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EAU-ESTRO-ESUR-SIOG GUIDELINES

ON PROSTATE CANCER

T - Primary Tumour

X Primary tumour cannot be assessed

TO No evidence of primary tumour

T1 Clinically inapparent tumour that is not palpable
T1a Tumour incidental histological finding in 5% or less of tissue resected
T1b Tumour incidental histological finding in more than 5% of tissue resected
T1c Tumour identified by needle biopsy (e.g. because of elevated PSA)

T2 Tumour that is palpable and confined within the prostate
T2a Tumour involves one half of one lobe or less
T2b Tumour involves more than half of one lobe, but not both lobes
T2c Tumour involves both lobes

Tumour extends through the prostatic capsule

T3a Extracapsular extension (unilateral or bilateral) including microscopic
bladder neck involvement
T3b Tumour invades seminal vesicle(s)

T4

Tumour is fixed or invades adjacent structures other than seminal vesicles: external
sphincter, rectum, levator muscles, and/or pelvic wall




EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

| 7Invasion into the prostate apex or into (but not beyond) the prostate capsule is not classified

ias 13 butas T2.
2Metastasis no Iaer than 0.2 cm can be esfared pf.

2T2a to c only exist for clinical T2 (cT2). For pathological T2 they are no longer present in the
2017 TNM. Only pT2 exists.

SWhen more than one site of metastasis is present, the most advanced category is used.
(b)M1c is the most advanced cateqory.




EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

N - Regional Lymph Nodes

NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Regional lymph node metastasis

3
M - Distant Metastasis

MO No distant metastasis

M1 Distant metastasis

| | M1a Non-regional lymph node(s)

M1c Other site(s)

l ‘u-nvnmnwnnnwmwmwr-wpﬂv—"—"*""""—"'"“‘"""" ZedE Ve Lo lé



EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

Definition ’
l

Low-risk Intermediate-risk High-risk ;

PSA < 10 ng/mL PSA 10-20 ng/mL PSA > 20 ng/mL any PSA *

and GS <7 (ISUP orGS7 orGS>7 any GS

grade 1) (ISUP grade 2/3) (ISUP grade 4/5) cT3-4 or cN+

and cT1-2a orcT2b orcT2c Any ISUP grade

Localised Locally advanced

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

-
~N

- o
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OAITOMETAYXTATIKOX

Cancer. 1988 Jan 1;61(1):195-202.

Stratification of patients with metastatic prostate cancer based on extent of disease on initial bone

scan.

Soloway MS1, Hardeman SW, Hickey D, Raymond J, Todd B, Soloway S, Moinuddin M.

AoOeveic pe UETA- EOTIEC EIXAV UE
aoBeveic LUETAOTAOEIC
2. UYKPITIKA KAAUTEPN ATTO QUTOUG MUE BAaBwv




1995
H npwtn avakoivwon amo Hellman kon

Weichelbaum
LLE TOV OPO oAlyopueTaoTatikoc CaP

[MpwiLo GTAOLO OT1] OLAOIKAGLA EEEAIENC TOV
OYKOV. EVA. EVOLALEDO OTAOLO METAED TOITIKT]C
VOOOU KOl EKTETAUEV®Y UETATTATEDY

Cancer J Sci Am. 1995 Sep-Oct;1(3):174-9.

Radiation oncology and the new biology.

Hellman 81, Weichselbaum RR.




OAITOMETAYXTATIKOX

* [OVIOIOKEC MEAETEC £DEICAV DIOKPITEC BIOAOYIKEC CUMUTTEPIPOPEC
LMETACU OPIOKWYV PETAOTATIKWY BAABWYV KOl EUPEWC METACTATIKIG
vVOOOU

e 2TEVOTEPN TTAPAKOAOUBNON aoBevwyv

o KaAuTepn avadeicn oplakwyv BAapwv

* [1poNYUEVOC ATTEIKOVIOTIKOG EAEYXOC



OAITOMETAYXTATIKOX

NEEC HEAETEC DEIXVOUV OTI 0 EAEYXOC TNG TOTTIKNC VOOOU €ival TTOAU
ONMAVTIKOG KAl PaAivETAl OTI UTTOPEI VO TTPOCPEPEI OPEAOC OTNV
EMIRIWON KAl EKEI TTOU TEAIKA UTTAPXEI METAOTATIKI) VOOOC

Aqumn et al' Bionied..501 201

Ost.P et al Eur, Urol.67.852-863 (2015)



6 apBpa Kal 10 TTPOOTITIKEC
UMEAETEC TTPOCTTABOOUV VA
OpPICOUV TNV €vvola
OAIYOUETAOTATIKOC

‘MW-M“.‘4
abie 1 | Studies defining Proshat R R

£a s i Y e g ke AT 1t e i s R 00 UG, o i STNP—_—
WM n m ‘“" gy D ‘
etal’

Bone ondy.each  Bone wan
site < 50% size of
vertebral body

NS "Cocholine PETCT e 1), M58 = 6,
biopsy (n= 1), CT ins 1) ' 'Cohokee
PEI-C1 and M#d (n = 2

* Bone scan s “F40CPLTClin- 29
* Bone scan s “C-choline PET-Clin-4

Schick %
etal © Bone scan+ *f chkioe PET-CT
» Bone scan + " 'C-acetate PETCT

Decaestecker et ol o EFDGPET-C =32
» “F-choline PET-Cl {n~ 18

Ostetal ™ 9 FDG PET-CT .« 24) or *F chokine

PEI-Cln=92)
" Prospective trials (NCTI)
University of Florida (NCT01859221)*

Ahmed etol ™

Berkowic et ol

Sunnybrook Health Sciences Centre
(NCT02563691)*

Kimmel
Center (NCT02489357)"
Mayo Clinic (NCT01777802)*
Bone, LN

(NC102192788)”
NS (N1, M1a/b)*

- ,
(NCT01558427)*
Technische Universitat Dresden <5 NS
(NCT02264379)"

