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* |linfonodi pelvici rappresentano la sede piu comune di
localizzazione metastatica del tumore prostatico

* 3-24% pN1 al momento della chirurgia a seconda delle
casistiche e della classe di rischio

Varation in Pelvic Lymph Mode Dissection among Patients THE 10011 NAL
Undergoing Radical Prostatectomy by Hospital Characteristics af - JOL RN = % pN1
and Surgical Approach: Hesults from the National Cancer Database T. JR(?LGGT

Elyn H. Wang,* Jemes B, Yu,® Cany 1 Eross, ™ Mare C Smaldone,t Milay . Sheh=

ibaces-Dhan Trink & Paul L Plguysa, | Maxira Surd Lasae C. dant and
Limoen F. Bim™, " 171

Extended pelvic lymph node dissection in prostate
cancer: a 20-year audit in a single center

F oakbdoiiah! M Seerdl!, & Selira’, B Biznoni | B Totola!, o Fesson! M Fosaes! M Sard,
P.odel'ighs', A Salocial, P Kaeakiesics®, P Sigacdi, T Mosbersi' 304 Grigeedi”
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MNodal Oceult Metastases in Intermediate- and
High-Risk Prostate Cancer Palients Detected
Ulsing Seriad Secuon, loununohisiochiemisiey,
and HReal-Time Reverse Transcriplase Polvmerase
Chain Reaciion: Prospecuive Evaluation Widh

Matched-D*air Analvsis

54 pazienti affetti da PCa a intermedio e alto rischio

- 20,4% dei pazienti presentavano metastasi linfonodali
gia alla stadiazione

tecniche SS, IHC e RT-PCR) permesso di individuare un
ulteriore 13% di pazienti con metastasi linfonodali
occulte (OCM)

- Lanalisi anatomopatologica del pezzo operatorio (con >

Outcome oncologico dei
pazienti con OCM e simile a
qguello dei soggetti con
metastasi macroscopiche

Schiavina et al, 2015



Escludere una diffusione polimetastatica alla
diagnosi per evitare un trattamento locale inutile

|dentificare pazienti oligometastatici alla diagnosi :

che potrebbero trarre beneficio da un debulking
chirurgico (?7?)
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IMAGING CONVENZIONALE

The diagnostic accuracy of CT and MRI in the
staging of pelvic lymph nodes in patients with
prostate cancer: a meta-analysis

L’ imaging convenzionale (TC, MRI, scintigrafia) si e
dimostrato inadeguato per definire e localizzare la

sede delle metastasi (linfonodali e sistemiche)

o) MRI

Sensibilita 42 39

clinical

RADIOLOGY

Hovel AM et al, 2008

rischio di micrometastasi non

visibili all’'imaging!!!

Specificita 82 82
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Dl — Proctale Cangs

Ch OIine PET/CT LT.tiIit].r of Choline Positron Emission Tomozraphy/Computed

Tomography lor Lymph Node Involvement Identification in EURCOPEAN

Intermediate- to High-risk Prostate Cancer: A Systematic
Literature Review and Meta-analysis

Lot - L | s sl Evangelista L, et al, 2013

Tablk 3 - Pooled diagnostic accuracies for choline positron
emission omography/computed tomography

(8} —_— - Holzerkeeta

: (1,548
bl © Diagnostic odds ratio 14,995 7.109-50.773
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53,22  Choline PETICT
G- ar ""F_choline pesitran amission tomograghy (PETYCT have good spacificity far LN matastasas, but thair
regortad sensitivity falls in a wida range of 10-73% [265, 286].

In a meta-analysis of GO9 patients, poolad sensitivity and specificity of chaling PET/CT for pelvic
LM metastases were G2% (90% CL H71-86%) and 92% [85% Cl: 89-94%), respectivaly [267]. In 3 prospeactive
trnal of 75 patients at infermadiate rsk of nodal invelvement [10-35%:), tha sansitivity was only 2% in a ragion
based and 18.9% at a patient-based analysis, which is too low to be of clinical valee [Z68],

In intermediatehigh-nsk patients, compansons betwesen choline PETYCT and diffusion-weighted
MRI vielded contradictory results, with PET/CT sansitivity found to be supedor [268], similar [270, 271] or
infarior [268] than that of diffuston-weaighted MREL

Due of its low sensitivity, choline PET/CT does not reach clinically acceptable diagnostic acouracy
for detaction of LN metastazes, or to nile out a nodal dissection bazad on risk factors or nomograms {sas
Saction 6.1.2.1.1).

Ancora oqggi la PET non e raccomandata nella stadiazione

preoperatoria del tumore prostatico per la bassa sensibilita

2018
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Is Adequarely Accurare in Panents With Very

High-Risk Prostate Cancer
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PET colina e significativamente piu accurata (86%) della TC (69%) nella
stadiazione linfonodale preoperatoria dei pazienti «Very high risk»

VHR

e cT2T2cor

* >5 positive cores Gs 8-10 or
* primary biopsy Gs=5 or

* PSA>30ng/mlor
* 3 high-risk features

Characteristic
Sensitivity
Specificity

PPV

NPY

ALC

95% Ol

P

Very High Risk

1 c-Choline PET/CT

71.4%
92.9%
90.9%
76.4%

0.71-1
001

CECT
25%
79.3%
25%
79.3%

0.86 0.69

0524.86
05 CGUC, 2018
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PSMA PET/CT UROLOGY

Diagnostic Efficacy of ®*Gallium-PSMA Positron Emission

Tomography Compared to Conventional Imaging for A :
Lymph Node Staging of 130 Consecutive Patients with H W o
Intermediate to High Risk Prostate Cancer oy ST ,,-f;,f-f" .

08 R

- WSO8
o 6% ot 1 59 0708

68Ga-PSMA | Conventional Sus [ / e
PET/CT imaging ) #
. o pe \ B "f
Sensibilita 65.9 43.9 ) P8l Conventional imaging

Specificita 98.9 85.4 oo
Accuratezza 88.5 72.3

ok -
i i I i
1.2 C.g Qg LIES C.3 L)

Spacificity

PSMA PET/CT: accuratezza migliore dell’imaging convenzionale e

della Choline PET/CT ma ancora grossi limiti di sensibilita!!!
Maurer T et al, 2016
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Intermediate-risk PCa LE Strength rating
In predominantly Gleason pattern 4 (= ISUP 3), use prostate multiparametric 2b Weak
magnetic resonance imaging (mpMRI) for local staging.
In predominantly Gleason pattern 4, include at least a cross-sectional 2a Weak
abdominopelvic imaging and bone-scan for metastatic screening.
High-risk localised PCa/locally advanced PCa LE Strength rating
Use prostate mpMBRI for local staging. 2b Strong
Perform metastatic screening including at least cross-sectional abdominueelvic 2a Strong
imaging and a bone-scan.

«Medicina difensiva»?
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Ad oggi nessuna metodica di imaging puo sostituire la PLND che

rimane il gold standard per la stadiazione linfonodale
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La comune pratica clinica prevede I'utilizzo di nomogrammi clinico-
patologici per predire il rischio di interessamento linfonodale e

guidare la linfoadenectomia pelvica...

