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2Taolotroinon TNM

> To oTAdI0 pIag TTABNoNG (stage) dev TTapaucEvel aueTaBAnTo,
OAAQ OIAUOPPWVETAI O€ XPOVIKA anMEIa TNC TTOPEIAC EVOC
aoBevoucg
« KAIVIKO 010010 (c-TNM)
= TTa0B0AOyoavaTOUIKO OTAOIO (p-TNM)
= 0TAOIO PETA aTTO Oepartreia (yc-TNM)
= uTTOoTPOTTH (r-TNM)
- auTtowia (a-TNM)




T otddlo

T1 KAIVIKG Jn aviXVeEUOINOG OYKOG, U wnAa@nTog

T1a TUXQi0 1I0TOAOYIKO eUpnua o€ <5% TTpocTaTIKOU I0TOU

T1b TUXQio I0TOAOYIKO eUpnua o€ >5% TTpoCTATIKOU I0TOU

T1c Aldyvwon pEow Biowiag Oykou o€ £va ) OUo Aooug, un ynAaenTog

T2 YnAapnTOC OYKOG EVTOTTIOUEVOG OTOV TTPOCTATN

T2a Oykoc 1Tou KataAapBavel AiyoTepOo atrd TO MICO TOU EVOC Aof3ou

T2b Oykoc 1Tou KaTaAauBavel TTEPICCOTEPO ATTO TO HIOO TOU £VOC AoBoU aAAd 6xI Tov
AaAAo AoB6

T2¢C OyKocC TTou KataAauBavel Kal Touc dOUo AoBou
ECwITpooTaTIKOC OYKOC TTOU OEV OINOEI YEITOVIKEC DOUES

OyKOC ME ECWTTPOOTATIKNA ETTEKTAON (ETEPOTTAEUPN ) APMPOTEPOTTAEUPN)

Oykocg 10U dINOEi TIC OTTEPUATODOXEC KUOTEIG

Oykoc¢ kaBnAwpEvoc N TTou dINBEI YEITOVIKEC DOMEC OTTWG £CW OPIYKTPAG, KUOTN,
0pB0O, AVEAKTAPEC N TTUEAIKO TOIXWuA




Tumor Nodes Metastases

Regional Lymph Nodes (N)
CLIMICAL

MX Regional lymph nodes
WeTe ot assessad

M0 Mo regional vmph node metastass
N1 Metastasis in regional
mph node(s)
PATHOLOGIC

pNX Fegional nodes not sampled
pHl Mo pesitive regional nodes

pN1 Metastases in regional node(s)

Distant Metastasls (M)*
MO Mo distant metastasis

o & |
C M1a Monregional lymph nodels) )
=

M1c Othersite(s) with or
without bone disease
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> N KAIVIKA Tacivounon (T oto TNM) Ba trpétrel va BaaileTaul:
- MONO orta eupnjpata tng DRE
- OXI| oT1a eupuaTa TNC ATTEIKOVIONC

- OXI oTa guprjuata TnNG Blowiag TTPOCTATN OXETIKA UE TNV EVTOTTION

TOU OYKOU

< NN YnAapnTOC OYKOC TTou dlayvwaoOnke Pe Blowia Kal oToug dUOo
Aoouc Tacivopeital wg KAIvikou oTtadiou T1c kail ox1 T2c
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High-risk localised PCa or high-risk locally advanced PCa
Use prostate mpMRI for local staging 2b A
Performn metastatic screening including at least cross-sectional 2a A

abdominopelvic imaging and a bone-scan

CT=computed tomography: GR=grade of recommendation; LE=level of
evidence; mpMRI = multiparametric magnetic resonance imaging. MRl =
magnetic resonance imaging PCa=prostate cancer; TRUS = transrectal
ultrasound.

Table 1 - EAU risk groups for biochemical recurrence of localised and locally advanced

rostate Cancer

Lowr-risk Intermediate-risk
Defimi tion
PSA < 10 ng/mL PSA 10-20ng/mL PSA = 20 ng/mL any PSA
and GS <7 or GS7 or GS =7 any GS
and cT1-2a or cT2b or cT2c cT3-4 or cN+
Localised Lovcalised Lovcalised Locally advanced

GS=Gleason score; PSA = prostare-specific antigen.