City of Hope Medical Center <5 NSIN1-3,M1)
INCT00544830)

Memorial Sloan Kettering Cancer NR <10 Bone. LN
Center (NCT02020070)"

Sidney Kimmel ComprehensiveCancer NR <3 Bone, IN —

Center (ORIOLE) INCT02680587)"

NS, central nervous system; FOG, fluorodeoxyglucose; LN. lymph node: NCT, national clinical trial identifier: NR, not ceported,
NS, not specified; ORIOLE, Phase ll randomized Observation versus stereotactic ablative Radiation for Oligometastat Prostate
Cancts. *N1 = Metastases in regional lymph nodes; M1 = Distant metastasis: M1a = Non-regional ymph nodes. M1b » Bone;

M1ic « Orher sites with or without bone disease.




TI OPIZETAI Q2 OAIFTOMETAXZTATIKOX ;

* O OpIOUOG PE BAon ToV ApIOUO TWV OPATWYV PETAOTACEWY
e 2€ 2 ApBpa £wg 5 PeTa-

* 1 &pBpo £wc 4 peta-

* 3 ApBpa £Ewc 3 PETA-



[Iooec petaotaoelc;

Pulm Med. 2012;2012:541656. Epub 2012 Sep 9.

Radiotherapy for oligometastases and oligo-recurrence of bone in prostate cancer.

« [abata et al cupTEpIAauUBavoUY. 1 ooTIKR 16N ME T0 50% 1N AlYOTEPO
MGG TTAEUPAG

e OE 2 JEAETEGC OUUTTEPIAAU[OVOVTAI OOTIKEG I AEUPIKEG UETO-

e N AVAOEICN TWV PETA- EYIVE OTIC S ATTO TIC 6 ne PET/CT



AJTelkovioT] OToV
OALYOUETAOTATIKO

« C/T and/or MRI

 SPECT (single photon emission tomography) bone scan

 PET radio tracers yia Ta 00TQ KAl TOUG JAAQKOUC I0TOUG, TO TTAEOV
xpnoipgotroinuevo gival to NawskF PET



OAITOMETAYXTATIKOX

* To evOIANECO OTADIO METACU TOTTIKIG VOOOU KaI EKTEVWV
UETAOTAOEWV

* Tic 2 TeAeutaiec 10€Tiec aug¢non otn diayvwon AOyw OTeEVOTEPNG
TTapakoAouBnong agBevwy Kal CEAiCEIC OTN OIAYVWOTIKEC HEBODOOUC

* 2NUAVTIKO ATTOTEAECHA N PEIWON ETTIOETIKWY BEpATTEIWV KAl
EIOIKOTEPA OTAV UTTAPXEI Mia JIKPN METAOTATIKA £0TIA TTX JOVAPNG
AEUPADOEVAC



OAITOMETAYXTATIKOX

(KAIVIKGQ OEQ0OUEVA) OOTIKEG N
AEUPADEVIKEC
e 2UVOUAOUOC BEPATTEIWV PEIWVEI AVAYKN TTAPNYOPNTIKWYV
EMTEMPACEWY (AVAOPOUIKEC UEAETEC)



OAITOMETAYXTATIKOX

« KAaooIkEC BeparTreiec (pICIKA TTPOCTATEKTOUIN), OKTIVOBEPATTEIQ)
TTPOCPEPOUV EAEYXO TNC TOTTIKNC VOOOU

« 'Evdeicn yetadotaoncg (akopn Kai 1 Aeppadéva) evioTe TTPOKAAEI
ETTIOETIKEC OEPATTEUTIKEC HEBODOOUC

* NewTtepa dedopéva deixvouyv OTI N BepaTtreia Tou KUPIOU OYKOU O€
AVOPEC ME META- 1N + AEPPADEVEC £XOUV OPEAOC OTNV CUVOAIKI)
emRiwon



OAITOMETAYXTATIKOX

* 2UYXPOVOG VOOOC (dev £xel D0B¢ei BepaTtreia oTov TTPOCTATN)

* MeTaxpovocC vOoOC (TTPWTA BEPATTEIa TTPOOTATN KAl EUPAVION UETA-
oTn OIdpKEIa TTapaKoAoUBNoNG, UTTOTPOTTN)

* [1IBavov £xouv dIa@OPETIKN PIOAOYIKN) CUUTTEPIPOPA TTAPOAO TTOU OEV
gival ¢ekadBapo n diagopd oTnVv £TTidpacn TNG BepaTreiag

Jeffrey et.al. Nature Reviews Urology 2017 :15-25



Bepameld OALYOUETAOTATIKOU

* [TpwTa O TOTTIKOC EAEYXOC TNG VOOOU

* AKOAOUOEI N BepaTreia TWV PETA- EOTIWV

* TEAOC ouoTnUaTIK XNUEIOBepaTtreia (epwTtnua N diapkela Tou ADT
OTaV TTPOCTIOETA!)

