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Several years ago, the European Organization for Research
and Treatment of Cancer 22863 trial initiated a new
standard for locally advanced prostate cancer. Adding
long-term systemic androgen-deprivation therapy (ADT)
to the standard ‘‘old-fashioned’’ pelvic and prostate
radiotherapy was associated with a very significant
improvement in survival [1]. This was later confirmed by
the Radiation Therapy Oncology Group 8531 trial. Both
trials defined a new standard, as highlighted in the
guidelines [2]. It was also later clarified that the ADT had
to be long term, ideally 3 yr [3].
Following the first trial, the real impact of radiotherapy
associated with long-term ADT was questioned. A clear
answer is now available based on three prospective
randomized trials [4–6]. In patients with an expected
survival of several years (>4–5 yr), the combined treatment
is essential, even if a survival benefit was observed in only
two trials, the third one [6] having the shortest follow-up
(median follow-up: 67, 72, and 91 mo, respectively). These
trials highlight the major role of local treatment in patients
with clinically locally advanced disease. Although the three
trials had no uniform inclusion criteria, most patients were
considered locally advanced based on their T status (T3/T4)
or with an aggressive Gleason score, and all were stratified
as N0 based on computed tomography (CT) or magnetic
resonance imaging (MRI).
We fully agree with Bolla’s comments [7] that these trials
need to be put in the current context, and we agree with
many of his opinions. However, some statements deserve a
response, such as that MRI provides better local staging and
the practical attitude expressed regarding the suggested
initial nodal dissection. We would like to add caution to his
view regarding the usually performed prostate and pelvic
MRI. In expert centers, a multiparametric MRI seems to
improve local and nodal staging, but its added value outside
these expert centers remains controversial [2] and far from
effective.
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We do not agree with his request for an initial extended
node dissection in young patients when all the available
data come from patients without any nodal dissection and
with whole pelvic irradiation. In fact, this extended
dissection is the only way to characterize nodal status.
This dissection is defined based on clear anatomic landmarks but not from clear-cut numbers of nodes to be
removed. When a CT is N0, it just means that patients do not
have nodes >1 cm. The lack of enlarged nodes rules out
bulky disease, but multiple positive nodes might still be
present. In locally advanced disease, such as those considered in the three previously mentioned trials [4–6], we must
acknowledge that at least 30–50% of the included N0
patients were in fact pN+, based on results from extended
nodal dissection [2,8]. Bolla speculated that if a minimal
amount of involvement is present, the radiation could be
limited to the prostate only, based on the finding from a
retrospective cohort (reference 7 in Bolla [7]). In addition to
the unclear definition of ‘‘a minimal amount’’ from a
‘‘significant number’’ removed, this is only speculative. The
effectiveness of an extended nodal dissection in terms of
staging improvement is clear. However, the improvement
in survival observed in the case of minimal nodal
improvement is so far at best hypothetical and has never
been clearly confirmed. The standard of care in nodepositive situations remains controversial. If a massive
involvement is observed, immediate adjuvant lifelong
ADT is the standard of care [2]. The available data are not
so clear in the case of minimal involvement. After an
extended node dissection, Briganti et al. suggested a benefit
for an adjuvant combination of ADT and pelvic irradiation
compared with the standard ADT only in pN+ patients [9].
This benefit was observed in the entire cohort and also in
those with fewer than two positive nodes (log-rank test:
p = 0.006; hazard ratio [HR]: 2.01) or with massive involvement (log-rank test: p = 0.003; HR: 3.9). At least, this suggests
missed nodes even after an extended dissection. Regarding
pN0 status, the staging is also probably not as accurate as one
could believe. Based on improved nodal analysis through
immunohistochemistry using antibodies to cytokeratin and
prostate-specific antigen (PSA) [10], patients with occult
lymph node metastases detected through this method (13.3%
of pN0 patients) had the same prognosis as those with
histologically confirmed pN+. The added specific toxicity
from the pelvic radiotherapy, even if real, does not appear to
be that high [2] and must be balanced against the potential
added survival seen in advanced situations. Finally, only
prospective trials will definitively answer the question of
pelvic irradiation in pN0 patients in locally advanced disease
where the available data clearly suggest the importance of
optimal pelvic control, probably with the use of radiotherapy
in locally advanced N0 disease.
As long as optimal locoregional control is the key,
these trials also raise the question of the real place for a
radical prostatectomy as a local treatment. In locally
advanced disease, surgery is an option in selected
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patients, often in a multimodal approach. Only randomized control trials will confirm the added value of the
combination of surgery and a systemic hormonal treatment, already demonstrated with radiotherapy. This
multimodal attitude is so far only suggested from
retrospective cohorts. Such trials are under way, such
as the AFU-GETUG 20 for postoperative high-risk patients
with a postoperative undetectable PSA.
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