
ΡΙΖΙΚΗ ΑΝΤΙΜΕΤΩΠΙΣΗ 
ΚΑΡΚΙΝΟΥ ΤΟΥ ΠΡΟΣΤΑΤΗ 

ΙΩΑΝΝΗΣ ΒΑΡΚΑΡΑΚΗΣ 

ΑΝΑΠΛΗΡΩΤΗΣ ΚΑΘΗΓΗΤΗΣ  

ΕΘΝΙΚΟ & ΚΑΠΟΔΙΣΤΡΙΑΚΟ ΠΑΝΕΠΙΣΤΗΜΙΟ ΑΘΗΝΩΝ 

ΣΙΣΜΑΝΟΓΛΕΙΟ Γ.Ν 

Dept. Urology, Athens Medical School 



ΡΙΖΙΚΗ ΠΡΟΣΤΑΤΕΚΤΟΜΗ 

RISK STRATIFICATION  
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ΡΙΖΙΚΗ ΠΡΟΣΤΑΤΕΚΤΟΜΗ 

• Προσδόκιμο επιβίωσης (>10 έτη) 
– Ηλικία  

– Συνοσηρότητα 

EAU GUIDELINES - INDICATIONS FOR RP 
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SPCG-4 

benefit for OS & CSS & risk of M+ 

PIVOT trial 

Results not reproduced  
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LOW RISK PCa  
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<65  

>65 

• number needed to treat to prevent one death at 18 years : 8 
• number needed to treat to prevent one death at 18 years : 4  (in men <65) 

RR 0.71 RR 0.56 RR 0.68 



Lack of benefit in low risk Dx from radical therapy LE 1 

Less low risk Pt undergoing RRP 

Low risk 

High risk 

Intermediate risk 

AS 
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LOW RISK PCa  



INTERMEDIATE RISK PCa  
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OS RR 0.71 CSS   RR 0.56 

PIVOT  

+LNs 3.7-20.1%  
eLND performed if risk >5% 



HIGH RISK PCa  

• There is no consensus regarding the optimal treatment 
• Not all high-risk PCa patients have a uniformly poor prognosis after RP  
 
 
 

 
• Provided the tumor is not fixed RP is a reasonable first step in selected 

patients with a low tumour volume  
• e-LND should be performed in all cases (risk +LN 15-40%)  

Radical Prostatectomy for Clinically Localized, High Risk Prostate Cancer: 
Critical Analysis of Risk Assessment Methods 
Ofer Yossepowitch, Scott E. Eggener, Fernando J. Bianco Jr., Brett S. Carver, Angel Serio, Peter T. Scardino, 
James A. Eastham. 
Urology Service, Department of Surgery, Memorial Sloan-Kettering Cancer Center, New York, New York 
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OS 5y CSS 10y CSS 15y CSS 

GS 8-10 29% 96% 86% 66% 

PSA>20ng/ml 50% 30% 25% 



• RP traditionally discouraged because increased risk of +sm, + LN, distant 
relapse. 

• Renewed interest in RP part of multimodality setting assuming LN (-)  
 
 
 
 
 
 
 
 
 

 
 

• Due to limited evidence, local treatment of cN+ patients, should be 
discussed on individual basis. 

  

LOCALLY ADVANCED PCa  

Predicting prostate cancer-specific outcome after radical 
prostatectomy among men with very high-risk cT3b/4 PCa: a 
multi-institutional outcome study of 266 patients 
F Moltzahn, J Karnes, P Gontero, B Kneitz, B Tombal, P Bader, A Briganti, F 
Montorsi, H Van Poppel, S Joniau and M Spahn 

CT3b-T4 5years 10 years  

CSS 88-92%  87-92%  
 

OS 73-88%  65-71% 
 

Results of radical prostatectomy in men with locally advanced 
prostate cancer: multi-institutional pooled analysis. 
Gerber GS1, Thisted RA, Chodak GW, Schroder FH, Frohmuller HG, Scardino PT, 
Paulson DF, Middleton AW Jr, Rukstalis DB, Smith JA Jr, Ohori M, Theiss M, 
Schellhammer PF. 

cT3 5years 10years  

CSS 90-99% 85-92%  

OS 90-96%  76-77% 

BFS 45-62% 43-51%  
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RP with cN0   pN1 

• Dramatic improvement in CSS and OS in favour of completed RP vs. 
abandoned RP in patients who were found to be N+ at the time of surgery.  
 