Ost et al . Eur.Urol.67 852-863/(2015)



Y UUITEPACLLATO

* Mia eTIOETIKN) OEpaTTEia o€ YETAOTATIKI) VOOO PTTOPEI va €ival
ETTWPEANC yIa ToV aoBev) aAAG gaiveTal OTI n BepaTreia TNC
TTPWTOTTOBO0UC £0TIAC (TTPOCTATNG) MEIWVEI TAV AVAYKN
TTapnyopNnTIKWY BEPATTEIWY

* [1pwiun TOTTIKN BEpaTreia KABUOTEPEI TNV AVAYKN CUCTNMIKWYV
Oepatreiwy 1 ADT

* TeAIkO 0TOX0C= BeEATIWON OTNV €MIRiWoN;



Bepameld OALYOUETAOTATIKOU

e 2 TUXQIOTTOINUEVEG TTPOOTITIKEC MEAETEC

« Belgian STOMP kai Baltimore ORIOLE

« KUPIOC OTOXOG N MEAETN KAIVIKNG €TTIOEIVWONG O€ 2 OUAdEC A0BEVWYV
(N pia opac Aappavel SBRT)

o AeUTEPEUWYV OTOXOC €ival O TOTTIKOC EAEYXOC, O EAEUBEPOC XPOVOC
ADT, n ToCIkOTNTA KaI N TTO10TNTA {WNC



KUPLOC 0TI

ta for loc herapy of the primary tumour
\ Additional

Oepameld

6 apBpa

[TpwTta BepaTtreia KUPIAC €OTIOC

AKoAoubnoe n Bepartreia Twv

UETOA- EOTIWV

EmmiTuxio=pn €moegivwon TNG

vOOOouU

Source Study design

Table 2 | Retros

Inclusion

Population-based, Mia-Mic
n=8,185, median

follow-up period:

16 months

Culp etol™

Population-based,
n= 7858, median

follow-up period:

NR

Antwi etal®

Popuwiorrbased.
n=1,538, median

follow-up period:

NR

Cratzke
etal*™

Satkunasivain Population-based,  * M
etal¥ n=4,069, median  * Age
follow-up period: 265 years

NR

Limited

Case-control,
M1

1= 61, median
follow-up period:
« 40.6 months (RP)
« 44,0 months

no RP)

Heidenreich
etal®

Choetal® Case-control, M1

n=140(38 cases).
median follow-up
period: 34 months

privation therapy. aHR. adj

k regression; C
& Oncology Group: FDG,
analysis; NLT. no loc al treatmen

ADI androgen de

Eastern Cooperahiy

MVA, multivarisble
monality; RP, radical prostatectomy.
outcome during rotal follow-up period

pective data for local consolidative t

RT, conformal radiation
flugrodeoxyq
1: NR.not rep:

RT. radiation therapy. SHR, subhazard ratio.

intervention ~ OS*

« RP {n=245) * 674%
81 (n=129) *52.6%

«NIT(n=7811) * 22.5%
P<0.001

CRP(e222)  *B20%
BT (n=120)  *667%

+NSR{n=7516) * 43.6%
P<0,0001

*RP (n= 74) « 55% (RP)
RTin=389)  *21%(other
«ADT(n=635)  therapy)

« Other in=440) P<0.01

sRP(n=47) «73%
« IMRT (n~88) «72%
« CRT (n=107) *37%
eNLT (n=3827) * 34%

«RP(n=23)
* No RP (n=38)

* Rl in=38) « (9%
«NoRT(n=102) *43%

usted hazard ratio; AJCC, Americ

therapy. CSM, cance
lucose; IMRT, intensity-

arted: NS, not specified,
‘Incases

CSs* MVA

e 75.8% SHR (CSM)
¢ 61.3% «0,38(0.27-0.53:RP)
v 48.7% « 0.68(0.49-0.9%8T)

P<0.001 « 1.00 (ref; NIT)

«84.7% aHR (CSM)

«71.1% «0.22(0.27-0.28:RP)
* 54.6% «0.40(0.32-0.51:8T)
P<0.0001 « 1.00 fref; NSR)

*NR NR

aHR (CSM)

« 0.48(0.27-085; R
«0.38(0.24-0 61: IMRT)
045 (0.64-1.14:CKT)
* 1,00 {ref; NLT)

HR (OM)
¢ 0A3 (P~0.015)

achytherapy. CC

1tee on Cancer: B1, br
fic survival, CT,

Information

MVA inc ludes:
Gleason score 28, i4,
PSA 220 ng/ml. AICC
N1 fversus NOLAJCC
M stage (versus M1a),
year of diagnosis

MVA includes: age.
race, marital status,
turnour grade, PSA
level, and cancer
registry

Overall survival
campared between RP
patients and non-RP
patients including RT,
ADT, and other)

« MVA includes:
sociodemoqgraphics,
primary Turmonr
charactenstics,
CCLADT, and
bons raddiation
within 6 mombs of

diagnosis.

« On CRR: SHR
{05% CI) for PCSM
vorsas NLT:

« RP 0581035095,
IMRT 043 (0.27-0.68)

Inclusion criteria;
<73 lesions on bone
scan; absence of
visceral or extended
[ N metastases;

PSA nadir <1ng/

ol after 6 months of

neoadprvam ADT
MVA includes:
FCOG status, site of
metastasis

I, Charlson comorbidity index:
computad tomography. £ COG,

. MRI, magnetic resonance imoging.
ol; PCSM, plostate-(.nn(cr-\gpuh(
aportion experiencing

www.nnuu.comlmwol
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Oepasmela kuplacg eoTiog
Eur Urol. 2014 Jun;65(6):1058-66. doi: 10.1016/j.eururo.2013.11.012. Epub 2013 Nov 20.

Might men diagnosed with metastatic prostate cancer benefit from definitive treatment of the

primary tumor? A SEER-based study.

