 2017

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).




Oepatreia EVIOTTIONEVNG VOOOU
e [lapakoAouBnon

Evepyoc rapakoAouOnon (AS )
e PI1{IKN TTPOCTATEKTOMN
o AKTIVOBeparTreia

o KpuobeparTreia
e HIFU



Evepyoc nopakoAovbnon
Active surveillance (AS)

Evepyoc mapakoAovBnon

Kapio apxikn Oepareia o acBevelc e KALVIKO
EVTOTILOMEVO KOPKIVO TipooTtatou oAU xapunAou otadiou

» Eloaywyn autwyv Twv acBevwyv og KATIOLO TIPWTOKOAAO
OTEVINC TapakoAovOnonc

» Edpappoyn ploc pulikng Osparmeiac Le okomo tnv iaon,
otav epdoavicBouv onpueia mtpoodou tnC vooou.

e H AS umopel Aownov va onpaivel kapio Oepaneia o
aoBeveic peyaAnc nAtkiac N kabBuotepnuevn Oeparmneia oe
VEWTEPOUC a.cBeveic mou YALTWVOUV £TOL TLC TILOAVEC
TIOPEVEPYELEC TNC Oepartelac yia LeyaAo Xpoviko dlaotnua



EpwTApOTA OXETLKA LE TNV EVEPYO
nopakoAovdnon

1) Moot acBeveic eival kataAAnAot va
evtaxBouv o mMpwTOKOAAQ tapakoAovBOnong

(kprTtnpla Evtaénc).
2) Molo mpEmeL va Elval TO MPWTOKOAAO

napoKoAouOnonc avtwyv Twv a.cBevwyv Kol P
riota epyaAeia( DRE, TRUS Bx, MRI).

3) MNote npemel va Byaivouv oL acBevelc amo To
MPWTOKOAAO Kot va AapBavouv pLlikn
Beparneila( kpLtRpLa mPoodou TG vooou).



Risk Profile

Low Risk

Intermediate

Criteria®

= KAWKA KpLTApLaL

Tlc

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 &
PSA < 10 ng/ml

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

T3a or
Gleason score 8-10 or
PSA > 20 ng/ml

Approximate Proportion of
Newly Diagnosed Cases¥

"Adapted from Mohler, |, et al., Prostate cancer, Version 3.2012: feotured updates to the NCCN guidelines. | Matl 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; Tlc {non palpable cancer), T2a
{minimally palpable cancer in one lobe), T2b-T2c (substantial palpable cancer felt ta 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 NCI as reported by Shao, Y-H, et al., Risk profiles and trectment patterns among
men diagnased as having prostate cancer and o prostate-specific antigen level below 4.0 ng/mil. Arch Intern Med, 2010. 170{14): p. 1256-61.




KAwviIKa KpLtnpla
EAU Guidelines 2017

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
MCCHN 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 surveillance 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 predicfive information beyond NCCN nisk
group assignment and currently available tables and nomograms. Two
tissue-based molecular assays appear further along in development
and clinical use.

The Prolaris assay produces a cell cycle progression (CCP) score from
RNA 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, Prolaris 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
reatment recommendations in fo B5% of cases and may enhance
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

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,

Wersion 12015, 10024/14 © National Comprehensive Cancer Network, Inc. 2014, All ights reserved. The NCCH Guldeliness and this lustrathon may not be reproduced In any form without the express written parmisslon of oche. MS-4



ATIELKOVLOTLKQ KpLTrpLa evtaéng
aoBevwy o€ AS

U

Eurcopean Association of Urology

Magnetic Resonance Inmaging in Active Surveillance of Prostate
Cancer: A Systematic Revieww

e [Mowa eivat n B€on tnc mpMRI otnv emAoyn
acBevwv yLa evepyo napakolovbnon?

» Mnopel va xpnotlponotnBet yia va
SladpopodloyvwoeL TOV KAWVIKA CNHOVTLKO KOPKIVO
QO TOV MR KAWLIKA GNUOVTLKO o€ aoBeveic mou
KOTa ToL AAAQL KpLTnpla elvol utoPndlot yiow EVepyo

nopakoAouBnon Kot EMOUEVWC VAL TOUC ATTOKAELOEL
Qo MIPWTOKOAAQL EVEPYOU TapakoAouBnonc.



