Proposed
USPSTF
guidelines
recommend
against
initiating aspirin
for primary
prevention

for adults age 60
and older, citing
evidence of
potential harm
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Q: Should my older adult patients
take aspirin for primary prevention
of cardiovascular disease?

o No. Recent evidence shows that the
¢ harms of aspirin use for the primary
prevention of cardiovascular disease usually out-
weigh the benefits for patients age 70 and older.
An updated draft of the United States
Preventive Services Task Force (USPSTF)
recommendations for aspirin use was released
for public comment on October 12, 2021.12
These guidelines have a grade C recommen-
dation for initiating low-dose aspirin for pri-
mary prevention of cardiovascular disease in
patients ages 40 to 59 with a 10% or greater
10-year risk of cardiovascular disease. (Grade
C: Recommends use based on professional
judgment and patient preferences. There is
at least moderate certainty that the net ben-
efit is small.) These guidelines offer a grade D
recommendation for initiating low-dose aspi-
rin for primary prevention of cardiovascular
disease in adults age 60 and older. (Grade D:
Recommends against. There is at least moder-
ate certainty of no net benefit or that harms
outweigh benefit). This guidance is a change
from their 2016 recommendation, which was
equivocal on adults ages 60 to 69 and avoided
a recommendation for adults age 70 and older,
citing insufficient evidence.>* Trials reviewed
in this article were included in these updated
draft recommendations, which are still open
for comment at the time of this writing.

In 2018, results from 3 large double-blind,
randomized, placebo-controlled trials offered
insight into how to approach aspirin use for
primary prevention in older adults. These tri-
als—Aspirin in Reducing Events in the Elderly
(ASPREE),>¢ Aspirin to Reduce Risk of Initial
Vascular Events (ARRIVE),” and Aspirin for
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Primary Prevention in Persons With Diabetes
Mellitus  (ASCEND)®—provide substantial
data to fill knowledge gaps on how to consider
prescribing or de-prescribing aspirin for older
patients.

I WHAT DID THE TRIALS FIND?

The ASPREE trial

This trial enrolled 19,114 community-dwelling
older adult patients at least 70 years old, or at
least 65 years old for Black and Hispanic pa-
tients, without evidence of cardiovascular dis-
ease (overall median age was 74).>¢ During a
median follow-up of 4.7 years, researchers found
that 100 mg/day of aspirin provided no benefit
in preventing nonfatal cardiovascular events or
death, or in increasing disability-free survival.
Aspirin use increased the risk of clinically sig-
nificant, nonfatal major hemorrhage, defined as
a composite measure of intracranial and upper
or lower gastrointestinal bleeding that required
transfusion, hospitalization, or surgical interven-
tion, or that prolonged hospitalization. Unex-
pectedly, the aspirin cohort had higher all-cause
mortality, attributed to increased cancer-related
mortality (including a significant increase in
colorectal cancer-related death in aspirin users).
Mortality from major bleeding events, including
hemorrhage or hemorrhagic stroke, was no dif-
ferent between groups.”®

The ARRIVE trial

This trial enrolled 12,546 patients age 55 and
older for men and age 60 and older for women
with moderate cardiovascular disease risk as-
sessed by the presence of risk factors including
current tobacco use, low levels of high-density
lipoprotein cholesterol, elevated systolic blood
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pressure (> 140 mm Hg), prescriptions for an-
tihypertensive medications, or positive family
history of cardiovascular disease.” The trial was
focused on primary prevention, so investigators
excluded participants with prior cardiovascular
events or interventions (eg, stenting, angio-
plasty, bypass surgery). Patients with diabetes
were also excluded. The intent-to-treat analy-
sis showed no significant benefit for aspirin use
of 100 mg/day during the median 5-year follow-
up. A subgroup analysis showed no benefit for
patients age 65 and older. As in earlier studies,’
the aspirin-receiving cohort had an increased
risk of gastrointestinal bleeding.

The ASCEND trial

This trial enrolled 15,480 participants with
diabetes but without known cardiovascular
disease; nearly one-quarter of participants en-
rolled were at least 70 years of age.® Although
100 mg/day of aspirin provided an overall ben-
efit in reducing first vascular events, a subgroup
analysis revealed no benefit for patients age 70
and older. Aspirin use was associated with a
higher risk of major bleeding events, defined
as bleeding requiring transfusion, hospitaliza-
tion, surgical intervention, or that prolonged
hospitalization, required intensive care unit
admittance, or caused death. This risk was sig-
nificant for patients age 60 and older but was
not significant for patients under age 60.°

I HOW DID MEDICAL SOCIETIES REACT?

In light of these findings, the American Col-
lege of Cardiology (ACC) updated its practice
guidelines, published in September 2019, to
state that low-dose aspirin should not be ad-
ministered on a routine basis for the primary
prevention of atherosclerotic cardiovascular
disease in adults over age 70.!° The American
Diabetes Association (ADA), in its practice
guidelines published in January 2021, similar-
ly recommended that for patients over age 70
(with or without diabetes), aspirin use appears
to have greater risk than benefit and thus is
not recommended in these patients.!!
Complementary interventions aimed at re-
ducing the risk of cardiovascular events—statins
for hyperlipidemia, improved antihypertensive
medications, and aggressive anti-smoking cam-
paigns—may further reduce the utility of aspirin
for primary prevention. Nevertheless, data from
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the National Health and Nutrition Examination
Survey (2011-2018) showed that aspirin use for
primary prevention significantly increased as pa-
tients age, from 24% in those ages 50 to 54 to
45.3% in those age 75 and older.”

I WHAT ABOUT ASPIRIN USE
FOR COLORECTAL CANCER?

In addition, there is increasingly clear evi-
dence supporting discontinuation of aspirin
use in older adults for colorectal cancer pre-
vention. The USPSTF had previously made a
grade B recommendation for low-dose aspirin
in adults ages 50 to 59 in part because of evi-
dence supporting reduced colorectal cancer
incidence after 5 to 10 years of use.>* A more
recent pooled analysis of data on 94,540 par-
ticipants age 70 and older from both the longi-
tudinal Nurses’ Health Study and the Health
Professionals Follow-up Study found that aspi-
rin use was associated with a lower incidence
of colorectal cancer after age 70 for patients
who initiated aspirin before age 70 with at
least 5 years of use.! Initiating aspirin after age
70 was not associated with reduced colorectal
cancer incidence. The ASPREE investigators
reported increased cancer-associated mortal-
ity risk in the aspirin-use cohort (including
higher colorectal cancer mortality); however,
they noted that this result was unexpected in
the context of other well-designed aspirin tri-
als and should be interpreted cautiously.'*

I THE BOTTOM LINE

The proposed updates to its 2016 guidance for
aspirin use for primary prevention in adults
age 60 and older"? put the USPSTF recom-
mendations in line with those of the ACC and
ADA!" which both previously incorporated
evidence from the trials discussed above into
their recommendations against aspirin use for
primary prevention in older adults.

Our clinical recommendation is in line
with the USPSTFs proposed update: the
risks outweigh the benefits for aspirin in old-
er adults. Providers, in conjunction with pa-
tients, should de-prescribe aspirin as able. W
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