 
 
 
 
 

• Frozen sections of LN intraoperatively no longer recommended  

Immediate versus deferred androgen deprivation treatment in patients 
with node-positive prostate cancer after radical prostatectomy and pelvic 
lymphadenectomy 
 
Edward M Messing, Judith Manola,  Jorge Yao, Maureen Kiernan, David Crawford, George Wilding, Anthony 
di'Sant Agnese, Donald Trump, on behalf of the Eastern Cooperative Oncology Group study EST 3886 

After surgery in pN1 PCa 5years 10 years 15 years 

CSS 84-95% 51-86%  45% 

OS 79-85% 36-69%  42% 
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ROBOT VS OPEN VS LAP 
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Trifecta differences NS 

High volume surgeon 



ΕΠΙΠΛΟΚΕΣ RP 
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Complication  Incidence (%) 

Per-operative death 0-2 

Major bleeding  1-11.5 

Rectal injury 0-5.4 

DVT 0-8.3 

PE 0.8-7.7 

Lymphocele 1-3 

Urine leak, fistula 0.3-15.4 

Stress incontinence 4-50 / 0-15.4 

Impotence 29-100 

Bladder neck 

obstruction 

0.5-14.6 

Ureteral obstruction 0-0.7 

Urethral stricture 2-9 



ΕΠΙΠΛΟΚΕΣ ΣΕ ΕΞΕΙΔΙΚΕΥΜΕΝΟ ΚΕΝΤΡΟ 

ΕΓΚΡΑΤΕΙΑ & ΣΤΥΤΙΚΗ ΛΕΙΤΟΥΡΓΙΑ ΜΕΤΑ ΑΠΟ ΡΠ  

στο Johns Hopkins 

3 μήνες 6 μήνες 12 μήνες 18 μήνες 

Στυτική λειτουργία 

Ικανός 38% 54% 73% 86% 

Καθόλου ή μικρό πρόβλημα 49% 64% 76% 84% 

Εγκράτεια  

Καμία πάνα 79% 88% 98% 
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ΑΚΤΙΝΟΘΕΡΑΠΕΙΑ 

• Intensity-modulated radiotherapy (IMRT), with or without image-guided 
radiotherapy (IGRT), is the gold standard for EBRT.  
 

• Dose escalation (range 74-80Gy):  
 No trials showing OS benefit with dose escalation, however consistent 

improvements in freedom from biochemical progression are reported.  
 

• Hypofractionation (1.8-2Gy) 
 

• Complications 

• 3D CRT 
• IMRT  
• TOMOTHERAPY 
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XBRT INDICATIONS  
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ΒΡΑΧΥΘΕΡΑΠΕΙΑ 
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Low risk  5year  10 year  

RFS 71-93% 65-85% 

Complications  
Urinary retention 1.5-22% (TURP 9%) 
Incontinence 0-19% 
ED 40% 

Differences in prostate brachytherapy techniques 

Low Dose Rate 
(LDR) 
 

Permanent seeds 
Uses I-125, Pd-103 or Cs-131 isotopes 
Radiation delivered over weeks and months 
Acute side effects resolve over months 
Radiation protection issues for patient and carers 

High Dose Rate 
(HDR) 

Temporary implantation 
Ir-192 isotope introduced through implanted needles or 
catheters 
Radiation dose delivered in minutes 
Acute side effects resolve over weeks 
No radiation protection issues for patient or carers 



OTHER FORMS OF RADICAL THERAPY  
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CRYO 

HIFU 



ΑΝΤΙΜΕΤΩΠΙΣΗ ΡΙΖΙΚΗΣ 
ΠΡΟΣΤΑΤΕΚΤΟΜΗΣ ΜΕ ΑΥΞΗΜΕΝΟ 

ΚΙΝΔΥΝΟ ΓΙΑ ΥΠΟΤΡΟΠΗ  

Dept. Urology, Athens Medical School 
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ΡΙΖΙΚΗ ΠΡΟΣΤΑΤΕΚΤΟΜΗ 

ΚΑΚΑ ΠΡΟΓΝΩΣΤΙΚΑ 
ΣΗΜΕΙΑ  ΜΕΤΑ ΡΠ 

 
•Εξωκαψική νόσος 
•(+) χειρουργικό όριο 
•Διήθηση ΣΚ 
•>GS 

Κινδυνος  
•ΒΥ   
•Παραμονή υψηλού  PSA    

ΑΝΤΙΜΕΤΩΠΙΣΗ? 



