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[Mold Ta XapaKINPIoTIKA TOU;

Etvat €€ apxng dnONTIKog
TOUAQXLOTOV OTO 57% twv
aocBevwv.

MNaAalotepeg oslpeg 91% kat 84%.

Juxvotepa >50 etwv.
Vaidya A et al. J Urol 2001; 165:47-50




duolkn loTopla

2tn 10etia, 0S=16%, CSS=26%.

Low VJ et al. BJU Int 2010; 105:1667-71
Auénon Bvnopotntag >12 eBdopadec.

Gore JL et al. Cancer 2009; 115:988-96
85% mBavotnta n EVIOMOHEVN VOOOC VA TTPOXWPNOEL OF

EEWKUOTLKI.
Chang SS et al. J Urol 2003; 170:1085-7

Etvat Bavatngopa vooocg Kat Xpndlet EmMOETIKNG
AVTIHETWTTIONC.
Messing EM et al. J Clin Oncol 2009; 27:2443-9



H Bewpla TnG «(pUYOKEVTPOU TTOPELag>
KEVTPO > AePPAOEVEC > PETAOCTACELCG

H BloAoyla Tou Kapkivou paAAov eival
OlaPOPETIKN

[1ol0C 0 POAOC TNG EKTETAPEVNC AEPPAOEVEKTOHNG
—> O€ Jld VOOO EVTOTIOHEVN
—> O€ Uld VOOO EMIOETIKN KAl HETACTATIKN

DeVita VT Jr, Rosenberg SA (2010) Two hundred years of cancer
research. N Engl J Med 366:2207-2214



Mati AEPPAOEVEKTONN OTOV KAPKIVO?

&

AlayvwoTIKN: val N

2TadlomoInTIkn: val - ’f

OepameutiKn: EmBiwon oXeTIKN YE TN VOCO??

AVATOUIKIN KUCTEKTOMN
Hurle R & Naspro R. Surg Oncol 2010; 19:208-20



AEHPAGEYEKTONN OTOY KARKIYQ TNG
KUOTNG: OE00HEYQ

Standard of care - PW{IKN KUCTEKTOMN

KAl TTUEALKN AEPPAOEVEKTOUN

Turner WH & Studer UE. Semin Surg Oncol 1997 AT e
Skinner EC, et al. Urol Oncol 2007 ' Ecolf

uuuuuuuu

Navta

Stein JB, et al. J Clin Oncol 2001; 19:666-75 — g
Yafi FA, et al. BJU Int 2010 Dec 16. [Epub ahead of print

ApgpoTtePOTAEUPN.
Mills RD, et al. J Urol 2001; 166:19-23



A§HSRQ§§Y§KTQHﬂ oTQyY KAPKIVO
KUOTNG: AsOoUEva

LN (+) = 0 1oXxupotEPOC
TTPOYVWOTIKOC OEIKTNG UTTOTPOTING
Kal Kakng emBiwong

Mexpt 80 % twv acBevwyv pe LN+ Ba
UTTOTpOTILAcouV Kal 6a mebavouv
LETA TNV KUCTEKTOUN

Stein et al J Clin Oncol 2001,

Shariat SF, et al J Urol 2006
Thalmann GN & Stein JP. BJU Int 2008,
Hautmann RE, et al Eur Urol 2012




Table 3, Estimated 5-Year CSM and OCM Rates in Patients With Urothelial Carcinoma of the Urinary Bladder Treated With
Radical Cystectomy, Stratified According to Age and Pathologic Tand N Stages
Age at Surgery

g;a"d N g0 Vears 60169 Vears 7079 Years 580 Years
065 oaie %CSM %OOM %Aie %CSH %OCM %Aive %CSM %0CM % Aive % CSM % OCM

pliNppetients 657 216 127 609 284 158 G4 87 192 42 M1 2
pNppetients 622 263 115 50 286 144 881 M3 76 %4 B9 AT
Plaopatients 545 367 98 &7 B9 24 43 W05 152 %8 54 208

Plopatients 530 3621 103 411 %9 180 58 A& 59 X1 & 214
DT ptts 456 5 w2 (ey) 1 %5 w1 1

CSM indicates cancer-specific mortaity; OCM, other-cause mortaly

Hautmann RE, World J Urol 2006;24:305-14
Lughezzani G, et al. Cancer 2011; 117:103-9