BRIGANTI

KATTAN
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Linee guida e indicazioni

3 EF o 2018
2 Pelvic Lymph Node Dissection in Prostate Cancer

Briganti A et al, 2009

* La PLND pu0 essere evitata nei casi di PCa low-risk, per la bassa probabilita (<8%) di
riscontrare un quadro N+.

e Un rischio >5% (Briganti nomogram, MSKCC, or Roach nomogram) e un’ indicazione ad
eseguire PLND con template esteso

>5% rischio sec. Briganti’s, non eseguire nei low risk
Non si esprime sul cut-off, non indicata nei low-risk
NCCN Cut-off >2%, non indicata nei low risk




mpMRI: update del nomogramma di Briganti

A Novel Nomogram to Identify Candidates for Extended Pelvic
Lymph Node Dissection Among Patiemts with Clinically Localized
Prostate Cancer Diagnosed with Magnetic Resonance Imaging- 2018
tarweted and Systematic Biopsies

clargie Gandagta ', Geillmme Mloussard ", Masstom VYalerio ', Agesring Martel”, Crierden Flor ",
Mivale Fossuld", Armondfo Ralle ", ean-Sepiiie Bewuval’, Bernor Woulavauel!, Mothiza
Ruumiguie!, Denivle Robesti ), Puole Dell'Oglio ", Mooy Moschind', Stejfunio Zumboni,

Avies Bokmiskos | Frapcesco I Caleeli = I.. Faacesco Porpizlin ", Fivieesas Wamriorsi l'. AlisTa

Arigrani
10 20 30 40 80 80 70 80 20 100
F,{"n.ts [ i — N — . L r— P — ke da Pa— I — P A e A P P |
PSA at diagnosis (ng/ml) - o 0 =0 A 0 on » -

Extracapsular extension

Clinical stage at mpMRI Organ confined Seminal vesicle invasion

3
Grade group at MRI-targeted biopsy - . J
1-2 4-5
Maximum diameter of the index
lesion at mpMRI {(mm) 0 5 10 15 20 25 30 35 40 45
Percantage of coras with clinically
significant PCa at systematicbiopsy ¢ 45 a0 s 70 90100
Total points ¢ —— A —— y — ——
0 20 40 80 8O 100 120 140 180 180 200 220

Risk of LNI (% . ey y . - - . . . . . 0, 1)
S (%) 0,02 0.05 0.07 0.4 02 043 AUC' 866 VS. SZA’

o4 05 08 QF oA 08
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Distribuzione delle metésta5| Imfonodali

Deep circumflex ileum vessels
External iliac artery and vein
Genitofemoral nerve

Common iliac artery
Obturator

: and vein
nerve W

: Ureter
; Vena cava
3 16 60% PR Aorta

.i==:= 49 58%
1

d pw
W=S== Obturator vessels : Ly / Internal iliac artery
4 f;/ 60-70% and vein
s~

: /
Pudendal vessels” 7 S
Superior gluteal artery

Superior vesical artery
Inferior vesical artery

Burkhard F, Studer UE World J Urol 26:231-36,2008 = External iliac vein

Heidenreich A et al J Urol, 167: 1681-86, 2002 Obturator fossa

Godoy et al, J Urol, 2012;187:2082-6 u]m Internal iliac vessals



Patheological and O ncologic Qutcomes For Men'With
Positive Lynmph Modes at Radical Prostatectomy:
The |ohns Hopkins Hospital 30-Year Experience
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The Prostate 73:1673-1680(2013)
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PLND template

- La PLND estesa (con o senza i linfonodi presacrali) migliora significativamente la
possibilita di individuare delle metastasi linfonodali

E 1.00-=
E /f!_—“
E
- Stadiazione corretta fino al 75-97% $ o
E 0,60 —
g
g 0.40—
B
£ 020~
Critical Assessment of Ideal Nodal S
Yield at Pelvic Lymphadenectomy i a0
to Accurately Diagnose Prostate L S SO PO S S O SO S
Cancer Nodal Metastasls In Patlents R

Undergoing Radical Retropubic
Prostatectomy Briganti et al, J. Urology 2007



Patients Approach Median/mean number Prevalence of LNI Average LNI
of lymph nodes rate
removed
Yuh et al. 143 RARP 20 (9-65) 13%
Van der Poel et al. 440 RARP 14 (11-19) 8.2%
Mattei et al. 60 RARP 12 (9-17) 12%
=12%
Silberstein et al. 120 RARP 16 (11-21) 13%
Yee et al. 32 RARP 18 (12-28) 13%
Feicke et al. 99 RARP 19 16%
Heidenreich et al 103 RRP 28 26.2%
Briganti A et al 1,020 RRP 19.1 11.8%
Bader A et al 365 RRP 21 24% =~15%
Toujier et al 471 RRP 13.1 11.4%
Godoy et al 427 RRP 16 8.2%
Abdollah et al 5,274 RRP 17.4 13.8%

Fa | Wi
! AW

LA MATER STUDIORUM
UNIVERSITA DI BOLOGNA

F1.1-4. 'F'F J".l

Pelvic Lyimnph Mode Dissection During Rohat-assisted Radical
Prostatectomy; Efficacy, Limitations, and Complications—
A Systematic Review of the Titerature

Carmme Mesyard 77, diterio Brignn . Adeenadne de e Imile ™, Alesamder Hiese!,
Azel Heidenrzich®, fani feman . Tadio Swaser’, Ssbodoed 0 Tesard:. James A, Berthem®

2014
Pelvic Lymph Node Dissection in Prostate Cancer
Briganti A et al, 2009
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PLND estesa vs. limitata

Complication Limited PLND (n=64)| Extended PLND
i (n=108)

Linfocele 6 (9%) 19 (18%)
TVP 1(1.5%) 1(1%)
TEP 1(1.5%)2 5 (4.5%)
Ematoma 0 (0%) 2 (3%)
Infezione di ferita 0 (0%) 4 (6%)
Sepsi 0 (0%) 2 (3%)
Totale 8 (12.5) 33 (31%)
Extended pelvic lymphadenectomy for prostate cancer: will the previously reported benefits be
reproduced In hospltals with lower surglcal volumes? Lindberg C et al, 2009

FLIEYPEATY

L — 0
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Pelvic Lymph Node Dissection in Prostate Cancer gy jggnti A et al, 2009

Pelvic lymph node dissection in prostate cancer:
indications, extent and tailored approaches Bianchi L et al, 2015




COMPLICANZE LEGATE ALLA LINFECTOMIA A 30 GG

Complicanze post-operatorie, n (%) Popolazione Globale (n=231) Open Robotica P
(n=142) (n=89)
Linfocele 56 (24,2%) 44 (31%) 12 (14%) 0,002
Linfocele sintomatico 20 (8,6%) 15 (10,6%) 5 (5,6%) 0,19
Edema 17 (7,4%) 16 (11,3%) 1(1.1%) 0,004
Infezioni 4 (1.7%) 2 (1.4%) 2 (2.2%) 0,50
Febbre >38°C 16 (6.9%) 11 (7.7%) 5 (5.6%) 0,37
Drenaggio percutaneo del linfocele 17 (7.4%) 12 (8.5%) 5 (5.6%) 0,30
Trombosi Venosa Profonda (TVP) 6 (2,6%) 3(2,1%) 3(3,4%) 0,56
Embolia Polmonare (EP) 1 (0.4%) 0 (0%) 1(1.1%) 0,38
72 (31,2%) 57 (40,1%) 15 (16,9%) <0,001

Almeno 1 complicanza

Unpublished data (2015)
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AnaI|S| multlvarlata
Parametro Linfocele Linfocele Edema Volume
sintomatico post-operatorio linforrea
OR p OR p OR p B p
Procedura 0,049 0,04 -0.25 <0,001
Open Ref Ref
Robotica 0,96 0,88
(0,92-1) (0,79-0,99)
Estensione PLND 0,03 0,002 0,001
Limitata/Standard Ref Ref Ref
Estesa/Super-Estesa 1,09 1,16 1,22
(1,01-1,18) (1,05-1,28) (1,08-1,37)
Stato linfonodale, pN 0,77 0.31 <0,001
pNO Ref
pN1 1,16
(0,42-3,21)
Numero di -0.1 0,21
linfonodi positivi
Giornate di eparina 1,11 0,01 1,1 0,004 1,14 0,002 0.19 0,003
(1,02-1,20) (1,03-1,2) (1,05-1,23)




PLND: ruolo terapeutico?

