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What is Locally Advanced Prostate Cancer?

: PSA >20 ng/ml, Gleason sum 8-10, clinical
stage T2c.

: PSA >20
ng/ml, Gleason sum 8-10, clinical stage T3.



Surgery and radiation are commonly offered to men with clinically localized PCa.

Recent analyses advocating radical prostatectomy (RP) for men with HR cancer
have demonstrated durable oncologic outcomes

Depending on the HR definition used, Yossepowitch et al. found OC cancers in
22-63% of patients undergoing RP with 72—98% metastasis-free survival 10 yr

after surgery.
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Secondary Therapy, Metastatic Progression, and Cancer-
Specific Mortality in Men with Clinically High-Risk Prostate
Cancer Treated with Radical Prostatectomy

Ofer Yossepowitch, Scott E. Eggener, Angel M. Serio, Brett S. Carver, Fernando J. Bianco Jr.,
Peter T. Scardino, James A. Eastham *

Department of Surgery, Urology Service, Memorial Sloan-Kettering Cancer Center, New York, NY, USA

Despite the higher likelihood of biochemical recurrence and secondary therapy, HR
patients have 10-yr cancer specific survival (CSS) estimates after RP of approximately 90%




6.2.4.2.Locally advanced Pca

The surgical treatment of clinical stage T3 PCa has traditionally been discouraged [ ],

mainly because patients have an increased risk of positive surgical margins and lymph
node metastases and/or distant relapse [ , ].
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offered in a multimodality setting.

In selected patients with locally advanced (cT3a) PCa, and a life expectancy > 10 years, RP
may be offered in a multimodality setting.

In highly selected patients with locally advanced PCa (cT3b-T4 NO or any T N1), RP may be
offered in a multimodality setting.

In patients with high-risk localised PCa and a life expectancy of > 10 years, RP should be

In patients who are surgical candidates for radical prostatectomy, all approaches (i.e. open,

laparoscopic or robotic) are acceptable because none has clearly shown superiority in terms of
functional or oncological results.
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Predicted probabllity of event Laparoscopic RP RRP
Bladder neck contracture 0.021 049
Anastomotic leak C.044 0.033
Infaction | % oomnm 10.048
Crgan injury { 0.029 0.00¢
lleus 0.024 0.00

Deap-vein thrombosis 0002 c.014

Predicted rates of event ‘ Laparoscopic RP (%) RRP (%)
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Recent reviews comparing RARP with open RP have demonstrated similar positive

surgical margin and biochemical recurrence rates with reduced blood loss and need
for blood transfusion

Although RP is an important therapeutic option for select patients with HR PCa, the
role of robot-assisted radical prostatectomy (RARP) has not been well investigated.

of RARP in HR patients or randomized trials comparing RARP with
other treatments have been reported.



Il trattamento ideale

1.Controllo oncologico




Il trattamento ideale

1.Controllo oncologico

2.Preservazione
funzionale




Il trattamento ideale

1.Controllo oncologico

2.Preservazione
funzionale

3. Morbidita chirurgica
minima



The Specific Definition of High Risk Prostate Cancer
Has Minimal Impact on Biochemical Relapse-Free Survival

Carvell T. Nguyen, Alwyn M. Reuther, Andrew J. Stephenson, Eric A. Klein
and J. Stephen Jones*,t

Fram the Glickman Urological & Kidney Institute, Cleveland Clinic, Oleveland, Ohio
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One of the most important benefits of RP as compared with nonsurgical therapy is
pathologic staging of the primary cancer as well as regional lymph nodes. Although
preoperative risk group stratification and nomograms may identify patients with
adverse features, studies have established that pathologic variables such as
pathologic Gleason and stage more accurately predict who may benefit from
additional therapy




available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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Updated Nomogram Predicting Lymph Node Invasion

in Patients with Prostate Cancer Undergoing Extended Pelvic
Lymph Node Dissection: The Essential Importance

of Percentage of Positive Cores

Alberto Briganti“*, Alessandro Larcher®, Firas Abdollah“, Umberto Capitanio“,
Andrea Gallina®, Nazareno Suardi®, Marco Bianchi®, Maxine Sun €, Massimo Freschi®,
Andrea Salonia®, Pierre 1. Karakiewicz®, Patrizio Rigatti®, Francesco Montorsi“

available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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The Role of Robot-assisted Radical Prostatectomy and Pelvic
Lymph Node Dissection in the Management of High-risk Prostate
Cancer: A Systematic Review