Probability of recurrence free survival

Radical Cystectomy in a Dutch University
Hospital: Long-Term Outcomes and Prognostic
Factors in a Homogeneous Surgery-Only Series

Harman M. Bruins," Tom J.H. Arends,’ Mijke Pelkman,’
Christina A. Hulsbergen-van de Kaa,” Antoine G. van der Heijden,'
J. Alfred Witjes'
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1) (AP) mapaoptikoi, 2) (AE) mapaKK®, 3) (AE) kowvoi Aayoviol, 4) (AP) kKouvol
Aayoviol, 5) (AE) €€w Aayoviol, 6) (AP) €€Ew Aayoviol, 7) (AE) Asppadevag tou
Cloquet, 8) (AP) Aspwadevag tou Cloquet, 9) (AE) Bupoeldikog/umoyaotplog,
10) (AP) Bupocldikog/umoyaotplog, 11) (AE) mpoioxiakog ,12) (AP)
TTPOLOXIAKOG, 13) TTpolePOC 11



Mold gival n «kaAn>» AePPAGEVEKTOMN
Kpitnpeto o aptOuog?

TouAaxiotov 9-16 Aspupadeveg

Herr HW. J Urol 2002
Leissner J, J Urol 2004
Capitanio U, BJU Int 2009

‘Oco meplocotepol TO0O KaAutepa (emBiwon)
Koppie TM, Cancer 2006

MovteAa TTPOBAEWNC HETACTATIKWY AEUPAOEVWY OF
OXEON PE TOV aplOpo agpaipebevtwy (> n < 20%)
Shariat SF, Eur Urol 2012



Moid gival n «KaAn>» AEPPAOEVEKTOUN
Kpitnpto o aplOuoc?

O apiBpoc e€aptatal amo TapayoviEC

- KAtvikouc (nAtkia, mpogyx XMO)
- XELPOUPYIKOUC (EKTAON, EUTIEIPLA, ETIPEAELQ)

- MaBoAoyoavatopikoug

Bochner BH, J Urol 2004
Stein JP, J Urol 2007

AUCKOAO va OpPIOTEL OUYKEKPIHEVOC aplOpog
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Radical Cysteciomy and Bladder Preservation for Muoascle-Invasive
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Table 1 Qutcomes of large radical cystectomy/pelvic lymph node dissection series (Original)

“No. of Type of % of patients  Median S-year 5-year RFS S-year 5-year

Series patients  PLND LN+ follow-up RFS LN- oc RFSEV  RFS LN+
Stein [42] 1054 Extended 23 10.2 years 78 80 46 39
Steven [27] 336 Extended 19 3.6 years 77 83 34 42
Poulsen [31] 126 Extended 26 nia nfa B5 nfa nfa
Poulsen [31] 68 Standard nfa nfa n/a B4 nfa nfa
Dhar* [40] 322 Standard 26 40 months 68 7 49 35
Dhar" [40] 336 Limited 13 25 months 51 B3 19 i
Hautmann® [43] 788 Standard 18 3 years 74 79 38 21
Madersbacher [44] 507 Standard 24 31 months 65 75 47 33

err and Uonat™ [43] B84 Extended nfa 10 years nfa nfa nfa 24
Mills [46] 83 Standard n/a 6 years n/a n/a n/a 29
Abdel~Latif? [47] 418 Standard 26 40 months 78° nfa nfa ag®

EV, extravesical primary tumor (pT3 or pT4); LN—, no metastatic LNs; LN+, metastatic LNs; OC, organ confined primary tumor (pTa, pT1, pTis, pT2).
pTI pTis, pT4 excluded in this study.
®all patients had grossly positive LNs at time of cystectomy.
“HIE patients treated with surgery only.
930% of patients had squamous cell histology, which conferred significantly improved 3-year survival rates.
® 3-year survival rate.