L'effetto terapeutico-oncologico rimane dibattuto

* In pNO per possibile rimozione di micrometastasi non visualizzate all’esame patologico

* In pN1 per rimozione dei foci metastatici

More Extensive Pelvic Lymph Node Dissection Improves Survival
in Patients with Node-positive Prostate Cancer

Abdollah F. et al, 2015

_¢CSS 15-20% Heidenreich et al. 2007 Eur Urol . et ;__;. i
—1 RCT: extended vs limited: AABCR-free surv (12% f R S
rischio intermedio, 20% alto rischio; p<0.04) iJ.s surg Res 2012 i
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pN1 non sono tutti uguali!l P ———e

Predicting survival in node-positive prostate cancer after apen,

laparoscopic or rabotic radical prostatectomy: A competing risk
analysis of 8 multi-institutional database

Twe Positive Nodes Represent a Sipnificant Cut-off Value for
Cancer Specific Survival in Padents with Node Positive Prastate
Cancer, A New Propoanl Raged on a Two-Institulion Experisnce
on 703 Cansecutive M+ Patients Treated with Radical

Prostutectomy, Extended Pelvic Lymph Node Disseotion and Schiavina et al., 2016

Adjuvant Therapy Briganti et al., 2008
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pN1: PLND e curativa?

The Role of Prostate-specific Antigen Persistence After Radical
Prostatectomy for the Prediction of Clinical Progression and
Cancer-specific Mortality in Mode-positive Prostate Cancer
Patients

ELROPEAN

Loparen Bloseki =, Alessandoa Mai® |, Mareo Bienchl &7, Giarglo Gasadaghia °, Micels Fossari®,
sareresan Ferdi ©, Mare Masehind ®, Poale DelOiia?, Biecards Sehimving
Froncereo Aomcors *. Aliberto Frieomi ™" 2016

319 pN1-> RP + PLND
FU: 4,5 anni

83 pazienti (26%) hanno una persistenza di PSA
(PSA>0,1 ng/ml) a 6 settimane dopo chirurgia
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pN1 PLND e curatlva'-’

Impact of Adjuvant Radiotherapy on Survival of Patients

JOURNAL OTF CTINTCAT OWNCOTLOGY

With Node-Positive Prostate Cancer Abdollah F. et al, 2014
1.0 i 1107 pN+
— 0.8
cs
“ o . . . . .
5% Tuttavia, nella maggior parte dei pazienti
c .= 04- \ . .
S & Intermediate-risk group (P= .03) PN1 e necessario un approccio
Cancer-Specific . . .
= 02 Mortlty Free ate (85% C multimodale (RT+ADT) per migliorare la
T IRTolosSHT 966003210 100 901 (87516 90,1 sopravvivenza cancro specifica!!
0 12 24 36 48 60 72 84 96

Time (months)
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Freguancy of
sentinel Drainage
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Sentinel LND

u—_r"._ri" ¥
T
S Il razionale di linfonodo sentinella (ormai standardizzato per la neoplasia della mammella e per il
'd : s melanoma) prevede una linfoadenectomia mirata alla regione di drenaggio tumorale (99Tc con
y | v gamma probe), risparmiando regioni in cui € improbabile trovare metastasi linfonodali,
- 1 \ . .
/ 'Os riducendo le complicanze della PLND

¥alidation ot sentinel lymph node dissection in prostate
cancer: experience in more than 2/MM patients

Lo, BEsl] - B, horm - H, YWrrpnmair- Ik Yeckermann - 2009
1. Beduk

Inziezione di (99m)Tc-nanocolloid intraprostatica 2 ore prima della RP in 2000 pz

Detection rate: 98%

Falsi positivi: 6% Tutti hanno fatto sentinel LND + standard/extended PLND!!!

Heliabiliny of sentdne]l node procedore for ymaph node staglog In
prostate cancor patients ar high visk for lymph nade invalvement

Lall=s Wbl DEN BERGH %, STEVEN JUMIAL ", FARDY HALR TERMANS | 2015
CHEISTOPHE M. DERIOSEY, EOPIE ISERABET -, EATMORLD Oy ER
FELLEL M. MOTTASHY W, FILIP AMEYES, [TOOST BEEEFERS Y, HENTDHEAIE Vi FOOPEL-

fr ROV VMR TRRATT Ma in meno del 50% dei pazienti € possible risparmiare

74 pazienti ad alto rischio: sentinel LND + super-extended una PLND estesa

Sensibilita: 76%
Sentinel LND ha correttamente identificato 75% pazienti pN1 e 18% dei pazienti ha LNM identificati da sentinel LND fuori
dal template della PLND estesa




Sentinel LND robotica e ICG

Tecnologia con fluorescenza a infrarossi consente di superare i limiti della sentinel LND con Tecnezio: miglior risoluzione

spaziale e detection real time S—
Multispectral Flunorescence Imamng During Roboe-assistied :" : ‘%
Laparoscopic Sentinel Node Biopsy: A First Step EURLIFEAM
Towards a Fluorescence-hased Anatomic Roadmap

Intraoperative Laparoscopic Fluorescence Guidance to the
Sentinel Lymph Node in Prostate Cancer Patients: Clinical Proof of
Concept of an Integrated Functional Imaging Approach Using a

Muitimmcal Tracer wEnke 5, van den Ferg” ' Tessq Buckie®, GUs H, Kiehgar %, Henk G, wen der Poer”, | s
Fijs WLBL van Levuwsen' T8 T E
ek . van der Poel™", Tessa Buckbe™', Oscor K, Browveer ™', Beonta A Valdd Oimos ", 2011 B| 1 2 3 2017

Fijs W var Leetven ™"

* Iniezione intraprostatica di una molecola nonocolloid
combinata sia con 99m Tc che con ICG

% Fals L1} .\? E;
L. KB bl
'T\'ll."T..' %F'.
et o e
T -
HE e R ] - o] ICC-LarT=-HewCa

» Confronto tra SPECT/CT preoperatoria (Tc 99) e NIF in
corso di chirurgia (ICG): alta correlazione tra le due
tecniche (radioattiva e fluorescenza)>85%