Bertram Yuh “°, Walter Artibani”, Axel Heidenreich®, Simon Kimm“, Mani Menon *,
Giacomo Novara’, Ashutosh Tewari®, Karim Touijer?, Timothy Wilson“, Kevin C. Zorn",

Scott E. Eggener’




The Role of Robot-assisted Radical Prostatectomy and Pelvic
Lymph Node Dissection in the Management of High-risk Prostate
Cancer: A Systematic Review

For men With HR Pca’ RP represents an Option for seIeCt Bertram Yuh “*, Walter Artibani”, Axel Heidenreich‘, Simon Kimm“, Mani Menon ®,

Giacomo Novara’, Ashutosh Tewari®, Karim Touijer“, Timothy Wilson“, Kevin C. Zorn",

patients, and early outcomes of RARP are encouraging. KLl

Table 8 - Comparison of perioperative and pathologic outcomes of radical prostatectomy by technique and risk of disease

Briganti et al. |10] Present analysis Novara et al fFicarra et al. | 13,14]
No. of patients 1366 1360
Surgical technique Radical retropubic Robotic
Risk of disease High risk High risk
Positive surgical margins 45% 35%
Pathologic stage®
pr2 25 35
pT3a 35 35

pi3b 33 19
Lymph node yield 10 18 (for ELND)
Lymph node positive rate® 23 1-33

BCRFS, % 69 (5-yr estimare) 45-86 (3-yr estimate)
Estimated blood loss, ml 189

Operative time, min
Complication rates, %
Potency at 12 mo, X

168
3-30
52-60

Continence (0 pads at 12 mo), X 51-95

BCRFS = blochemical recurrence-free survival, ELIND = extended pelvic lymph node dissection.

Pathologic outcomes are comparable with a series of 1366 open RP patients examined
by Briganti et al., and perioperative and functional outcomes resemble those of RARP in
patients without HR disease.



The EAU recommends that if a LND is to be performed, it should be

an ELND.
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Fig. 3 - Template of dissection for extended pelvic lymphadenectomy.

Higher nodal yield provides more accurate
staging. Abdollah et al. determined that
with the removal of 20 lymph nodes,
about 90% of patients were properly
staged. Burkhard et al. revealed up to
58% of patients with nodal invasion had
metastases in the internal iliac nodes.
Therefore, at minimum, the nodes
overlying the external iliac and internal
iliac vessels and obturator fossae should
be removed for ELND



The Role of Robot-assisted Radical Prostatectomy and Pelvic
Lymph Node Dissection in the Management of High-risk Prostate

Cancer: A Systematic Review

Bertram Yuh “°, Walter Artibani”, Axel Heidenreich“, Simon Kimm“, Mani Menon *,
Giacomo Novara’, Ashutosh Tewari*, Karim Touijer, Timothy Wilson“, Kevin C. Zorn",

Scott E. Eggener’

Robotic ELND can safely
achieve Ilymph node
yields of 16-24 nodes.
Operative timing of LND
has been described
either initially, after
posterior dissection is
completed, or after the
vesicourethral

anastomosis is complete.

Fig. 2 - Intraoperative extended pelvic lymphadenectomy during robot-
assisted radical prostatectomy. E = external iliac vessels; | = internal iliac
vessels; O = obturator vessels and nerve; OU = obliterated umbilical
artery; U = ureter.




EUROPEAN UROLOGY 65 (2014) 928-930

available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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Robotic Prostatectomy for High-risk Prostate Cancer:
Translating the Evidence into Lessons for Clinical Practice

Francesco Montorsi "

Department of Urology, Vita Salute San Raffaele University, Via Olgettina 58, 20132 Milan, Italy

“ePLND can be performed during RARP with similar node counts and node
positivity rates as seen in open RP. Lymph node yield is more likely related to
the diligence of the surgeon in performing an adequate dissection and
differences in pathologic processing than surgical approach”.



Indications and Extent of PLND:

GUIDELINE

European Association of Urology”

American Urological Association §

National Comprehensive Cancer
Network*

Guidelines

INDICATION FOR PLND

Men with intermediate (cT2a, PSA 10-
20 ng/ml, biopsy Gleason score=7) or
high risk (>cT2b, PSA>20 ng/ml,
Gleason score=8) prostate cancer

PLND generally reserved for patients
with higher risk of nodal involvement

PLND can be excluded in patients with
<7% predicted probability of lymph
node metastases by nomograms,
although some patients with nodal
metastases will be missed. An

extended PLND is preferred when PLND

is performed.

