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Aspirin is available all over the world since

1899. Its benefit as antiplatelet drug for
secondary prophylaxis outweigh the risk of
bleeding and is widely used for this purpose.
It’s use for primary prophylaxis for
prevention of CV events has not been clear
because the bleeding risk outweighs the
benefits.

Three large randomized trials were
published in 2018 and have thrown more
light on role of aspirin for primary
prevention. These trials and the latest data is
summarized in this discussion.
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Should We Use Aspirin for Primary Prevention?

Aspirin is widely used all over the word
since more than a century. In fact, its use
has been so wide that a dictum was
coined: “One Aspirin a Day Keeps the
Doctor Away!” It was not uncommon that
people used to take Aspirin after age 40
or 50 for primary prevention even
without doctor’s prescription asit used to
be and s still OTC (over the counter) drug!
It’s role for life-long secondary
prophylaxis for atherosclerotic
cardiovascular, cerebrovascular and
peripheral arterial disease is well
established and must be continued
unless contraindicated. Its role as the first
time use is vital and well established in
acute conditions like acute coronary
syndrome, stroke, and percutaneous
coronary interventions. However, its use
for primary prophylaxis of cardiovascular
events is not clear even in patients with
high cardiovascular risk (like presence of
DM, HT, dyslipidaemia or tobacco use).
Marginal benefits of reduction in Ml and
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ischemic stroke were outweighed by
increased incidence of major bleeds in Gl
tract and increased haemorrhagic stroke.
Several meta-analyses in past also
showed same concern. In ESC 2018 meet,
three large, randomized trials (ASCEND,
ARRIVE and ASPREE) were presented and
simultaneously published in NEJM and
the Lancet. Later, meta-analysis on same
was published this year in JAMA. These
new data and their conclusions are
presented here.

ASCEND (A Study of Cardiovascular
Events in Diabetes: L Bowman et al. N
Engl J Med August 26, 2018) was a large
randomized trial where 15,840 adults
who had diabetes but no evident
cardiovascular disease were randomized
to receive aspirin at a dose of 100 mg
daily or matching placebo and followed
for 7.4 years. The rate of composite of
serious vascular events (M, stroke or CV
death) was 8.5% with aspirin as
compared with 9.6% with placebo (rate
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ratio, 0.88; 95% confidence interval [Cl],
0.79t00.97; P =0.01). This 12% decrease
in the rate of serious vascular events
came at the cost of a 29% increase in the
rate of major bleeding events (4.1% with
aspirin vs. 3.2% with placebo; rate ratio,
1.29;95%Cl, 1.09 to 1.52, P = 0.003). All-
cause mortality was not different
between the groups (rate ratio, 0.94; 95%
Cl,0.85t0 1.04). Gl or other cancers were
also not different between the groups.
The absolute lower rates of serious
vascular events were of similar
magnitude to the absolute higher rates of
major bleeding, even among participants
who had a high vascular risk (estimated 5-
Yr Risk of Serious Vascular Event at
Baseline of >10%) (Figure 1and 2).
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FIGURE 03 : ARRIVE: CV Death, M, stroke and unstable angina

disease (10-year risk of coronary heart
disease 10-20%) but no evident
cardiovascular disease or diabetes
were randomized to receive aspirin at a
dose of 100 mg daily or matching
placebo and followed for 5 vyears.
Aspirin was not associated with a
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FIGURE 02 : ASCEND: The primary Safety outcome: Bleeding Events