Culp SH', Schellhammer PF2, Williams MB2.

* Culp et al 2010 peAEéTnoav emBiwon, ETONUIOAOYIA Kl TEAIKA
armroteAcouata (SEER) amé 2004-2010 ekTipnoav 1RV OAIKN Kal TV
aTTO KAPK. EMIRiwon o€ TotrikA BepaTreia (pIdIKr, Bpaxubeparreia)
OUYKPIVOUEVN O€ a0BeVEIC YE KAl XWPIC TOTTIKA B€p. dlaTTiIoTWONKE

QTTO TN VOOO UETA PICIKN KAl
META BpaxuB. AAAOI TTOPAYOVTEC TTOU OXETIOTNKAV NTAV TO KAIVIKO
oT1aodI0 TO Gleason, PSA, N, M (8185 aoBeveic, MO
TTapakoAouBbnoncg 16 unveg
 SEER = survelllance, epidemiology and End Resu'ts




Oepastela kuplag eotiag

Cancer Epidemiol. 2014 Aug;38(4):435-41. doi: 10.1016/j.canep.2014.04.002. Epub 2014 May 5.

Prognostic impact of definitive local therapy of the primary tumor in men with metastatic prostate

cancer at diagnosis: A population-based, propensity score analysis.
Antwi S1, Everson TM?.

* Antwi et al. 7858 aobeveic, cupTrepIEAAB AV NAIKIA, OIKOYEVEIAKI)
KataoTtaon, grade, PSA traparipnoav aTTo

KapKivo JETA pICIKN N BpaxubepaTtreia avecapTNTa JETAOTATIKNG
vOOOouU



Oepastela kuplag eotiag

Eur Urol. 2014 Sep;66(3):602-3. doi: 10.1016/j.eururo.2014.04.009. Epub 2014 May 10.

Role of radical prostatectomy in metastatic prostate cancer: data from the Munich Cancer

Registry.
Gratzke C', Engel J?, Stief CG®.

« 1538 aoBeveic €1n 1998-2010
oTnVv opada TnG PICIKNC Evavti 21% pn
xelpoupynuevouc (41% ADT, 25% akTivo-)



J Urol. 2015 Aug;194(2):378-85. doi: 10.1016/j.juro.2015.02.084. Epub 2015 Feb 21.

Radical Prostatectomy or External Beam Radiation Therapy vs No Local Therapy for Survival
Benefit in Metastatic Prostate Cancer: A SEER-Medicare Analysis.

Oool uttoBARBNKav o€ pIdIKA TTPOCTATEKTOMNA 1 TOTTIKN
OKTIVO-
OTA OOTA EVAVTI QUTWV PE KAUia
Oepartreia TOTTIKA



Depamela KupLaC EOTIOC

J Urol. 2015 Mar;193(3):832-8. doi: 10.1016/j.juro.2014.09.089. Epub 2014 Sep 22.

Cytoreductive radical prostatectomy in patients with prostate cancer and low volume skeletal

metastases: results of a feasibility and case-control study.

Heidenreich A1, Pfister D2, Porres D2.

o 23 avOpecg Ewc 3 BAGBec aTo omivlnpoypapnua, X OTTAAXVIKEC N
AEPPADEVIKEC PETA- KAl avTaTTOKplon o€ ADT

 control group nrav 38 acBeveic

o peEAETNONKE N atravinon o ADT

* eAéyxOnkayv etTitreda testo (<50ng/dl), n KAIviki €mideivwon (VEQ CUPTITWHATA
N METAOTAOCEIC) KAl N €TTIRiwon

* follow-up 40,6 pRvec

« 01 uTToBANBEvTEC o€ pIdIKN
(40 evavTti 29 unvwv) Kai VIO TTEPICOOTEPO
XpPOvo (38,6 vs 26,5 [.) atTd TOUG PN TTPOCTATEKTOUNOEVTEC

° N (91,3%vs 78,9%) ka1 atro | (95,6% vs84,2%)



J Urol. 2015 Mar;193(3):832-8. doi: 10.1016/j.juro.2014.09.089. Epub 2014 Sep 22.

Cytoreductive radical prostatectomy in patients with prostate cancer and low volume skeletal

metastases: results of a feasibility and case-control study.

Heidenreich A1, Pfister D2, Porres D2.




Depamela KupLaC EOTIOC

PLoS One. 2016 Jan 25;11(1):e0147191. doi: 10.1371/journal.pone.0147191. eCollection 2016.

Does Radiotherapy for the Primary Tumor Benefit Prostate Cancer Patients with Distant Metastasis

at Initial Diagnosis?

* 140 aoB¢eveic UE TTOIKIAEC EKTETAMEVEC UETAOTA-
« 38 = OgpaTreuTIKn

* 39 = TTapNyopNTIKN AKTIVO-

* 63 = KAUIa AKTIVO-

* follow-up 34 u.

