
ΒιοχημικήΒιοχημική
υποτροπήυποτροπή σεσε

ασθενήασθενή μεμε καρκίνοκαρκίνο
τουτου προστάτηπροστάτη::

ΘαΘα νικήσουμενικήσουμε τοντον καρκίνοκαρκίνο, , 
θαθα χάσουμεχάσουμε τοντον ασθενήασθενή !!

ΔιονύσηςΔιονύσης ΜητρόπουλοςΜητρόπουλος
ΚαθηγητήςΚαθηγητής ΟυρολογίαςΟυρολογίας

ΙατρικήΙατρική ΣχολήΣχολή ΠανεπιστημίουΠανεπιστημίου



ΕπιθετικοίΕπιθετικοί
θεραπευτικοίθεραπευτικοί
χειρισμοίχειρισμοί σεσε

ασθενείςασθενείς μεμε καρκίνοκαρκίνο
τουτου προστάτηπροστάτη καικαι

βιοχημικήβιοχημική
υποτροπήυποτροπή::

ΘαΘα νικήσουμενικήσουμε (;) (;) τοντον
, (;) 



ΒιοχημικήΒιοχημική υποτροπήυποτροπή
μετάμετά απόαπό τίτί;;

 ΡιζικήΡιζική προστατεκτομήπροστατεκτομή
 ΑκτινοθεραπείαΑκτινοθεραπεία
 ΑνδρογονικόΑνδρογονικό αποκλεισμόαποκλεισμό

 παρουσίαπαρουσία μεταστάσεωνμεταστάσεων
 απουσίααπουσία μεταστάσεωνμεταστάσεων



ΒιοχημικήΒιοχημική υποτροπήυποτροπή μετάμετά απόαπό ριζικήριζική
προστατεκτομήπροστατεκτομή

ΟρισμόςΟρισμός ((EAU guidelines 2012): EAU guidelines 2012): 
PSA > 0.2 ng/ml PSA > 0.2 ng/ml επιβεβαιωμένοεπιβεβαιωμένο σεσε δύοδύο
συνεχείςσυνεχείς μετρήσειςμετρήσεις

Η υποτροπή του PSA μπορεί να προηγηθεί των μεταστάσεων γιά χρόνια

Οι ασθενείς με υποτροπή του PSA μετά από ριζική προστατεκτομή
έχουν μιά μακρά πορεία μέχρι να σημειωθεί θάνατος λόγω της νόσου



Pound CR, Partin AW,Pound CR, Partin AW, Eisenberger MA, Chan DW, Pearson JD, Walsh PC: Eisenberger MA, Chan DW, Pearson JD, Walsh PC: 
Natural history of progression after PSA elevation after radicalNatural history of progression after PSA elevation after radical

prostatectomy JAMA 1999; 281:1591 prostatectomy JAMA 1999; 281:1591 

Actuarial Likelihood of 
Metastasis-Free Survival in 
304 Men With Prostate-
Specific Antigen (PSA) 
Elevation After Radical 
Prostectomy.

Actuarial Likelihood of Metastasis-Free Survival in 
304 Men With Prostate-Specific (PSA) Antigen 
Elevation After Radical Prostatectomy A, Based on 
Gleason scores in the radical prostatectomy 
specimen (P<.001).



The natural history of metastatic progression 
in men with prostate‐specific antigen 
recurrence after radical prostatectomy: 
long‐term follow‐up

Kaplan–Meier estimates of MFS, 
stratified by (a) pathological Gleason 
sum and (b) PSA doubling time.



Freedland SJ, Humphreys EB, Mangold LA, Eisenberger M, Dorey FJ,Freedland SJ, Humphreys EB, Mangold LA, Eisenberger M, Dorey FJ, Walsh PC et al. Walsh PC et al. 
Risk of prostate cancerRisk of prostate cancer--specific mortality following biochemical recurrence after specific mortality following biochemical recurrence after 

radical prostatectomy. JAMA 2005; 294:433 radical prostatectomy. JAMA 2005; 294:433 

Fifteen-Year Actuarial Kaplan-Meier Prostate 
Cancer–Specific Survival Curves by Time of 
Recurrence Biochemical recurrence stratified by 
all comers vs early biochemical recurrence (within 
3 years following surgery) vs late biochemical 
recurrence (>3 years following surgery).

On multivariable analysis, pathological Gleason score (hazard ratio 
[HR], 2.33; 95% CI, 1.38-3.95; P = .002), time from surgery to 
biochemical recurrence (HR, 2.55; 95% CI, 1.15-5.62; P = .02), and 
PSADT as a continuous variable (HR, 0.86; 95% CI, 0.81-0.91; P<.001) 
were the only significant independent risk factors for time to 
prostate cancer–specific mortality following biochemical recurrence.

