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Long-Term Effects of Finasteride on Prostate Cancer Mortality

To the Editor: One man in nine will receive a 
diagnosis of prostate cancer during his lifetime. 
We previously reported the results of the Prostate 
Cancer Prevention Trial, in which 18,882 men 
were randomly assigned to receive finasteride or 
placebo for 7 years. The study’s primary end 
point — the prevalence of prostate cancer dur-
ing the 7 years of the trial — was met: the risk 
of prostate cancer with finasteride was 24.8% 
lower than the risk with placebo.1 Paradoxically, 
the risk of high-grade cancer (Gleason score of 
7 to 10) was higher with finasteride, a finding 
that led to recommendations against the use of 
finasteride for the prevention of prostate cancer. 
Subsequent trials showed that finasteride im-
proved detection of prostate cancer and high-
grade prostate cancer by improving the perfor-
mance characteristics of the prostate-specific 
antigen (PSA) test, digital rectal examination, and 
the prostate biopsy. These biases could explain 
the paradox, but the questions of whether the 
greater number of high-grade prostate cancers 
could have led to diminished survival or to an 
increase in prostate cancer mortality persisted.2 
In 2013, we addressed the first of these questions, 
finding similar survival rates in the two treatment 
groups of the Prostate Cancer Prevention Trial.3

To address the second question, participants 
with a potentially valid Social Security number, 
whether last known to be alive or previously 
deceased, were submitted to the National Death 
Index in December 2014. Deaths from prostate 
cancer were reviewed by an end-point review 
committee. The cumulative incidence of death 
from prostate cancer was calculated, including all 
participants who underwent randomization, with 
deaths due to a cause other than prostate cancer 
classified as a competing risk. (For details, see 
the Supplementary Appendix, available with the 
full text of this letter at NEJM.org.)

Figure 1 shows the results. With 296,842 

person-years of follow-up and a median follow-
up of 18.4 years, of 9423 men randomized to 
finasteride, there were 3048 deaths of which 42 
were due to prostate cancer; of 9457 randomized 
to placebo, there were 2979 deaths, 56 due to 
prostate cancer. With the small number of deaths 
due to prostate cancer, the 25% lower risk of 
death from prostate cancer with finasteride was 
not statistically significant.

PSA-detected prostate cancer will likely in-
crease with recommendations to offer screening 
to men 55 to 65 years of age.4 Screening may 
reduce the risk of death from prostate cancer but 
often leads to the detection of prostate cancer 
that will remain asymptomatic during a man’s 
life. If indolent cancers are treated with surgery 
or radiation, complications, including impotence 
and incontinence, are common. If managed with 
active surveillance, up to 45% of men will ulti-
mately receive treatment; they will also face fre-
quent examination, repeated invasive biopsies, 
and anxiety.5 Finasteride is a generic agent that 
is used to treat lower urinary tract symptoms, 
prevents complications from these symptoms, 
and prevents prostate cancer. The early concerns 
regarding an association between finasteride and 
an increased risk of high-grade prostate cancer 
have not been borne out.
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Epinephrine in Out-of-Hospital Cardiac Arrest

To the Editor: In reporting the results of the 
PARAMEDIC2 (Prehospital Assessment of the Role 
of Adrenaline: Measuring the Effectiveness of 
Drug Administration in Cardiac Arrest) trial, 

Perkins et al. (Aug. 23 issue)1 note that during the 
initial prehospital resuscitation phase, the rate of 
return of spontaneous circulation was three 
times as high among patients who received epi-

Figure 1. Cumulative Incidence of Prostate Cancer According to Treatment Group.

A Gleason score of 6 or less indicates low-grade prostate cancer, a score of 7 intermediate-grade prostate cancer, 
and a score of 8 to 10 high-grade prostate cancer.

R
is

k 
of

 D
ea

th
 fr

om
 P

ro
st

at
e 

C
an

ce
r 0.008

0.004

0.006

0.002

0.000
0 5 10 15 2018

Years since PCPT Randomization

10 Yr 15 Yr 18 Yr

Hazard ratio, finasteride vs. placebo,
0.75 (95% CI, 0.50–1.12)

No. at Risk
Placebo
Finasteride

Incidence (95% CI)
Placebo
Finasteride

8229
8198

7094
7026

4060
4012

0.14% (0.07–0.23)
0.12% (0.06–0.21)

0.35% (0.25–0.49)
0.31% (0.21–0.44)

0.60% (0.45–0.78)
0.43% (0.31–0.59)

Placebo

Finasteride

PlaceboVariable Finasteride
Total eligible

randomized patients
Follow-up for patients

still alive (yr)
Median
Interquartile range

Deaths (total no.)
Death from prostate

cancer
Gleason score

at diagnosis
≤6
7
8–10
Unknown

9457

18.4
17.4–18.7

2979
    56

    16
      9
    11
    20

9423

18.4
17.3–18.7

3048
    42

      7
      5
    13
    17

The New England Journal of Medicine 
Downloaded from nejm.org at The University of British Columbia Library on March 30, 2019. For personal use only. No other uses without permission. 

 Copyright © 2019 Massachusetts Medical Society. All rights reserved. 