[Tw¢ TTPETTEI VA YivETAI N TTOpaKoAoUBNoN
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"d 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



available at www.sciencedirect.com
jourmal homepage: wwww . europeanurology.com

-l

European Association of Urology | =

#

Magnetic Resonance Imaging in Active Surveillance of Prostate
Cancer: A Systematic Review

e [owa eivat n 6€on tnc mpMRI otnv mapakoAovOnon
aicB@svwv o eivat Nén o€ MPOypPALLL EVEPYOU
nopakoAovbnonc ?

» T CUYKEKPLUEVN XPOVLKN OTLYHN SEV UTIAPYXOUV ETTAPKN
dedoUEVA, EMOTNLOVIKA TEKUNPLWHEVA, TIOU VOl
vrtootnpléouv tnv xpnon tne mpMRI avti TN emavaAnmTIkKAC
Bloyiac katad tTnv napakoAovBnon Twv aocBevwy mou
Bplokovtol o€ TPWTOKOAAQ evepyoU TtapokoAouBnonc.



Tumor Aggressiveness: MRI/MRSI
— Pathology Correlation

Citrate

Citrate

s Gleason Score
WA /\W 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 ToromeT o e o AS receive treatment

No. patients

Median age (y) 68 66 63

Median follow-up (months) 77 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)

Reason for treatment (% of entire cohort)

Gleason grade change 9.5%
PSA increase 1M1.7%"
Positive lymph node -
Personal choice -1.6% Time (years)

TPSA velocity >0 75 ng/mlL/
velocity ng/mL/year Fig 3. Time to intervention with 95% Cis in all 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 ToromeT o e o 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 1M1.7%"
Positive lymph node -
Personal choice -1.6% Time (years)

* PSA doubling time <3 years No.atrisk 993 84 564 375 219 120 @& 38
TPSA velocity >0.75 ng/mL/year
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Fig 3. Time to intervention with 95% Cls in &ll patients. Kotz 2015 JCO



Table 6.1.2: Active surveillance in screening-detected prostate cancer

B P e
follow-up (mo) |patients
VanAsetal,2008[279]  |326 (22 |8/18(44%) |98
Carter et al, 2007 [280]
Adamyetal,2011[281]  |533-1,000 |48  |4/24(17%) |90
Solowayeta,2010[282) |99 |45 Jo2 100
Roemelingetal, 2007 [283] |278 |41 | (89 |
Khatami et al, 2007 [284] | 270 s | N |
99 NR 85

. o

270 |
Klotz et al, 2015 [261]
Total 2130-3000 |43
* 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 20;33(3):272-7. doi: 1012000 C0.2014.55.1192. Epub 2014 Dec 15.

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

# Author information

e 993 patients (mean age: 67.8 years)

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

e 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%.

e 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.

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

e 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%).



Jupmepaopata AS
EAU Guidelines 2017

6.1.5 Guidelines for active surveillance and watchful waiting

biopsies.

Recommendations - active surveillance LE |GR
Discuss surgery and radiotherapy as treatment options with patients suitable for such a |A
treatments.

Offer active surveillance to patients with the lowest risk of cancer progression: > ten years life |2a  [A
expectancy, c11/2, PSA < 10 ng/mL, biopsy Gleason score < 6, < 2 positive biopsies, minimal

biopsy core involvement (< 50% cancer per biopsy).

Counsel patients about the possibility of needing further treatment in the future. 2a |A
Perform multiparametric magnetic resonance imaging before a confirmatory biopsy. 2b |B
During confimatory biopsy include systematic and targeted biopsies. 2a |B
Base follow up on digital rectal examination, prostate-specific antigen (PSA) and repeated 2a |A




AocOeveic evOLapEoou KivdUvou KAWLKA eviomicpévou PCa

Intermediate-risk PCa

Active surveillance Not an option. A

Radical prostatectomy |Offer both RP and RT in patients with low- and intermediate-risk disease |A
and a life expectancy > 10 years.

Offer nerve-sparing surgery in patients with a low risk of extracapsular B
disease (refer to nomograms).