EAU-ESTRO-SI0G Guidelines on Prostate Cancer. Part 1: Screening,
Diagnosis, and Local Treatment with Curative Intent




UCSF-CAPRA score

https://www.mdcalc.com/ucsf-capra-score-prostate-cancer-risk#evidence

Table 1. Calculation of the University of California, San Francisco 8 _
Cancer of the Prostate Risk Assessment (CAPRA) score* 4 Kﬂ
Variable Corresponding points
PSA at diagnosis, ng/mL
<6.0 0 ~
6.0-10 1 o °
10.01-20 2 2
20.01-30 3 =
>30 4 2 o
Gleason score at biopsy examination, et g -
primary/secondary pattern -g
1-3/1-3 0 S
1-3/4-5 1 o R
e 5 S prostate cancer-specific
Age at diagnosis, y S | A
g - survival/group
=60 1
Clinical tumor stage
Ti1a=T2c 0 g CAPRA 0-2 —————— CAPRA3-5 ———— CAPRA6-10
= 1 S | T | | | T | |
%jgsblopsy cores positive for cancer " 0 o B 6 8 10 12
>33 ] Years

Range 0-10

Cooperberg MR, et al. Risk Assessment for Prostate Cancer Metastasis and Mortality at the Time of Diagnosis. J Natl Cancer Inst. 2009



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2697208/
https://www.mdcalc.com/ucsf-capra-score-prostate-cancer-risk#evidence

High risk*
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Time since diagnosis, yr Time since diagnosis, yr Time since diagnosis, yr Time since diagnosis, yr
Men al risk, no. Men al risk, no. Men al fisk, no. hen al risk, no
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Rider JR, Long-term outcomes among noncuratively treated men according to prostate cancer risk category in a nationwide, Q
population-based study. Eur Urol 2013



T1 Ba oupfei oToug aoBEVEIC YE TOTTIKA
TTPOXWPNMEVO KAPKIVO XWpPIC pIdIKN BepaTreia

HAIKia < 65
12.184 GvOpEeC UE TOTTIKA
] T g S wnl Tpoxwpnuévo PCa (c-T3/T4) A
o & T2 ka1 PSA amé 50 w¢ 99 ng/ml
o] j . XWPIC YETOOTACEIC

100 %] Gleason score 7 100 %]  Gleason score 8-10
_| Age85+yr

HAIkia > 85

—ri ) At-risk patients,
No. 322 159 73 T 13 No. 390 151 39 1" 3

Dsesath froen cirulatony d Baase |:| Do fmm oo cases

Akre O et al. Mortality among men with locally advanced CaP managed with noncurative intent: a nationwide study in PCBaSe. Eur Urol 2011



- TOTTIKG TIPOXWPNMEVOS KAPKIVOG TOU TIPOCTATN

> AEUPADEVIKI VOOOC Kal UIKPOMETAOTACEIC NON KATA TN
dlayvwaon
> [B10XNMIKN UTTOTPOTTN, £CEAICN TNG VOOOU Kal BAvaTo

> ATTOAUTN €vOeicn via pidikn Bepartreia

* JovoBepartreia gival ouvnBwc aveTTapkng,
QATTAITEITAI CUVOUQCTIKI QAVTIMETWTTION




~ OePATTEUTIKEC ETTIAOVEC

-P1dikn TTpooTaTtekToun + PLND
-Pi1{Ikn) akTivoBeparTreia +/ Bpaxubepartreia

+/  ETTIKOUPIKN OpuOoVvoBEpaTTEia

-ouvouaouocg P.IT kal akTivoBepaTtreiag




O poAoc¢ TNC pICIKNC BEpaTTEIC OTOV TOTTIKG
TTPOXWPENMHEVO KAPKIVO TTPOCTATN

T3, PSA<50
any N, MO, n=10.316

T4 /kar PSA 50-200
any N, MO, n=7.500

MRR for death from PCa

MRR for death from all causes

Very high-risk PCa Locally advanced PCa
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Radical treatment, 9% Radical treatment, %
Very high-risk PCa Locally advanced PCa
1.2+

MRR for death fom all causes

OS

| OS

—
80

50% AiyoTepol
Bdavarol o€ TOTTIKA
TTpoxwpnuévo PCa
ME TOTTIKI) BepaTreia
(akTIvoBeparreia /
TTPOOTATEKTOWN)

