
EUO-438; No. of Pages 3
Incidental Prostate Cancer (cT1a–cT1b) Is a Relevant Clinical and
Research Entity and Should Be Fully Discussed in the International
Prostate Cancer Guidelines

E U R O P E A N U R O L O G Y O N C O L O G Y X X X ( 2 0 2 1 ) X X X – X X X

ava i lable at www.sc iencedirect .com

journa l homepage: euoncology.europeanurology .com
1. Introduction

International guidelines for prostate cancer (PCa) represent
a valuable aid for urologists and other health care
professionals engaged in the management of PCa patients
[1–3]. We commend the authors of international guidelines
for systematically reviewing and critically analyzing a
monumental amount of scientific literature, and developing
evidence-based recommendations for practicing clinicians.

During the past decade, incidental (cT1a–cT1b) PCa
has almost disappeared from international guidelines
[1–3]. Stages T1a and T1b have been merged with T1c
cancers, and thus have essentially vanished as a distinct
clinical entity. This circumstance can be explained by a
number of factors: (1) aggregation of T1a, T1b, and T1c
cancers into one group with a homogeneous natural history
[1–3]; (2) widespread PCa screening using prostate-specific
antigen (PSA) and other tools; (3) the introduction and
widespread implementation of multiparametric magnetic
resonance imaging (mpMRI) of the prostate; (4) increased
use of benign prostatic enlargement (BPE) treatments in
which tissue is not available for pathologic evaluation (eg,
GreenLight photoevaporation, “button” electroevaporation,
water jet ablation); and (5) lack of high-level evidence
regarding specific management of T1a and T1b PCa.

We believe that none of the above reasons justifies
consigning cT1a and cT1b to history, mainly because
incidental PCa is a common condition and its clinical
implications differ from those for biopsy-detected tumors.

2. cT1a–cT1b PCa is still a very frequent diagnosis

With the wide availability of PSA measurement and the
introduction of mpMRI, the vast majority of PCa cases are now
identified before BPE treatment [4]. However, a not-insignifi-
cant number of patients undergoing BPE surgery (5–11%
according to the most recent reports [5–8]) are still diagnosed
with“incidental” PCa. Worldwide, this means many thousands
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of cases annually, as many patients will have a “normal” PSA
level or no PSA measurement before BPE treatment. The
further adoption of mpMRI in the PCa diagnostic pathway may
increase this phenomenon. Many patients with elevated PSA
and negative prostate mpMRI may undergo BPE surgery
without a preoperative systematic prostate biopsy. Prostate
mpMRI has relatively low sensitivity for low-grade tumors,
and could eventually lead to an increase in the proportion of
patients with incidental PCa detection [5].

3. cT1a–cT1b PCa assessment, treatment, and
natural history: not the same as T1c cases

Patients with incidental PCa show a different natural
history relative to biopsy-detected cases [9]. Incidental
PCa cases include tumors that may involve the prostate
transitional zone (TZ) in three distinctive ways, with
different clinical implications [10]. PCa can involve the TZ:
(1) by originating in the TZ only; (2) by originating in the
peripheral zone (PZ) and subsequently infiltrating the TZ;
and (3) through multifocal PCa simultaneously affecting
all prostate zones. TZ cancer exhibits unique histological,
molecular, and genetic characteristics that are different
from those for tumors originating from the PZ. Indeed,
relative to classical biopsy-detected cT1c cancers, TZ
cancers are International Society of Urological Pathology
(ISUP) grade group 1 in more than 90% of cases at diagnosis
[5], and have lower expression of nuclear and nucleolar
areas, human epidermal growth factor receptor [10],
a-methylalacyl coenzyme A racemase, Ki67, topoisomer-
ase IIa, and somatostatin receptors [10,11].

