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Androgen Deprivation Therapy with Postprostatectomy
Radiotherapy: For Whom and for How Long?

Charles Dearman, Chris Parker *

Urology Unit, Royal Marsden NHS Foundation Trust, Sutton SM2 5PT, UK

A role for hormone therapy in men receiving salvage
radiotherapy (SRT) after radical prostatectomy is well
established. RTOG 9601, a phase 3 randomised control trial,
demonstrated an overall survival benefit for 24 mo of
bicalutamide in this setting, with a hazard ratio of 0.77 (95%
confidence interval [CI] 0.59-0.99) [1]. The absolute survival
benefit at 12 yr was 5% (76% vs 71%). It is less clear how to
select which men with biochemical failure could safely
receive SRT alone and be spared the morbidity of additional
hormone therapy.

To explore which patients receiving SRT might not
benefit from the addition of androgen deprivation therapy
(ADT), Fossati et al. [2] analyse data for 1264 patients
treated between 1996 and 2012 in this issue of European
Urology. They studied the association between use of ADT
and subsequent clinical recurrence. Cases were classified
according to the presence or absence of three adverse risk
factors: T stage >pT3b, Gleason score >8, and prostate-
specific antigen (PSA) level at SRT of >0.5ng/ml. As
expected, use of ADT was inversely associated with the
risk of clinical recurrence on multivariable analysis (hazard
ratio 0.95; p=0.022). However, no such association was
seen between use of ADT and clinical recurrence in those
patients with none of the three risk factors listed above,
suggesting the possibility that men with pT2/3a, Gleason
<7, and postoperative PSA <0.5 ng/ml might be better
served by SRT alone.

These findings are unsurprising. In the absence of good
evidence to the contrary, it is generally assumed that the
relative benefit from an intervention is constant. It follows
that the absolute benefit of that intervention will be greater
among patients with a worse prognosis. Thus, even if ADT
has the same relative benefit for all men undergoing SRT,
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the absolute benefit will be greater for those men with
adverse prognostic features. The absolute benefit of ADT
will also be greater for men who, by virtue of their youth
and lack of comorbidity, have longer life expectancy.

The question then is who should receive SRT alone and
who should receive ADT in addition? On the basis of RTOG
9601, we regard the addition of ADT as standard, but some
men, particularly those who are older with relatively
favourable disease characteristics in terms of T stage,
Gleason score, and postoperative PSA, will very reasonably
opt for SRT alone.

A second important question is for how long ADT should
be given. Given that RTOG 9601 is the only randomised
controlled trial showing a survival benefit in this setting,
2 yr should be regarded as the evidence-based starting
point. However, is it possible that a similar benefit could be
obtained from a shorter duration? Fossati et al. [2] speculate
that <12 mo of ADT may be sufficient for men with only one
of the three risk factors (T stage >pT3b, Gleason score >8,
and PSA level at SRT of >0.5 ng/ml).

Two randomised controlled trials have tested 6 mo of
ADT using a luteinising hormone-releasing hormone
(LHRH) analogue in the SRT setting. Both GETUG-AFU 16
[3] and RTOG 0534 (SPPORT) [4] found that 6 mo of ADT
delayed biochemical progression, but until data on longer-
term, more meaningful outcomes are available, these
findings do little to inform clinical practice. Many trials
have compared shorter versus longer durations of ADT in
men receiving primary (not salvage) radiotherapy. For
example, RTOG 9202 compared 4 mo and 28 mo of ADT in
combination with radical radiotherapy in men with prostate
adenocarcinoma (cT2c-4 NO MO) with PSA <150 ng/ml
[5]. The longer ADT duration improved overall survival, with
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a hazard ratio of 0.88 (95% CI 0.79-0.98) and an absolute
survival benefit at 15 yr of 3% (30% vs 27%).

How might we attempt to extrapolate these results to the
SRT setting? It is striking that men undergoing SRT in RTOG
9601 had a much better prognosis than men undergoing
primary radiotherapy in RTOG 9202. The 12-yr risk of death
from prostate cancer in RTOG 9601 for men receiving SRT
plus 2 yr of bicalutamide was just 6%, compared with a 16%
risk at 15 yr among men receiving primary radiotherapy
plus 28 mo of ADT in RTOG 9202. Even if the relative benefit
of longer ADT duration is generalisable, the absolute benefit
in the postoperative setting will be modest. ADT duration is
being addressed by the RADICALS-HD trial [6], which
randomised 2840 men receiving SRT: 0 mo versus 6 mo
versus 24 mo of ADT. Pending the outcome of this trial, our
own policy is to administer 6 mo of ADT using an LHRH
analogue for most patients, and 24 mo of ADT for younger
men with adverse prognostic factors.

While it is good that most men undergoing SRT have an
excellent prognosis, it does mean that trials in this setting
take a considerable time to complete. While we are still
waiting for good-quality evidence regarding the duration of
traditional ADT, newer, more effective drugs have been
developed. It has been shown that enzalutamide is more
active than bicalutamide [7]. The addition of abiraterone to
traditional ADT substantially improves biochemical control
in men receiving primary radiotherapy for locally advanced
disease [8]. It seems likely that these agents would also
improve outcomes after SRT, but this hypothesis has yet to
be tested in clinical trials.

The development of novel imaging techniques may also
have a major impact on the management of men with PSA
failure after radical prostatectomy. Until now, SRT, with or
without ADT, has been the standard approach. There is
growing interest in the possibility of delaying salvage
treatment until the site of recurrence is identified on
imaging. This has the advantage that the radiotherapy
treatment volume can be tailored to the site of recurrence.
However, it remains possible that delaying SRT might
detract from its efficacy. The impact of positron emission
tomography/computed tomography with the ®8Ga-labelled
ligand PSMA-11 on SRT planning is being assessed in the
randomised, prospective, PSMA-SRT phase 3 study [9].
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