* N OAIKN ETTIRIWON OoTNV 3€ETia = Kal 43% oTa
AaAAa groups
* [BIOXNMIKN UTTOTPOTTN OTNV 3ETIA = evavtl 16%

OTIGC OAAEG



Y UUITEPACLLATO

Meiwon BvnroTnTag, Kivduvou BavaTtou

Aucnon oAIKN¢ Kai €10IKNG aT1TO KAPKivo ETTIRIwOoNG
Aucnon Xpovou JEXPI TNV BIOXNMIKN UTTOTPOTIN
Aucnon Xpovou JEXPI TNV AVATITUEN EUVOUXOAVTOXNG
[1ePICCOTEPOC XPOVOG HEXPI TNV KAIVIKN ETTIOEIVWON
MikpOTEPEC TTIBAVOTNTEC VO AKTIVOFOANBoUV




Oepasmela LeTA0TACEWV

KATTOIEC UETA- EOTIEC AVATITUOCOVTAI TAXEWC, KATTOIEC Apyd TTIBAVOV
OUUTTEPIPOPA KOl EKPpaon

AUTO eTTIfERalwVETAI KAl ATTO YOVIOIOKA OEdOUEVA

Totmikn BepaTtreia (TrpooTATEKTOMN-PAdIOBEPATTEIA) EiVal AOPAANG Kl
TNV AvAyKn TTapnyopnTIKWY BEPATTEIWV

Ta atmoTeAEopaTA TWV TOTTIKWY BEPATTEIWYV OTNV ETTIRIWON 0LV

TEKUNPIWVOVTAI AKOMNN

ETTEuBaon £TTi TWV JETAOTACEWV (TTX OTEPEOTAKTIKI AKTIVOBOAIQ)

EXEI




Depasmela [LeTaoTAoEWY

* 5 UEAETEC

e TTPONYNONKE BEpaTTEia TOTTIKNG VOOOU

* TOTTIKOG EAEYXOC=HN AUCNON OYKOU O€
C/T

e EMITUXIO=aOUVaMIa ETTIOEIVIWONC VOOOU



Depameio LETOOTACEWY

Urol Oncol. 2013 May;31(4):455-60. doi: 10.1016/j.urolonc.2011.02.023. Epub 2011 Apr 11.

Safety and feasibility of image-guided robotic radiosurgery for patients with limited bone

metastases of prostate cancer.

* 40 aoBeveic ue1-2 ooTIKEC UTTOBANONKAV O€ OTEPEOTAKTIKI AKTIVO
QVECAPTNTA ATTO TNV AVTATIOKPION Toug aTov ADT
oTa 2 Xpovia
* NTTIEC TTAPEVEPYEIEC (12,5% vauTia, Evag acBevng KATayua)



Depameio LETOOTACEWY

Front Oncol. 2013 Jan 22;2:215. doi: 10.3389/fonc.2012.00215. eCollection 2012.

Stereotactic body radiation therapy in the treatment of oligometastatic prostate cancer.

* 17 aobeveic, Evag NTTATIKN META-, Evag ME 1 Aeupadeva Kal 19 pe
OOTIKEC

aoBevwy Pn avixveuoiyo PSA



Depasmela HeTaoTaoeEnV

Acta Oncol. 2013 Nov;52(8):1622-8. doi: 10.3109/0284186X.2013.764010. Epub 2013 Apr 2.

Androgen deprivation and high-dose radiotherapy for oligometastatic prostate cancer patients

with less than five regional and/or distant metastases.

follow-up 31 p. aocBevwy
eAEUBOEPOI KAIVIKAC UTTOTPOTTNC 58,6% aocBevwyv
oAIKN emIRiwon 92% aocBevwy

XWwpPIC ToCIKEC TTapevepyelec Grade 3




Depasmela HeTaoTaoeEnV

Clin Genitourin Cancer. 2013 Mar;11(1):27-32. doi: 10.1016/j.clgc.2012.08.003. Epub 2012 Sep 24.

Salvage stereotactic body radiotherapy for patients with limited prostate cancer metastases:

deferring androgen deprivation therapy.

24 a0o0¢gveic ye AvW TWV 3 OOTIKWYV ) AEUPADEVIKWYV PETA-

utToBANBnkav o SBRT
OTa 2 €TN

* 11 aoBeveic uttofANOBNKaV o€ 2n Bepartreia Kal 3 o€ TPITN

Vicious cycle of Bone Metastases

Tumor Cells in
Bone

Osteoblastic factors
o o - Endothelin-1

+ Fibroblast growth factor

o 0\ - Bone morphogenic proteins

B ivedt + Insulin-like growth factors
one-gerived tumor 2

gromj Osteolytic factors

© T

factors

rensforming growth factor A 21A':|:L
+ Ingulin-like growth factors ol lpk' 16.8
- Fibkoblast growth factors DISISWLasTS, Osteoblast
+ PlatyJet-derived growth factor LIN;;F steobilasts

+ BoneWorphogenic proteins

Osteoclasts ¥

Mineralized bone matrix

Derived from Roodman GD. N Engl J Med. 2004;350:1655-1664



Depasmela HeTaoTaoeEnV

Radiat Oncol. 2014 Jun 12;9:135. doi: 10.1186/1748-717X-9-135.

Repeated stereotactic body radiotherapy for oligometastatic prostate cancer recurrence.

e 50 aoBeveic, 54% Aep@adevikeg, 44% 00TIKEC, 2% OTTAAXVIKEC
utToBANBnkav o SBRT

 follow-up 2 xpovia,
un emoeivwon o€ 1 kai 2 £€Tn avTioToixa 64% kal 35%



AvoooDepastela

Lancet Oncol. 2014 Jun;15(7):700-12. doi: 10.1016/51470-2045(14)70189-5. Epub 2014 May 13.

Ipilimumab versus placebo after radiotherapy in patients with metastatic castration-resistant
prostate cancer that had progressed after docetaxel chemotherapy (CA184-043): a multicentre,

randomised, double-blind, phase 3 trial.

Franke FA13, Sundar S14, Agarwal N15, Bergman AM16, Ciuleanu TE”, Korbenfeld E1B, Sengelgv L19, Hansen 820, Logothetis 021, Beer TM22, McHenry
MB?3, Gagnier P?3, Liu D%, Gerritsen WR24; CA184-043 Investigators.

