Can we use aspirin to prevent cardiovascular events in
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A heavily debated topic
: aspirin for primary prevention of cardiovascular events in patients without prior
history of atherosclerotic cardiovascular disease

+ The European Association for Cardiovascular Prevention & Rehabilitation
(EACPR)': against its use

+ U.S. Preventive Services Task Force. Aspirin use for the primary prevention of
cardiovascular disease and colorectal cancer: U.S. Preventive Services Task
Force recommendation statement? high-risk patients (with high
cardiovascular risk)

+  American Heart Association Diabetes Committee of the Council on Lifestyle and
Cardiometabolic Health; Council on Clinical Cardiology, Council on
Cardiovascular and Stroke Nursing, Council on Cardiovascular Surgery and
Anesthesia, Council on Quality of Care and Outcomes Research; American
Diabetes Association. Update on prevention of cardiovascular disease in adults
with type 2 diabetes mellitus in light of recent evidence: a scientific statement
from the American Heart Association and the American Diabetes Association®:
high-risk patients (with diabetes)

1. Eur Heart J 2016,37:2315-2381.

2. Ann Intern Med 2016;164:836-845.
3. Circulation 2015,132:691-718.

Current Practice

+  With these conflicting recommendations, aspirin is still widely used among
healthy individuals without established atherosclerosis in the hope of
preventing myocardial infarction (MI) and death.

Evnts (s peryea) Ratio ) ofyeyeventates
+ The recommendation for B e fmonel
aspirin use in primary - s6018)  756(023) —Ji o7 061089
prevention was largely ot mow  men  —HM— 085(078-115)
based on a pooled analysis | aymiccmmyeent  ss0 s < 082(075:090)
. o 3 P=0-00002
of six randomized trials that
. N Non- fatalstroke 553(017) 597 (018) e amd 092(079-107)
showed a reduction in
N R 3 Stroke death 19(004)  98(003) 121(084-174)
ISChemlc eVentS Wlth Any stroke 655(0-20) 682(021) =l 0-95 (0-85-1-06)
aspirin.’ gt
Other vascular death 128(004) 146(004)
Any vascular death 619(019) 637(019) T 0.97(0-87-109)
P07
Any serious vascular event'  1671(0-51) 1883 (057) 0-88(0-82-0.94)
pe00001
= 2t - -
W99%Clor <T>95%0 05 075 10 125 15
Aspinbeter  Aspinworse

1. Lancet 2009;373:1849-1860.

Uncertainty remains
regarding whether there is a favorable balance of benefit to harm
for aspirin in the setting of primary prevention

» The benefit of aspirin for patients with history of an acute
ischemic event (i.e. Ml or ischemic stroke) is better
established: secondary prevention.

* In primary prevention, for example, 21.8% reported taking
aspirin for primary prevention, with only a slight decline from
previous years in the United States.

1. Prev Med Rep 2017:5:183-186.

Recent Meta-Analysis Studies

+ The first study: aspirin reduced all-cause mortality, MI, and ischemic
stroke, with an increased risk of major bleeding.’

+ The second study: aspirin reduced non-fatal MI, with little or no
effect on cardiovascular or all-cause mortality, compared with control
in primary prevention.2

+ However, these analyses included several trials of patients with
known atherosclerosis and peripheral vascular disease.®*
1) This heterogeneity in the patient population selection might
have impacted the findings of these meta-analyses.

2) The benefit of aspirin in these meta-analyses has been
attributed to relatively few studies.

1. Am J Med 2011;124:621-629..
2. Ann Intern Med 2016,164:804-813.
3. JAMA 2010,303:841-848.

4. BMJ 2008,337:21840.
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Recent large-scale randomized trials
: a reappraisal of the current evidence based is warranted.

Use of aspirin to reduce risk of initial vascular events in patients at
moderate risk of cardiovascular disease (ARRIVE): a randomised, double-
blind, placebo-controlled trial
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Efficacy and safety of aspirin for primary
prevention of cardiovascular events: a
meta-analysis and trial sequential analysis
of randomized controlled trials
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Perform an updated meta-analysis and trial sequential analysis of

randomized trials to evaluate the efficacy and safety of aspirin (ASA)
among patients without prior known history of atherosclerotic
cardiovascular disease.
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Primary safety (major bleeding) according
to various subgroups of interest

MI outcome according to the mid-
enroliment year of the included trials
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& Better outcome with aspirin Worse outcome with aspirin >

Aspirin Use to Prevent Cardiovascular Disease and
Colorectal Cancer: Preventive Medication (April 2016)

Population Recommendation Grade
(What's

This?)

Adults aged 50 to
59 years with a
210% 10-year CVD
risk

The USPSTF recommends initiating low-dose aspirin
use for the primary prevention of cardiovascular
disease (CVD) and colorectal cancer (CRC) in adults
aged 50 to 59 years who have a 10% or greater 10-
year CVD risk, are not at increased risk for bleeding,
have a life expectancy of at least 10 years, and are
willing to take low-dose aspirin daily for at least 10
years.

Adults aged 60 to
69 years with a
210% 10-year CVD
risk

The decision to initiate low-dose aspirin use for the
primary prevention of CVD and CRC in adults aged
80 to 69 years who have a 10% or greater 10-year
CVD risk should be an individual one. Persons who
are not at increased risk for bleeding, have a life
expectancy of at least 10 years, and are willing to
take low-dose aspirin daily for at least 10 years are
more likely to benefit. Persons who place a higher
value on the potential benefits than the potential
harms may choose to initiate low-dose aspirin

The current evidence is insufficient to assess the
balance of benefits and hamms of initiating aspirin use
for the primary prevention of CVD and CRC in adults
younger than 50 years.

Adults younger than
50 years

Adults aged 70
years or older

The current evidence is insufficient to assess the
balance of benefts and hams of initiating aspirin use
for the primary prevention of CVD and CRC in adults
aged 70 years or older.






