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Ce nu este cunoscut, deocamdata, la subiectul abordat

Pana in anul 2009, prostatectomia radicald era rareori
utilizatd ca metoda de baza al tratamentului cancerului de
prostata local-avansat, cu factori de pronostic negativ in sen-
sul progresdrii tumorii. Prezentarea rezultatelor prostatec-
tomiei radicale, efectuate pe un lot impunator de pacienti cu
aceasta patologie, ar putea servi drept temei pentru o noud
tactica de tratament.

Ipoteza de cercetare

Cercetare retrospectiva a rezultatelor prostatectomiei radi-
cale, efectuate la pacientii cu cancer de prostata local-avansat.

Noutatea adusa literaturii stiintifice din domeniu

Prostatectomia radicald oferd un control sigur al tumorii
la majoritatea pacientilor cu cancer de prostatd local-avan-
sat si permite evaluarea mai exactd a extinderii procesului
neoplazic.

Rezumat

Introducere. Actualmente, exista numeroase criterii ce vi-
zeazd depistarea cancerului de prostata (PCa) cu risc inalt de
progresie. Prostatectomia radicald (RPE) poate fi efectuata si
la pacientii cu PCa local-avansat, fara riscul cresterii numaru-
Iui de complicatii.

Material si metode. Stusdiu retrospectiv, descriptiv, bi-
centric, efectuat pe un esantion total de 276 de pacienti (91
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What is not known yet, about the topic

Until 2009, radical prostatectomy was rarely used as a ba-
sic method of locally advanced prostate cancer treatment,
with negative prognostic factors regarding the tumour pro-
gression. Case presentation of radical prostatectomy, made
on a large number of patients with this pathology, could ser-
ve as a base for new treatment tactics.

Research hypothesis

Retrospective research of results of radical prostatectomy,
made on patients with locally advanced prostate cancer.

Article’s added novelty on this scientific topic

Radical prostatectomy offers a reliable control of tumours
in most of the patients with locally advanced prostate cancer
and allows better evaluation of the tumour extension.

Abstract

Introduction. There are a lot of criteria characterizing hi-
gh-risk of progression prostate cancer (PCa) nowadays. Radi-
cal prostatectomy (RPE) being used for years makes it possible
to perform this surgery in patients with locally advanced PCa
without the risk of increasing the number of complications.

Material and methods. Retrospective, descriptive, bicen-
tric study, made on a total number of 276 patients (91 - locally
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- PCalocal-avansat si 185 - PCa local). Descrisa evolutia post-
operatorie a pacientilor pe o durata de panad la 36 luni.

Rezultate. Prostatectomia radicald permite un control
fiabil al procesului neoplazic la 75% dintre pacientii cu PCa
avansat local, aprecierea gradului de extindere al tumorii fiind
mai exactd. Progresia biochimica a fost semnificativ mai des
intdlnita la pacientii cu stadiul pT3 la PCa; cu toate acestea,
doar la 5,6% dintre ei nivelul postoperatoriu de PSA a fost pes-
te 0,2 mg/mL. Doar 35,2% dintre acesti pacienti au necesitat
tratament multimodal pe parcursul primelor 12 luni de moni-
torizare postoperatorie. Dintre acestia, doar 18,9% au necesi-
tat radioterapie adjuvantd (RT), 3,2% - tratament hormonal
adjuvant (HT) si 13,1% - RT si HT, in combinatie, ludnd in
considerare factorii de pronostic negativ.

Concluzii. Prostatectomia radicala ofera un control sigur al
tumorii la majoritatea pacientilor cu cancer de prostata local-
avansat si permite evaluarea mai exactd a extinderii procesu-
lui neoplazic. Pacientii cu stadiu pT3 necesitd un control mai
riguros al nivelului de PSA in primele 12 luni dupa interventie,
cu scopul unei eventuale initieri precoce al altor tratamente
adjuvante. Este argumentata si instituirea unui control pro-
gramat al pacientilor dupd prostatectomie radicald incepand
cu 24 luni postoperatoriu, in scopul identificarii precoce a pro-
gresarii tumorii din micrometastazele preexistente in gangli-
onii limfatici retroperitoneali si structurile osoase, care sunt
nedetectabile preoperatoriu.

Cuvinte cheie: cancer de prostata local-avansat, prosta-
tectomie radicald, margini chirurgicale pozitive, progresie bio-
chimica.