EXTENT OF PLND

Extended

Not indicated

Extended

AEAU 2014 prostate cancer guidelines, available at www.uroweb.org
§ Thompson | et al J Urol, 177:2106-31, 2007
* www.ncnn.org



Pelvic lymph node dissection
Why ?

PLND is the most accurate staging procedure !

CT/MRI imaging with an unacceptable high false-
positive and false-negative rate (20-50%)

» False-negative results in 20% by routine histologic
work-up (H&E staining)

* More micrometastases can be found by molecular
(PCR) and immunohistochemical methods (9-79%)

Wolf et al., J Urol 1995; Pagliarulo V et al., J Clin Oncol 2006, Potter et al.,
Cancer 2000, Ferrari et al., J Natl Cancer Inst 1997



Pelvic lymph node dissection
When ?

Nomograms to define low risk groups?
But: - Undergrading by biopsy in 18%
- Clinical understaging in 43%

- Nomograms based on extended PLND??
Are 11 LNs extended??
- Number of removed nodes not known

Catalona and Brigg, J Urol 143: 538, 1990
Fournier and Narayan, BJU 72: 484, 1993
Briganti et al., Eur Urol. 49:1019-26, 2006



Pelvic lymph node dissection
extent ?
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Schumacher M et al., European Urology 54: 344-352, 2008



Primary lymphatic landing sites of the Prostate
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Mattei A. et al., Eur. Urol., 53:118-125, 2008
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Primary lymphatic landing sites of the Prostate
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Mattei A. et al., Eur. Urol., 53:118-125, 2008



Survival & Positive lymph nodes
— Survival rates —

Al 1 pN+ 2 pN+ >3 pN+
Median biochemical recurrence-free survival

S yr 14% 25% 12% 5%
10 yr 3%

15 yr

Median cancer —specific survival

S yr 85% 95% 93% 68%
10 yr 60% 12% 79% 33%
15 yr 45%

Median overall survival

S yr 83% 93% 89% 68%
10 yr 92% 1% 12% 27%
15 yr 42%

Schumacher MC et al., European Urology 54: 344-352, 2008



Long term survival is possible with extended lymph
node dissection in patients with limited nodal disease

Cancer-specific survival Overall survival

10 15 10 15
Time, years Time, years

Seiler R. et al. J Urol 2014



Survival & Positive lymph nodes
— Multivariate analysis —

Risk factors Cancer-specific survival
HR p-value

PSA 1.0 0.7
No. of pos. LNs removed
>2 pN+ vs <2 1.9 0.02
pT3avs pT2 1.3 0.6
pT3b vs pT2 2.1 0.1
pT4 vs pT2 4.0 0.02
Gleason Score 7 vs 2-6 1.8 0.09

8-10 vs 2-6 3.9 <0.001
Pos. Margins 1.9 0.008

Briganti et al., European Urology 55: 261-270, 2009



Survival & Positive lymph nodes
— Micrometastases —
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Disease-specific survival Overall survival

Fleischmann A et al., Prostate 69: 352—-362, 20009.



Survival & Positive lymph nodes
— Extranodal extension (ENE) of lymph node
metastasis —




Probability

Overall survival according to ENE
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Oligometastases & Lymph node

management
— CONCLUSIONS

v There is a growing body of evidence that EPLND
has a curative effect in a subset of patients at high
risk undergoing radical prostatectomy

v Imaging modalities might improve detection

v" Salvage pelvic lymph node dissection may help
postponing systemic treatment
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Seminar article
Radical prostatectomy in high-risk and locally advanced prostate

cancer: Mayo Clinic perspective

Suzanne B. Stewart, M.D., Stephen A. Boorjian, M.D.*
Departmens of Uralogy, Moy Clinic, Roschester, MN

Recerved 24 Joly 2014; redeival in revised form 30 September 14, scepiof § Octoder 2014

Conclusions: Herein, we review the advantages, long-term outcomes, and technique of surgery for high-risk prostate cancer. (€ 201
Elsevier Inc. All rights reserved.
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Seminar article
Radical prostatectomy in high-risk and locally advanced prostate
cancer: Mayo Clinic perspective
Suzanne B. Stewart, M.D., Stephen A. Boorjian, M.D.*

Selected references summarizing Mayo Clinic experience with radical prostatectomy in high-risk prostate cancer

References High-risk definition No. of patients Median follow-up, Receipt of adjuvant 10-year CCS, %
mo treatment, %