T T
A0 B0

Radical treatment, %% Radical treatment, %

T
80

Stattin P et al, Association of radical local treatment with mortality in men with very high-risk prostate cancer: A Semiecologic,

Nationwide, Population-based Study. Eur Urol 2017




yiaTi 6x1 yévo opuovoBeparreia;

MeAétn PROTECT
401 aoBeveig e TOmKA TTPpOoXWpnUEvo CaP
34% pe PSA>20, 21% pe GS>7 , N1/M1 = 9%

2 UVOAIKN €1TIfiwon

(B)
|:'E'| 1004 J-"'*-._._ Fentatecin my
18+ — = Pmytsbactemmg i = — Fadotherapy
) — AT E
’ i = 5hd
Ei1dIkn yia E 2
, , £ W A
KAPKivo €TTIRiwan 5
Liogg-rank fast, o< 0.0000
LegE-rank feik, o< 0,000 o T T i
8 : ) 7 ] 5 ia 15
0 5 10 15 S Time yr)
Mumbar ot rok Time Il'”:l Prastabectomy 54 48 ] 1]
Frofaacenry B 15 ] il Er_l:ﬂ"-'"'". Ellii '!_:“! ‘.'“!_l E:
Radictherspy 246 HE de 1}
AT iz2 Eed ko ¥}

Johnston T et al, Eur Urol 2017



PIZIKH NMPO2ZTATEKTOMH
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- EAv 0 0yKOoC 0¢gv gival KaBNAWMPEVOC Kal Oev OINBEi Tov
£CW OQIYKTNPA N PICIKN TTPOCTATEKTOUN UE EKTETAMEVO
AEPPADEVIKO KOBAPIOUO UTTOPEI VO ATTOTEAEDCEI TO 1°
BApa JIag ouvOuaoTIKNG Bepartreiac.




H pIdIKN TTPpOOTATEKTOMN OEV €ival TO idIO
XEIPOUPVYEIO

Low risk Intermediate risk

 Bilateral nerve sparing
 Intrafascial dissection
« OXIPLND

FIG, 2. Pesterior view of extracted prostate specimens. The black arrows demonstrabe the various degrees of NVE dis-
section for (a) IFNP, (b) partial EFMP, and (¢) wide EF resection.




N GAAN TTAEUPQ TOU VOUIOMOTOC

[110 EKTETAPEVO XEIPOUPYEIO CUYKPITIKA PE low-
iIntermediate risk Cap

- MeyaAuTepoC KivOuvocg akpaTelac/2A
« MeyaAUTEPOC KivOUVOC ETTITTAOKWY (AEUPOKAAN,
AEU@OIONMA) aTTO TOV AEUPADEVIKO KABaPIoUO

* XEIPOUPYEIO €ival TO TTPWTO BAMa TNG BepaTreiag




P.IT pe Aeppadeviko kaBapiouo (PLND)

v/ oT1adIoTToinon
V' €TTIAOYR} aoBevwyv yia oppovoBepaTreia
V' pICIKA BepaTreia o€ KATTOIOUG a0Beveic

Table 2 - The impact of the extent of lymph node dissection on nodal staging, including a proposed new standard extended lymph node
dissection template based on these results

N+ patients correctly N+ patients in whom all N+ removed, Nodes removed,
staged, no. (%, 95% CI) N+ removed, no. (%, 95% CI) no. (%) no., median (IQR)

Obturator LND ) 5/34 (15)3-26) 23/91 (25)

[imited LND (external iliac plus 2634 (Y6762-88) 10/34 129, 15-44) Z7]91 (52)
obturator regions) G

Extended LND (external and internal 32/34 @5-100) 26/34(76)62-88) 79/91 (87) (6 Jo-21)
iliac plus obturator regions)

New suggested LND template (eLND plus 33/34 (97, 91-100) 30/34 (88, 76-97) 87/91 (96) 18 (12-23)
Eresacral rEﬁ'mns! o~ g

Superextended LND (eLND plus presacral 33;1-10{1} 33;31-1 00) 90/91 (99) W}
Elus common iliac rﬁinns)

Superextended LND plus SN 34/34 (100) 34/34 (100) 91/91 (100) 21(16-27)

N+ = node-positive; Cl = confidence interval: IQR = interquartile range; LND = lymph node dissection; eLND = extended lymph node dissection; SN = sentinel
node.

