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In a retrospective study, Touijer and co-workers
investigated mortality in 1,338 patients with lymph-
node positive prostate cancer who underwent radical
prostatectomy between 1988 and 2010 in two centers in
the US and one in Italy (1). The patients were stratified
into three groups by the receipt of adjuvant treatment
(radical prostatectomy alone versus adjuvant androgen
deprivation treatment, ADT, versus adjuvant androgen
deprivation treatment plus external beam radiotherapy,
EBRT) (1). The combination of adjuvant ADT +
EBRT was associated with lower mortality compared
with either observation or adjuvant ADT alone (1).
The difference was higher among higher risk groups (1). An
earlier study with patients recruited during the same time
frame in the same institutions revealed similar results (2).
Beside the observed mortality differences favoring
combined ADT + EBRT, the differences in demographic
data were impressive. Patients who underwent combined
ADT + EBRT had adverse parameters concerning Gleason
score, number of involved lymph nodes, pathological
stage, prostate-specific antigen level, and positive surgical
margins rate (each P<0.0001) (1). The authors addressed
the problem of possible unmeasured confounders arguing
that such confounders are usually correlated with measured
covariates thus making bias less likely and concluded that
combined ADT + EBRT improved survival over either
observation or adjuvant ADT alone (1).

Frequently, unmeasured confounders will indeed be
correlated with measured variables. The setting of adjuvant
radiotherapy for lymph node-positive prostate cancer,
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however, might be a different situation. For this indication,
adjuvant radiotherapy became popular in more recent
times. Therefore, such treatment is more likely of being
administered to more contemporarily treated patients. It is
conceivable that those patients have undergone more critical
staging (imaging and/or removal and/or histopathological
investigation of more lymph nodes) and might have been
assigned higher Gleason scores (pretending higher risk)
compared with their earlier treated counterparts. It
has been reported that such Gleason score shift may
confound retrospective series which recruited patients
during the 1990s (3,4). The resulting bias (apparently
improved outcome in all risk classes) is called Will Rogers
phenomenon (3,4). Furthermore, a stage shift by an earlier
detection of prostate cancer might have enriched more
recently treated subgroups with good risks. Finally, since
the year 2004, several effective systemic treatment options
for castration-resistant prostate cancer have become
available from which more recently treated patients
might have benefited more. Unfortunately, the authors
provided no information on the timing of treatment (1).
The higher proportion of patients at risk after 10 years
of follow-up among patients with ADT (more traditional
management strategy) compared with the combined ADT +
EBRT subgroup [the novel approach; 41% versus 15% (1)],
however, suggests that the latter option was indeed used
more frequently in more recent times.

In view of these points, was it surprising that mortality
was lower among more recently treated patients? No. Was
lower mortality an effect of combined ADT + EBRT?

AME Med 72018;3:31


https://crossmark.crossref.org/dialog/?doi=10.21037/amj.2018.02.06

Page 2 of 3

Not necessarily. In contrast to the therapeutic effect
of adjuvant (systemic) ADT for lymph node-positive
disease (5), that of additional local measures [more
extensive lymph node dissection in patients with lymph
node metastases (6) or supplementary radiotherapy of
the pelvic lymph nodes in patients with high risk disease
treated with external beam radiotherapy (7)] has not been
convincingly demonstrated yet.

Toxicity is another important point. Adjuvant pelvic
radiotherapy is associated with increased acute and
late gastrointestinal toxicity as well as with urinary
incontinence (8). The current study (1) did not provide
data on adverse effects of combined ADT + EBRT. Despite
concern on the lack of data from randomized trials, current
prostate cancer guidelines recommend considering adjuvant
combined ADT + EBRT as an option (9-11). Candidates
for such treatment should, however, be informed on the
remaining uncertainties and should be encouraged to
participate in randomized trials.
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