Furthermore, most clinical and pathological features
(PSA, prostate volume, and histology) may be affected by
prior BPE surgery. Therefore, statistical models predicting
extracapsular extension, lymph node invasion, and risk of
progression—originally and intentionally developed for
biopsy-detected cancers—cannot be directly applied to
cT1a–cT1b PCa [12].
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4. Additional considerations in relation to
cT1a–cT1b PCa management

4.1. The key role of an expert pathologist

The cT1a–cT1b subclassification is based on the proportion
of tumoral cells in the resected tissue. It was historically
created to establish which cancers were at low (tumor
incidental finding in �5% of resected tissue) versus high risk
of progression (>5% or ISUP grade group >1). However, the
volume-based distinction between T1a and T1b is limited
by many potential methodological shortcomings which
reduce its reliability and reproducibility (eg, the amount of
specimen that is processed, pathologist expertise)
[10]. Moreover, it has been demonstrated that the cT1a–
cT1b subclassification does not increase the accuracy in
predicting residual tumor at radical prostatectomy and
clinical progression relative to the use of standard variables
such as pathological ISUP grade and total PSA, which remain
the most informative predictors in the cT1a–cT1b PCa
setting [13,14].

4.2. The importance of postoperative PSA

The presence of incidental PCa at final pathology for BPE
surgery reflects the poor performance of PSA as the sole
screening test for PCa before BPE surgery. This can be
attributed to many potential confounders (eg, large gland
volume, concomitant inflammatory components, presence
of an indwelling catheter) and to the fact that the true
cancer burden for men with cT1a–cT1b PCa is usually small
and of low grade [8].

Conversely, PSA assessment after surgery for BPE is
relevant. BPE surgery reverses many PSA confounders.
PSA after BPE surgery correlates more closely with the
characteristics of the residual PZ tissue. Although
imprecise, a comparison of the proportion of tissue
resected (or ablated) with the percentage reduction in
total PSA after BPE surgery can be informative. Indeed, in
the case of incidental cancer, it was shown that a PSA level
>1 ng/ml after surgery for BPE was associated with a
worse natural history relative to patients whose PSA
decreased to <1 ng/ml [9].

4.3. cT1a–cT1b PCa management: available data

In contrast to an earlier era when radical prostatectomy or
radiation was frequently considered for men with favor-
able-risk PCa [13], active surveillance (AS) is now the
standard of care for most of these patients. HAROW was an
observational outcomes study on the management of
localized PCa that enrolled more than 3000 patients with
newly diagnosed localized (�T2c) PCa in the period
between 2008 and 2013 [7]. The study compared patients
with cT1a–cT1b PCa undergoing AS with their counterparts
with T1c–T2a PCa. The dropout rate from the AS protocol
was significantly lower in the cT1a–cT1b group (12.1%)
compared to the group with biopsy-detected tumors
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(25.9%) and—even more importantly—only 6% of the
cT1a–T1b group undergoing AS switched to invasive
treatment for clinical progression [7]. However, only
25.3% of the patients in cT1a–cT1b PCa group underwent
at least one biopsy after their incidental PCa diagnosis [7].

No high-level evidence is available to define the optimal
clinical decision pathway after detection of incidental cT1a–
cT1b PCa. In this context, we propose some recommenda-
tions that are based on the retrospective and real-life data
available:

(1) Strong collaboration with an expert uropathologist is
required to ensure that the disease is correctly staged
and graded (see the previous subsection) [10].

(2) Postoperative measurement of PSA, which is an
informative predictor of residual disease and of the
subsequent natural history of PCa [9,15], should be
carried out. For instance, when postoperative PSA is
>1 ng/ml, the probability of residual significant cancer
is higher.

(3) If mpMRI has not been performed before surgery for
BPE (eg, in cases of normal preoperative PSA), its use
after BPE surgery for men who are found to have PCa is
suggested to better characterize the residual part of the
gland if PSA remains elevated [8,15].

(4) If a patient’s life expectancy is <10 yr, watchful waiting
should be considered, since the probability of clinical
progression is virtually zero when balanced with
competing risks [6,7,9,16].

(5) For patients with a life expectancy of >10 yr, biopsy of
the PZ may be warranted to exclude large-volume or
higher-grade PZ cancer [6,7,9].

In the era of mpMRI, cT1a–cT1b PCa remains a common
condition (up to 11% of all BPE surgeries) with its unique
natural history and biological behavior that differ in many
ways from T1c and higher stage disease. While future
research endeavors should target areas of uncertainty, this
clinical entity should be fully recognized and thoroughly
reflected in contemporary international guidelines.
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