Dorin RP & Skinner EC. Curr Opin Urol 2010; 20:414-20
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Does the Extent of Lymphadenectomy in Radical Cystectomy for
EBladder Cancer Influence Disease-Free Survival? A Prospective
Single-Center Study

Hassan Abol-Enein *', Deryva Tilki ™“™"* Ahmed Mosbah °, Mahmoud El-Baz*, Ahmed Shokeir”,
Adel Nabeeh ®, Mohamed A. Ghoneim ©

A el patentarese - MpooTTIKN, éva kévipo, 400 acBeveic
g e i - Ektetapévn Vs standard
E' o S - 4 xpovia FU
g - ﬂEpl’(SGé'EEpOl Aeppadeveg (49 vs 16)
- KaAutepo by DFS yia N+ acBevelg
Y , (48.0 vs. 28.2 %)
Time (years) ‘ _
C 100
B 100 LN negative patients _ LM positive patients
® s L_EILAE 72.3% E’é 80 8 p=0.029
E i % &0 Ext LAE: 4B.0%
5 n=0.238 Std LAE: 66.2% a
E 40 ‘E_ o
% 20 % 20 Std LAE: 28.2%
" ; 2 ® " ? : 1 2 : 4 5

Time (years)

Time (years)



Table 2 — Multivariate analysis predicting disease-free survival in
400 bladder cancer patients

Variable Multivariate analysis (stepwise
backward elimination)
HR 95% CI p value

Fathologic category

<pl2 Referent

pT3-4 3.6975 1.7854-7.6573 <0.001
Lymph node involvement 2.1718 1.5546-3.0339 <0.001
Extended lymphdenectomy 14510 1.060-1.9858 0.02

Cl = confidence interval; HR = hazard ratio.
“Age, gender, grade, and histology were nonsignificant variables.
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Super Extended Versus Extended Pelvic Lymph Node Dissection
in Patients Undergoing Radical Cystectomy for Bladder Cancer:
A Comparative Study J Urol 2011

Pascal Zehnder,* Urs E. Studer, Eila C. Skinner, Ryan P. Dorin, Jie Cai, Beat Roth,
Gus Miranda, Fréderic Birkhauser, John Stein,T Fiona C. Burkhard,
Sia Daneshmand,¥ George N. Thalmann, Inderbir S. Gill and Donald G. Skinner

959 aoBeveig

PT,.3 KAVIKA NoM,

AlaopeTIKN EKTAON AEP@PAGEVEKTOMNG
10 xpovia FU

ND tamplates. A, USC. B. UB LND is done up to lavel betwsen mid and upper third of common iliac vessels [yellow arrow)
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AplOUOC AsppadeEvwy

USC > 38 vs UB > 22 (p 0.0001)
‘Ektaon AepgpadeveKTopung
Tpomol amootoAng oto Mab Av (6 vs 13 makeTa)
[NaBoAoyoavatoplkn MPOCEYYION

- AvadpopiKn PEAETN

- JUPTTANnpwHatikn XMO
Ye LN+ > 62% USC vs 40% UB
2€ LN - 2 21% USC vs 0% UB

- Alagpopol xelpoupyol



T1 UTTOPEL YA O1a@PUYEL?

‘OAol ot + Agppadeveg ota Kolvd
Aayovia cuvutnpxav He + AEPPadEVEC
otnV MUEAO

‘Otav ot mueAtkol Aspgpadeveg sival
apvnTiKol OV PTTOPEL VA UTTAPXEL
UETAoTAON O€ £EWTUEAIKOUC.

Ghoneim MA & Abol-Enein H, Eur Urol 2004

Xaptoypdpnon pe technetium

22/284 (8%) padlevepyoi Aep@adeveg
UTINPEXAV TAvVw Amo TO HECO TWV KOVWY
Aayoviwv ayyeiwv

Roth B, Eur Urol 2010
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Radical Cysteciomy and Bladder Preservation for Muoascle-Invasive
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The extenl of lymph nede dissection and the individual surgcois cxpeltise are critical, as they sipgnificantly 1k
affect therapeutic outcome and overall survival after radical cystectomy.
Lymphadenectomy al radical eystectomy should remove all lymphatic tissues around the commaon iliac, 2h-3

cxternal iliac, internal iliac group, and obturator group bilaterally, since as many as one-third of all positve
nodes are located around the commen iliac artery,
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Extfended vs Nnon-exifended pelvic lymph node 2‘014
dissection and ftheir influence on recurrence-free
survival in pafients undergoing radical
cystfecifomy for bladder cancer: a systemaftic
review and meifa-analysis of comparative studies

