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We thank Dr Braillon for his comments on our recent phase IIb
trial on the efficacy of low-dose aspirin to reduce the size of
subsolid lung nodules. Aspirin has a long history of pros and
cons regarding its role in cancer prevention, primarily for colo-
rectal cancer but potentially also for cancers arising in other
organs. At the time of the planning and performance of our
study, the recent publication by Rothwell et al. (1) suggested the
protective role of aspirin during early lung carcinogenesis. The
rationale for our trial was that if the Rothwell meta-analyses
showed divergence in lung cancer mortality within 5years of
aspirin use, then the effect on premalignancy might be assess-
able within 1 year of usage. Preclinical studies similarly sup-
ported the testing of aspirin in a high-risk population (2). The
more recent results of the ASPirin in Reducing Events in the
Elderly (ASPREE) trial suggest that aspirin may, instead, increase
mortality in an elderly population, but these data were not
available at the time we conceptualized our trial, and the results
of ASPREE were clearly unexpected. There also remains the pos-
sibility that aspirin has different effects during the early and
late stages of carcinogenesis, with the ASPREE trial being
heavily weighted toward late carcinogenesis, whereas trials in
younger populations are more likely to address the earlier
phases (3). The data on the age of our population were included
in Supplementary Table 1 (available online). Only 7 (14.3%) and
5 (10.2%) participants older than age 70years were treated with
placebo and aspirin, respectively. This was the age group for
non-Black and non-Hispanic participants in the ASPREE trial.
Certainly, age has to be taken into account for aspirin in preven-
tion as suggested by Cuzick at al. (4).

We agree with Dr Braillon that primary prevention should
involve multiple aspects starting from avoiding environmental
exposures, to lifestyle, and possibly, medical interventions. The
COSMOS trial, which was the main source of accrual for our
study, required yearly smoking cessation counseling by a
trained psychologist for all participants. In our trial, 8 (12.1%) of
the 66 current smokers quit within the year of treatment, but 3
(6.3%) of the 32 former smokers restarted. Although other
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studies have focused on smoking cessation, showing variable
success in quitting smoking with a variety of interventions, we
chose to focus on a logical pharmacologic intervention as the
main experimental variable. It should be noted, however, that
the benefits of smoking cessation on lung cancer mortality take
a long time to be realized even in those who do manage to suc-
cessfully quit smoking. In the Lung Health Study, only the long-
term follow-up after 14.5 years showed a decrease in lung can-
cer mortality after sustained quitting; a shorter follow-up of
Syears did not show any effect of quitting on lung cancer mor-
tality (5,6). The effect of smoking cessation on lung prema-
lignancy is even less documented and remains to be
determined.
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