* 2TOXEUUEVEC AVOOO0BEPATTEIEC Eival (Ipilimumab)
* [1p0OC TO TTAPOV £XOUV ATTOTUXEI VO AUENOOUV TNV OAIKN €TTIRIWON
aAAQ €xOUV augnon TO XPOVO PEXPI TNV ETTIOEIVWON
TOUC OTOV OAIYOMETOOTATIKO




OAITOMETAYXTATIKOX

AVETTaPKN OEOOUEVA VIO ACQPAAN CUUTTEPACUATA OCOV aPOopPAa TNV
emRiwon




Tomxka mpoywpnuevoc

H pegiwon Tou KOPKIVIKOU PopPTiou, N avooopuBuion, N PEATIWHEVN
QVTATTIOKPION 0€ OeUTEPNG YPOAMNMUNG BepaTtTeia Kal N ATTOQUY TWV
OEUTEPOYEVWV ETTITTAOKWYV TTOU ATTOQIO0VTAI TN TOTTIKA AVATITULN TOU

OYKOU

Bladder

Seminal
vesicles

Prostate
Tumour




Tomxka mpoywpnuevoc

Tijdschr Gerontol Geriatr. 1998 Apr;29(2):74-9.

[The treatment of locally advanced (T3) prostatic carcinoma using radical prostatectomy or
radiotherapy. A review].

[Article in Dutch]
van den Ouden D1, Schrdder FH.

*16% OAwV TWV dlayvwaoBevTwy PC gival T3 (TOTTIKA TTpOXWPENUEVOL)
‘Méoocg opoc otn10eTia oto T3 peTA

PICIKN TTPOCT/UN TOTTIKN aKTIVOBEpaTTEIQ
S'ITIBi(JL)OT] 63% 39%
KAIVIKA emmideivwon 40% 61%
TOoTTIKN) uTTOoTPOTIy  18% 35%
Bioxnuikn uttoTpoTrr) 60% 93%

€10IKN €1TIRiwon 8% 44%



Tomxka mpoywpnuevoc

Ann R Coll Surg Engl. 2017 Apr;99(4):259-264. doi: 10.1308/rcsann.2017.0031.

Radical prostatectomy for locally advanced and metastatic prostate cancer.

Veeratterap@y_Rt Goonewardene SSQ, Barclay _J1, Persad RS, Bach C.

* H BeATiwon Kal N aucavouevn TWV XEIPOUPYIKWYV TEXVIKWV
EXOUV PEIWOEI TIC ETTITTAOKEC Kal TNV BvnNToTNTA OTN PICIKN

TTPOCTATEKTOUN (KUTTOAPOMEIWTIKN)
* H pICIkn TTPETTEI VO GUVOOEUTAI ATTO AEPPADEVEKTOMN
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B  6.2.5.1. Technique of lymph node dissection ¢
- Extended LND includes removal of the nodes overlying the external iliac artery and vein, the 2
’j nodes within the obturator fossa located cranially and caudally to the obturator nerve, and the 5

- nodes medial and lateral to the internal iliac artery. With this template, 94% of patients are z

~ correctly staged [366].

i

&

Nk
|

>
£
N

Common
iliac nodes

DA
3

BN NS
Qe

’ s

Superior

\\!»4;’ ; AN !‘4. ;,._, __S;}j‘fii;’/g \!‘ i",;’:’

l:—“ gluteal nodes
=,
4 :
S 0 Sacral N
7. =) ‘ nodes BN
XC, External :/
N iliac nodes -
N\E ’
.-,
7 A 4 Inferior s
B 1) gluteal nodes U
_ﬁ:’." 4 -lr';\
PN N
4 - -t
D..{ (1) LND para-aortal (6) LND internal iliac artery N
{»_u (2) LND interiliacal (7) LND fossa obturatoria 7
A (3) LND common iliac artery (8) LND external iliac artery ‘\
B an (4) LND around the promontorium  (9) LND sacral -
4:3\'\ (5) LND “triangle Marcille” :}/
4 ,_ ‘
4
b

1:-»-/ CRES Y- 730 , L—-\-‘ vrx—.:-/ v,lr}!u.p/ 7-‘ “Vl;t.-/\.- ‘V(:i-‘-/\bf J\rri, -—«/ \rr‘v;;'t:-:a-, Mﬁ, —(-/\v"ﬁvw\vr 4#@’ »ﬁ -’--’(.-T -
S . & .

-

'
N Y N N



Dtsch Arztebl Int. 2013 Jul;110(29-30):497-503. doi: 10.3238/arztebl.2013.0497. Epub 2013 Jul 22.

Results of radical prostatectomy in newly diagnosed prostate cancer: long-term survival rates in

locally advanced and high-risk cancers.
Isbarn H1, Huland H, Graefen M.

*ATT0 1992-2012 4391 aobBeveic

PT3a PT3b PT4 N1
2675 1373 53 682
EAcUBepOI BIOXNUIKAC UTTOTPOTTAC 53% 19% 3% 14%
CSS 98% 87% 7% 81%
OS 89% 79% 69% 71%

AOCOEVEIC UE TOTTIKN VOOO OEV £XOUV ATTAPAITATA TITWXN TTPOYVWON
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Kaplan—Meier curves for carcinoma-specific survival in patients with tumor stage pT3a, pT3b, pT4, pN1 and/or preoperative PSA >20
ng/mL and/or prostatectomy Gleason score >8.
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Ann R Coll Surg Engl. 2017 Apr;99(4):259-264. doi: 10.1308/rcsann.2017.0031.