Use multiparametric magnetic resonance imaging (mpMRI) as a decision |B
tool to select patients for nerve-sparing procedures.

Perform an extended LND (eLND) if the estimated risk for positive lymph |B
nodes (LNs) exceeds 5%.

Do not perform a limited LND. A

In patients with pT3,NOMO PCa and an undetectable PSA following RP, A
discuss adjuvant EBRT because it at least improves biochemical-free
survival.

Inform patients with pT3,NOMO PCa and an undetectable PSA following A
RP about salvage irradiation as an alternative to adjuvant irradiation when
PSA increases.

Do not offer adjuvant hormonal therapy (HT) after RP for pNO disease. A

Radiotherapy In intermediate-risk PCa use a total dose of 76-78 Gy, in combination with | A
short-term androgen deprivation therapy (ADT) (four to six months).

In selected intermediate-risk patients, without a previous TURP and with a |A
good IPSS and a prostate volume < 50 mL, offer LDR brachytherapy.

Androgen suppression |No place in asymptomatic patients. A
monotherapy
Watchful waiting Offer WW to patients not eligible for local curative treatment and with a A

short life expectancy.




Oepatreia EVIOTTIONEVNG VOOOU

e [lapakoAouBnon

* PidIkA TTpooTATEKTOUN
o AKTIVOBEpPOTTEIQ

o KpuobeparTreia
e HIFU



PL{lkN TTPOOTATEKTOUN
XELPOUPYLKEC TIPOCTIEAAOELC

OrnoBonBkn

Mepvelkn

AQTIOLP OGKOTILKH)

Pourotika urtofonBoupevn AamapooKOoTILK

' DaVinci® TELEROBOTER



2toxol pLQkNC Bepareioc oTov KALVIKA
EVTOTILOMEVO KAPKiVO TpooTath

Trifecta

-OyKOAOYLKO ammoTtEAECUQL

-AlaTAPNON EYKPATELOC /\ELTOUPYLKO
-Alatipnon otuong QmoTEAECUA
Pentafecta

ApPVNTLKA XELPOU PYLKA OpLaL
- XwpLg EMUTAOKEC



OykoAoyLko amoteAeopa PN og KAWVIKA
EVTOTILOMEVO KOPKLVO TIPOOTATN

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 EmumAokec 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 Meteyxelpntlkec EmumAoKec

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
(1997)

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

/\ELTOUPYLKEG ETLITAOKEG PLULKNG TTPOOTATEKTOMNG

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
_SHighT stress incontinence 4.0-50.0 T
< Severe stress incontinence 0.0-15.4
“impatence 29.0-100.0 P
Bladder neck obstruction U5-T40
Ureteral obstruction 0.0-0.7
Urethral stricture 2.0-9.0




Evkpatela peta pLllkn mPOOTATEKTOUN

CONTINENCE at 1 year

N % Author N

Ravery 567 79 Geary
Rassweiler 500 84 Rassweller
Salomon 100 90 Steiner
Bollens 275 94 Leandri

Total USA 79 -94
ESRPE 82-96

Djavan et al, BJU, 2007




KvnTikn TG eyKpateLac neta Pr

Time Kinetics of Continence \uffed &

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 86
Total USA 59-67

ESRPE S56-86



[Mote 6ev mpemel va kavou e NS pulkn
NPOOTOTEKTOUN

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




ARTICLE IN PRESS

EUROPEAN UROLOGY XXX (2016) XXX -XXX

available at www.sciencedirect.com EUROPEAN
journal homepage: www.europeanurology.com pm——

n=,>8

European Association of Urology

Prostate Cancer

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“,
Jesse D. Sammon 4 Alexander P. Cole<, Mark A. Preston <, Prokar Dasgupta ©, Mani Menon d

Benjamin I. Chung’/, Quoc-Dien Trinh <"

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 permperatwe
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: In this 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 (1.58-1.84)
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 2.1 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 24 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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Interpretation

These two techniques yield similar functional outcomes at 12 weeks. Longer term follow-up is
needed. In the interim, we encourage patients to choose an experienced surgeon they trust and with

whom they have rapport, rather than a specific surgical approach.