Fifteen-Year Actuarial Kaplan-Meier Prostate 
Cancer–Specific Survival Curves by Gleason Score 
Biochemical recurrence segregated by pathological 
Gleason score among patients who experienced a 
biochemical recurrence.





It has been suggested that men with slowly progressing disease, even 
though still at risk of systemic progression, may not benefit from 
salvage radiotherapy because they have a low risk of development of 
lethal PCa. Certainly, longer follow-up is needed to answer this question.
However, more data are required from prospective randomised trials.

Although patients with post-operative PSA recurrence often undergo 
ADT before evidence of metastatic disease, the benefit of this 
approach is uncertain.
Evidence from well-designed, prospective, randomised studies is needed 
before the use of early hormonal therapy can be advocated in clinical 
practice.



Radiation therapy after radical 
prostatectomy: patience is a virtue !

KM Slawin, Rev Urol 2002



ΒιοχημικήΒιοχημική υποτροπήυποτροπή μετάμετά απόαπό
ακτινοθεραπείαακτινοθεραπεία

ΟρισμόςΟρισμός ((EAU guidelines 2012): EAU guidelines 2012): 
PSA > PSA > ++2 ng/ml 2 ng/ml τηςτης τιμήςτιμής ναδίρναδίρ

18.6 Management of PSA failures after radiation therapy

In a recent review of the data of the Cancer of the Prostate Strategic 
Urologic Research Endeavor (CaPSURE) comprising 2336 patients with 
PCa, Grossfeld et al. (98) demonstrated that 92% of patients initially 
irradiated received ADT for secondary treatment of PSA progression. 
In the absence of salvage procedures, the mean time interval from 
biochemical to clinical progression is approximately 3 years. 
Therapeutic options in these patients are ADT or local procedures, such 
as salvage RP, cryotherapy and interstitial radiation therapy





18.6.1.1 Summary of salvage RP
In general, salvage RP should be considered only in patients with a low co-
morbidity, a life expectancy of at least 10 years, an organ-confined PCa < T2, 
Gleason grade < 7, and pre-surgical PSA < 10 ng/mL. In all other patients, accurate 
pre-surgical staging is not easily defined after radiation therapy, increasing the 
risk not only for anterior and total extirpation procedures, but also for associated 
complications and decreased long-term disease-specific survival. 

18.6.2 Salvage cryosurgical ablation of the prostate (CSAP) for radiation failures
Salvage cryosurgery has been proposed as an alternative to salvage RP because it 
has the potential to have less morbidity but equal efficacy. However, there have 
only been a very few studies, with disappointing results. 

18.6.3 Salvage brachytherapy for radiation failures
The experience with salvage brachytherapy for radiation failures is very limited. 
In conclusion, freedom from biochemical failure after salvage iodine-125 
implantation for locally recurrent Pca after radiotherapy is limited, and both 
genitourinary and gastrointestinal toxicity occur frequently. 

18.6.5 High-intensity focused ultrasound (HIFU)
The experience of HIFU for the treatment of locally recurrent PCa after 
radiation therapy is limited to a few retrospective studies. Urinary incontinence 
and the development of rectourethral fistula are the most significant 
complications of salvage HIFU therapy



18.6.4 Observation

Patients with signs of local recurrence only (i.e. low-risk patients with 
late recurrence and a slow PSA rise), who are not opting for second-line 
curative options, are best managed by observation alone. A retrospective 
cohort analysis of hormonal therapy versus watchful waiting (WW) in 248
men with PSA failure after radiotherapy showed no advantage for 
hormonal therapy in the subgroup of men with a PSA DT of > 12 months 
after radiotherapy. The 5-year metastasis-free survival rate was 88% 
with hormonal therapy versus 92% with WW (p = 0.74) 

(Pinover WH, Horwitz EM, Hanlon AL, et al. Validation of a treatment policy for 
patients with prostate specific antigen failure after three-dimensional conformal 
prostate radiation therapy. Cancer 2003 Feb;97(4):1127-33)



ΒιοχημικήΒιοχημική υποτροπήυποτροπή μετάμετά απόαπό
ορμονικόορμονικό αποκλεισμόαποκλεισμό

ΟρισμόςΟρισμός ((EAU guidelines 2012):EAU guidelines 2012):
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PSA: Promoting Stress and Anxiety







ΗΗ αποτελεσματικότητααποτελεσματικότητα τηςτης όποιαςόποιας επικουρικήςεπικουρικής
θεραπείαςθεραπείας θαθα πρέπειπρέπει νανα ««ζυγίζεταιζυγίζεται»» σεσε σχέσησχέση::

 μεμε τιςτις παρενέργειεςπαρενέργειες
 τηντην επίδρασηεπίδραση στηστη ποιότηταποιότητα ζωήςζωής ((QoLQoL))

 τηντην σχέσησχέση κόστουςκόστους--αποτελεσματικότηταςαποτελεσματικότητας ;;