‘.I‘rr--_ F

E*’ﬁ::,: s Eﬁz@; e T o

..t......ﬂ_r-..-rr v




Choline PET/CT

e

el

Detecton of Lymph-Node Metastases with Integrated

R:—ttrnpubit_‘ PTD!‘.:‘I‘.;:II‘.EI‘.‘I:EI:I.‘.I‘!}F: Besults Confirrmied 'I:}r l:l'Pl:t:l.'.I
Pelvic-Retroperitoneal Lvmphadenectomy

Hisztological verification of ""C—cholinc-positron

nodes 1n paticnts with biochemical failure after
trcatment for localized prostate cancor

Rigatti, fLur

Complcte PS5 A Remission without Adjuvant 'Vherapy aftor

Biochemical Relapse atter Radical Prostaleclomy and Pelvic
Lymph Node 1DMHsscection

Lons-term OOutocormces o Salvayse Tymph Node Dasseoction
o I'.‘]il'lil."ﬂl'[}" ReCnrrelnit rrrrsiAe" 2 AIILE . Mt =LIiL™ §F o8
Singloe-institution 5erics vwithh a iimimoam Follioow-ap of 5 Yoears

has given rise to a new....METS-directed therapies

[*ClCholine PET/CT in Patients with PSA Failure after Radical Scattoni, Eur Urol 2007

RN E E R R E W N P RN l.l-!l||{1E]rHPhF—FJU'5i|.iV1‘: |"5."IT'I[Jh SChi"ing, BJUint 2008

Urol 2011

Secondary Lympls Node Surgery in Selected Patients with Winter, Adv Urol 2012

Suardi, Eur Urol 2013

Salvage Lymph Node Dissection with Adjuvant Radiotherapy for JiIgJUFOZ 2012

Nodal Recurrence of Prostate Cancer

Feaelwvic L}rmFI'l_ﬂnl:IE DCissection Tor Nodal DliEnmetastatic

Prostate Cancer Detected by G a-PSMA-Positron
Emission Tomography/Computerized Tomography

Hijazi The Prostate 2015
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SLND: possiamo contare veramente sull’imaging?
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May Be Merely a Reflection
of Imaglng Capabmtv

oy

| F9Tc-MDP Mak-PET 1BF-DCFPyL PET

L . e T Fllaianl Ponbkd ®oooor WA -dd-dd§ ..I.Ill-"-:L.nlil.::l:u'lﬂ With courtesy Of S' Loeb
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The main 11m1ts of PET/ CT

5 mm of resolution of scanners

0.1-1.9 (n= 6) O (0%)

2—4.9 (n = 10) 3 (30%)

. 5-9.9 (n = 16) 7 (43%)

When Choline-PET/CT finds —10 h{“. a) 7 (779%)
Total (n = 41) 17 (41%5)

a suspected lesion, nearl ‘@ s many metastases are present

How can the performance of choline-PET/CT be improved in clinical practice?

Eur Urol 2005
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a che valore del PSA possiamo vedere qualcosa?
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C-Chaoline PET/CT for restaging prostate cancer. . /
Results from 4,420 seans in a single-centre paticent serics ChOIIne PET CT

Tiginme Grziani' « Frowoeso Coci = Paabe Costellneei '« Giolia Polverari! -
trincume Miris Lima' - Filippe Lodi® - Alessiv Ginssppr Murganti’ -
Amdrea Arlizonis - Biccarde S hiavima® - Soefane Fanii!

Esperienza di Bologna con 4426 pazienti

Overall positivity

2016

JNM

The .k mee o] S ear R adsns

(%0)
PSA range (ng/mL)
1 — 2 (995 scans) 44.7
<1.16 (1,426 scans) 26.8
>1.16 (3,000 scans) 65.1 Grossi limiti di detection rate e

Ongoing ADT PSA mean (1,766 scans) 66.1
Overall population (4,426 scans) 52.8

accuratezza!!
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Detectmg the S|te of the Disease Relapse: PSMA-PET/CT

Prospoeclive Comparison ol ""F-Fluoromelhylcholine Versus
FEA-PSMA T'ET/CT in Prostate Cancer Patients Who Have
Rising PRA Aller Curalive Treatment amnd Are Being

Considered for Targeted Therapy

J Nucl Med 2015; 56:1185-1190

-

Chol

PSMA

PSMA
Chol

Chol

PSMA

Morigi JJ et al
2015.
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Sensitivity, Specificity, and Predictors of Positive
*¥Ga-Prostate-specific Membrane Antigen Positron Emission

80 -

70 -

10 -

Tomography in Advanced Prostate Cancer; A Systematic Review e
and Meta-analysis
La PET/CT con *%Ga-PSMA ¢, ad oggi :
la metodica di imaging piu sensibile
per identificare la sede di recidiva,
gia con PSA <1 ng/mL

-.T'GL ﬂ'l'lﬂ;j i\ik:qi-ﬁ

PSMA-PET/ CT

90 -

60 -
50 -

40 -

LR

Perera et al. Eur Urol 2016;70:926-37
Joice et al. Curr Opin Urol 2017,27:533-41

Detection rate 95

76 76

58

20 42

BCR, 0-0.2 BCR,0.2-1
ng/ml ng/ml

BCR, 1-2
ng/ml

BCR, >2
ng/ml

Primary Recurrence,
setting overall
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Chirurgia di salvataqgqio:

Esiste un reale vantaggio per la s-PLND
rispetto al trattamento standard?



ALMA MATER STUDIORUM
UNIVERSITA DI BOLOGNA

EALJ - ESTROQ - ESUR -
SIOG Guidelines on

Prostate Cancer

2018
Linfoadenectomia di salvataggio

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 systematic review clearly highlighted that at this time this approach must,
as yet, be considered as experimental [577].

La s-LND : numerosi studi retrospettivi
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funlempﬂmry Rl}ll'.' of Salvage L:-,rmpha-:lmccmmy in "atients with

Recurrence Following Radical Prostatectony 2017

Frroes Alcloilud *, Aliseria Onvy il Y, Frowveson Moucinrsi Y Arnadi Bere:T", eriviien ."Tui:'_l""
Berrvend Joinbai ", Hein Van Poppe!©, Barfin Toodfer”

sLND: outcomes oncologici, studi monocentrici di casistica

Lalebe 2 - studies teclodiog palienls willy aph node-recorrend pees Laoe canoer brea bed st salvaege voph poie dissection
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LIMITI:

1.

Studi retrospettivi
monocentrici

Breve follow-up

Scarso numero di
pazienti

Guidati dalla PET-colina
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Btsndsrd of Care Versus Metastases directed Therapy for PET-
detected Nodal Oligorecurrent Prostate Cancer Following

Multimodality Treatment: A Multi-institutional Case-control Study

Steubert T et al; 2018

- 1816 pazienti sottoposti a sola ADT dopo BCR
- 263 pazienti metastasis directed treatment:

1. 166 linfadenectomia di salvataggio MDT vs. a Eproccio standard:
2. 97 radioterapia stereotassica R R
- Follow up mediano di 5,8 anni primo studio controllato
MDT | EEEE)  98.6% (95% CI: 94.3-99.6)
5-years CSS (p=0.005)

ADT | EEEEEE)  95.7% (95% CI: 93.2-97.3)

MDT per CaP nodale oligorecidivo sembra migliorare la CSS
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survelllance or Metastasis-Directed Therapy tor
fﬂignmutﬂﬁt&tic Prostate Cancer Becurrence: A ]-‘mspuctix-'u) Ost P et al; 2018
Randomized, Multicenter Phase 1L Trial

PRIMO STUDIO RANDOMIZZATO

MDT vs AS
i'.llh.. ,

=1oa

Lad
=
=

o]
n
=]

- BCR dopo trattamento curativo

- <3 metastasi extracraniche

- Sorveglianza (PSA ogni 3 mesi)=> 31 pz

- MDT di tutte le lesioni (sSLND o SBRT)—>31 pz
- Follow up mediano di 3 anni
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Survetllance or Metastasis-Directed Therapy for JOURIAL 6=

Oligometastatic Prostate Cancer Recurrence: A Prospective, [T
Randomized, Multicenter Phase 11 'Inal Ost P et al; 2018
MDT B 21 mesi
ADT-free
survival (p=0.11)
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C uutempunry Rolc of Sai\ragc' Lymphad cnectomy in Pﬂncnts Wﬂ'll M H
Recurrence Following Radical I"rostatectomy - f"__"".