Radical prostatectomy for locally advanced and metastatic prostate cancer.

Veerattera;@y_Rt Goonewardene SS?, Barclay /J1, Persad R3, Bach C'.

H BepaTtreia TTapapEvel TTPOKANCON

AucCnUEVN EUTTEIPIA, VEEC TEXVIKEC UEIWVOUV TIC ETTITTAOKEC

H KUTTOPOUEIWTIKI TTPOCTATEKTOMN TTPETTEI VO OUVOOEUETAI ATTO
EKTETAPEVN AEPPADEVEKTOMN

* MeiwpEVo QOPTIO OYKOU, AVOCOTPOTTOTIOINCN CUMTTEPIPOPAC OYKOU
BeATiwpevn avTattokpion oTn OeUTEPOYEVH BepaTTeia

ATTOQUYN OEUTEPOYEVWYV ETTITTAOKWY AOYW TOTTIKNG AVATITUENG OYKOU



Eur Urol. 2017 Mar;71(3):381-388. doi: 10.1016/j.eururo.2016.09.040. Epub 2016 Oct 6.

Mortality Among Men with Advanced Prostate Cancer Excluded from the ProtecT Trial.

Prescott S'8, Paul A'8, Powell P'®, Rosario D'2, Rowe E'°, Donovan JL?, Hamdyﬂs, Neal DE?%; ProtecT study group.

305 had locally advanced disease (62%)
radical prostatectomy (RP; n=54; 11%),
radiotherapy (RT; n=245; 50%),
vile
PCa-specific deaths (10%)
129 all-cause deaths (26%)
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Management of Node-Positive and (e
Oligometastatic Prostate Cancer
James R. Broughman, BS, " and Ronald C. Chen, MD, MPH""+*

Table 1 Studies Evaluating ADT Alone and Chemotherapy for Node-Positive Prostate Cancer

Study Study Median Follow- No. of Overall Prostate Cancer- Progression-
Design Up (Years) Patients Survival Specific Survival Free Survival

Immediate androgen deprivation therapy (ADT) vs delayed ADT e I S T
EORTC Randomized 13 234 (Median) “(10y) -~ N/A

30846° trial Immediate ADT: 7.6 y © Immediate ADT: 48%:
Delayed ADT: 6.1y | Delayed ADT: 44%
(NS) 1 (NS)

Chemotherapy
GETUG-12*> Randomized 8.8 N/A (8y)
trial ADT alone: 50%
Chemotherapy +
ADT: 62%;
P=0.017
STAMPEDE*® Randomized 3.6 Favors ADT + N/A
trial docetaxel vs ADT
alone
(HR = 0.78, P= 0.006)

Abbreviations: HR, hazard ratio; N/A, not available; NS, not significant.
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Management of Node-Positive and
Oligometastatic Prostate Cancer
James R. Broughman, BS, " and Ronald C. Chen, MD, MPH "'+

Table 2 Studies Evaluating Definitive Radiotherapy for Node-Positive Prostate Cancer

Study Study Design

Median

Follow-Up (Y) Patients

No. of

@ CrossMark

Prostate Cancer-
Specific Survival

Recurrence-Free
Survival

Definitive radiotherapy (RT) vs no RT
Zagars et al’ Retrospective, single institution

Lin et al® Retrospective, National Cancer

Data Base

Tward et al’ Retrospective, SEER

Rusthoven et al® Retrospective, SEER

Radiotherapy (RT) alone vs RT plus ADT
RTOG 85-31'%"" Secondary analysis of
randomized trial data

Granfors et al'? Secondary analysis of

randomized trial data

ADT: 94
RT+ADT: 6.2

9.7

255

39

"0y

ADT: 46%

RT + ADT: 67%
(P = 0.008)
Gy

ADT: 53%

(P < 0.001D
Gy

No RT: 56%
RT: 68%

(P < 0.01)
(10y)

RT: HR = 0.57
(P < 0.001

Gy

RT: 62%

RT + ADT: 72%
(multivariate P = 0.03)
Favors RT + ADT

(P = 0.005)

N/A

Gy

No RT: 71%
RT: 78%
(P<0.01
(10y)

RT: HR = 0.58
(P < 0.001)

Favors RT + ADT

(Percentages not reported;

multivariate P = 0.014)
N/A

(10y)

ADT: 25%

RT + ADT: 80%
(P < 0.001)
N/A

Gy

RT: 10%

RT + ADT: 54%
(multivariate P < 0.001
N/A

Abbreviations: ADT, androgen deprivation therapy; HR, hazard ratio; N/A, not available; PFS, progression-free survival; RTOG, Radiation Therapy Oncology Group; SEER, Surveillance Epidemiology & End
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James R. Broughman, BS,"" and Ronald C. Chen, MD, MPH "'+

Table 3 Studies Evaluating Radical Prostatectomy and Adjuvant Treatments for Node-Positive Prostate Cancer

Study Study Design Median Follow-Up No. of Overall Survival Prostate Cancer-Specific Recurrence-Free
(Years) Patients Survival Survival

Radical prostatectomy (RP) vs conservative management
Frohmiiller Retrospective, single institution ADT: 4.7 139 /~oy) N (10y) (10y)
et al*’ ADT: 30% ADT: 32% ADT: 15%
ADT + RP: 4.3 RP + ADT: 51% RP + ADT: 71% RP + ADT: 36%
(P=0.067) (P=0.002 (P = 0.002)
Engel etal'® Retrospective, Munich Cancer 5.6 Gy (5 y Relative survival N/A
Registry ADT: 60% ADT: 70%
RP + ADT: 84% RP + ADT: 95%
(P value unknown) J (P value unknown)
Steuber etal®® Retrospective, single institution 8.2 N/A (10y) (10y)
ADT: 46% ADT: 31%
RP + ADT: 76% RP + ADT: 61%
(P=0.001 (P = 0.005)

