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Intervention in Low-Risk Prostate Cancer Applicable
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Shearwood McClelland, III, MD, Jerry J. Jaboin, MD, PhD,
and Timur Mitin, MD, PhD

Department of Radiation Medicine, Oregon Health & Science University, Portland, Oregon
Received Jul 28, 2017. Accepted for publication Aug 28, 2017.
In 2013, the Choosing Wisely campaign initiative inspired 5
American Society for Radiation Oncologyeendorsed
recommendations (1), including “Don’t initiate management
of low-risk prostate cancer without discussing active
surveillance.” This recommendation was derived primarily
from evidence provided by 2 prospective, randomized,
controlled trials (RCTs) examining radical prostatectomy
versus observation. The first, the Scandinavian Prostate
Cancer Group Study, reported (with estimated 15-year
results) that in low-risk prostate cancer (prostate-specific
antigen [PSA] <10 ng/mL, Gleason score <7), radical
prostatectomy did not significantly reduce prostate cancer
specificemortality for the 695 patients randomized (2). The
second, the Prostate Cancer Intervention versus Observation
Trial (PIVOT), enrolled 761 US patients diagnosed by PSA
screening. At 12-year follow-up, prostatectomy did not
significantly reduce all-cause or prostate cancerespecific
mortality compared with observation for localized prostate
cancer (T1-2NxM0 with PSA <50 ng/mL, life expectancy of
at least 10 years, negative bone scan for metastatic disease,
and age no greater than 75 years) (3). Unlike the Scandi-
navian Prostate Cancer Group Study, the PIVOT study
stratified overall survival and prostate cancerespecific sur-
vival by patient race; nearly one-third of study patients (233
of 761) were African American (3). However, the general-
izability of PIVOT trial conclusions to the contemporary US
population has been questioned by a recent National Cancer
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Database analysis of PIVOT-eligible patients, which found
that US men were younger, healthier, and more likely to
have radical prostatectomy for higher-risk disease than men
in the PIVOT trial (4).

Unfortunately, subsequent Surveillance, Epidemiology,
and End Results (SEER)ebased work has indicated that the
encouragement of deferring definitive intervention (radical
prostatectomy or definitive radiation therapy) in favor of
active surveillance may be deleterious for African-American
patients with low-risk prostate cancer. One study involving
more than 51,000 men with low-risk prostate cancer
(T1-T2a, Gleason score �6, and PSA �10 ng/mL) found
African-American race to be an independently predictive
risk factor for prostate cancerespecific mortality (43,792
Caucasian vs 7523 African-American patients) (5). Another
analysis found that definitive intervention for screening-
detected, low-risk prostate cancer (T1c, Gleason score
�6, and PSA �10 ng/mL) was more likely to occur in men
who were Caucasian, married, and/or with high
socioeconomic status (6).

The most recent RCT, the ProtecT trial, randomized 1643
men aged 50-69 years in the United Kingdom with clinically
localized prostate cancer to active surveillance (nZ545),
radical prostatectomy (nZ553), or radiation therapy
(nZ545) and found that at a median of 10 years, therewas no
difference in prostate cancerespecificmortality regardless of
treatment chosen, with definitive intervention associated
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with lower incidence of metastases and disease progression
than active surveillance (7). Unfortunately, as with the
Scandinavian Prostate Cancer Group Study, there was no
stratification of patient demographics or study results by
patient race.

The absence of race-based results from 2 of these RCTs,
and questions about generalizability of PIVOT results to
the general population (even more so to African-American
men), combined with findings from SEER, which examined
more than 7500 African Americans with low-risk prostate
cancer, indicate that the results of active surveillance versus
definitive intervention for clinically localized prostate
cancer may not be as robust for African Americans as the
RCTs indicate.

Although the class I evidence has supported active sur-
veillance over definitive intervention, the dearth of African
American patient representation in the RCTs constituting
this evidence raises concerns about the applicability of their
findings to the African-American population, particularly in
light of the results of the subsequent SEER-based analysis
(5). This situation sheds light on the dangers of interpreting
RCT results independent of patient race or sociodemo-
graphic factors such as insurance status, when these factors
have clearly influenced access to optimal care for cancers
of the prostate and other organ systems (8). Recent work
utilizing genomic sequencing samples from within The
Cancer Genome Atlas has found Caucasians over-
represented in comparison with the US population, with
samples from racial minorities being comparatively
insufficient to detect moderately common mutational
frequencies; the relatively low enrollment of racial minor-
ities in cancer sequencing studies hinders the ability to
detect race-specific targetable mutations, which could
prove particularly pertinent for African Americans with
prostate cancer (9).

In conclusion, the findings from a low-risk prostate
cancer population more than 30 times larger than the
ProtecT study and 75 times larger than the Scandinavian
Prostate Cancer Group and PIVOT studies should at
minimum raise eyebrows toward endorsing a blanket
recommendation of delaying intervention for the sake of
active surveillance for African Americans with low-risk
prostate cancer. More aggressive recruitment of African
Americans and other underrepresented minorities (Hispanic
Americans, Native Americans) into ongoing and future
RCTs is needed to further determine the risk of prostate
cancer progression in African-American men and the best
mechanism to prevent the disparity in clinical outcomes;
furthermore, involvement in a tightly controlled RCT may
result in much more careful follow-up for these patients
than they would normally receive in a general practice,
which may lead to a higher rate of salvage therapies. This is
particularly pertinent given that African Americans may
harbor more aggressive disease than Caucasians (10). In
general, for patients with low-risk prostate cancer, the
discussion of active surveillace has been a great develop-
ment, sparing many men from undergoing unnecessary
treatments, and should clearly be had before any definitive
treatment is offered. However, African-American men
should be cautioned that the data supporting active
surveillance may be “on thinner ice” for them than for
Caucasian men.
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