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Pre-salvage RT PSA predictive of hormone
therapy benefit with salvage RT for recurrent
prostate cancer

September 16 2019

Micrograph showing prostatic acinar adenocarcinoma (the most common form
of prostate cancer) Credit: Wikipedia, CC BY-SA 3.0

Initial results of NRG Oncology Clinical Trial RTOG 9601 in men with
biochemically recurrent prostate cancer receiving salvage radiotherapy
(SRT) demonstrated improvement in OS from the addition of long-term
hormone therapy to SRT. However, a secondary analysis indicates that
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all patients do not benefit and the addition of long-term anti-androgen
therapy did not improve overall survival (OS) rates and could increase
other-cause mortality (OCM) for some patients depending on pre-
treatment PSA level. Data now shows that pre-SRT prostate-specific
antigen (PSA) was a prognostic and predictive biomarker in determining
the benefit of the addition of anti-androgen therapy to early SRT. These
results were presented during the plenary session of the American
Society of Radiation Oncology's (ASTRO) Annual Meeting in
September 2019. The abstract is one of four abstracts chosen from over
3,000 submitted abstracts for the plenary session.

NRG-RTOG 9601 was a randomized clinical trial that compared SRT
followed by two years of anti-androgen treatment or a placebo in men
with biochemically recurrent prostate cancer. Trial participants were
randomly assigned to one of the two treatment arms. Results of the
initial trial demonstrated improvement in OS from the addition of long-
term hormone therapy to SRT at a median follow-up of 13 years.
However, the patient population enrolled on this trial was representative
of patients in the late 1990s, but patients today are usually treated at
much lower PSAs closer to the time of biochemical recurrence. Given
the known side effects of hormone therapy, including worsening of
cardiac disease, the question becomes in a more representative
population of patients receiving early salvage RT at lower PSAs would
there still be net benefit. Thus, a secondary analysis of NRG-RTOG
9601 was designed to address if pre-SRT PSA could serve as a
prognostic and predictive biomarker of benefit from hormone therapy.

Patients on NRG-RTOG 9601 were stratified by entry PSA (0.2-1.5 vs
>1.5-4.0 ng/mL) and randomly assigned to receive either nonsteroidal
anti-androgen therapy (bicalutamide) or placebo for two years. 760
patients were evaluable following treatment and 85% percent of those
patients were in the pre-SRT PSA of <1.5 ng/mL stratum. There was no
statistically significant overall survival benefit for men with PSAs <1.5
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ng/mL (HR 0.87 [95%CI 0.66-1.16]).Furthermore, men with PSAs 1.5
ng/mL (HR 0.45 [0.25-0.81]).

"Further research is needed to determine which patients receiving early
SRT will benefit from hormone therapy. The currently enrolling NRG
Oncology clinical trial NRG-GUOO06 is designed to address this question
by measuring the biochemical progression-free survival rates men with
post-prostatectomy PSA recurrences who previously received SRT. Men
on this trial will either receive SRT alone or a combination of SRT
followed by next-generation anti-androgen therapy," stated Daniel
Spratt, MD, of the University of Michigan and the lead author of the
secondary analysis of NRG-RTOG 9601 and co-principal investigator of
NRG-GUO006.

More information: Spratt D, Dess RT, Efstathiou J, Zietman A,
Wallington DG, Jairath NK, Jackson WC, Den RB, Stish B, Morgan
TM, Dignam JJ, Pisanksy T, Rosenthal SA, Michalski J, Sartor O, Feng
FY, Sandler HM, Schipper MJ, Sun Y, Shipley, WU. (2019, September).
Two Years of Anti-Androgen Treatment Increases Other-Cause
Mortality in Men Receiving Early Salvage Radiotherapy: A Secondary
Analysis of the NRG Oncology/RTOG 9601 Randomized Phase 111
Trial. Paper presented at the annual meeting of the American Society for
Radiation Oncology, Chicago, IL.
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