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Aspirin Therapy in Primary Cardiovascular

Disease Prevention
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TABLE 1 Characteristics of Individual Trials of Aspirin in Primary Prevention

Duration of

Trial, Year Participants Male, % Mean Age, yrs Aspirin Dose, mg Follow-Up, yrs* Primary Endpoint
BDT, 1988 5,139 100 63.6 500 or 300 daily 6.0 Ml, stroke, or CV death
PHS, 1989 22,071 100 53.8 325 alternate day 5.02 M, stroke, or CV death
HOT, 1998 18,790 53 61.5 75 daily 3.8 Major CV events
TPT, 1998 5,085 100 57.5 75 daily 6.4 Major coronary event
PPP, 2001 4,495 42 64.4 100 daily 3.6 M, stroke, or CV death
WHS, 2005 39,876 [o] 54.6 100 alternate day 10.1 Ml, stroke, or CV death
POPADAD, 2008 1,276 44 60.3 100 daily 6.7 CV death, MI, stroke, or amputation
JPAD, 2008 2,539 55 64.5 81 or 100 daily 437 Any atherosclerotic event
AAA, 2010 3,350 28 61.6 100 daily 8.2 Fatal or nonfatal coronary event,

stroke, or revascularization

*Duration of follow-up represents median follow-up for POPADAD and JPAD, mean follow-up for the other trials.

AAA = Aspirin for Asymptomatic Atherosclerosis; BDT = British Doctors Trial; CV = cardiovascular; HOT = Hypertension Optimal Treatment; JPAD = Japanese Primary
Prevention of Atherosclerosis With Aspirin for Diabetes; Ml = myocardial infarction; PHS = Physicians Health Study; POPADAD = Prevention of Progression of Arterial Disease
and Diabetes; PPP = Primary Prevention Project; TPT = Thrombosis Prevention Trial; WHS = Women's Health Study.
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TABLE 2 Number of Events Averted or Incurred Should 10,000
Persons Be Treated With Aspirin in Primary CVD Prevention
and Followed-Up for 10 Years

Range Mean

Events averted
Deaths (any cause) 33-46 395
MCE (CV death, M, or stroke) 60-84 72.0
Total CHD events 47-64 55.5
CRC deaths 34-36 35.0
Cancer deaths 17-85 51.0

Events incurred
Major bleeds 46-48 47.0
Gl bleeds 117182 149.5
Hemorrhagic strokes 8-10 9.0

Table reprinted with permission from Sutcliffe et al. (25).
CHD = coronary heart disease; CRC = colorectal cancer; Gl = gastrointestinal;
MCE = major cardiovascular event(s); other abbreviations as in Table 1.
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FIGURE 1 Relationships Between Magnitude of Antithrombotic Benefit and of
Bleeding Risk Connected With the Use of Aspirin, and Absolute Cardiovascular Risk,
in Various Subsets of Subjects in Primary Prevention

To examine the strength of the association between treatment effects of aspirin on car-
diovascular events, major gastrointestinal bleeding, and total major bleeding with the level
of cardiovascular risk per 100 person-years in the control arm of the trials, we fitted uni-
variate inverse variance-weighted linear regressions of the risk difference for the outcome
events per 100 person-years between the 2 experimental arms of each study as a dependent
variable against the aforementioned explanatory variable. The size of circles is proportional
to the inverse of variance of the risk difference. Red arrow denotes the area where benefit
likely equals risk, yellow area denotes area of prescription uncertainty, and green arrow
denotes the area where benefit most likely exceeds risk. Continuous line = linear regression;
dotted line = lower and higher 95% confidence interval (CI). Trials included: U.S. PHS
(Physicians Health Study) (13), BDT (British Doctors Trial) (10), TPT (Thrombosis Prevention
Trial) (14), HOT (Hypertension Optimal Treatment) study (15), PPP (Primary Prevention
Project) (12), Women's Health Study (11), POPAPDAD study (Prevention of Progression of
Arterial Disease and Diabetes) (18), JPAD study (16), and the AAA (Aspirin for Asymptomatic
Atherosclerosis) trial (17). Data from the Swedish Angina Pectoris Aspirin Trial

also are included (47). Further details can be found in the Online Appendix.

ASA = acetylsalicylic acid (aspirin); CV = cardiovascular; Gl = gastrointestinal.
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CENTRAL ILLUSTRATION A Proposed Practical Stepwise Approach to the Use of
Aspirin in Primary CV Prevention

The first step should be an assessment of patient's eligibility to the treatment, by
assessing the 10-year risk of major cardiovascular (CV) events (death, myocardial
infarction, and stroke), according to local population risk estimates. Eligible patients will
be those with an estimated 10-year risk >20%. Patients with a 10-year risk between
10% and 20% will be deemed as "potentially eligible,” and those with a risk <10% will
be considered noneligible. The second step will be assessing safety in eligible and
potentially-eligible patients, through a history of bleeding without reversible causes, and
concurrent use of other medications that increase bleeding risk. In the absence of such
conditions, patients with a risk >20% should be given low-dose aspirin, and those with
a risk 10% to 20% should be engaged in a case-by-case discussion, factoring family
history of gastrointestinal cancer (especially colon cancer) and patient values and
preferences; particularly motivated patients can then be prescribed low-dose aspirin.