ΠΟΤΕ ΚΑΤΑΛΛΗΛΟ TIMING? 
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ΥΠΕΡΘΕΡΑΠΕΙΑ 

ΤΟΞΙΚΟΤΗΤΑ  

ΑΠΩΛΕΙΑ ΘΕΡΑΠΕΥΤΙΚΟΥ ΠΑΡΑΘΥΡΟΥ  

RP 
+sm 
+Sv 

+cap 
GS8  

BY 

ΕΠΙΚΟΥΡΙΚΗ XBRT  

“adjuvant” 
XBRT ΔΙΑΣΩΣΗΣ  

“salvage” 

ΑΚΤΙΝΟΘΕΡΑΠΕΙΑ 

60-64GY  

1.5-4.5 mt 



Study N Median 
FU  

Biochemical 
PFS 

Mets Death (%) 

EORTC 22911 

Bolla et al 

1005 5 yr 74 vs 52.6 %* 
p<0.0001  

6.1 vs 6.3% 
p=ns 

9.2 vs 8.5% 

SWOG 8794 

Thompson et al 

431 10.6 yr 65.1 vs 36%**  
p<0.001 

35.5 vs 43.1% 
p=0.06 

33.2 vs 39.3% 
p=0.16 

ARO 96-02 

Wiegel et al 

388 4.5 yr 72 vs 54%*** 
p=0.0015 

2 vs 3.1% 3.4 vs 5% 

Bolla M et al Lancet 2005 
Thompson IM et al JAMA 2006 
Wiegel T et al J Clin Oncol 2009 
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Thompson et al J Urol 2009 
12.6 years          MF p<0.016        OS p<0.023 

ΕΠΙΚΟΥΡΙΚΗ ΑΚΘ vs. ΠΑΡΑΚΟΛΟΥΘΗΣΗ 

3 προοπτικά τυχαιοποιημένες μελέτες – LEVEL 1b 

Van Popel 2011 EAU Vienna  
FU>10years         MF NS        OS NS 

GUIDELINE STATEMENT 2013 (ASTRO & AUA) 
ADJUVANT XBRT IN PT WITH ADVERSE PATHOLOGIC FEATURES  
• SV 
• +SM 
• EPE 



Toxicity Grade 2 Grade 3 Grade 4 Any significant >G2 

Overall GU toxicity 
Cystitis 
Hematuria 
Urinary stricture 
Urinary incontinence 

12.4% 
4.7 
4.7 
4.7 
4.7 

2.3% 
0.5 
0 
1.3 
0.5 

1% 
0 
0 
1 
0 

15.9% 

Overall GI toxicity 
Proctitis 
Chronic diarrhoea 
Small bowel obstruction 

9.5% 
8.2 
3.7 
0.2 

0.2% 
0 
0 
0.2 

0% 
0 
0 
0 

9.8% 

Leg oedema 1.5% 0% 0% 1.5% 

Erectile dysfunction 

Secondary malignancy 

EAU Guidelines 2010 
Sanda et al N Engl J Med 2008 
Nieder AM et al J Urol 2008 Dept. Urology, Athens Medical School, J. Varkarakis 

ΜΕΙΟΝΕΚΤΗΜΑΤΑ ΕΠΙΚΟΥΡΙΚΗΣ ΑΚΘ: 
ΤΟΞΙΚΟΤΗΤΑ  



• SWOG 8794  
– Urethral stricture 24% vs. 12% 
– Total incontinence 6.5% vs. 2.8% 
– Rectal complications 3.3% vs. 0% 

• EORTC 22911 
– More frequent grade II toxicity 
– Marginally more grade III toxicity 4.2% vs. 2.6% 
– No grade IV toxicity 