Introducere

Conform datelor statistice internationale, cancerul de pros-
tatd (PCa) ocupa un loc de frunte dupa frecventa diagnostica
si rata decesului in Europa, America de Nord, America de Sud
si in tdrile CSI. Screening-ul activ identificd un numar mare de
pacienti cu PCa asimptomatic, in special in categoria de varsta
de peste 75 de ani, fapt ce permite aplicarea unor programe
de monitorizare activa a acestor pacienti. Contrar acestui fapt,
medicii urelogi se intdlnesc din ce in ce mai des cu tumori cu
crestere agresiva, care sunt local avansate sau prezinta metas-
taze regionale [1].

De obicei, aceste tipuri de cancer de prostata raspund pen-
tru scurt timp la terapia hormonala, cu stoparea temporard a
dezvoltdrii procesului, insd, ameliorarea este rapid urmata de
o generalizare dramaticd a tumorii, cu metastazare la distanta.
Formele rapid progresive de CaP prevaleazai la pacientii in var-
std sub 65 de ani; in lipsa altor comorbidititi severe, cance-
rul devine cauza primordiala de deces la aceasta categorie de
pacienti [2].

Actualmente, existd numeroase criterii care identifica can-
cerului de prostata cu risc inalt. Drept criterii principale ale
agresivitdtil tumorii sunt considerate gradul de diferentiere
dupa Gleason =8 puncte, nivelul seric al antigenului prostatic
specific (PSA) =20 ng/mL in momentul diagnosticarii, stadiul
clinic al tumorii T3 si mai mare.

Pana in anul 2009, prezenta acestor caracteristici exclu-
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advanced PCa, and 185 - local PCa). The evolution of 36 mon-
ths of follow-up was described.

Results. Radical prostatectomy provided reliable control
of the tumor in 75% of patients with locally advanced PCa,
allowed to assess more accurately the extent of the tumor
process. Biochemical progression was significantly more
frequently found in patients with pT3 stage of PCa; however,
only in 5.6% of them, postoperative levels of PSA were over
0.2 mg/mL. Only 32.5% of these patients required multimodal
treatment within the first 12 months of postoperative follo-
w-up. Out of them, 18.9% required adjuvant radio therapy
(RT), 3.2% - adjuvant hormonal therapy (HT) and 13.1% - RT
and HT taking in consideration negative prognostic factors.

Conclusions. Radical prostatectomy offers a reliable con-
trol of tumours in the majority of patients with locally advan-
ced prostate cancer and allows better evaluation of the ex-
tension of the neoplastic process. Patients with pT3 stage of
cancer need a more rigorous control of PSA levels in the first
12 months after the surgery, in order to early initiate other ad-
juvant therapies. It is also reasonable to initiate a protocol of
programmed control of patients that underwent radical pros-
tatectomy in the first 24 months after the surgery, in order to
early identify tumour progression from pre-existent microme-
tastasis in retroperitoneal lymphatic nodes and bones that are
undetectable preoperatively.

Keywords: locally advanced prostate cancer, radical pros-
tatectomy, positive surgical margins, biochemical progres-
sion.

Introduction

Prostate cancer (PCa), as evidenced by the world statistics,
keeps the leading position in Europe, North and South America
and the CIS in the frequency of diagnosis and causes of death.
Active screening allows to identify a large number of asymp-
tomatic PCa, especially at the age of over 75 years, allowing
to implement a strategy of active follow-up to these patients.
In contrast to this category of patients, urologists increasingly
face with very aggressive tumors with aggressive progression
that are locally advanced or had regional metastases [1].

Typically, these prostate cancers give only a short-term
response to usual hormonal treatment with temporary slow-
down of their development, followed by a dramatic rapid ge-
neralization of the tumor with distant metastasis. Such rapidly
progressing PCa is more common in patients under the age
of 65 years, even without severe comorbidities, and therefore
cancer represents the main cause of death in this category of
patients [2].

There are a lot of criteria characterizing high-risk prostate
cancer nowadays. The main criteria of the aggressiveness of
the tumor are differentiation by Gleason (=8 points), the level
of serum prostate-specific antigen (PSA) >20 ng/mL at the mo-
ment of diagnosis, a clinical stage of the tumor T3 and more.