reduction in adverse cardiovascular
events. The incidence of the composite
primary outcome of myocardial
infarction, stroke, unstable angina,
transient ischemic attack, or death
from cardiovascular causes was 4.3%
with aspirin and 4.5% with placebo
(hazardratio, 0.96; 95%Cl, 0.81t0 1.13;
P = 0.60), whereas the incidence of
gastrointestinal bleeding events with
aspirin was twice the incidence with
placebo (hazard ratio, 2.1; 95% Cl, 1.36
to 3.28; P<0.001). All-cause mortality
was also similar between the groups.
Authors concluded that the event rate
was much lower than expected, which
is probably reflective of contemporary
risk management strategies, making
the study more representative of a low-
risk population. The role of aspirin in
primary prevention among patients at
moderate risk could therefore not be
addressed. Nonetheless, the findings
with respect to aspirin's effects are
consistent with those observed in the
previously published low-risk primary
prevention studies (Figure 3).
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ASPREE (Aspirin in Reducing Events in
the Elderly, J.J. McNeil et al. N Engl J
Med Sept 16, 2018) was a large
randomized trial where 19,114
participants = 70 years and no CV
disease, dementia, and disability were
randomized to receive aspirin at a dose
of 100 mg daily or matching placebo
and followed for 5 years. In the ASPREE
trial, the use of aspirin conferred no
benefit with respect to the prespecified
composite primary end point of death,
dementia, or persistent physical
disability, an issue of considerable
importance in the elderly (hazard ratio
with aspirin vs. placebo, 1.01; 95% ClI,
0.92 to 1.11; P = 0.79). Of the primary
end-point events that occurred, half
were death, 30% dementia, and 20%
persistent physical disability. Similar to
the ARRIVE trial, the ASPREE trial
showed no evidence of a cardiovascular
benefit of aspirin (hazard ratio for
cardiovascular disease with aspirin vs.
placebo, 0.95; 95% CI, 0.83 t0 1.08), yet
the risk of major bleeding was again
39% higher with aspirin than with
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FIGURE 05 : ASPREE :

Primary Endpoint:(death from any cause, dementia, or persistent physical disability)

placebo (hazard ratio, 1.39; 95% Cl,
1.18t01.62;P<0.001).

In ASPREE study, secondary end point
of death from any cause was potentially
higher with aspirin than with placebo
(hazard ratio, 1.14; 95% Cl, 1.01 to
1.29). This finding is at odds with the
results of previous primary prevention
trials of aspirin and with the results of
the ASCEND and ARRIVE trials. The
potentially higher mortality with
aspirin was limited to the Australian
cohort and was driven by an
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FIGURE 04 : ASPREE: Cumulative Incidence of 3-point MACE and HHF

unexpectedly higher risk of cancer-
related death with aspirin than with
placebo (hazard ratio, 1.31; 95% ClI,
1.10 to 1.56). These latter data should
be interpreted with caution. No other
trial has shown increased incidence of
cancer with aspirin. Authors concluded
that the use of low-dose aspirin as a
primary prevention strategy in older
adults resulted in a significantly higher
risk of major haemorrhage and did not
result in a significantly lower risk of
cardiovascular disease than placebo.
(Figure4andb).

Conclusion:

From these three trials and
Metaanalysis of Aspirin in primary
prevention (Figure 6) for cardiovascular
events, for primary prevention, in
which risk is determined largely by age
and the presence or absence of
diabetes, the benefit-risk ratio for
prophylactic aspirin in current practice
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level (rate ratio with statin vs. placebo,
0.75; 95% ClI, 0.69 to 0.82) without any
serious side-effects (Figure 7).

FIGURE 06 :

Meta-analysis: Aspirin and All-Cause Mortality in 14 Primary Prevention Trials
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CIMS Cardiologists open blocked arteries

in record time in

LESS THAN 50 MINUTES®

saving your Heart & Life

(* Faster than International Guidelines of 90 minutes)

CIMS FOR FAST HEART ATTACK RESPONSE SYSTEM

IN CASE OF THESE SYMPTOMS OF A HEART ATTACK

= =

Chest pain or pressure Tightness, burning or Shortness of breath Profuse sweating Nausea and vomiting
heaviness in the chest

CALL CIMS CARDIOLOGIST or Pl ARt

+91-70 69 00 00 00

2 ﬁgﬁﬂma] Recognised by ACC (American College of Cardiology) as a
Centers
Centres of Excellence for Heart Care

of Excellence
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