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ABSTRACT
Objectives: To describe the histological findings in patients with prostate
cancer (PCa) clinically classified as very low risk who underwent
treatment with radical prostatectomy (RP). Material and methods:
A retrospective observational study was conducted. Clinical records
of patients who underwent RP between 2007-2015 who met Epstein
criteria for very low risk disease were reviewed. Histological diagnosis
was described and analyzed to determine if such criteria predicted very
low risk. Results: A total of 609 records were reviewed; 83 (13.6%) met
Epstein’s criteria. Mean age was 59 (SD±7) years and median PSA at
diagnosis was 5.4 ng/dl (IQR 4.3 – 6.8). Pathology showed a median tumor
volume of 4% (IQR 1 – 10%). Gleason score was 3+3 in 55 (66.3%) cases,
but 28 (33.7%) were reclassified to a greater score. Two (2.4%) patients
were reclassified as pT3a, 80 (96.4%) as pT2 and 1 (1.2%) was found
to be pT0. In those subjected to pelvic lymphadenectomy (42.2%) no
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positive lymph nodes were found. Conclusions: Up to one-
third of the patients clinically classified with very low risk
PCa had a greater Gleason score. Only 3% had locally
advanced tumors, which is comparable to previous studies.
Epstein’s criteria seem to be adequate in predicting organ-
confined disease.
Keywords
very low risk prostate cancer; radical prostatectomy; tumor stage.

RESUMEN
Objetivo: Describir los hallazgos de la patología definitiva
de los pacientes inicialmente clasificados con tumores
de muy bajo riesgo que fueron llevados a prostatectomía
radical (PR). Materiales y métodos: Estudio observacional
retrospectivo. Se revisaron las historias clínicas de
pacientes llevados a PR entre enero de 2007 y
diciembre de 2015. Se describieron y analizaron los
hallazgos histopatológicos posquirúrgicos, con el objetivo
de determinar si cumplir con dichos criterios eran
predictores de enfermedad órgano-confinada y de bajo
riesgo. Resultados: Se revisaron 609 historias clínicas de
pacientes llevados a PR, de las cuales 83 (13,6 %) casos
cumplían con criterios de muy bajo riesgo. La media
de edad de estos pacientes fue de 59 (DE ± 7) años
y la mediana de PSA al diagnóstico fue de 5,4 (RIQ
4,3-6,8) ng/dl. En la patología definitiva, la mediana del
volumen tumoral fue del 4 % (RIQ: 1-10 %). El puntaje
de Gleason fue de 3 + 3 en 55 (66,3 %) pacientes,
mientras que 28 (33,7 %) fueron reclasificados a uno
mayor. Solo 2 (2,4 %) pacientes se reclasificaron como
pT3a, 80 (96,4 %) pacientes fueron clasificados como pT2
y un (1,2 %) paciente fue reclasificado como pT0. No
se evidenció compromiso ganglionar en ninguno de los
pacientes llevados a linfadenectomía. Conclusión: Los
hallazgos demuestran que hasta una tercera parte de los
pacientes con tumores inicialmente clasificados como de
muy bajo riesgo tienen puntajes de Gleason mayor en
la patología definitiva; sin embargo, solo el 3 % tienen
tumores localmente avanzados, lo cual es consistente
con lo reportado en la literatura mundial. Los criterios
de Epstein son adecuados para predecir la presencia de
tumores órgano-confinados.
Palabras clave
cáncer de próstata; prostatectomía; estatificación de neoplasias.

Introduction

With the advent of PSA as a tumor marker in
the 1980s and the development of new biopsy
schemes, diagnosis of prostate cancer (PCa),
particularly in early stages of the disease, has
substantially increased [[1]]. As most of these
tumors will follow an indolent course, over-
diagnosis and over-treatment have become a

growing topic of interest [2]. The adverse effects
and consequences related to treatment with
curative-intent of potentially indolent PCa led
to the introduction of Active Surveillance (AS)
[3] as an alternative intended to defer curative
treatment until biological activity of the tumor
becomes evident [4,5]. Nonetheless, AS has
raised several concerns, among them, the clinical
understaging and undergrading, and the presence
of unfavorable histological findings in certain
patients that previously met very low risk criteria.
For this reason, it is important to carefully analyze
each of the management modalities.