Until 2009, these clinical characteristics excluded the pos-
sibility of prostate cancer radical prostatectomy (RPE) as the



deau posibilitatea efectuarii prostatectomiei radicale (RPE)
ca metodad de bazd al tratamentului cancerului de prostata.
Dar, concluziile morfologice postoperatorii la pacientii cu can-
cer de prostata cu risc fnalt au constatat un procent inalt de
discordante in stabilirea stadiului exact al maladiei, cind se
confruntau datele preoperatorii cu cele postoperatorii; asadar,
doar 35,5% dintre pacientii operati au prezentat PCa localizat,
iar numarul complicatiilor postoperatorii severe nu au avut le-
gaturd cu pT [3, 4]. Prin urmare, tehnica RPE utilizata de mai
multi ani face posibild efectuarea acestei interventii chirurgi-
cale si la pacientii cu forme locale avansate de cancer de pros-
tati, fird riscul cresterii numarului de complicatii [5, 6, 7, 8]. In
acest context, rimane importanta precizarea rezultatelor tra-
tamentului chirurgical la aceasta categorie de pacienti, pentru
a evalua mai exact utilitatea acestei metode de tratament.
Asadar, scopul studiului a fost evaluarea rezultatelor pros-
tatectomiei radicale, efectuate pacientilor cu cancer de pros-
tatd local-avansat si compararea rezultatelor obtinute cu cele
raportate in publicatiile stiintifice recente din ultimii 6 ani.

Material si metode

A fost efectuata o analiza retrospectiva a rezultatelor RPE
la 91 de pacienti cu PCa local-avansat, care au fost operati in
Departamentul de oncologie al Centrului de Medicind Recon-
structiva (Clinica Universitara Multidisciplinara a Universitatii
Nationale de Medicina din Odessa, Ucraina) si in Spitalul Clinic
,Ochapovsky S. V" al Tinutului Krasnodar (Universitatea de
Medicinad din Kuban, Federatia Rusad). Datele acestora au fost
comparate cu cele ale 185 de pacienti operati de cancer local
de prostata.

Apoi, rezultatele noastre au fost comparate cu cele publica-
te recent, in ultimii 6 ani, care provin din Centre Europene de
referinta in domeniu.

Au fost evaluate frecventa gi localizarea marginilor chi-
rurgicale pozitive (PSM) si procentul pacientilor fara recidive
biochimice ale maladiei pdna la o duratd postoperatorie de
urmarire de 36 de luni; de asemenea, a fost evaluata si nece-
sitatea terapiei adjuvante, prescrise conform Ghidurilor EAU
pacientilor cu cancer de prostata local-avansat.

Rezultate
Caracteristica comparativa a loturilor de studiu este pre-
zentata in Tabelul 1.

Prostatectomia in cancerul de prostatd local-avansat

main method of treatment. However, when analyzing the data
of postoperative morphological studies in patients with high-
risk PCa there was noted a large percentage of non-coinci-
dence of the preoperative and postoperative tumor stage, and
only 35.5% of the operated patients had localized PCa, and
the number of serious postoperative complications did not
depend on the stage of pT [3, 4]. Thus, the RPE technique be-
ing used for years makes it possible to perform this operation
in patients with locally advanced prostate cancer without the
risk of increasing the number of complications [5, 6, 7, 8]. It
is still important to study the results of surgical treatment of
such patients to assess its usefulness.

The objective of the study was to assess the results of RPE
in patients with locally advanced PCa, and to compare our
results with results from scientific publications for the last 6
years.

Material and methods

There was made a retrospective analysis of the results of
RPE in 91 patients with locally advanced PCa who were oper-
ated on in two centers: at the Department of Oncology from
Center of the Reconstructive Medicine (Multidisciplinary
University Clinic of the Odessa National Medical University,
Odessa, Ukraine) and Clinical Hospital “Ochapovsky S.V", Kras-
nodar (Kuban State Medical University, Russian Federation).
Results were compared with the results of 185 patients ope-
rated due to local prostate cancer.

Results were also compared with recent publications of the
leading European centers on this issue in the last 6 years.

Frequency and positive surgical margins (PSM) were evalu-
ated, as well as the percentage of patients with no biochemical
relapse of the disease for 36 months of postoperative follow-
up; also the necessity of adjuvant therapy was evaluated, pre-
scribed by the EAU Guidelines regarding patients with locally
advance prostate cancer.