Mitchell et al. [19] cT3 172 ADT: 344 (40.8) 90"
RT: 109 (12.9)

Boorjian et al. [44] Gleason 8-10 100 ADT: 224 (38.4) 89"
RT: 70 (12)

Inman et al. [46] PSA > 50 ng/ml / 151 ADT: 138 (58.9) 87
RT: 39 (16.6)

Boorjian et al. [28] D'Amico high-risk criteria® , ADT: 872 (57.6) 95
RT: 324 (21.4)

Boorjian et al. [48] pN+ S ‘ ADT: 455 (89.7) 86
RT: 44 (8.7)

820-Year cancer-specific survival estimate = 81%.
®7-Year event rates.
“> Clinical stage T2c, biopsy Gleason score 8-10, or PSA > 20 ng/ml.
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Seminar article
Radical prostatectomy in high-risk and locally advanced prostate
cancer: Mayo Clinic perspective

Suzanne B. Stewart, M.D., Stephen A. Boorjian, M.D.*

loxy, M

Selected references summarizing comparative outcomes following radical prostatectomy vs. radiation therapy for high-risk prostate cancer

References High-risk definition No. of patients Median follow-up, mo Receipt of adjuvant 10-Year CSM, %
treatment, %

Boorjian et al. [51] NCCN* RP: 1,238 122.4 ADT: 367 (29.6)
RT: 85 (6.9)
ADT + RT 51 (4.1)
RT alone: 87.6 - 12
RT + ADT: 72 ADT: 344 (56.5) 8
Zelefsky et al. [52] NCCN* : 61.2 ADT: 17 (1) 3.8°
RT: 79 (6)
60 ADT: 597 (56) 9.5°
Cooperberg et al. [56] CAPRA score 6-10¢ : 63 (19.3)° 11.1-36.2"
54 ADT: 189 (67.6) 15.2-46.6"
Abdollah et al. [57] cT2c or Gleason 8-10 61 NR 5.8
or both 52 NR 9.9
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Il SFVIER irologie Orcology: Semisars and Orignal Envestipations 31 (2013)
Original article

Robot assisted radical prostatectomy for elderly patients with high risk
prostate cancer

Craig G. Rogers, M.D."*, Jesse D. Sammon, D.O.!, Shyam Sukumar, M.D.,
Mireya Diaz, Ph.D., James Peabody, M.D., Mani Menon, M.D.

Veatrikuei Urnlogy fnvtisute, Henry Ford FHospisal, Detroit, M LSA

Received 20 Ogober 2070, roccivad 1 revised Torm 23 Novemsber 2010 secepted 31 November 2010
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Studio prospettico, non randomizzato
Dicembre 2012 — Dicembre 2014

208 pazienti: 103 RALP e 105 RRP

Scelta del trattamento basata sulle preferenza
del chirurgo e/o del paziente



Risultati: caratteristiche

patologiche

Caratteristiche RALP RRP
pT

pT2a 13.6% 10.5%
pT2b 1.9%  2.9%
pT2c 42.7% 32.4%
pT3a 37.9% 40%

pT3b 2.9% 11.4%

pT4 1% 2%

P value

0.19



Risultati: Stato dell’anastomosi




Risultati: Continenza immediata

Pazienti continenti se il pannolino utilizzato
rimaneva asciutto per piu di 24 ore

Continenza immediata




Risultati: margini chirurgici

positivi
pT2 Pt3a-b
RALP 7 % 22 %
RRP 12% 45%
p Value 0.70 0.63




Conclusioni

* Non ci sono studi di reale superiorita, tra le due
tecniche, per la valutazione della efficacia supportati
da rigorosi criteri di evidence-based medicine.

* LRP and RALP hanno significativi piu bassi tassi di
perdite ematiche e di trasfusioni. Inoltre hanno tutti i
vantaggi che offrono i principi della chirurgia
minimamente invasiva.

| dati nhon hanno permesso di dimostrare alcuna
superiorita di un approccio chirurgico vs gli altri in
termini di risultati oncologici e funzionali



Conclusioni

E probabile che il problema piu critico & la scelta
del chirurgo migliore, piuttosto che dell'approccio
chirurgico.

Chiaramente, il “challenge” che ha seguito la
diffusione della chirurgia laparoscopica e robotica
ha avuto il grande merito di spingere i chirurghi
“‘open” a migliorare la propria tecnica chirurgica e
la gestione perioperatoria