Taking into account the above, our objective
is to describe the histological findings in patients
initially categorized with very low risk PCa who
opted for treatment with radical prostatectomy
(RP) in our institution.

Material and Methods

A retrospective observational study was
conducted. Medical records from patients who
underwent RP between January 2007 and
December 2015 were reviewed. Patients who
met Epstein’s criteria for very low risk disease
(clinical stage T1c, PSA density <0.15 ng/
ml, biopsy Gleason score ≤6, presence of
PCa in fewer than 3 biopsy cores and no
more than 50% involvement in any of the
cores) were included for analysis [6]. All
biopsies were either performed or revised by
our institution’s Pathology Department. A data
collection format was designed and applied to
every medical records. Postoperative Gleason
score, surgical margin status, seminal vesicle and
lymph node involvement were reviewed. Patients
with incomplete medical records were excluded.

The statistical analysis was conducted
using the Stata 14 software with the
advice of the institutional Department of
Clinical Epidemiology. Absolute frequencies
and percentages for qualitative variables were
reported. Shapiro-Wilk normality test was
applied to quantitative variables to determine
normal or non-normal distribution and the
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central tendency and dispersion measures were
reported.

Results

A total of 609 RP procedures were reviewed
from which 83 (13.6%) very low risk PCa cases
were identified and included. The Mean age at
the time of the surgery was 59 (SD±7) years
old. Median PSA at diagnosis was 5.41 (IQR
4.3 – 6.8) ng/dl. A total of 21 (25.3%) patients
reported a family history of PCa on the first
degree.

The assessment of surgical specimens (Table
1) demonstrated a median tumor volume of
4% (IQR 1 – 10). A Gleason score of
3+3 was confirmed in most of the cases
(66.3%), but up to one-third of the patients
presented with unfavorable Gleason and thus
they were reclassified. Definitive stage was
pT2 in 80 (96.39%) cases and only two
(2.41%) patients were reclassified as pT3a.
One patient (1.2%) presented with vanishing
cancer phenomenon (pT0). Pelvic lymph node
dissection was performed in 35 (42.17%)
patients, none of which had positive lymph
nodes. There were no cases of seminal vesicle
involvement.

For the analysis of the PSA values at 6, 12, and
18 months, the information was insufficient due
to the missing data of more than 10% and it was
not included as a result in our study.

Table 1.Histological Findings on the Radical Prostatectomy
Specimen of Patients with very Low Risk Prostate Cancer

Discussion

Prostate cancer is the most common malignant
neoplasia in males in the United States since
1984. The risk of developing PCa is estimated
at 16.72% and the risk of death is 2.57% [7].
Reports on autopsies have shown that about
50% of males aged 50 years and older have
PCa [8]. However, this tumor’s aggressiveness
can be predicted to a certain extent through
clinical parameters, mainly the Gleason score,
PSA, and tumor stage (TNM). Stratification of
patients in different risk groups with the purpose
of defining their oncological prognosis relies on
the combination of these parameters.

Low risk PCa has been established to include a
Gleason score ≤ 6, PSA ≤10 ng/ml and clinical
stage T1c-T2a [9]. The very low risk category
was more recently created and incorporates the
aforementioned parameters and other biopsy
variables such as the number of positive
cores, percentage of core involvement and PSA
density. Certain studies have shown that very
low risk disease is associated with a more
favorable oncological prognosis and indolent
course [4,5]. AS has been specifically proposed
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for these patients as a strategy to prevent
overtreatment and reduce the morbidity related
to RP and radiotherapy without compromising
the possibility of cure [3,10,11]. The National
Comprehensive Cancer Network (NCCN) as
well as the American Urological Association
(AUA) present AS as the first-line treatment
option for patients with low and very low risk PCa
[12,13].