Results
Comparative characteristics of the study groups are shown
in Table 1.

Table 1. Comparative characteristics of the study groups.

Parameters PCa pT3 Group PCa pT2 Group P

Tabelul 1. Caracteristica comparativa a loturilor de studiu. (n=91) (n=185)
Parametri Lot PCa pT3 LotPCapT2 p Age, years 61.027.1 62.5£6.5 0.105*%

(n=91) (n=185) Gleason score, points 6.7+1.5 5.1+1.5 <0.001%
Vérsta, ani 61,0+7,1 62,5t6,5 0,105# PSAT levels, ng/mL 32.618.4 9.2149 <0.0017
Scor Gleason, puncte 6,7+1,5 5,1+1,5 <0,001% Detectionrate PSM %, %  29.6 129 <0.001%
Nivelul PSAT, ng/mL 32,6184 9,2+49 <0,001%
Rata depistarii PSMY, % 29,6 12,9 <0,001% Note: T — prostate specific antigen; ¥ - positive surgical margins. Data is pre-

Notd: t - antigen specific de prostati; - margini chirurgical pozitive.
Datele sunt prezentate drept medie si deviere standard sau sub forma de
valori relative (%). Teste statistice: ¥ t-Student si *- Fisher exact.

Particularititile localizarii PSM in functie de extinderea tu-
morii, este prezentata in Tabelul 2.

sented as mean values and standard deviation as relative values (%). Statis-
tic tests: * - t-Student and *- Fisher exact test.

Particularities of PSM localisation in relation with tumour
extension are presented in Table 2.
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Tabelul 2. Localizarea marginilor chirurgicale pozitive in functie de
stadiul pT la rezectia radicala de prostata.
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Table 2. Localisation of positive surgical margins in relation to pT
stage in radical prostatectomy.

Parametri PSM* pT3 pT2 P
Apexul prostatei (uretra), % 7,8 6,5 0,05
Baza prostatei (colul vezicii urinare),% 15,4 3.8 =0,001
Doua si mai multe PSM, % 6,5 - =0,001
Rata generala a PSM 29,7 10,3 <0,001

Notid: Teste statistice — Fisher exact.

Prin urmare, la pacientii cu PCa local-avansat, PSM sunt
frecvent detectate in zona adiacenta colului vezicii urinare,
spre deosebire de pacientii cu PCa localizat, la care zona pa-
rauretrald de situare este mai tipicd. Aceste aspecte devin im-
portante pentru realizarea unei disectii econome a tesuturilor,
cu scopul de a pistra continenta urinari si functia erectili. In
plus, doar la pacientii cu cancer local-avansat au fost determi-
nate ambele localizari ale PSM, care cu sigurantd, reprezinta
un factor de pronostic negativ.

La compararea supravietuirii fara progresie biochimica
s-au depistat urmatoarele tendinte (Figura 1).

PSM? parameters pT3 pT2 P
Prostate apex (urethra), % 7.8 6.5 <0.05
Prostate base (bladder neck), % 15.4 3.8 <0.001
Two and more PSM, % 6.5 - <0.001
General rate of PSM 29.7 10.3 <0.001

Note: Statistical test — Fisher exact test.

Therefore, in patients with locally advanced PCa, PSM are
more often detected close to the neck of the bladder, compa-
ring to patients with localized PCa, in which the typical loca-
lization was the paraurethral region. These aspects become
important for economic dissection of tissues in order to pre-
serve urinary continence and erectile function. In addition,
only in patients with locally advanced cancer both localizati-
ons of PSM were detected, that represent a negative prognos-
tic factor.

The following tendencies were noted when comparing
survival with no biochemical progression (Figure 1).
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Fig. 1 Rata fara progresie biochimica pe durata urmdririi pacientilor, pT2 vs. pT3 (p<0,01).

Fig. 1 Rate of no biochemical progression during follow-up of the patients, pT2 vs. pT3 (p<0.01).

Discutii

Rata depistarii marginilor chirurgicale pozitive in studiul
nostru este destul de comparabila cu cele raportate de Schatlo-
ff 0. et al., in cazul prostatectomiei radicale robotizate (26,1%).