Fircs Abdotlah® ", Alberto Erigonit ", Frmocsco Momtorsi*, Arnul} Sienzt!, Caristinn Stict™,
Eertrand Tombal®, Heim Van Poppel’. Karin douger”®

SLND: e quindi possibile curare il paziente?

* progressione clinica e ricorso a terapia ormonale ritardata in 2/3 dei casi...
 >80% avra ulteriore rialzo del PSA

* Solo una % molto esigua puo avere un reale beneficio clinico

Ci sono ancora molti punti controversi: indicazione!!!!




l.ﬂng;-term ﬂutq:nme-r.' aof 5alvage | ymf:h Node Dléqectmn |
for Clinically Recurrent Prostate Cancer: Eesults of a
Single-institution Serics with a Minimum Follow-up of 5 Years

sLND: Come individuare i candidati ideali?

Le recidive linfonodali non sono tutti uguali!

59 Pazienti
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PSA alla sLND
(<4 ng/ml vs 24 ng/ml)
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Suardi N et al, 2015

Progressione clinica dopo sLND
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Recidiva linfonodale:

basta la chirurgia?
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Approccio multlmodale sLND + radloterapla adiuvante

Adjuvant rmlivtherapy alier salvage lvmph mode dissecfion
hecawse of nodal relapse of prostate eancer versus salvage lvmph
nnde disscedom only

2015
Linns Chilsllan Bl kke o Yeullenog, sulsuldoe- S © Cesche Yol Mnlee B UI.I; 8
Tamssa Drcadel - Polee Stopmiaivy - Tobias Teaws: - Iiad Oeome - 2aiale YVobesova Mol
Deaniel Selbagere  shwon Birsee s duva-Lagln Grosn Cunl Aunsile Ml

46 pazienti=> sLND
47 pazienti=> sLND + RT adiuvante nelle regioni con pN+
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Adjuvant rmlivtherapy alier salvage lvimph mode disseclion

hecawse of nodal relapse of prostate eancer versus salvage lvmph Agglu ngere RT riduce significativa mente |e

node disscedom only
S s e 2015 recidive a livello delle regioni trattate con
LTI il *Wrullgnmy, s, -deenue C Cesche Wik Milie K g8 . . .
ey L o e chirurgia (RFS: 70% vs. 26% a 5 anni; p<0.0001)
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Time to next relapse
a within treated region

— Salvage-LND & ART |
— Salvage-LHD enly
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Adjuvant rmlivtherapy alier salvage lvimph mode disseclion

hecawse of nodal relapse of prostate eancer versus salvage lvmph . . T T
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Cosa sarebbe cambiato se avessimo trattato questi pazienti con

la sola SBRT sulle lesioni?
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qual e il prezzo in termini di complicanze?
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Contemporary Role of Salvage Lymphadenectomy in Patients with
Recurrence Following Radical Prostatectomy 2014

fires Abdollah ™", Alberto Erigoni ., Frmzcesco MMomtorsi”, Arnulf stenzl, Chrfstinn Mtef”,
Berirand Tombal”, Heln Van PMoppel’. Karim Toujer”®

sLND: Complicanze

La maggior parte sono di basso grado (Clavien 1-2):
* Linforrea: 15.3%

* Febbre: 14.5%

* lleo:11.2%

Rare complicanze gravi (Clavien 3-5)

- Lesione ureterale: 0.8%
- Necessita di reintervento: 1,6%

Dati da centri di terzo livello
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complessa e sperlmentale?

Robot-assisted Salvage Lymph Node Dissection for Clinically
Recurrent Prostate Cancer

Frarmeesco Montors ©Y, Civrgio Sondaedio ™", Nicokr Fussri ™", Muzarene Seardi ™,

Crisfan Mulerene ", Suben e Cronde’, Aach avey ", Paaln Umeeid©, Adren Gallinag ™7,
Alberto Brirentd ™, Abxamdre Marrie’
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Prima esperienza in due centri
robotici di riferimento (16 pazienti)




Spesso e difficile localizzare in corso di intervento
I'esatta sede del linfonodo metastatico visualizzato
all’'imaging!!!



Gs 4+4 pT3aNO0
dopo 5 aa....
PSA: 0.3 ng/ml
PSAdt 4m
TTR11m
mpMRI negative
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PSA: 1 ng/ml 1 mese dopo sLND
PSAdt 3m

v

SBRT sul linfonodo + ADT = PSA 0,01 ng/ml
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Futuro della sLND: chlrurgla radioguidata con PSMA

Tecnologia PSMA —guided per essere maggiormente selettivi e sicuri di
rimuovere esattamente i linfonodi metastatici!!

suTEery ™ Marian
I echinetivn-based Prostate-specific Menibraoe , :
Antpen-radioguided Surgery in Recurrenl Prostate Cancer ';; i E [
el
Tedning Wi ér ' Srepveeaie Bealu . '|-C||' N AT T H (T T CTTUR |' TR LS TR i —— e
Isahiel dzuscha’, v o A e i farr Fs h uan |.|!|"JII-'|"I h|'|1|'||:r.rd Halar ;5—"-’-"“"
Thamas Horm® Ratthine 84, Heek I (g F.Camwena” aiarkus Semusiper’, === . 2018

Hans- (mme ¥eseei’, fdochiles fher’

31 pazienti con recidiva linfonodale dopo RP evidenziata da PSMA PET/CT
* sLND con tecnologia PSMA-guided: gamma probe intraoperatoria a dopo infusione
endovenosa di 99mTc-PSMA
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Value of ]”In-prusiufa-ﬂp-aciﬁ:: membrane antigen
(PSMA)-radioguided surgery for salvage
iymphadeanactomy in recurmeni prostate cancer
carrelation with histopathology and clinical

fallow-up

s oo sher® . ChoriobHe Dleesl . Fodinm Seirke bangre- Schobel ot
Hens-ugen wastert, Krishng Scheermbom?. Barahand Halar. kianous Sxhves gar,
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* 30/31 pazienti correttamente identificati e 51/145 linfonodi con metastasi all’istologico




ALMA MATER STUDIORUM
UNIVERSITA DI BOLOGNA

Value of "‘Invpmstuievspeciﬂr: memhrune antigen

et amst e g e o O sLND radioguidata

comelalion with hisiopaothology and clinical
follow-up
leasboal Huiscioe ', Sonmlolle Dlvesl  Tlorlitrs Worle Flangial Scl lios®

Har: Jorogen '.'l.':':I:-lz.I hﬂmzﬁqbﬂ‘]ﬁmrﬂ;ﬂ I-L‘I_I:“I‘"'. mMharawws Soheaigqer®,
Rt D01s | Ottima risposta biochimica postoperatoria!!