2-PLND mnone-PLHD Hazard Hatio Harard Ratio
_Study or Subnioup  loglHazaid Ratio]  SE  Total Totd Weiglt 1. Random, 95% CI V. Random, 95 €I
Abol-Enein 2011 -0.4 0155 200 200 17.3% 0.67 [0.49, 0.91]
Dhar 2008 -042 012 322 336 230% 0.66 [0.52 0.83 =
Halmer 2008 -087 03 1M B8 61% 0.42[0.23 077
Jensen 2012 011 018 285 M 167% 0.90 [0.65, 1.23 —— RFS QYE@-“
Poulsan 1998 021 0 126 6 100% 0.76[0.49, 1.20 S
Simone 2012 05 01 349 584 27.0% 0.57 [0.47, 0.69 —&
Totad (95% Clv 1363 1461 100.0% 0.66 [0.56, 0.78] .
Heterogeneity: Tau? = 0.02; Chi*= 8.23, df = § (P = 0.14); "= 35% iE &7 1 152
TESI‘RH mﬂm-ﬂ"ﬂﬂ: E= 5u‘4 |F - ﬂ.ﬂﬂﬁm] Favours Q'PL..ND FW“:;UE'S fnon e-PLND
£PLND non e-PLND Hazaid Ratio Hazard Ratio
Stuily or Subgroup  logiHazanl Ralie]  SE Totad Totad Weigln 1V, Fixed, 95% CI IV, Fixed. 95% C1
Dhar 2008 -0.04 0.24 150 200 £94% 096060, 154
Holmer 2009 013 0.49 53 4 167% 088034, 229 RFS pT2
Jensen 2012 0.2 158 151 110 1.6% 1.22[0.06, 27.02 =
Simane 2012 -0 057 192 271 123% (0.99[0.32 303 ——
Total (95% CI) 546 627 100.0%  0.95[0.64, 1.41] -?
Heterageneity: Ch*= 0.06, ¢f = 3 (P = 1.00), "= 0% E :]5 n=1 3 5 z’u
Test for pveral effect Z=0.24 P = D.E1) ¥ FE‘IDLII'E-E-PU'}D Favoure non e-PLND
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Exiended v Non-exiended pelvic lvymph node 2014
dissection and their influence on recurrence-free
survival in pafients undergoing radical
cystfecitomy for bladder cancer: a sysfematic
review and meifa-analysis of comparative studies

PLND ePLINT) Mean Difference Mean Difference
Study or Subgroup m 5D lotal hé::‘\ SD lotal Weight IV, Random, 95% €l 1V, Random, 95% L
Abul-Enein 2011 200 2 16.6%  33.00 [30.81, 35.09] -
Dihar 2008 322 336 16.5% 10.00 [2.21, 10.79] o
Holmer 2009 101 ) 18.1% 29.00 [26.08, 31.92] —
lensen 2012 205 204 16.8% 17.00 [13.83, 18.17] 2
Poulsen [wH 124 i ¥y 16.0% A0 [ A, LA00] B
Simone 2012 349 S84 16.7% 16.10 [14.27, 17.93] x
Total (95% Cl) 1361 1460 100.0%  19.06 [12.38, 25.74 -

1 | | |

Heterogeneity: Tair® — 68.59; Chi* = 555.54, df = 5 (P < 0.001); I* = 99%

=20 =10 0 10 20
Teet for overall effect: 7 =559 (P < 0.001]

Favours non-ePLRND Favours ePLND

H ektetapevn AsppadevekTopn BeATIwvEL To dldoTnpa
eAeUBepo uTtoTpoTNG o€ acBbeveic - LN+, LN -, pT3-4,

pT27?
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Thhe Impact of thhe Extent of Lyimphadenectomy on Oncolosic
Outcomes in Patients IIndergcoingsg Radical Cystectomy for BEladder
Cancer: A Systematic Revieww

Hoarrroarne . Broains - °, Erik Veskimoae ©, Virginia Hernande=<, Aoarei Trrearreeero <,

AMolly N. Neubersmer®, Philip Dalon 7, Fiona Stewvwart ™, Thomas B, Lam Y, James N"Dow Y,
Arntoine C.. van der Heijden =, Eva Compéeral 5, Wicel . Cowvwan ™, AWMarico 1D2e Sandis ',
Georgios Gakis’, Thierrv Lebret ™, Maria J. Ribal'l, Amir Sherif™', J. Alfred Witjes ~

