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Experts’ summary:
The authors report the results of a meta-analysis of three
randomized clinical trials (ARO 96-02/AOU AP 09/95; European
Organization for Research and Treatment of Cancer [EORTC]
22911; Southwest Oncology Group [SWOG] 8794) comparing
radical prostatectomy alone to radical prostatectomy plus
adjuvant radiation therapy for the treatment of men with
prostate cancer and at least one of the following adverse
pathologic features: extracapsular tumor extension, positive
surgical margins, or seminal vesicle invasion. In total, 1815
men were studied (385 from ARO, 1005 from EORTC, and
425 from SWOG). Analysis of oncologic outcomes was performed at 5- and 10-yr time points. Notably, 5-yr data were
derived from all three trials, whereas 10-yr data were from
only the SWOG trial.
The analysis found that adjuvant radiation therapy
improved biochemical progression-free survival at 5 and
10 yr with risk differences (RDs) of 0.16 (95% confidence
interval [CI], 0.21 to 0.11) and 0.29 (95% CI, 0.39 to
0.19), respectively. Furthermore, at 10 yr, adjuvant radiation improved overall survival (RD: 0.11; 95% CI, 0.20 to
0.02) and reduced the risk of metastatic disease (RD: 0.11;
95% CI, 0.20 to 0.01). These results were not observed
at 5 yr.

is amenable to early salvage treatment with radiation
therapy. This point has been demonstrated by a handful of
nonrandomized studies, which have demonstrated durable oncologic outcomes with this management strategy
[5–7]. In light of these data and the side effects associated
with radiation therapy, we feel that initial monitoring with
prompt salvage radiation is preferable to adjuvant
treatment for men whose only adverse pathologic feature
is a positive surgical margin. To date there exists no
completed randomized trial comparing these two
approaches for any combination of adverse pathologic
features. We look forward to the results of three ongoing
randomized trials designed to compare adjuvant to salvage
radiation therapy: Triptorelin and Radiation Therapy in
Treating Patients Who Have Undergone Surgery for
Intermediate-Risk Stage III or Stage IV Prostate Cancer
(ClinicalTrials.gov identifier NCT00667069), Radiotherapy
and Androgen Deprivation In Combination After Local
Surgery (RADICALS), and Radiotherapy Adjuvant Versus
Early Salvage (RAVES).
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Experts’ comments:
Approximately 20–40% of men with a positive surgical margin
will recur following a radical prostatectomy [1,2]. Therefore,
adjuvant radiation therapy for all men with a positive margin
will result in overtreatment in the majority of patients in
whom this is their sole adverse pathologic feature. This is
of critical importance, as a significant percentage of men
undergoing adjuvant radiation will suffer a serious side effect
of treatment. For example, in the SWOG trial, 24% of men
experienced a complication of radiation therapy, including
proctitis, urethral stricture, and/or urinary incontinence [3].
Furthermore, one long-term complication of radiation therapy
not captured in these trials is secondary malignancies. Our
group has reported that men who undergo radiation for the
treatment of prostate cancer are at an increased risk of developing bladder cancer [4]. Is it really worth subjecting all men
with a positive surgical margin to the side effects of radiation
therapy?
The benefits of adjuvant radiation therapy have long been
established for cancers of the brain, breast, head and neck,
stomach, and rectum. Adjuvant radiation for these tumors
represents the only likely means for cure prior to metastatic
spread, as there are currently no serum markers for the early
detection of tumor recurrence. In contrast, prostate cancer is
unique given our ability to accurately detect local recurrence
with prostate-specific antigen testing. Thus, prostate cancer
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