Adjuvant ADT vs observation
ECOG Randomized trial . (Median) (Median) (PFS)
3886'"'® Adjuvant ADT: 139y Adjuvant ADT: Not reached Favors adjuvant ADT
Observation (delayed ADT): Observation (delayed ADT): (multivariate HR = 4.11)
11.3y 123y
(P=0.09 (P < 0.001) (P < 0.001)

Adjuvant radiotherapy (RT) vs no RT
Briganti Retrospective, . 10y (10y) N/A
etal'® 2 institutions ADT: 55% ADT: 70%
ADT + RT: 74% ADT + RT: 86%
(P < 0.001) (P=0.009
Kaplan Retrospective, (10y) (10y)
et al*’ SEER-Medicare No RT: 3.77 deaths/100 No RT: 1.31 deaths/
person-y 100 person-y
RT: 5.09 deaths/100 RT: 2.89 deaths/100
person-y person-y
(P=0.153) (P=0.09

Abbreviations: ADT, androgen deprivation therapy; HR, hazard ratio; N/A, not available; PFS, progression-free survival.




Y UUITEPAOCLLATO

2.TOV TOTTIKA TTpoxwpnueEvo CaP

* H RP ptropei va BEATIWOEI T OYKOAOYIKA ATTOTEAECUATO AOOEVWV PE
AEPPADEVIKEC UETAOTATEIC

» AoOegveic pe TotTika TTpoxwpnueEvo CaP £xouv pikpn TBavoTnTa OTN
10€Tia va atToBILOOUV ATTO TN VOOO TOUC

 [Tavw a1ro 53% Twv acBevwyv TTapaPEVOUV EAEUBEPOI UTTOTPOTTAC KAl

UE owaoTn €tmIAoyn aocBevwyv n 10eTNC OAIKN ETIRIWON KUPAIVETAI

IETACU 58%-89%

* ATTQITOUVTAI TTPOOTITIKEC MEAETEC VIO AO@PAAN CUUTTEQLACUATA KAl
owaoTN BEPATTEUTIKN OTPATNYIKN




EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

6.2.10. Guidelines for radical prostatectomy
Recommendations LE |[GR
Offer both radical prostatectomy (RP) and RT in patients with low- and b | A

intermediate-risk disease and a life expectancy > 10 years.

Offer AS as an alternative to surgery or RT in patients with low-risk diseaseanda |1b | A
life expectancy of > 10 years.

Offer nerve-sparing surgery in patients with a low risk of extracapsular disease |2b |B
(refer to Partin tables/nomograms).

Offer RP in patients with high-risk localised PCa and a life expectancy of > 10 2a | A '
years Onl\ g mjaiiee L1 110ada erapy. : 5

———— r

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

e A

Offer RP in highly selected patients with locally advanced disease (cT3b-T4ANO |3 C

:
a2V T N1) only as part of multi-modal therapy. r
Do not offer neoadjuvantnormone <y meatye : la |A ;.
Do not offer adjuvant hormonal therapy after RP for pNO disease. la |A g
"
¥
K



EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

Prostate targeted therapy in newly diagnosed metastatic disease

Data from the retrospective SEER data-base [573] and the Munich cancer |
registry [574] suggest an OS and CSS benefit when RP or brachytherapy |
are added to ADT in newly diagnosed M1 patients. A small prospective |
experimental cohort of well selected patients responding to six months ADT
and with < 3 bone spots confirmed the feasibility and after a median 34
months follow up suggested a better CSS [575]. However, these results
must be considered as experimental and deserve prospective trials (already
underway) before being adopted in daily practice.

6.6.7.Metastasis-directed therapy

In patients relapsing after a local treatment, a metastases-targeting therapy
has been proposed, with the aim to delay systemic treatment. A recent SR

clearly highlighted that at this time this approach must, as yet, be considered
as experimental [576].
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EAU-ESTRO-ESUR-SIOG GUIDELINES
ON PROSTATE CANCER

Radical
prostatectomy

Do not offer neoadjuvant hormonal therapy (NHT) 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.

High risk localised: Offer RP in patients with high-risk
localised PCa and a life expectancy of > 10 years only as
part of multi-modal therapy.

| tool to select pati -

In high-risk disease, use mpMRI as a decision-making

High risk locally advanced: Offer RP in highly
selected patients with (cT3b-T4 NO or any T N1) only as
part of multi-modal 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 pT3,NOMO PCa and an undetectable
PSA following RP about salvage irradiation as an
alternative to adjuvant irradiation when PSA increases.
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EAU-ESTRO-ESUR-SIOG GUIDELINES

ON PROSTATE CANCER

Radiotherapy

T T T T A e S T S B 0 % 7 7 7 7 ™ 7" 7 =

Inform patients with an undetectable PSA following RP
about salvage irradiation as an alternative to adjuvant
irradiation when PSA increases (see Section 6.9.5.7).

In patients with high-risk localised PCa and locally

. | advanced cNO PCa, use EBRT to a dose of 76-78 Gy, or

| | combined EBRT with brachytherapy boost (either high-
dose rate [HDR] or LDR). Radiotherapy should be given in
combination with long-term ADT (two to three years).

In patients with locally advanced cNO PCa, offer RT in
combination with long-term ADT (two to three years is

¢ | recommended).
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