Joniau S et al. Mapping of Pelvic Lymph Node Metastases in Prostate Cancer. Eur Urol 2013 ’l



Original Article: Clinical Investigation

INTERNATIONAL JOURNAL OF

Lymph node count threshold for optimal pelvic lymph node
staging in prostate cancer

1.00 - R T —
g o f,ﬁ”: > 20 AeUPADEVEC ‘ 90% cwOoTA aTadIoToiNoN
€ os0- /
i
=
g?% n._m n <8 Aepgadévec I 50% CWOTH OTABIOTONON

2o f' >
ol |
L / 20.789 pICIKEC TIPOGTATEKTOWEC + PLND
Bl SUOYETION OPIBUOU AEPPAdEVWV KOl
E il oTadIoTToIiNONG
3 , , ,
st PRI oY MEoog aplBuoc Aeppadévwy 6.4
Lymph mode count

Abdollah H et al. Lymph node count threshold for optimal pelvic lymph node staging in prostate cancer. Int J Urol 2012



Impact of Adjuvant Radiotherapy on Survival of Patients
With Node-Positive Prostate Cancer

Firas Abdollah, R. Jeffrey Karnes, Nazareno Suardi, Cesare Cozzarini, Giorgio Gandaglia, Nicola Fossati,
Damiano Vizziello, Maxine Sun, Pierre I. Karakiewicz, Mani Menon, Francesco Montorsi, and Alberto Briganti

VOLUME 32 - NUMBER 35 - DECEMBER 10 2014

JOURNAL OF CLINICAL ONCOLOGY

* 1107 aoBeveic peta P.I'N pue pN1

* ADT, + EBRT (35%)

>AU0 opadEG a0BevWY WPeANBNKaV ATTO TNV ETTIKOUPIKN aKTIvOBepaTreia:

a) > 2 0BeTikoug Aeppadeveg, Gleason score 7-10, pT3b/pT4 otadio r) OeTIKA
XEIPOUPYIKA Opla

B) 3-4 Aep@adevec avecapTnTa atro AAAG OYKOAOYIKA XAPOKTNPIOTIKA

A 1.0 B L ——
% SIS
Eight-Year CEM-Free Survival [95% CI)
— DB — B4
Entira = ®
Cohort sHT Alona eAT &+ aHT P om o o
£%5 =k
Gloason scona 2-6 2.6 98.4 100 ki il e e
in="133; 12%) (858 to 1000 | (96.4 80 100) | {100 to 1009 w o o
T o
Pasitiva : o T
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Fig 1. A nowel cancer-speafic mortality ICEM) nsk stratification tree based on data for 1107 patients with phl1 prostate cancar trasted with radical prostatectomy, SR ks GHT aRT ples BT
anatomicaly ewtendad pelvic lymph nioda dissection, and adpvant hormonal tharapy 13HT] with or without adpeant ediotherapy @ATE SM, sungical margins CE a o a 1 z 4 5 5 B CE [ L] 1 ? ] 2 ? ? ?
MF M4 M0 1M M5 B D0 & 52 42 HR T B %5 N W [ M W O w@

Fig L KaplanMeier cunsas depicting canoer-spacific mortality-frea rta in 1,107 patients wath pM1 prostate cancar treated with surgany and adjuvant radiotharapy &2AT

Abdo”ah F Et al Journal Of CI|n|CaI OnCOIOgy 2014 plus adprant hormional tharapy (aHTD verswes aHT alona. Patiants wera stratificd acoording to the regression tree rsk categonas. Results are shown for U tha

intarmedizte-risk group and (B) tha high-sisk group. CF, cumuletive events; NR, Ma. at risk.



The Benefits and Harms of Different Extents of Lymph Node
Dissection During Radical Prostatectomy for Prostate Cancer:
A Systematic Review

- There was no good-quality evidence indicating that any form of PLND improves
oncological outcomes compared to no PLND.

- No good-quality evidence indicating that ePLND improves oncological outcomes
compared to LPLND or SPLND.

- non-oncological outcomes: PLND was associated with significantly worse intraoperative
and perioperative outcomes compared to no PLND in 20 retrospective studies.

- urinary continence and erectile function recovery were evaluated in 3 retrospective
studies, and no significant differences were observed.