>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 nhon-metastatic PCa. A
IMRT is the recommenaedTrodatity-fer-aefimitivertreatment of PCa by A
EBRT.

EAU GUIDELINES 2017




external iliac a:}ery and vein
£

common iliz

obturator nerve

| = external iliac and obturator
Il = internal iliac
lIl = presacral and pararectal
IV = common iliac
= paraaortic/caval
| = inguinal
Boundanes of palvic lymph node dissection (FLND) subdivided into different regions. “Limited” PLND remaoves tissue along the

ercternal iliac viein 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) cormesponding ko regions | and |1,




AEPPADEVEKTOUN OTOV KAIVIKA
EVTOTTIOMEVO KAPKIVO TTPOOTATN TO 2016

aoBeveic xaunAou Kivouvou
EVOIAUEOOU £VOIQUETOU KIVOUVOU

aoBeveic uwnAou Kivouvou

EAU Guidelines 2017



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+

_ |[ocally advanced




AoBeveic uPpnAov KivdUVoU PE KALVIKA EVTOTILOMEVO

KapKivo mpootatn

High-risk PCa

Watchful waiting High risk localised: Offer WW to patients not eligible for local curative A
treatment and with a short life expectancy.
High risk locally advanced: In locally advanced MO patients unwilling or A
unable to receive any form of local treatment, offer a deferred treatment
policy to asymptomatic patients with a PSA-DT = 12 months and a PSA <
50 ng/mL and non-poorly differentiated tumour.

Active surveillance Mot appropriate. A

Radical prostatectomy

Do not offer necadjuvant hormonal therapy before RP. /

Offer RP in selected patients with locally advanced (cT3a) disease and a
life expectancy > 10 years only as part of multi-modal therapy

Offer nerve-sparing surgery in patients with a low risk of extracapsular
disease (refer to nomograms).

Perform an eLND in high-risk PCa. A

High risk localised: Offer RP in patients with high-risk localised PCa and

a ife expectancy of = 10 years only as part of multi-modal therapy.

In high-risk disease, use mpMRI as a decision-making tool to select
patients for nerve-sparing procedures.

High risk locally advanced: Offer RP in highly selected patients with
(cT3b-T4 MO or any T N1) only as part of multi-mmodal therapy.

In patients with pT3, NOMO PCa and an undetectable PSA following RP,
discuss adjuvant EBRT because it at least improves biochemical-free
survival.

Inform patients with pT2.NOMO PCa and an undetectable PSA following
RP about salvage irradiation as an altermative to adjuvant irradiation when
PSA increases.

Radiotherapy

irradiation as an alternative to adjuvant irradiation when PSA increases
(see Section 6.9.5.1).

Inform patients with an undetectable PSA following RP about salvage /rﬂ\

In patients with high-risk localised PCa and locally advanced cMNO PCa,
use EBRT to a dose of 76-78 Gy, or combined EBRT with brachvtherapwy
boost (either high-dose rate [HDR] or LDR). Radiotherapy should be giwv
in combination with long-terrm ADT (two to three vears).

In patients with locally advanced cMNO PCa, offer BT in combination with U

long-term ADT (bwo to three years is recommended).

Androgen suppression
monotherapy

Reserved for those patients unwilling or unable to receive any form of local
treatment and that are either symptomatic or asymptomatic with a PSA-DT
= 12 months and a PSA > S50 na/mL and a poorly differentiated tumour.

Do not offer ADT to patients with a PSA-DT > 12 months
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Dose-Response Relationship for Exclusive EBRT
(Phase III RCT)

uteur | T | pose(oy) | PIS) |pocnommse | ?
Pollack [16] Conform. 70 150 64 0.03
78 151 70
Sathya [17] Curieth. 66 53 39 0.0024
15 51 71
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 J C 2005, JCO 2006
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EBRT =72 Gy
PI
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bGS
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Kupelian, IJROBP, 2004  Year of therapy

uding EBRT <72

Biochemical relapse

free-survival by

treatment modality

0.948
RV
0.89
0.62
0.85
0.09
<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



@ e JAMA Network

From: Dose-Escalated Irradiation and Overall Survival in Men With Nonmetastatic Prostate Cancer
JAMA Oncol. 2015;1(7):897-906. doi:10.1001/jamaoncol.2015.2316