Besl P34 respoass

<l

* 6 Falsi positivi i
* 1 falso negativo '*ﬁ I I ‘ |

E |

 [dentificate 5 lesioni in piu rispetto alla 5, a

PET PSMA preoperatoria <

1%
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courtesy
Prof. Emanuela Marcelli

Laboratorio di Bioingegneria
(Dip. DIMES, Universita di Bologna)
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25-30% dei pazienti con tumore infiltrante sono pN+

12% dei T1G3 sono pN+!!!

1/3 degli N+ sopravvive a 5 aa

Radical Cystectomy in the Treatment of Invasive
Bladder Cancer: Long-Term Results in 1,054

Patients
Stein J.P. et al, 2001
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Years from Cystectomy



Patterns of Metastasis in
Muscle-Invasive Bladder Cancer (pT2-4
An Autopsy Study on 367 Patients

Andrasa Wallneoch? Urs\Wagnet Hobgar Moch? Thomas © Gassar®
Guida Sacter? Michael J. Binatsca e

Solo pN+
Studio condotto su cadaveri di pazienti con MIBC (215)
Distribuzione delle metastasi linfonodali: O
92%-> linfonodi pelvici O
72%-> linfonodi retroperitoneali
35-> linfonodi addominali PN+ e M+

Alto tasso di M+ in N+

Urologia internationalis, 1999
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Offer radical cystectomy in T2-T4a, NOMO, and high-risk non-MIBC (as outlined above). Strong

fPerform a lymph node dissection as an integral part of cystectomy. Strong

A differenza del carcinoma prostatico in cui il ruolo della PLND e
maggiormente dibattuto e vengono utilizzati nomogrammi clinici per decidere
se eseguire la PLND, nella cistectomia radicale la PLND e considerata parte
integrante dell’intervento chirurgico in TUTTI i pazienti!!
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Precystectomy Nomogram for Prediction of Advanced
Bladder Cancer Stage
Conclusion: Multivariate nﬂmngrambu[ they do predict
more accurately than TUR T stage aloTres
P comememesmomom om0 Adifferenza della prostata in cuii
nomogrammi considerano multipli parametri
TUE stags I

) (PSA, Gs primario e secondario, % prelievi
) : positivi...), nel tumore della vescica si basano
e " solo su 2 parametri (T e grado alla TURB)

ok Forms i :
C 20 4N R OA&T 40l 180 140 4N 4R O 2m

AUC di 63% nella predizione dello stato
linfonodale

Karakiewicz Eur Urol 2006
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Imaging e stadiazione

'&J European Association of Urology

Sia la CT che la MR hanno una sensibilita relativamente limitata per lo studio delle
metastasi linfondali (50-80%) e si limitano a dare informazioni sul parametro dimensionale
(8-10 mm).

Recommendations GR

In patients with confirmed muscle-invasive bladder cancer, CT of the chest, abdomen and pelvis is B
the optimal form of staging, including excretory-phase CT urography for complete examination of the
upper urinary tracts.

Excretory-phase CT urography is preferred to MR urography for diagnosing UTUCs in terms of greater | C
diagnostic accuracy, less cost, and greater patient acceptability. MR urography is used when CT
urography is contra-indicated for reasons related to contrast administration or radiation dose.
Ureteroscopic-guided biopsy is recommended for histopathological confirmation of diagnosis inthe |C

CT or MRI is recommended for staging locally advanced or metastatic disease in patients in whom

radical treatment is being considered.

CT and MRI are generally equivalent in diagnosing local and distant abdominal metastases but CTis |G
preferred to diagnose pulmonary metastases.




PET/TC e stadiazione S
NUCLEAR
Diagnostic Accuracy of ''C-Choline PET/CT in Preoperative MEDICINE

L_}’[IJFJ‘H 1"-IUUE JL::IE._.;]II!H UI IJI::II-..-ILICI "'-....E-IH'-...E[

A Systermatic Comparison With Conlrast-Enhanced CT and Histologic Findings

26 casi 11C- Cho. PET/CT CT
11C- Cho. PET/CT Sensibilita | 42% 14%
\ Specificita 84% 89%

\

CcT

La PET/TC-colina puo fornire ulteriori informazioni
diagnostiche nella stadiazione linfonodale preoperatoria in
pazienti con tumore invasive ma l'utilizzo € ancora sperimentale! Brunocilla E. et al, 2014



Lymph node mapping in patients with bladder
cancer undergoine radical oystectomy and lymeh
[‘}J U nodle aissection to the level af the inferior

mesenteric arbery

Jergun B Jumen, Bereslicle = ‘Jhai’ and Elew f=2 Jorees

Lyinph Node Dissertiom Techmigone 15 aose Linpartant Tleao Eyasjsh
Noube Covnt in Idenotifying Modal Aletastases in Badical Cystectomy BJU 2011
Fatirnis: & Cnmparatee Mapping Study ’

Apar E lzan® Shimak Drnsbmroad®, Henae! § Slebere® Skl Cvendmoera
fE el G Stranda & Peter Be Ridiaht E ol G e, S G Sneerd© E ur U ro II 20 1 1

No skip lesions

Con template esteso si € visto che rare sono le metastasi linfonodali
retroperitoneali in assenza di metastasi pelviche

LM+ patients, %, with
metastases in agch leyvel
in=151)

Level 2: 3B

Level 1:95
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Prima della standardizzazione della PLND veniva riportata una CSS non superiore al
7% nei pazienti pN+
# TG

©” 8”7 Management of invasive bladder cancer: a meticulous

—
k-
—

s pelvic node dissection can make a difference. e G
ik Skinner DG. 1982;128:34-6. T T
L i;'
The Impact of Lymphadenectomy and Lymph Node Metastasis . %ﬂ ikt
on the Outcomes of Radical Cystectomy for Bladder Cancer i IREHTICY ckiad
Elof:f
Alexander Karl™', Peter B. Carroll®, Jiirgen E. Cschwend %, Ruth Eniichel?, | (B furna i n1 i -
Francesca Mantorsi ®, Christian G, Stief”, Urs £, Studer/ 2009 P iemis 3

Sopravvivenza media a 5 anni dei pazienti pN+ e circa il 30% «icow - .



PLND: ruolo stadiante o terapeutico? S Gl nes:on
Muscle-invasive

and Metastatic

Bladder Cancer

In studi retrospettivi la linfadenectomia estesa vs. standard sembrerebbe 5018

migliorare la sopravvivenza in pazienti con tumore muscolo-invasivo della vescica

“ % Extended versus limited lymph node dissection in radical

The Impact of Lymphadenectamy and Lymph Node Metastasis *iu...ﬂ E nr cystectomy: Impart on recurrence pattern and survival

W Jeguen Heorupnan) K U Bemedicte 1" Wi’ and Bolans Maller-Ernst lense
on the Cutcomes of Radical Cystectomy for Bladder Cancer stk s : tR e
IARTEERATIOMAL ITUREHAL OF
Aleserder Kad ™, Feter B, Carrcll ®, JiTgen B, Gac? Me‘ﬂld' Luth Kniiohe!” . 2009 E—"—E 3 ot 2012
Prar--ns 1H-mannidi Moo FEL Ar P P ' 1000 T,
14
T Hgn-H L
& = g W
(e = | o :
W = - T e PLND estesa
.\-.'\'.1:._\.\. EI - H
i Y
% 40 — PLND standard
W "
ki = = {1,008
d T T T T T T
0 12 24 36 48 &0 72 g4 95 0B 120
= = IME {IMmianine
Standard lliaci esterni, n. otturatorio, iliaci interni, presacrali, iliaci comuni distali

Esteso M 1+ iliaci comuni prossimali, biforcazione aortica



PLND: ruolo stadiante o terapeutico?