- On the basis of the current results, the therapeutic benefits of PLND
during radical prostatectomy remain unproven.

Fossati N et al. Eur Urol 2017



OyKoAoyIKa Kal AEITOUPYIKA OTTOTEAEOUATO
ueta P.I1

- Martini Clinic, 1369 very high risk CaP

- 69% eTePOTTAEUPN N apPoTEPOTTAEUPN diatnpnon NVB

> 2TUTIKN AsiToupyia (epwtnon 2 Tou lIEF-5) : 46% @ 1 xpovo

> Eykpareia : 80.9% eykpareic (0-1 TrTava ac@aAsiag) @ 1 xpovo

 [1poyVWOTIKOI TTAPAYOVTEG:
= 2TU0N (NAIKIQ)
- Eykpareia (nAikia < 60 kal auew diatripnon NVB)

Pompe R et al. Oncologic and functional outcomes after radical prostatectomy for high or very high risk prostate cancer: European
validation of the current NCCN® guideline. J Urol 2017




Functional Outcomes and Quality of Life After Radical

Prostatectomy Only Versus a Combination of Prostatectomy with
Radiation and Hormonal Therapy

> 13.150 high risk CaP acBeveig TTou uttoARBnKav og PICIKY) TTPOCTATEKTOUN
(1992 - 2013)

> RP + RT (905), RP+ ADT (407) ka1 RP+ RT + ADT (688)
=RP+RT - + 4% okpaTela , +1% Bapid akpdTEla CUYKPITIKG pe RP

EYKPATEI | . Rp+RT+ADT # + 4% akpareia, + 3% ocofapr] akpAaTeld CUYKPITIKA e RP+RT
<+ RP+RT 18% xeIpoTEPN OTUON CUYKPITIKA e RP
- o RP+RT+M 17% X€1pOTEPN OTUON OUYKPITIKA ue RP+RT
1 RP+RT ”/o XEIPOTEPN TTOIOTNTA {WHG OUYKPITIKA e RP
QoL 1 RP+RT+ +12% emdcivwon otnv mmo1otNTa {WNG OUYKPITIKA nE RP+RT

Adam M et al, Eur Urol 2017



Five-year BCR-free probability (%)

60 70 80 90 100

50

XEIPOUPYIKN EUTTEIPIA N TEXVOAOYIA

_|-_High risk

500 1000 1500

Surgeon experience

Klein J et al. J Urol 2008

2000

7o, \

L

fiwy
Big surgeon, big incision...? &)

Open vs robotic RP o€ high risk CaP

> Kauia dla@opda OTa OYKOAOYIKQ

ATTOTEAEOMATA N TNV EYKPATEIQ

> Mikpr) 01a@opa aTn OTUTIKA AEITOUpYia

> TTAEOVEKTNMA TNG POUTTOTIKNG O€ OIAPKEIQ

VOONAEIaG, ATTWAEIQ AiPaTOC

@



2UUTTEPAC AT

- H pI(IK TTPOCTATEKTOMN Eival ECAIPETIKA ATTOTEAEOUATIKNA ETTIAOYN O€
Q0BeVEIC JE TOTTIKA TTPOXWPENUEVO KAPKIVO TTPOOTATN Kal TTPOCOOKIUO
empiwong 5-10 xpovia

« TOTTIKOC £AEYXOC VOOOU, QTTOQUYN TOTTIKWY UTTOTPOTTWYV
(udpoveEPpwaon, etrioxeon) otadiotroinon (PLND)

« [TAeovEKTNMO OCUVOAIKNG €TTIRiWoNG Kal €TTIRIWoNG €10IKN YIO KAPKIVO

- yovoBepartreia oto 50%

= aTToKaTaoTaon otuong 45-70% & eykparteiag 80% oTov Xpovo

= AKTIVOBOAIQ r)/Kal opuovoBepatreia ETTIOEIVWVOUV OTUON KAl EYKPATEIN




~ OePATTEUTIKEC ETTIAOVEC

‘P1(ikn TTpooTartekToun + PLND
P11k} akTIvoOBepaTtreia +/_ BpayxubepaTreia
-ouvouacouog P.IT + akTivoBepartreiag




