Role of' Aspirtin in Primary
Cardiovascular Prevention




Introduction

* Cardiovascular disease (CVD) is one of the leading causes of
morbidity and mortality worldwide, representing 24% of all
deaths.

* Aspirin produces important reductions in CVD morbidity and
mortality among survivors of coronary heart disease,
especially myocardial infarction and stroke.



Introduction

* In secondary prevention, the absolute benefits are far
greater than the absolute risks of major bleeding.

* In primary prevention, however, among apparently healthy
people, the benefit-to-harm ratio is less clear.

* Low-dose aspirin is also used in primary prevention
colorectal cancer based on USPSTF guideline®.

1. Bibbins-Domingo K, US Preventive Services Task Force. Aspirin use for the primary prevention of cardiovascular disease and colorectal cancer:
U.S. Preventive Services Task Force recommendation statement. Ann Intern Med. 2016;164:836-845.



Introduction

* As much of the lifestyle of general population changed over
years, three recent major trials named Aspirin to Reduce Risk
of Initial Vascular Events (ARRIVE)?, A Study of Cardiovascular
Events in Diabetes (ASCEND)? and Aspirin in Reducing Events

in the Elderly (ASPREE)*®, totally changed the view.



ARRIVE? trial

* men aged =255 and women  *randomized to 100 mg of
aged > 60 aspirin or placebo once daily

» without diabetes & h/o CVD ¢ median follow-up of 5 years

e US, UK, Ireland, Spain, Italy,
Germany and Poland

2. Gaziano JM, Brotons C, Coppolecchia R, et al; ARRIVE Executive Committee. 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. Lancet. 2018; 392 (10152): 1036-
104e6.



Primary Efficacy Endpoint: CVD Death, MI, UA, Stroke or TIA

Time to First Occurrence of CV Death, MI, UA, Stroke or TIA (Intent-to-Treat population)
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Time to first occurrence of Fatal or Non-Fatal MI (Intent-to-Treat population)
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Less than 5% of participants had a cardiovascular event during
the study with no difference between the two groups




Gastrointestinal Bleeding
(Intent-to-Treat Population)

Gastrointestinal Bleeding Adjudication Placebo Arm (n=6276) Aspirin Arm (n=6270)
Time to First Gl Bleeding
Patients with events, n (%) 29 (0.46%) 61 (0.97%)
Hazard Ratio (95% Cl)* i v -
p-Value* 0.0007
Severity of adjudicated first Gl Bleeding
Mild, n (%) 22 (0.35%) 42 (0.67%)
Moderate, n (%) 5 (0.08%) 15 (0.24%)
Severe, n (%) 2 (0.03%) 4 (0.06%)

*Comparison: Aspirin vs Placebo; p-Value from log-rank test of time to first event
Note: Percentages based on number of subjects randomized to the indicated treatment group

1% of the aspirin group experienced Gl bleeding
compared with only 0.5% of the placebo group




ASCEND? trial

* mirrored the aspirin-placebo comparison in the ARRIVE trial
* diabetic adults aged = 40 in UK

* mean follow-up of 7.4 years

3. The ASCEND Study Collaborative Group. Effects of aspirin for primary prevention in persons with diabetes mellitus. N Engl J Med. 2018;
379:1529-1539.



A First Serious Vascular Event
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B First Serious Vascular Event, According to Year of Follow-up
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A statistically significantly lower percentage of the aspirin group
had experienced serious vascular events than the placebo group



Type of Event

Vascular Outcomes

Monfatal myocardial infarction

Monfatal presumed ischemic stroke

Vascular death excluding intracranial hemorrhage
Any serious vascular event excluding TIA

TIA

Any serious vascular event including TIA

Any arterial revascularization

Any serious vascular event or revascularization

Major Bleeding

Intracranial hemorrhage
Sight-threatening bleeding in eye
Serious gastrointestinal bleeding
Other major bleeding

Any major bleeding

Aspirin

(N=7740)
no. of participants with event (%)

191 (2.5)
202 (2.6)
197 (2.5)
542 (7.0)
168 (2.2)
658 (8.5)
340 (4.4)

833 (10.8)

55 (0.7)
57 (0.7)
137 (1.8)
74 (1.0)
314 (4.1)

Placebo

(N=7740)

195 (2.5)
229 (3.0)
217 (2.8)
587 (7.6)
197 (2.5)
743 (9.6)
384 (5.0)

936 (12.1)

45 (0.6)
64 (0.8)
101 (1.3)
43 (0.6)
245 (3.2)
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0.98 (0.80-1.19)
0.88 (0.73-1.06)
0.91 (0.75-1.10)
0.92 (0.82-1.03)
0.85 (0.69—1.04)
0.88 (0.79-0.97)
0.88 (0.76-1.02)
0.88 (0.80-0.97)

1.22 (0.82-1.81)
0.89 (0.62-1.27)
1.36 (1.05-1.75)
1.70 (1.18-2.44)
1.29 (1.09-1.52)

P Value

0.01

0.003

An increased percentage of major bleeding events in aspirin group




The authors calculated a
number needed to treat
of 91 to prevent a
vascular event, and a
number needed to harm
of 112 to cause a major
bleeding event, for little
to no net benefit.
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ASPREE**® trial

e adults aged > 70

e Australia and the US

* having no CV disease, dementia, or disability

* Median follow-up of 4.7 years

4. McNeil JJ, Woods RL, Nelson MR, et al. Effect of aspirin on disability-free survival in the healthy elderly. N Engl J Med 2018,379:1499-1508.
5. McNeil JJ, Wolfe R, Woods RL, et al. Effect of aspirin on cardiovascular events and bleeding in the healthy elderly. N Engl ] Med 2018,379:1509-1518.
6. McNeil JJ, Nelson MR, Woods RL, et al. Effect of aspirin on all-cause mortality in the healthy elderly. N Engl ] Med 2018,379:1519-1528.




The risk of death from
any cause was 12.7
events per 1000 person-
yvears in the aspirin
group and 11.1 events
per 1000 person-years
in the placebo group

Death Related to Cardiovascular Disease, Including Ischemic Stroke
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Death Related to Other Causes
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Death Related to Cancer
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Conclusion

* In patients without prior cardiovascular disease events,
aspirin decreases the risk of nonfatal myocardial infarction
but increases the risk of major bleeding.

* Aspirin possibly reduces the risk of colorectal cancer over
long-term follow-up (with >10 years of treatment).



Conclusion

* The balance between benefits and harms may weigh more
heavily for harms over benefits in those over 70 years of age.

* As the benefits and harms are so closely balanced, no
recommendation can be made for or against.

* The decision regarding aspirin for primary prevention must
involve a discussion between patients and their physicians.



Conclusion

* We hope that more guidelines will be available very soon
about the use of low-dose aspirin in primary prevention of

cardiovascular disease.



Thank you