EALU Guidelines on
Muscle-invasive
and Metastatic

Bladder Cancer
2018

Inoltre la sopravvivenza sia globale sia cancro-specifica sembra correlata con il numero
di linfonodi asportati durante la chirurgia

E stato ipotizzato che I'asportazione di un numero maggiore di 15-20 linfonodi sia da una
parte sufficiente alla valutazione dello stato di coinvolgimento linfonodale, dall’altra
comporterebbe un aumento della sopravvivenza

10 L]
# '-th + 14 of more LMs removed
+ 0-13 LMs removed
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il the disseetion is independently correlated to cancer-
spcchfic survival after vadical cyvstectony for muscle-invasive
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Brunocilla E. et al, 2013
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on the Outcomes of Radical Cystectomy for Bladder Cancer

Alexander Karl ™, Peter R. Carrcll®, Jiirgen E. Gaschwend °, Ruth Eniichel &
Irancesce Montovsi €, Christian G. Stief®, Urs E. Studer!

2009

* Una dissezione linfonodale pelvica estesa puo avere un
ruolo curativo (minor rischio di recidive), in pazienti con
metastasi (pN+) o micrometastasi (pNO)

* Concetto che si basava su dati retrospettivi!!l




Super Extendad Versus Extended Pelvic Lymph Node Dissection
in Patients Undergoing Radical Cystectomy for Bladder Cancer:

A Comparative Study

oo Seloeden,® Lire B 5 acen, Bra U Skerear, By Fo Do, Joe G, Bean, Hollh,

Gas Bliranda, Keaderic G orkhawse -, Jabin Sdein,t Doea © Qurkhard,
i Tonesamans: = Guorge M Thalmenr, Inderhir 5. &1l and DonalA 305k neee s

1) Standard lliaci esterni, n. otturatorio, iliaci interni, presacrali, iliaci comuni distali
2) Esteso ® 1+ iliaci comuni prossimali, biforcazione aortica
3) supeesteso WH )4 preaortici e precavali fino all’a. mesenterica inferiore
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Primo trial randomizzato

Frxtended Versns Limited Lymph Node Thssection in Rladder

Cancer Matients Undergoing Eadical Cystectomy: Survival Results
from a Prospective, Randomized Trial

2018
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Stepitan Buich =, Wwe-Oerml Livhie?. Tocchim Leilner 4 Thoeny Drevenzert, Mersintn R

401 pazienti randomizzati: limited LND vs. extended LND

3 Cance-aoecric auwheal = Crersll gundyal
A Brecprence Froe soevival
| 2| e Extarded LN
£ P W T e o % Extanded LND
: e S i s i 3 e
: 4 Limited LMD 3 - fee—
e %" i Limibed LMD
E Limlted LD g
" ﬂ - L B
z a
L] [ " i N [ [ o o - LY T i A : . ! | &, k g
Tt SR S Iy I N | 1155 [ ETTT 11 B 111 1 THT H—- IR rnne ey et
ALl EL . LYok Ak EFT AT N
=T e 2 1% [Fi Ly K o - u Taweder U7 b1 [ i el g L

= cmd 2 akd Ia: s o a “u e SEFE H_ e L [ LS L = -3 o



PLND: Complicanze
- La PLND estesa aumenta, in media, i tempi operatori di circa 60 minuti

- Rispetto alla PLND standard, NON si registra un aumento di morbidita o
mortalita con approccio esteso (ma aumenta il rischio di linfoceli)

- In studi con elevata numerosita, il tasso di complicanze precoci e di
mortalita registrato e stato del 28% e del 3% rispettivamente
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Possibile ruolo per la robotica? et
=
Nonostante diffusa da 10 anni, € considerata ancora una tecnica «sperimentale» e studi comparativi sono limitati
da importanti bias (eta pazienti , CHT neoadiuvante e stadio <T2 nel 50-60%)
Hest Practiwes in Robot- isted Radical Cystecto
Systematic Beview and Cumulative Analysis of Perioperative TR T e s r:u: ST i 3.5“5 & o ‘ﬁ'-ﬂ 9
; E . ; i} A s and Urinary Reconstruction: Eecommendations of the
Outcomes and Complications After Robot-assisted Radical 4 ,
etk PR AT Pasadena Consensus Pane 2015
H T = Systematic Review and Cumulative Analysis of Oncologic and
Gigcame Sovara ™ Inees WOF Cofto ., Témsarffey BV ", AMagriis i"ﬂl'l"&""ﬂ-e“-"f". fevim Chen®, © =i m ¢
Dieelan G, Murphy. Atexantter Motttrie” jnmes C: Penbody®, Eils € Skinter” Functional Qutcomes After Robot-assisted Radical Cystectomy
Peter 0L Waldhuna | Khueshed A, Cunet | Berkenm Yuh o) 201 5

Herntram Yul"", Timorhy Wadson ™, Bernie Rochrer”, Kevin Chin *, Jnen Padbme -, Amelf sten !
Frafresa AMorrarsi®, &Gﬂ?mﬂl'lltﬂﬂltl, Eheieeihd Gara ™, fame: WE Cerma”
Perer M. Wikiung * . Giooeno NMovara ™

* Tempi operatori maggiori con RARC (1-1,5 ore in piu)

* Minor complicanze grado 3 e sanguinamento

* Degenza paragonabile

* Esperienza chirurgica e volume chirurgico sono fondamentali per ottenere outcomes adeguati
(>30 casi/anno)

 PSM simili tra ORC e RARC

A5 anni DFS (53-74%), CSS (66—80%) e OS (39-66%)

* Mancano dati a lungo follow up
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Possibile ruolo per Ia robotlca?
Evolution of cystectomy care over an 11-year Robot- ;ﬁ‘:::;‘;:‘:?ﬂfﬁ:iﬂ";f‘a ;}“:Emcﬂ_:’::;:t‘:
period In @ high-volume tertiary referral centre =B | [ ] | 4 Binddsc Cacir: The Oncolegiat’s Perspective foom
Blcio Brcissatll ", Axal Maller®, Dsear Lourin®, Jonas Hoijer . Chistolor Adeiing®, &1 MerTbend a Multicentre Study 2018
&ynka Miyokawa®, Abofar Hosseini® ond Peter Wiklund* 2018

Andrea Mecoll ™, Gregory & Pand . Mare C. Simaddone”, Suniaaca i, Mal?. Kevie Cram
¥or-Mimy I.-'!."nr:ly"'. Rasaiia Vigerho®, Gurn Sorpavde ®, Loerer O H:l::r:hmm-'. Smar _li‘rﬂl!n':l-‘