,T_ Low-risk patients
| —————
Table 4. Mortality Hazard Ratios for Dose-Escalated EBRT?
Mortality Measure Low-Risk Disease P Value Intermediate-Risk Disease P Value High-Risk Disease P Value
Unadjusted 0.89 (0.81-0.98) .02 0.83 (0.78-0.89) <.001 0.86 (0.80-0.91) <.001
Adjusted 0.97 (0.88-1.07) .97 0.85 (0.79-0.91) <.001 0.90 (0.83-0.95) <.001
IPW-PS adjusted 0.98 (0.92-1.04) .54 0.84 (0.80-0.88) <.001 0.82 (0.78-0.86) <.001
Abbreviations: EBRT, external-beam radiation therapy; IPW-PS, inverse probability-weighted propensity score.
@ Unless otherwise indicated, data are reported as hazard ratios (95% Cls); standard-dose EBRT is the reference category for all comparisons.
Conclusions

risk, but not low-risk, prostate cancer. Our results add to the body of evidence questioning aggressive local treatment strate-
Figure Legend:

gies in men with low-risk prostate cancer but supporting such treatment in men with greater disease severity.
Propensity Score—Adjust

Overall Sun
iy
o]

In summary, we found that dose-escalated EBRT was associated with improved survival for men with intermediate- and high-

1‘2 4’?3 l'_i-rD “.—)I(:
No. at risle Time, mo
Standard dose G466 1 “A 54 -2 =] 2702 2264

Dose escalatec) BR76 2617 21 = F2A0 6526
Date of download: 2/10/2018

1122
2587

Copyright © 2015 American Medical
Association. All rights reserved.




YUUTTEPACLLOTO OTTO TNV KALUOKWON
tn¢ 6oonc otnv AKO

e ATO TLC 6N
TIPOKUTITEL
eAevBepo

1OOLEVEVEC peAETeC daaonc
eva odpeloc 10-20% oto dlaotnua

BLOXNMLKNAC UTTOTPOTINC Yl avénon

kata 8-10 Gy tnc oAknc doonc.
e Me tnV KALlpLAKWON tThe 600NnC EXOULE avénon NG

OUVOALKNC
Kot unAo
xapnAou K

emiBlwonc og aoBeveic evoLapeoou
U KltvdUvou aAAa oL o€ aocBevelc
tvOuvou.

H eAdyiotn d0on nou mpemeL va Slvetol Tn

ouyxpovn enoxn ivat ta 74Gy e texvikec IMRT
OTIOTE OUTO £Vl EPLKTO.



ADT kat AKO otov KALVIKA EVTOTILOMEVO
KQPKLVO TpootaTn

e Ye low risk acBeveic ADT -Movo IMRT

e e intermediate risk : ADT pwkpnc dtapketac (4-6m)
+IMRT

» Ze intermediate risk aoBeveic tov dev B€Aouv ) dev
urtopouv va AaBouv ADT : High Dose IMRT(80Gy) n
ouvduvaopoc IMRT + BRACHY

High risk acBeveic vynAn doon IMRT pe
nUeALKa riedila ADT peyaAnc dtapkelac(2-3€tn)

EAU Guidelines 2017
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2-D radiotherapy

seminal vesicles

prostate / rectum

B /
bladderj




3D Conformal Radiotherapy:
Multileaf Collimator

’ seminal vesicles
prostate

rectum

bladder




Improvement in local control

Better and
Better Incseased " Better
Target + s + Accuracy in

Distribution
(> 90 Gy)

l l l
MRI : IMRT +\_ IGRT

definition dose delivery

(spectroscopic,
dynamic)




YriokAoopotonolnon

OpLoUOC
~——

Number of fractions

Fraction Size

Total Dose

~50-75 Gy

Biological Rationale

Ablative? Normal tissue sparing
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MeAETEC NMLOC UTTOKAQLOMOTOTIOLNONC

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

CHHiIP 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
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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
; .-
RO%ESI Mﬂﬁ?ﬁg m Q’h gﬁfg jr';:e”f CANCER RESEARCH UKE::I L?EJE&E‘};;B?