High quality akTtivoBeparTreia yia high grade '
Kapkivo TpooTarn

1. ADT long term

2. Brachytherapy boost




Articles

Long-term results with immediate androgen suppression and
external irradiation in patients with locally advanced prostate

cancer (an EORTC study): a phase lll randomised trial

Michel Bolla, Laurence Colletta, Léo Blank, Padraig Warde, Jean Bernard Dubois, Rena-Olivier MirmanofT, Guy Storme,
Jacques Bernier, Abvaham Kuten, Cora Sternbarg, fohan Mattelzer, foss Lopaz Toracilla, J Rafzel Plaffer,
Carmel Lino Cutajar, Alfredo Zurio, Marianne Pierart

100
% EII.'_I: .
50% peiwon ouVOAIKNG 2 6o T
’ , b ol
OvnTtoéTNTAC OTA 3 XPOVIA UE ~ i g Radiciherapy aione
ouvOuaouoO aKTIivoBeparTreiac + . Eg; sl
ADT £vavTi yovo 61 % 52 1 5 & 7 &
’ . Time since randomisation [years)
aKTIvoBepartreiag o€ high O N Wumber of patients at sk
. , S Bl B 1940 177 1468 108 70 465 30 16
risk/Totmka Trpoxwpnuevo CaP e R e ANt
Figure 2: Kaplan-Meier astimates of overall survival by
treatment group

iC=numbsr of deaths; N=number of patlents.

Bolla M et al. Long-term results with immediate androgen suppression and external irradiation in patients with locally advanced
prostate cancer (an EORTC study): a phase Il randomised trial. The Lancet 2002



How long is “long enough™?

>a1ro 18-36 pnveg oppovolepatreia

o 23% TwvV high risk dev AauBdvouv ADT
(nAIKia, brachy boost) Nike towiong b fomple = B
Whi!ﬁﬁhhblt:&om;nr‘:ma.juat . : *::

o 90% Aappavouv ADT < 24 pynveg .
o 50% oTapaTtouv TTpIvV Ta 2 Xpovia | |

Muraliahar et al, Clinical GU 2016




WHICH IS BETTER?
SURGERY OR RADIOTHERAPY?

y
=




Surgery Versus Radiotherapy for Clinically-localized Prostate
Cancer: A Systematic Review and Meta-analysis

Christopher J.D. Wallis “*, Refik Saskin?, Richard Choo*, Sender Herschorn®"®
Ronald T. Kodama °®, Raj Satkunasivam “®, Prakesh S. Shah "%, Cyril Danjoux",

Robert K. Nam *?+<*

- Meta-avaAuon avadpOUIKWY PEAET
- RT augnuEvoc Kivouvocg Bavar

aTToE@RP (HR = 2.08)

- RT augnuEvoc Kivouvocg Bavar
arémmpoiadrimrote aitia (HR =1.68)
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Hazard ratio Hazard ratie
& Stady or subgiod ozand radis SE Wieight 1, ramgom, 85% CI I, ramdom, 5% Cl
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@ JAMA Network’

Radical Prostatectomy, External Beam Radiotherapy, or External Beam Radiotherapy With Brachytherapy Boost and
Disease Progression and Mortality in Patients With Gleason Score 9-10 Prostate Cancer

JAMA. 2018;319(9):896-905
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Radical prostatectomy versus high-dose
irradiation in localized/locally advanced prostate
cancer: A Swedish multicenter randomized trial

ACTA
UONCOLOGICA

with patient-reported outcomes | 5
Prostate specific survival
=~ 89 High risk aoBeveic, o | =
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- AkTivoBeparTeia (25x2 Gy) + ADT £
(6 uAveg) + brachy (2x10 Gy) boost 2 ..
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Years after diagnosis

Lennernas Bo et al. Radical prostatectomy versus high-dose irradiation in localized/locally advanced prostate cancer. Acta Oncologica 2015
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EORTC 22911

- 1005 aoBeveic (1992-2001) otadiou
pT3 pe diNBnon 2.K, kdyacg r} BeTIKA
XEIPOUPYIKA OpIa TUXAIOTTOINONKAV O€
AUEDC METEYXEIPNTIKA AKTIVOBEPATTEID

304 — SM-: W&S

Alive Progression Free (%)

