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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 2015;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.
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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
inpri prevention,?







H 8 &, Can we use aspirin to prevent cardiovascular events in apparently healthy adult individuals?

Primary safety (major bleeding) according
to various subgroups of interest

Trials,
Outcome n ASA
Diabetes

Diabetic ony trials 2 39419002
Other trals 9 0770411
Aspirin daily dose:

<100mgiday 9 1195164947
>100mg/day 2 106/14466

Mid-enrolment year.
>2000 s s
<2000 6 457/47293

10-year MACE risk:

Low risk 4 339144564

High risk 5 911730152

Risk of bias:

Low risk 9 149767114
High risk 2 152/12299

Control

2459017
589/68818

850/65091
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629732217
272145618

224/44587
661/30266

794/65524.
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AR (95% CI) P-value
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—— 145(1.28,1.65)  <0.0001

————  173(124,242) 0001

- 135(1.22,1.49)  <0.0001
—— 170(1.36,212)  <0.0001
—— 151(128,1.79)  <0.0001
—— 141(121,1.66)  <0.0001
—— 1.48(1.30,1.68)  <0.0001
—— 145(098,214) 006

Printeraction

ASA is associated with lower incidence of major
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ASA is associated with higher incidence of major

MI outcome according to the mid-
enroliment year of the included trials

Events, Events, %
Study Year Risk of bias RR (95% Cl) ASA Control Weight

Mid-enrolment year >2000

ARRIVE 2018 —+ Low 085(065,1.11) 95/6270  112/6276  9.69
ASCEND 2018 = low 098(0.80,1.19) 19177740 1957740 1167
ASPREE 2018 —— Low 094(0.76,1.15) 171/9525  184/9589  11.42
JPAD 2016 ——  High 090(053,1.54) 25262 2811277 476
JPPP 2014 —_— Low 058(0.36,0.92) 2777323 4777335 559

o

Sublotal (--squared = 10.4%, p = 0.347) 090(0.79,1.02) 509/32120 566/32217  43.13

Mid-enrolment year <2000

0

'
WHS 2005 —_ Low 1.03(0.84,1.25) 198/19934  193/19942  11.67
PPP 2001 —o—é—— Low 0.69(0.39, 1.23) 1912226 2812269 424
TPT 1998 —w:— Low 0.78 (0.59, 1.08) 83/1268 1071272 9.56
HOT 1998 — Low 0.65(0.49,0.85) 82/9399 127/9391 9.56
PHS 1989 —_— E High 0.58(0.47,0.72) 139/11037  239/11034  11.39
BMD 1988 — Low 1.04(0.81,1.32) 191/3429 921710 10.46

Subtotal (I-squared = 77.5%, p = 0.000) <> 0.78(0.62,0.98) 712/47293  786/45618  56.87

Overall (I-squared = 65.6%, p = 0.001) 0.82(0.71,0.94) 1221/79413 1352/77835 100.00
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+ Aspirin use among healthy individuals without known
All cause mortality - 0.98 (0.93, 1.02) 03 0 atherosclerosis appears to be associated with increased harm
Cardiovascular mortality - 0.92 (0.83, 1.01) 0.08 0 and lack of mortallty benefit.
M dial infarcti 0.82 (0.71, 0.94) 0.006 67 . . P . . .
yocardiatimarction - ¢ ) + In this setting, aspirin is possibly associated with a modest
Stroke - 0.94 (0.86, 1.02) 012 6 reduction in Ml risk; however, this comes at a cost of increased
major bleeding and including intracranial hemorrhage.
Major bleeding —— 1.47 (1.31, 1.65) <0.0001 31
Intracranial haemorrhage — 1.33(1.13, 1.58) 0.001 0
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» The routine use of aspirin for primary prevention needs to be
reconsidered.






