| EN
ALOGS RADIO

ACS ArrhythmialEP Brain/Kidney/Peripheral Clinieal cardiology Heart failure Hypertension

Imaging Interventional/Surgery Lipid/Metabolic Prevention Thrombosis

heartwire Mare of sur COC 2011 coverage »

PREVENTION HPV infection linked to M, stroke in
Many low/intermediate-risk patients still get aspirin for primary women
prevention: PARADIGM
QCTORER 24, 2011 Shellay Wood Rocormend 1 17 I Sharo
a Gl L

Vancouvar, BC - When investigators for the PARADIGM regisiry reviewed the use of cardiovascular medications
prescribed by family physicians to more than 3000 healthy, middie-aged Canadians, they found that aimost 14%
were prescribed aspirin. The million-doliar question was, why?

Presenting the resulis of the analysis hera at the Canadian Cardiovascular Congress 2011, Ur Milan Gupta
(Canadian Cardiovascular Research Network, Brampten, ON) reminded his audience that the Canadian antiplatelet
guidalines were among the first to advise against routine use of aspirin for people without evidence of vascular disease,
But the guidelines do leave some wiggte room, stating that "in special circumstances in men and women without
evidence of manifest vascular disease in whom vascular risk is considered high and bleeding risk low, ASA 75-162 mg
daily may be considered™—advice that is given a class IIb recommendation, ievel of evidence C.

PARADIGM was a Canada-wide observationat regisiry that enrolled 3015 generally healthy, middle-aged adults being
treated by general practitioners and excluding anyone with diabetes or vascular disease. A medication review showed
that roughly 11% ware taking an ACE inhibiter and another 11% were taking an angiotensin-receptor blocker (ARB};
beta-blocker and calcium-channel-blocker (CCB) use was low; raughly 15% were taking a diuretic; and 13.5% were
taking aspirin.

Why aspirin? View all CME programs »
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The aim of the curent analysis, Gupta told heartwire, was to better understand why these patients had been

prescribed aspirin. An analysis of cardiovascular risk factors in patients prescribed aspirin vs those who weren't showed

tha! the aspirn group was significantty older, more likely to smoke and/or have a family history of heart disease, and More
have higher body-mass index (BMI) and larger waist circumference. The aspirin group also had rmore than double the
rates of hypertension than the nanaspirin group. Confronting the Limitations of Bual

Antiplatelet Therapy
But as Gupta showed here, the kinds of biomarkers that might be more useful in predicting a higher risk of vascular

disease—LDL, fasting glucose, HbA .—were no different between the two groups. Dofining the Futura of Oral Anticoagulant

Therapy: Across the Spoctrem of
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Gupta and colleagues then looked at Framingharn risk scores, to see whether these might be driving the decision

amcng primary-care physicians to prescribe aspinn, and indeed, mean modified sceres were significantly higher in the
aspirin group than in the group not prescribed aspirin.

But when patient Framingham risk scores were broken down into low-, intermediate-, and high-nisk groups, fewer than
one in five patients actually had a high Framingham risk score.

Framingham scores by aspirin prescription

Framingham risk score  Aspirin, n=406 {%) No aspirin, n=2603(%} p

Mean 223 13.5 <0.00001
Low 34.2 534 <0.00001
Intermediate 47.8 34.5 <0.00001
High 18.0 122 <{,00001

"So what we saw is that more than 80% of patienis prescribed aspirin by their primary-care physicians were actually at
low or intermediate risk by Framingham,” Gupla iold heartwire.

In an analysis that looked at gender differences among patients prescribed aspirin, Gupta et al chsened that women
had somewhat higher levels of LDL and HbA4., but overall, wamen had much lower mean modified Framingham risk

scores than men, and more than 77% of women, compared with 43% of men, were at low or intermediate risk according
ta Framingham.

This is important, Gupia emphasized, because much of the debate on aspirin has centered on gender differences, with



aspirin risks more clearly outweighing its benefits in women. In PARADIGM, most of the women given aspirin were
actually at low or moderate risk for future events.

Eyebaliing risk?

Te heartwire, Gupta speculated that part of the explanation for why general practitioners are prescribing aspirin may be
the presence of hypertension.

"That could be a residual of our hypertension guidelines and the HOT study. A long time ago, it suggested a benefit, but
subsequent studies of aspirin in the general population with and without hyperiension have not replicated that.”

Certain intemational guidelines also recommend aspirin for primary prevention in people with diabetes or people with
peripheral arteria! disease, despite negative or neutral findings in these groups, he added.

"The aspirin findings speak to one of the overall conclusions of our PARADIGM study, and that is that unfortunately
family dectors aren't very good at doing risk assessment for primary prevention. We know, for example, that using a
risk-factor score like Framingham is very uncommon in clinical practice, and even when physicians say they are using
it, they are not using it comectly,” Gupia told heartwire.

"My suspicion,” he continued, "is that family doctors are eyeballing risk, they're saying, well, you're older and you hawe
high BPF, so I'm going to put you on aspirin.”

Most cardiologists in Canada, he adds, are not actively invoived in primary prevention—this falls to primary-care
physicians, who are slow to incorporate CVD prevention guideline evdence into practice.

"There needs {o be better ways of educating primary-care physicians as to whare it is clear that aspirin should be used,
in secondary prevention and in diabetics with multiple risk factors, and very clear where aspirin shauld not be used, in
peaple at low CV risk. Because, from our data, it's clear that that message Is not out there.”

Gupta also pointed out that the genera! public has also not absorbed the aspirin/primary-prevention message—his study
looked anly at patients whose doctors had actually prescribed aspirin, not patients who were self-prescribing in the
hopes of warding off future disease. "So this is probably just the tip of the iceberg of people who are taking aspirin for
CV preventicn, many of whom den't need it."
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fohn mallery Aspirin benefits
Data from sixlarge-scale primary preventien trials of low risk men and women shows
aspinin produces a slalistically significanl and probably clinically meaningful reduclion in
the risk of Ml
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