N TTapakoAoudnon 201 SV e

- H gAelBepn PloxNUIKNG UTTOTPOTING o1 3 3§ i 5 & 7 & 3
eTIRiwon augndnke atmod 52.6% oe o a Tme(years)

, , SM-: W&S 33 116 109 95 72 53 38 25 19 11
74% o1nv oudda TS RT (5 xpdvia S SR A I T -
0 SM+: W&S 79 152 129 107 81 58 40 27 18 8
SM+: RT 35 142 135 125 103 83 62 45 34 12
fOI |OW u p) Fig 3. Biochemical progression-free survival by surgical margin status and allocated

treatment. N, number of patients; O, number of events; SM—/+, surgical margin
negative/positive; V&S, wait-and-see group (control); RT, irradiation.

JOURNAL OF CLINICAL ONCOLOGY

Van der Kwast TH, et al. Identification of patients with CaP who benefit from immediate postoperative radiotherapy. J Clin Oncol. 2007.



Adjuvant Radiotherapy for Pathological T3NOMO Prostate Cancer
Significantly Reduces Risk of Metastases and Improves Survival:
Long-Term Followup of a Randomized Clinical Trial

lan M. Thompson,*,t Catherine M. Tangen, Jorge Paradelo, M. Scott Lucia,
Gary Miller,* Dean Troyer, Edward Messing, Jeffrey Forman, Joseph Chin,
Gregory Swanson, Edith Canby-Hagino and E. David Crawford

SWOG trial

1 425 aobBeveic (1988-1995) pe pT3INOMO r)/kal BeTIKA XElpoupyIKA Opia
Tuxaiotroinénkav oe emkoupikn RT (60-64 Gy) i} TrapakoAoudnaon. (M.O

follow up 12,6 eTwv)

« BeAtiwon tng emBiwong  xwpic
METAOTAON

« BeAtiwon ™G OUVOAIKIG gl T ey
empBiwone (74% vs  66% e . N -

Figure 2. Survival by treatment arm

Conclusions: Adjuvant radiotherapy after radical prostatectomy for a man with
pT3NOMO prostate cancer significantly reduces the risk of metastasis and in-

creases survival.
Thompson et al, J Urol 2009



Adjuvant and Salvage Radiotherapy after Radical Prostatectomy
in Prostate Cancer Patients

Endpoints

HR (95% Cl) P

Biochemical progression-free survival

Clinical progression-free survival*

Metastasis-free survival

0.48 (0.42-0.55) <0.00001
0.73(0.62-0.87)  0.0003
0.77(0.62:0.96)  0.02

Qverall survival

0.97(0.67-1.42) 0.89

*Only reported in 2 out of 3 included trials; Cl: confidence interval; HR: hazard ratio

AvolkTa {nTnuata

doaon TuTtrog, fractions RT
evapen o€ Tipn PSA 7
dlapkela ADT 6-24 unveg ?

aueon pereyxelpnTikn RT yeiwver Tov
KivOuvo B1oxNMIKAG UTTOTPOTINAG
8% auenon 10-eToUC KIVOUVOU TOCIKOTNTAC

Table 5 - Ongoing prospective randomized trials comparing adjuvant and salvage radiotherapy (RT) in prostate cancer patients

Trial Design Arms Population Estimated Dose (median) Type of RT Primary Secondary endpoints

enrollment endpoint:

RADICALS RT Randomized, Immediate RT pT3/4 and/or pathologic 1350 patients GGGy in the isease-specific » Freedom from recurrence
multicenter, vs early sRT Gleason 7-10 and/or 33 fractions or prostatic rvival « Progression-free survival
open-label preoperative PSA =10 ngjml 525 in 20 fractions bed + pelvic » Overall survival

andfor positive surgical lymph nod « Non-protocol | ADT
margins » Toxicity
« Patient-reported outcomes
RADICALS HD Randomized, KT alone vs Patients due to receive RT 2800 patients 66 Gy in 33 fractions RT to the isease-specific » Freedom from recurrence
multicentes RT +6 mo ADT vs or 525 in 20 fractions  prostatic survival » Progression-free survival
pen-label RT + 12 mo ADT bed + pelvic » Overall survival
lymphnodes ~ » Non-protocol | ADT
» Toxicil
« Patient-reported outcomes
RA) Randomized, ws earl T Positive surgical margins and/ 470 patients 64 Gy in 32 fractions IMRT or 3D-CRT Bioche mical « Toxicity and QoL
ulticenter, or extraprostatic extension Tar gel failure * BCR-free survival
pen-label andfor seminal vesicle volume and Overall survival
invasion treatment plan ease-specific survival
centrally reviewed nt and local fail
tility
GETUG-17 Randomized,  aRT+ADT vs pT3R1 pNO or pNx 718 patients 66 Gy in 33 fractions 3D-CRT Progression-free all survival