Crverall QRE RARL p-valus ‘Median number of lymph
Patients =14 M7 id2.6%) 467 (57 .4%|
RARC ORC

nene bl (8] L (1) o2%) Overall 21(14-345) 13 (8-21) <0,001
Lymphadenectomy Selected RARC centres only 21 (14-34.5) 15 (8-23) <0.001

limited-ctandard 340042 55 2I00E5%) 122 | 26%) <0.001
in 213

sytencad AN (AL hb (115 ] A5 [

In centri di riferimento, con la tecnica robotica la

linfoadenectomia viene eseguita piu frequentemente con
template esteso!
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Problema del seeding: locally advanced e cN+

Aggressivita e stadio locale avanzato del tumoure
Immunodepressione del paziente

Contatto del tumore con la ferita/porte laparoscopiche
Manipolazione chirurgica

«nebulizzazione” di cellule tumorali nella cavita peritoneale secondaria al
phneumoperitoneo

Perdita di gas dalle porte laparoscopiche con accumulo di cellule
neoplastiche a livello delle porte (effetto camino)

Contaminazione da strumenti laparoscopici con cellule neoplastiche a
livello delle porte

Studi autoptici dimostrano carcinosi peritoneale nel 19% dei
pazienti con neoplasia vescicale per lo piu multimetastatica!
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Problema del seeding: locally advanced e cN+

FORT SITC MLETASTASES AFTER ROBOT-ASSISTED
LAPARGCSCOPIC RADICAL CYSTECTOMY

FehSHE A To-TAPRT™Y awn K1IEEUTT W 5 I 4

10 mesi dopo.....

cT3b NO MO
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Problema deI seedlng IocaIIy advanced e cN+

Early Recurrence Patterns Following Totally Intracorporeal

Robot-assisted Radical Cystectomy: Results from the o] I w r*
- L] - L] i L] I

EAall Rohotic Urology Section (ERUS) Scientific Working Group f'm" 'aﬂ‘l #_

Justin W Codlins ©, Abolfnsl Hasseini®, Clenstofer Adding 2, Tommy Mylberg®,
Anthony Kenpparis©, Ecward Rowe*, Marchew Ferny®, Remi isva ), Marde C Sclarmacher f""""' .
Curl BVipburs- Alfuliod B Conche®, Melvin D ﬂ-l.rl.ﬁ-l:e_p", Eore! Decpesiecker |,

Christicer Schrwenimer!, Armadl Stenzd’, Sebastion Fdeling®, Sose Pokupic ',

Frdriic D'Homelt ', Alezoncer Muddrie ', Pecer B Wikiamd " *
2017

RARC: 717 pazienti
FU minimo 12 mesi

5 pazienti (0.7%)-> carcinosi peritoneale (4/5 recidiva multimetastatica; 80% up-staged a
malattia non-organo confinata)

2 pazienti (0.3%)—> port site metastasis

Pattern di recidiva simile alle cistectomie open
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Eecurrence Patterns After Open and Eobot-assisted Radical

Cystectomy for Bladder Cancer Table 2 - Distribution of locations among patients with recurrence

and seccondary urothelial carcinomas within 2 yr after open (ORC)

(hamiel P Nogen ™, Sosfdr A Bhessein A Avwomdh 7, Xion W', Podroe O7deliey?, : 5
and robot-assisted radical cystectomy (RARC)

lgor . Inovared ©, Abdmbols Avaigbezan . Bidloy M. Faines”. i L Cierfaros ',

Dhaizlaz & Schieri" 2
2015 Variahle ORC RARC
ORC: 120 :
. Any recurrence 33179 (42) 571158 (36)
RA_RC' 263. Local recurrence ° 15/65 [23) 241136 [18)
FU: 30 mesi Cystectomy hed 11{73) 14 (58)
PLND remplate 6 [40) 12 (50)
RARC non aumenta il rischio di recidiva Distant recurrence - 26/73 (36) 431147 (29
rispetto a ORC, ma le metastasi linfonodali o o o
extra-pelviche e carcinosi peritoneale B 12 (46) 16 (37
sono maggiori con la tecnica robotica!! Extrapelvic lymph node 4(15] 10 (23)
Peritoneal carcinomatosis 28 Q(21)
Other [brain, adrenal) 3 {12) 0
Secondary urothelial carcinoma | 4q
Upper urinary tract i 3 (75)
Urethra | 1 {25)
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Soluzione per locally advanced e cN+:
CHT neoadiuvante?
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Recommendations Strength rating
Offer nzoadiuvant chomotheragy (NAC tor] 12- 144, cMNCMO pladder cancet. In this casc, otrang
ahways Laa sisnlafin hasad combinefinn therapry.
Dlex vl ofTer NAC Lo oalenls who arg nelgible Tor cisplatin-based combinalion Slrarng
chemotharapy.
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NEﬂad]lJ'u'ant Chemotherapy for Muscle-lnvasive Bladder Cancer: A
 Aumenta la sopravvivenza globale dell’ Systematic Review and Two-Step Meta-Analysis

, 2016
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POST-CHEMOTHERAPY SURGERY IN PATIENTS WITH
UNRESECTABLE OR REGIONALLY METASTATIC BELADDER CANCER

HARRY W. HERE. & MACHELE DOMAT aup DEAN F. BAJORIN

* 92% dei pazienti sottoposti a CHT senza chirurgia deceduti per neoplasia
* 1/3 dei pazienti sottoposti a chirurgia dopo CHT neoadiuvante sopravvive a 5 anni

1.0 - Lyrtactymmy along
omyparatve Lifectiveness of Ireatment Stratepes for Bladder Cystoctarmy ant adjuvant chama
Camncer With Clinical Fvidence of Regional I'.T"T'a’|1 Joilgkar oF Cranican ONenLaay & Chemo eloms
sode Involventent i ae Cyslsctarmry anc preape-at ve shama
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1,739 pazienti (cN1-2-3): E 04
=
e 1,104 chirurgia (363 con CHT neoadiuvante) =
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Recommendations Strength rating
Offar radical cystactamy as 2 palliative trsatment o patiente with inoperabls locally Weak
advanced turmours (Tdb).
Offar palliativa ovstectomy in palients with svmptormnes. Vieak

« Cistectomia palliativa come alternativa a trattamento conservativo (ex. RT)
- Sintomi invalidanti: dolore, sanguinamento, disuria e anuria ostruttiva

« Nessun ruolo per la PLND (aumento tempi chirurgici e morbidita, nessun
vantagqgio di sopravvivenza per pazienti a scarsa prognosi)

BLADDER CANCER WITH OBSTRUCTIVE UREMIA: . - - - - :
NGO I DD AETER DERATIE 6.1 paZ|er!t| con uremia ostruttiva sottoposti a
SURGICAL MANAGEMENT cistectomia
NASR & CLTALTY, YASSER OShLAR, ALBEID MOEBALL TAREE MULSCY, e 10 cistectomie di salvataggi09 tutti 10 paZienti

e EERSATS AR EM BN

2005 recidiva pelvica entro 1 anno dalla chirurgia!!



CONCLUSIONI

 PLND in Cap: ruolo stadiante ma tutt’ora problema non risolto della nostra
chirurgia

e Salvage PLND: solo in casi ben selezionati puo essere curativa

* PLND in BC: ruolo curativo? probabilmente non da sola