• ARO 96-02 
– Only 1 grade III bladder toxicity (3D conformal planning) 
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ΜΕΙΟΝΕΚΤΗΜΑΤΑ ΕΠΙΚΟΥΡΙΚΗΣ ΑΚΘ 
ΤΟΞΙΚΟΤΗΤΑ  

x2 



–Κέρδος ΚΥΡΙΩΣ σε ασθενείς με (+) ΧΟ 
 

–Β.Υ όχι σίγουρη σε (+) ΧΟ 

Dept. Urology, Athens Medical School, J. Varkarakis Porter CR et al BJU 2009 

ΜΕΙΟΝΕΚΤΗΜΑΤΑ ΕΠΙΚΟΥΡΙΚΗΣ ΑΚΘ: 
ΚΙΝΔΥΝΟΣ ΥΠΕΡΘΕΡΑΠΕΙΑΣ 

ΤΙ ΓΙΝΕΤΑΙ (-) ΧΟ & ΕΡΕ 



The Impact of Anatomical Radical Retropubic 
Prostatectomy on Cancer Control: The 30-Year Anniversary 
Jeffrey K. Mullins, Zhaoyong Feng†, Bruce J. Trock, Jonathan I. Epstein, Patrick C. 
Walsh, Stacy Loeb 

• The most common finding among the 3 adverse pathologic findings for XBRT 
(SV, EPE, +SM ) is the presence of –SM & EPE 

• SWOG subanalysis of pt EXP & (-) SM never performed  
 

• ARO 96-02 pt EXE & (-) SM received no significant benefit from ADJ XBRT 
 

• EORTC 22911 significant reduction of BFS but no reduction in OS  
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ADJUVANT XBRT :  WHO SCHOULD RECEIVE IT  

NO YES Marginal Benefit 

• EXE & (-) SM 
• >70y unless very healthy & HG or (+) SM 
• Bladder neck contraction or significant 

incontinence and marginal indications  

GS≥7 & (+)SM +SV 
 
ΑRΟ-9602   NO benefit BFS 
EORTC better BFS NO OS 
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100.000  ασθενείς 

ΕΞΑΤΟΜΙΚΕΥΣΗ ΘΕΡΑΠΕΙΑΣ  



ΕΠΙΚΟΥΡΙΚΗ ΑΚΘ vs. ΑΚΘ ΔΙΑΣΩΣΗΣ 
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Αναδρομική Πολυκεντρική μελέτη 2299 (192) pts 

A Multi-Institutional Matched-Control Analysis of Adjuvant and Salvage 
Postoperative Radiation Therapy for pT3-4N0 Prostate Cancer 
 
Edouard J. Trabulsi, Richard K. Valicenti,  Alexandra L. Hanlon, Thomas M. Pisansky, Howard M. Sandler, Deborah 
A. Kuban, Charles N. Catton, Jeff M. Michalski, Michael J. Zelefsky, Patrick A. Kupelian, Daniel W. Lin, Mitchell S. 
Anscher, Kevin M. Slawin, Claus G. Roehrborn, Jeffrey D. Forman, Stanley L. Liauw, Larry L. Kestin, Theodore L. 
DeWeese, Peter T. Scardino, Andrew J. Stephenson, Alan Pollack 

Στο σκέλος της ΑΚΘ διάσωσης 
 η έναρξη θεραπείας σε τιμές  

PSA >1ng/ml 
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ΑΚΘ ΔΙΑΣΩΣΗΣ  
Σημασία PSA προ ΑΚΘ 

Stephenson et al. J. Clin Oncol 2007  

Pre-radiation PSA: 

≤ 0.5 ng/ml 
0.51-1.0 ng/ml 
1.01-1.5 ng/ml 
>1.5 ng/ml 

6-year progression-free probability decreased from 
48% (PSA<0.5 ng) to 18% (PSA >1.5 ng/ml) 

BFS 48% 

BFS 18% 

Salvage PSA<0.5 



• Πρόβλεψη Βιοχημικής Υποτροπής 
• Ομάδες Κινδύνου (Κλινικά στοιχεία, Παθ/κή εξέταση) 

• Επικουρική ΑΚΘ 
• Καλύτερα αποτελέσματα όσον αφορά την ΒΥ κυρίως  σε 

ασθενείς με (+) ΧΟ & HIGH GRADE νόσο 

• Αυξημένη νοσηρότητα 

• ΑΚΘ Διάσωσης  
• PSA<0.5ng/ml  
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ΣΥΜΠΕΡΑΣΜΑΤΑ 
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