multicenter,  early sRT+ADT
open-label

Randomized, aRT+ ADT vs
multicenter,  eSET + ADT
open-label

EDORTC 22043-30041

pT2R1 pNO or pT3 pNO with 600 patients®  64-74 Gy
undetectable PSA within 3 mo
from surgery




THE FUTURE OF RADICAL
PROSTATECTOMY
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available at www.sciencedirect.com
journa |l homepage: www.europeanuro logy.com
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Defining and Treating High-Risk Prostate Cancer:
Can We Do Better?

Leah Gerber “‘, Lionel L. Bariez ™, Stephen J. Freedland “-"-<~

“we have moved from asking whether surgery is a viable
treatment option for high-risk PCa to asking whether
it might bethe preferred treatment “
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* Optional for selected patients
with limited cT3a PCa, Gleason
score < 8 or PSA <20 ng/ml)

LE 3

*N+, MO no standard option LE

3

2008

2018

Offar RP N patlents with high-rsk locallsad PCa and a Iife sepactancy of = 10 years only as
part of mult-modal therapy.

28

Offar RP N selected patlents with kocally advanced (cT2a) diseass and a Ife sxpactancy = 10
years only as part of multl-modal tharapy.

2b

Offar RP I highly selected patlents with locally advancad diseass [cT3b-T4 NO of any T W)
only as part of multl-modal tharapy.
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BST Only

End of Study:
July 2015
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H avTIMETWTTION TWV ACBEVWV UE TOTTIKA TTPOXWPENMEVO KOPKiIVO TOU
TTPOOTATN €ival £€PYO 1ATPIKAG OUAdAG

H Bepartreia rpétrel va €0Tidlel TOOO 0TN TOTTIKA VOOO OCO Kal 0TNV
QAVTIMETWTTION TNG MIKPOMETAOTATIKIG VOOOU

H pIdIk TTpOOTATEKTOMN OTTOTEAEI BepaTreia yia KATAAANAQ
ETTIAEYMEVOUC 00DBevEIC

H €icaywyIKr) Kai n €TTIKOUPIKI) OpPJOovoBepaTTEia OEV TTPOCPEPOUV
TTAEOVEKTNMA £TTIRBIWONG OTN PICIKI TIPOCTATEKTOMI EKTOG ATTO TOUG
ao0eveiC e AeP@AdEVIKI) VOOO

AVTIBETO N ETTIKOUPIKA AKTIVOBEPATTEIQ TTPOCPEPEI TTAEOVEKTNHO
eMIPiwoNnNg o€ aoBeVEIC PUE UTTOAEIMPATIKA VOOO HETA TN PIJIKA
TTPOCTATEKTOWMN,KAI EIDIKOTEPA OE AUTOUC HE BETIKA XECIPOUPYIKA
opla
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O ouvduaouOC aKTIVOBEPATTEIAC ME ETTIKOUPIKI OPMOVIKN BEpartTeia
aucavel TNV emRiwaon £EvavT TNG AKTIVOBEPATTEIQC HOVNG 0€ a0BOEVEiG
LE TOTTIKA TTPOXWPENMUEVN VOOO

H pakpoxpOvog ETTIKOUPIKI) OPUOVIKI BeparTreia (3 £€Tn) @aiveral va
TTAEOVEKTEI TNG Bpaxuxpovng ( 6 UNVEQ)

H pI{IK TTPOOTATEKTOWMN) ETTITUYXAVEI KAAUTEPO TOTTIKO £AEYXO TNG
VOOOU aTTO TNV aKTIvoBeparTreia

2.€ a0B¢eveic ye Aeppadevikr) vOOO N QVTIMETWTTION TNG TOTTIKIC VOOOU
0€ OUVOUAO O JE avOPOYOVIKO ATTOKAEIOMO Divel TTAEOVEKTNUA
eMmRiwong
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