Dupa cum si era de asteptat, progresia biochimica a fost
semnificativ mai des Intalnita la pacientii cu stadiul pT3 la
PCa; cu toate acestea, doar la 5,6% dintre ei nivelul postopera-
toriu de PSA a fost peste 0,2 mg/mL. Doar 35,2% dintre acesti
pacienti au necesitat tratament multimodal pe parcursul pri-
melor 12 luni de monitorizare postoperatorie. Dintre acestia,
doar 18,9% au necesitat radioterapie adjuvanta (RT), 3,2%

Discussion

The rate of detection of PSM is comparable with data pub-
lished by Schatloff 0. et al,, regarding radical robotized prosta-
tectomy (26.1%).

As it was expected, biochemical progression was signifi-
cantly higher in patients with pT3 PCa; however, only 5.6% of
patients had postoperative PSA levels 0.2 ng/mL. Only 35.2%
of these patients required further multimodal treatment dur-
ing the first 12 months of postoperative follow-up. Out of
these, only 18.9% required adjuvant radiation therapy (RT),
3.2% required adjuvant hormonal therapy (HT), and 13.1%



— tratament hormonal adjuvant (HT) si 13,1% - RT si HT, in
combinatie, ludnd in considerare factorii de pronostic negativ.
Terapia multimodala a permis un control eficient al procesului
tumoral la toti acesti pacienti (Figura 1).

Diferentele semnificative dintre ratele fara progresie bio-
chimica pe durata urmaririi pacientilor cu CaP, aflat in stadiul
pT2 vs. pT3 pot fi explicate prin faptul ca la ultimii, interventia
a fost mai curdnd, una de ,salvare”, deoarece unii pacienti au
avut, chiar de la inceput, un pronostic foarte rezervat.

O tendinta similara a fost constatata si dupa 2 ani de la in-
ceputul monitorizarii postoperatorii, atunci cand progresarea
procesului tumoral a fost, probabil, consecinta prezentei micro-
metastazelor preexistente In nodulii limfatici retroperitoneali,
care sunt foarte dificil de depistat preoperatoriu, chiar si prin
metodele cele mai contemporane de diagnostic. In pofida aces-
tui fapt, 64,8% dintre pacientii cu PCa local-avansat, nu au ne-
cesitat tratament aditional in primii 3 ani dupd prostatectomia
radicala si nu au prezentat niciun semn de progresare a bolii.

Concluzii

Prostatectomia radicala ofera un control sigur al tumorii la
majoritatea pacientilor cu cancer de prostata local-avansat si
permite evaluarea mai exacta a extinderii procesului neoplazic.

Pacientii cu stadiu pT3 necesita un control mai riguros al
nivelului de PSA in primele 12 luni dupa interventie, cu scopul
unei eventuale initieri precoce al altor tratamente adjuvante.

Este argumentata si instituirea unui control programat al
pacientilor dupa prostatectomie radicald incepand cu 24 luni
postoperatoriu, in scopul identificarii precoce a progresarii
tumorii din micrometastazele preexistente in ganglionii lim-
fatici retroperitoneali si structurile osoase, care sunt nedetec-
tabile preoperatoriu.
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required RT and HT, taking into account negative prognostic
factors. Multimodal therapy allowed effective control of the
tumoral process in all of these patients (Figure 1).

Significant differences between the rate of no biochemical
progression during the follow-up of patients with PCa, in stag-
es pT2 vs. pT3, can be explained by the fact that in the latter,
was rather a “salvage surgery”, due to weak prognostic from
the beginning.

A similar tendency was observed after 2 years of the fol-
low-up, when progression of the tumoral process was more
likely to occur at the expense of development of previously
latent micro-metastases in the retroperitoneal lymph nodes,
which is difficult to diagnose preoperatively, even using mod-
ern radiation methods.

Despite this fact, 64.8% of patients with locally advanced
PCa did not required additional treatment in the first 3 years
after radical prostatectomy and did not show any signs of pro-
gression of the disease.

Conclusions

Radical prostatectomy provides reliable control of the tumor
in most of patients with locally advanced prostate cancer and
allows to accurately assess the extent of the tumoral process.

Patients with the stage pT3 require a more careful control
of the PSA levels in the first 12 months after surgery in order
to early initiate other adjuvant therapies.

It is also reasonable to initiate a protocol of programmed
control of patients that underwent radical prostatectomy in
the first 24 months after the surgery, in order to early identify
tumour progression from pre-existent micrometastasis in re-
troperitoneal lymphatic nodes and bones that are undetecta-
ble preoperatively.
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