*Kapid Tuxalomotnpévn HeEAETN
* Aep@adeveKTOUN KAAUTEPN aTd pn AEPPaAdEVEKTOMN
*XwpIC TEPIOCOTEPEC EMITAOKEC

*the findings indicate that E- LND might be superior to
lesser degrees of dissection from an oncologic
Derspective

*“however, further extending the dissection (eg, SE-LND)

is not beneficial.
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It is likely that the templates will vary according to
patient’s risk of LNI

Shariat SF, Ehdaie B, Rink M et al
Clinical nodal staging scores for bladder cancer: a proposal for preoperative risk

assessment. Eur Urol 2012

Karim Bensalah « Morgan Roupret « Evanguelos Xylinas « Shahrokh Shariat
The survival benefit of lymph node dissection at the time of removal of kidney,
prostate and urothelial carcinomas: what is the evidence? World J Urol 2013
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Conlenls lisls available al SciVerse ScienceDirecl
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Systematic review and meta-analysis of comparative studies reporting @ e —

early outcomes after raobot-assisted radical cystectomy versus open
radical cystectomy

Kaiwen Li "1, Tianxin Lin*"!, Xinxiang Fan *”!, Kewei Xu *®, Liangkuan Bi *°, Yu Duan®, Yu Zhou 9,
Min YuY, Jielin Li¢, Jian Huang=b-=

Table 1
Characterstics of th2 neloded studes
Firs: auther, vaerof  Level of Country  Study Mo of patiens’  Age RARCORC Gendzr, RARCIORS,  Llevelof  Reconstroction method for - Woof Match fectors Qualizy
publication evicene design mean o- mediat Ne. of males FLND urnary diversion neok adder SCOTES
recirsiTuCHons.
RARC  ORC RARC  ORC
(364)  [598) %

Galich 2006™ 3 LISA P 13 24 70/70.5 10/18 | / Exmr:u!pm!a'll 5 7 L2356 11 emsseas

Sterrett 2006™ 3 usa e 19 33 £69.9/658 14/24 Unr:Jl.'/r Unclear \ NA N 1,23

Pruthi 2007 3 USA R 20 4 62.3/682 20024 | Extracorporeal \ 10 ] 2561 snnmsaan

Wang 2008" 3 USA p 3 il 7055 M3 I / Extracorporeal I' 12 5 LIA456.9  seenssann
181

Richards 2010" 3 LSA R 35 35 £5/66 30/25 ] r Extracorporeal 3 4 1L234,5,6,8  svennenns
9,10

Martin 2010% 3 UsA P 19 14 7468 1214 t:n_Lm Ling NA MA 1234 PR

W LiSA P i3 104 708672 6373 ] Extracarporeal 26 L] :Jw
Nix 2010 pi:l LiSA RCT Fi] 20 67.4/65.3 14117 ] Extracorporeal 7 L] ,2.3.4,56 ROT
W Korea R 35 104  622/659 31/85 Il Extracorporeal n B 113 A,H—a——-—":"/
| 9.10
Abaza 2012" 3 LISA P 35 120 673698 31/95 ] \I Unclear WA NA 1.5.6.8 snapibann
Styn 2012" 3 LISA p 50 100  665I656 42(84 I A Extracorporeal NA NA 1,234,567, ssssvans
\ 8,910

Gondo 2012™ 3 Japan P n 15 6B.9/60.7 8/13 ] Extracorporeal 4 6 LLA5 T8989 seeeenn
10. 11

Nepple 2012* 3 LISA R 36 . a7 3116 | \ Ex!rum:mz’/ L] 1 35681 T



PYPK vs APK

962 acBeveic

PYPK: peyaAutepog xelpoupylkog xpovog (p<0.001)
ALYOTEPEC TTEPLEYXELPNTIKEG eMIMAOKEC (p=0.04)
UIKPOTEPN amwAcla aipatog (p<0.001)
UIKPOTEPN avaykn petayylong (p<0.001)
meplocotePOl Aspadeveg (p=0.009)
ULKPOTEPN TTapapovn oto voocokopeio (p<0.001)
[Mapopola XElpoupyYIKA opla
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FARC Pasadena Consensus Panel Review

