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Purpose: The primary objective of the REDUCE (REduction by DUtasteride of
prostate Cancer Events) Follow-Up Study was to collect data on the occur-
rence of newly diagnosed prostate cancers for 2 years beyond the 4-year
REDUCE study.
Materials and Methods: The 4-year REDUCE study evaluated prostate cancer
risk reduction in men taking dutasteride. This 2-year observational study fol-
lowed men from REDUCE with a clinic visit shortly after study conclusion and
with up to 2 annual telephone calls during which patient reported data were
collected regarding prostate cancer events, chronic medication use, prostate
specific antigen levels and serious adverse events. No study drug was provided
and all biopsies during the 2-year followup were performed for cause. The pri-
mary objective was to collect data on the occurrence of new biopsy detectable
prostate cancers. Secondary end points included assessment of Gleason score and
serious adverse events.
Results: A total of 2,751 men enrolled in the followup study with numbers
similar to those of the REDUCE former treatment groups (placebo and dutas-
teride). Few new prostate cancers were detected during the 2-year followup
period in either former treatment group. A greater number of cancers were
detected in the former dutasteride group than in the former placebo group (14 vs
7 cases). No Gleason score 8–10 prostate cancers were detected in either former
treatment group based on central pathology review. No new safety issues were
identified during the study.
Conclusions: Two years of followup of the REDUCE study cohort demonstrated
a low rate of new prostate cancer diagnoses in the former placebo and dutasteride
treated groups. No new Gleason 8–10 cancers were detected.
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THE REDUCE trial evaluated 0.5 mg
dutasteride daily for prostate cancer
risk reduction in men considered to be
at increased risk for prostate cancer
based on age (50 to 75 years old), in-
creased PSA (2.5 to 10.0 ng/ml) and a

previous biopsy negative for prostate
cancer.1 During the 4-year study du-
tasteride reduced the relative risk of
biopsy detectable prostate cancer by
22.8% (95% CI 15.2–29.8) compared
with placebo. This reduction in pros-
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tate cancer incidence was mainly observed for Glea-
son score 5–6 cancers.

Despite some differences in trial design, the pri-
mary findings of the REDUCE trial were similar to
those of the PCPT (Prostate Cancer Prevention
Trial). Investigators in the PCPT found a 24.8%
reduction in the 7-year prevalence of prostate cancer
with finasteride.2 In both trials there was an in-
creased number of high grade (Gleason 8–10) can-
cers in the 5ARI treatment arms.1,2 Potential rea-
sons for these findings include the suppression of
lower grade tumors by 5ARIs,3 decreased prostate
volume resulting in increased biopsy sensitivity for
high grade cancers4–6 and the trial design of
REDUCE, which led to the removal of 141 men with
lower grade (Gleason 5–6) tumors from the placebo
arm during the first 2 years of this study.1 Despite
these possible explanations, concerns remain
about the potential risks of using these agents for
prostate cancer risk reduction.7 The primary ob-
jective of this REDUCE Follow-Up Study was to
collect data on the incidence of newly diagnosed
prostate cancers for an additional 2 years beyond
the 4-year REDUCE trial. Information on SAEs
was also collected.

MATERIALS AND METHODS

Study Design
The REDUCE Follow-Up Study was a 2-year observa-
tional followup of a convenience sample of men from the
4-year REDUCE trial. The primary objective was to collect
data on the occurrence of new cases of prostate cancer for
2 years beyond REDUCE (Part A) and to collect biopsy
material for biomarker analysis in men diagnosed during
REDUCE (Part B). Part B was cancelled because of inher-
ent limitations of biomarker analyses due to the short
followup period of diagnosed subjects and no samples were
collected. Only data from Part A are presented here.

Followup consisted of 1 clinic visit and up to 2 tele-
phone calls approximately 1 year apart. For men enrolled
more than 1 year after their REDUCE 4-year contact,
information recorded during the year 1 and/or year 2
telephone contact was collected during the post-REDUCE
clinic visit.

Patient reported data were collected regarding prostate
cancer events, chronic medication use, PSA test results
and SAEs. As no study drug was provided, information on
nonSAEs was not recorded. In some cases in which subject
reported information was incomplete, data were also ob-
tained from available medical records or laboratory re-
ports. There were no limitations on medications and some
subjects may have been prescribed 5ARI therapy during
followup.

Study Population
Subjects were eligible for study entry if they had partici-
pated for 4 years in the REDUCE study, on treatment or
in followup, after withdrawing from REDUCE due to pros-
tate cancer diagnosis or other reasons. Men who withdrew

early from REDUCE were included in this population to
study cancer end points and to capture events of interest
if they occurred in these patients. Twelve countries that
provided 76% of the REDUCE population were selected to
participate in this study. All participants provided written
informed consent and the protocol was approved by the
institutional review board at each site.

Assessment of Prostate Biopsies and Surgeries
Biopsies or surgical samples positive for prostate cancer
based on local pathology review and radical prostatectomy
specimens were reviewed by a central laboratory which
included confirmation of prostate cancer diagnosis and
assessment of Gleason score using the classic scoring sys-
tem8 to maintain consistency with the primary REDUCE
study analysis. The Gleason scoring system used by local
pathology laboratories was unknown. All biopsies were
performed for cause when clinically indicated.

Study End Points
The primary end point was the occurrence of new biopsy
detectable prostate cancers. Other end points included
Gleason score, TNM stage, SAEs, overall survival, death
from prostate cancer and change in serum PSA.

End Point Analysis
No formal statistical hypothesis tests were planned. Data
were summarized overall and according to former
REDUCE treatment group. New cases of prostate cancer
were also summarized according to 5ARI use. The exten-
sion safety population included all subjects who were pre-
viously in the REDUCE safety population. The at risk
population (primary end point population) included all
subjects in the extension safety population not previously
diagnosed with prostate cancer during REDUCE. The ex-
tension biopsied population consisted of all men in the at
risk population who had at least 1 for cause biopsy re-
viewed by a local or central pathology laboratory. The
extension prostate cancer population consisted of all sub-
jects in the at risk population who were diagnosed with
prostate cancer by central or local pathology.

For the primary analysis prostate cancer incidence was
calculated using a crude rate approach in which all sub-
jects in the at risk population were included. A restricted
crude rate analysis was also performed which only in-
cluded subjects from the extension biopsied population.
Time to biopsy detectable prostate cancer was summa-
rized using cumulative incidence estimates,9 treating
death from causes other than prostate cancer as the com-
peting risk.

PSA Analysis
PSA testing was performed at physician discretion and
samples were analyzed by local laboratories. Changes in
total PSA from baseline (REDUCE year 4 PSA value) to
year 1 were summarized according to prior treatment
group, prostate cancer status and 5ARI use for the at risk
population. Only men who had a PSA value determined
within 6 weeks of the year 1 cutoff were included in the
study.

Safety Analysis
SAEs of special interest were defined as common events
that could occur with 5ARIs due to their pharmacological
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