EmutAokeg AKO
OupOMOLNTIKO-TOLOTPEVTEPLKO

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




AktwvoBeparmeia 0ToV KALVLKO EVIOTILOMEVO
KOPKLVO ITpooTaTn
Amtwtepec EmumAoKEC

e Epudavion SEUTEPOYEVWV KAPKLVWY EVTEPOU KOl
oupodoxou KUotnC peta EBRT

1,7 dopEC LeyaAUTEPOC

2,34 popec peyaAUTEPOC



BpaxuBepatreia oTov KAIVIKA EVTOTTIOMEVO
KAPKIVO TTPOCTATN

LDR

HDR







Ermtitdoyn acBevwy yia BpaxuvBepareia
EAU Guidelines 2017

10.5 Transperineal brachytherapy

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

o stage cT1b- T2a N0, MO;

¢ a Gleason score < 6 assessed on a sufficient number of random biopsies;
o an initial PSA level of < 10 ng/mL;

¢ <50% of biopsy cores involved with cancer;

o a prostate volume of < 50 cm?;

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

Patients with low-risk PCa are the most suitable candidates for low-dose rate (LDR) brachytherapy. Further



Brachman
et al 2000 RT

BT
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et al 1998
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Evoeiteic AKO-BPAXY o0toVv KALVLKA EVIOTILOMEVO

KQPKLVO TTpOOTATN

outcome and toxicity, i.e. 60 Gy/20 fractions in four weeks or 70 Gy/28 fractions in six
weeks.

Recommendations LE GR
Offer external beam radiation therapy (EBRT) to all risk groups of non-metastatic PCa 1b A
In low-risk PCa, use a total dose of 74 to 78 Gy. 1a A
In patients with low-risk PCa, and selected intermediate-risk PCa, without a 2a A
previous transurethral resection of the prostate (TURP) and with a good International

Prostate Symptom Score and a prostate volume < 50 mL, offer low-dose rate (LDR)

brachytherapy.

In patients with intermediate-risk PCa use a total dose of 76-78 Gy, in combination with |1b A
short-term ADT (four to six months).

In patients with high-risk localised PCa and locally advanced cNO PCa, use EBRTtoa |1a A
dose of 76-78 Gy, or combined EBRT with brachytherapy boost (either high-dose rate | EBRT

[HDR] or LDR). Radiotherapy should be given in combination with long-term androgen | 1b

deprivation therapy (two to three years). brachytherapy
Offer intensity-modulated radiotherapy (IMRT) for definitive treatment of PCa by EBRT. |2a A
Moderate hypofractionation (HFX) with IMRT including image-guided radiation therapy |1a A
(IGRT) to the prostate only can be offered to carefully selected patients with localised

disease (as discussed in the text).

Moderate HFX should adhere to radiotherapy-protocols from trials with equivalent 1a A

In everyday practic€@ minimum dose of > 74 Gy B¥ecommended 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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Clinical Research Paper

Comparison on efficacy of radical prostatectomy versus external
beam radiotherapy for the treatment of localized prostate cancer

Linyan Chen'’, Qingfang Li!, Yexiao Wang’, Yiwen Zhang'" and Xuelei Ma*
ABSTRACT

Since there was no consensus on treatment options of localized prostate cancer,
a meta-analysis was performed to compare the efficacy of radical prostatectomy (RP)
versus external beam radiotherapv (EBRT) concluding three-dimensional conformal

CONCLUSIONS

In summary, RP was related with decreased risk
of overall and cancer-specific mortality as well as better
-]rear and lﬂ-}rear OS and CSS in glleral There were

Fi. [l B B I d " i- i
suggested to be a promlsmg alternative option for Inw to mtermedlate risk patients.
Large-scale prospective studies with risk stratification and adequate follow-up length
were needed for further comprehensive comparison.




ABSTRACT

Since there was no consensus on treatment options of localized prostate cancer,
a meta-analysis was performed to compare the efficacy of radical prostatectomy (RP)
versus external beam radiotherapv (EBRT) concludinag three-dimensional conformal

CONCLUSIONS

cIc WCIc

" - FIE B b [l B B I 1 d w d L i
suggested to be a promising alternative option for low- to intermediate-risk patients.
Large-scale prospective studies with risk stratification and adequate follow-up length

were needed for further comprehensive comparison.