EFditenread by Mornesh Araon o and I||!._l:_';||:|! S5 ieidl el JETE 161=-367 af o I'“_'\. :l |

Systematic Review and Cumulative Analysis of Oncologic and
Functional Outcomes After Robot-assisted Radical Cystectomy

case numbers, short follow-up, and potential patient selection bias, The lymph node yield
during lymph node dissection was 19 (range: 3-55), with half of the series following an

extended template (yield range: 11-55). The lymph node-positive rate was 22%. The

performance of lymphadenectomy was correlated with surgeon and institutional vol-
ume. Cumulative analyses showed no significant difference in lymph node yield between

RARC and ORC. Positive surgical margin (PSM ) rates were 5.6% (1-1.5% in pT2 disease and




BJUI

BJU International

The RAZOR (randomized open vs robotic
cystectomy) trial: study design and trial update

Norm D. Smith, Erik P. Castle', Mark L. Gonzalgo?, Robert S. Svatek?®, Alon Z. Weizer?,
Jeffrey S. Montgomery?, Raj S. Pruthi®, Michael E. Woods®, Matthew K. Tollefson®,
Badrinath R. Konety’, Ahmad Shabsigh?®, Tracey Krupski®, Daniel A. Barocas'®,
Atreya Dash'', Marcus L. Quek'?, Adam S. Kibel'® and Dipen J. Parekh'

PLND and urinary diversion. RAZOR is a multi-institutional,
non-inferiority trial evaluating cancer outcomes, surgical
complications and HRQL measures of ORC vs RARC with a
primary endpoint of 2-year PFS. Full data from the RAZOR
trial are not expected until 2016-2017.



EAU Guidelines

Conclusions LE

For MIBC, radical cystectomy is the curative treatment of choice. 3

A higher case load reduces morbidity and mortality of cystectomy. 3 |

Radical cysteetomy includes removal of regional lymph nodes. T — 3
ere are data to support that extended LND (vs. standard or limited LND) improves survival after D

racheal cystectomy.

Radical cystectomy In DotTSExes-fust-Ret-nclude-removal-of the-entire-trethramarcases, which |3 |

may then serve as the outlet for an orthotopic bladder subshtutlan The terminal ileum and colon are

the intestinal segments of choice for urinary diversion.

The type of urinary diversion does not affect oncological outcome. 3

Laparoscopic cystectomy and robotic-assisted laparoscopic cystectomy are feasible but still 3

investigational. Current best practice is open radical cystectomy.

In patients aged > 80 years with MIBC, cystectomy is an option. 3

Surgical outcome is influenced by comorbidity, age, previous treatment for bladder cancer or other 2

_pelvic diseases, surgeon and hospital volumes of cystectomy, and type of urinary diversion. ..

Surgical complications of cystectomy and urinary diversion should be reported using a uniform 2

grading system. Currently, the best-adapted, graded system for cystectomy is the Clavien grading

_qutpm - — I B ||

@uswe evidence exists as to the Upttmal extent of LND [Za>




EAU Guidelines

Recommendations GR
Do not delay cystectomy for > 3 months because it increases the risk of progression and cancer- B
specific mortality.

Before cystectomy, the patient should be fully informed about the benefits and potential risks of all B
possible alternatives, and the final decision should be based on a balanced discussion between

patient and surgeon.

An orthotopic bladder substitute or ileal conduit diversion should be offered to male and female B
patients lacking any contraindications and who have no tumour in the urethra or at the level of urethral
dissection.

Preoperative radiotherapy is not recommended in subsequent cystectomy with urinary diversion. A
Pre-operative bowel preparation is not mandatory. “Fast track™ measurements may reduce the time of |C
'bowel recovery. Il
Hadlc cystestemy-tsTecommenaed in 12-14a, NU MO, and Righ-fiSK non-mMBC(asouthined-aboua) | A
Lymph node dissection must I::e an mtegral part nf cystectomy A
The urethra camrtrepresemved-fumargins are negative If no bladder substitution-is-attaeked—tTeTreinra | B

should be checked re __mjlarlv

opic cystectomy and robot-assisted laparoscopic cystectomy are both managemm
However, current data have not sufficiently proven the advantages or disadvantages for oncological
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