
LETTER
Aspirin for Primary Prevention in

Adults Older than 70 Years is Not
Supported by High-Quality Trial Data
and May Cause Harm
To the Editor:

We read with interest the commentary on aspirin in primary

prevention by Gitin et al.1 As ASPirin in Reducing Events

in the Elderly (ASPREE) investigators, 1 of 3 key aspirin

primary prevention trials referenced in this paper, we write

to reiterate the unambiguous message from the ASPREE

trial.2

The authors state that “considerable confusion has arisen

from recently reported results of three large scale, random-

ized trials of aspirin in primary prevention.” On the con-

trary, these 3 methodologically robust trials show

consistent results: a lack of net benefit for aspirin. Further,

net harm with aspirin use in older adults was seen in

ASPREE, with a 38% increase in bleeding risk, an

increased mortality in the aspirin arm, and a lack of benefit

for the primary outcome of disability-free survival. The

compelling evidence provided by ASPREE, Aspirin to

Reduce Risk of Initial Vascular Events (ARRIVE), and A

Study of Cardiovascular EveNts in Diabetes (ASCEND)

has prompted a revision of guideline recommendations for

aspirin primary prevention in older individuals, with recom-

mendations against aspirin use.3

Of note, the authors state that the negative findings of

ASPREE may have been due to the adherence rates of

approximately 62% by trial completion. Our use of an inten-

tion-to-treat analysis estimates aspirin effects as the impact

of assignment to treatment. While 62% of participants were

still taking study medication after a median 4.7 years of fol-

low-up, when calculated as a proportion of time in study, par-

ticipants in the aspirin arm took study medication for on

average 73% of their time under study (75% in the placebo

arm).2 Gitin et al1 also assert that adherence rates “must have
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been far lower”; this is unsupported, because in ASPREE we

took the rigorous step of asking patients to bring bottles back

for pill counts by staff.

We note the authors’ comment that the “current uncer-

tainties may be clarified” by the results of the forthcoming

International Polycap Study-3.4 This trial has randomized

5713 people, only 10% of the combined total of the

ARRIVE, ASCEND, and ASPREE trials. Even if a net ben-

efit result for aspirin is seen in this study, it would be

unlikely to achieve a magnitude of benefit many times

higher, which is what would be required to influence the

collective findings of the 3 trials. We agree that an updated

individual patient data meta-analysis holds value in improv-

ing the precision of findings, both benefits and harms, and

propose that research into how patients value thrombotic

events avoided, compared with bleeding events incurred,

would greatly assist clinical decision-making.
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