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 pl{lk} MPOOTATEKTOMN £iXE TNV LEyAAUTEPN apvNTIKA EMidpacn otnv
OTUTLKNA LKOVOTNTA KOl TNV OKPATEL TWV OUPWV O€ oXeon e tnv AKO Kall
TNV evePyo mapakoAovOnon.

2tnv opada mov untoBARONKke o€ AKO n OTUTLKN LKOVOTNTA EMNPEAOCTNKE
ONUOVTLKA TO TIPWTO £EAMNVO KAl KATOTILV ETOVAABE o€ Karmolo Pabuo, evw
N EYKPATELO TWV OUPWV SEV EMNPEACTNKE CNUAVTLKA oo tnv AKO.

2TnV opada tn¢ evepyou mapakoAouOnong n mtwon Tt OTUTIKAC
LKOLVOTNTOC KAl TNG EYKPATELAC ATAV OTASLAKK HE TNV IAPOS0 Tou XPOVOoU.
OL SLatapaxEC armo TO YOOTPEVIEPLIKO CUCTNO ATAV ONHOVTIKEG OTNV
opada tnc AKO oto mpwTto e€ApNVo aAAd LETA e€opolwONnKay pE Ta AAA
U0 yKpouTt aoBevwv.

TEAocg v umtnpXOV ONUOVTIKEG SLaudopEC avALECO OTLC 3 OUAOEC
aoBevwv 6oov adopovoe TNV olotnTa TS {wNC , To AyXOC KAl TNV
KaTaBALN.


https://www.ncbi.nlm.nih.gov/pubmed/27626365?dopt=Abstract
https://www.ncbi.nlm.nih.gov/pubmed/?term=ProtecT%20Study%20Group%5BCorporate%20Author%5D

Proton beam and carbon ion beam therapy

H evépyeLla Tou mpwTtoviou amodidetol oto TEAOC TNG
nopeloc tov ocwpatidbiov otov Loto(the bragg peak) ko 0xL o 0An
TNV MOPELA TNG AKTLVOC OTIWC 0TNV KAa.ooLKn Beparmeia pe pwtovia.

» Emilonc n evépyela oTAMATAEL ATIOTOMA OTO TEAOC TNC TOPELAC TOU
PWToViou Kat 6ev SLameEPVAEL TO UTTOAOUTO CWHLA LE TO BEWPNTLKO
TIAEOVEKTNUA OTL SeV akTwvoBoAouvTal LoTolL OTtwE N KUOTN KL TO
EVTEPO.

» To HELOVEKTNUO E(VOL OTL AKPLBWC AOYW OUTWV TWV LOLOTATWYV TNG
EVEPYELAC TWV MPWTOVIWV N LETAKLVNON TWV LOTWV HECA OTO
avOpwriLlvo cwpa ETNPEATEL ONUAVTLKA TO TEALKO ATTOTEAECUA

» Ol pueA€tec o €xouv Yivel o ouykplon pe tnv IMRT €xouv dwoel
QVTIKPOUOUEVA OTTOTEAEC AT

EAU guidelines = promising
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H kpuoBeparmeio we mpwtapxLlkn Oepareia otov
KALVLKOL EVIOTILOMEVO KOPKLVO TIPOOTATN

Best Practice Statement on Cryosurgery
for the Treatment of Localized Prostate Cancer

Richard J. Babaian (Chair),* Bryan Donnelly (Facilitator),f 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 DOI1:10.1016/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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Evoeitelc kpuoBeparmeiac to 2016

11.2.4  Summary conclusions for CSAP

Patients with low-risk PGa (PSA < 10 ng/mL, < T2a, Gleason score < 6) or intermediate-tisk PCa (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.
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KPITAPIO QVTATTOKPIONG

Ta atToTEAEOPATA €ival TTEPIOPICUEVA



2UUTTEPACUATA OXETIKA PE TIC TTEIPAMATIKEG
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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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