Our data indicates that around 13.6% of the
patients undergoing RP met very low risk criteria,
which is comparable to other series. Jeldres et al.
[14] reported 14% of low risk tumors undergoing
RP and Epstein et al. [15] reported a 10%, which
is probably related to the fact that for that time
this was an accepted conduct.

Clinical undergrading and understaging are
major concerns for recommending AS. The
limitations of digital rectal examination and PSA
as screening and diagnostic methods are well
known. The Gleason score from the prostate
biopsy has an undergrading rate close to 26%
when compared to the pathological assessment
of the RP specimen. Moreover, some patients
may show lymph node involvement [16,17]. In
the previously mentioned study of Jeldres et al.
[14] the postoperative results of a total of 366
patients that met Epstein’s criteria were analyzed
and found that on the approximately a 20% had
unfavorable findings. A Gleason score of 7 was
evident in 88 (24%) of the cases, 30 (8.3%) of
which had positive margins and 30 had locally
advanced disease. There were no cases of lymph
node involvement.

Another study published in 2004 by Bastian
et al. [18] with a sample of 237 patients showed
similar results regarding organ-confined disease
(91.6%), but with a lower rate of Gleason score
7 (9%). Beauval et al. [19] with 919 cases that
met strict criteria for AS found that the Gleason
score was reclassified in 34% of the cases and
1.2% had Gleason 8 or 9. Definitive stage was
pT2 in 87.3% of the patients, pT3 in 11.1% and
pT4 in 1.4%. Only 26% of the patients had non-
significant tumors (stage <pT3, Gleason score
<, and tumor volume <0.5 ml).

Tolsoian et al. [20] in John’s Hopkins
compared the pathologic outcomes in patients

who underwent delayed prostatectomy after
active surveillance (n=89) to those who
chose immediate prostatectomy (n=3788). In
the immediate prostatectomy arm, 840 (22%)
patients were reclassified as Gleason 3+4, 416
(11%) as Gleason 4+3, and 122 (3%) as Gleason
4+4. Regarding tumor stage, 486 (11.5%) were
confirmed pT3a, and 120 (3.2%) were pT3b.
Positive margins and lymph nodes were evident
in 439 (11.6 %) and 45 (1.2%) cases respectively,
which is comparable to our results.

After reviewing several series, it appears
that Epstein’s criteria for very low risk disease
are useful in predicting organ confined disease
in about 90% of the cases, but Gleason
score reclassification happens in 25-35% of
the cases after pathological assessment [21,22],
and positive margins occurs in 7-12% of the
cases. Although this would seem to worsen
the prognosis, there is no evidence that
these findings are necessarily associated with
disease progression and the need for additional
treatment, therefore we consider that meeting
Epstein' criteria allows predicting a favorable
outcome.

Magnetic resonance imaging is one of the
strategies to improve prediction of postoperative
results as it allows identifying non-palpable
suspicious areas (and directing the biopsy)
and detecting locally advanced disease [23].
Performing a second biopsy prior to the inclusion
in an AS program has also been proposed
[23,24,25]. More recently, different imaging
methods and molecular tests have also been
introduced [26, 27].

Our great strength is that in Colombia, to
date, there are no published data concerning
patients with very low risk PCa and the
histological features of surgical specimens after
RP. Therefore, our study provides a starting point
for future research. A potential limitation of our
study is the sample size, which although small,
is representative of our population. Another
limitation is that our series, similar to some of
the series previously reviewed, lack information
about oncological outcomes, which in turn
prevents us from knowing the impact of such
findings on the prognosis.
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Conclusions

Our findings show that up to one-third of
patients with tumors initially classified as very
low risk have higher Gleason scores in definitive
pathology, and only 3% have locally advanced
tumors. This is consistent with what has been
reported in the literature worldwide. Epstein's
criteria are adequate in predicting the presence
of organ-confined tumors. The lack of data
on oncological follow-up prevents us from
determining if having a higher Gleason score in
a localized tumor scenario has an impact on the
prognosis.
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