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In diabetic patients, cardiovascular disease (CVD) is a leading cause of mortality and morbidity. Moreover, it has

a two- to four-fold greater incidence in diabetic patients than in the general population. It has been well estab-

lished that low-dose aspirin reduces the risk of further myocardial infarction and stroke in patients who already

have occlusive vascular disease or associated risk factors. There remains uncertainty, however, as to whether as-

pirin is beneficial for the primary prevention of CVD. Since 1997, aspirin use had been recommended for dia-

betic patients without pre-existing CVD, based on the benefit of aspirin in the prevention of cardiovascular events

in high risk patients. Meanwhile, subgroup analyses in six preceding trials have produced some contradictory
results. More recently, two primary prevention trials in diabetic patients found that aspirin might have no benefit,
and that the bleeding risks might outweigh the cardiovascular benefits of aspirin. Meta-analyses have not shown

the expected benefits of aspirin in diabetic patients. Furthermore three observational studies showed controversial

results. The combined evidence from these investigations has led to conflicting recommendations, and they are not
sufficient to clarify whether low-dose aspirin has definite benefits for the primary prevention of CVD. While

waiting for data from ongoing large clinical randomized trials and observational studies using a health claims da-

tabase, this paper reviews the preceded major studies, including clinical trials, and describes the current status of
aspirin therapy in the prevention of cardiovascular diseases in diabetic patients. (JPERM 2012;5:113-122)
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Figure 1. Trend of randomized-controlled clinical trials and ADA guidelines on aspirin for primary prevention of cardiovascular diseases.
PHS, Physicians’ Health Study; ETDRS, Early Treatment Diabetic Retinopathy Study; HOT, Hypertension Optimal Treatment; PPP,
Primary Prevention Project; WHS, Women’ Health Study; POPADAD, the Prevention of progression of arterial disease and diabetes;
JPAD, Japanese Primary Prevention of Atherosclerosis With Aspirin for Diabetes; ADA, American Diabetes Association; AHA, American
Heart Association; ESC, European Society of Cardiology; EASD, European Association for the Study of Diabetes.
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JPAD (2008)
81-100 mg
4.4
2,539 (1,262 vs. 1,277)
54% vs. 6.7%
0.80 (0.58-1.10)
1.34 (0.57-3.19)

Ml/angina, stroke/TIA,
0.93 (0.52-1.66)

and peripheral arterial

death, non-fatal
disease

Composite of sudden

100 mg
6.7
1,276 (638 vs. 638)
182% vs. 18.3%
0.98 (0.76-1.26)
0.98 (0.68-1.43)
0.71 (0.44-1.14)

POPADAD (2008)

stroke, non-fatal MI or
stroke, above ankle

amputation, death
from CHD or stroke

WHS (2005)
50 mg
10.1
1,027 (533 vs. 494)
MI, stroke, death from Death from CHD or
10.9% vs. 12.6%
0.90 (0.63-1.29)
0.46 (0.25-0.85)
1.48 (0.88-2.49)

cardiovascular causes

PPP (2003)
100 mg
37
1,031 (519 vs. 512)
0.90 (0.50-1.62)
0.49 (0.17-1.40)
0.89 (0.36-2.17)

cardiovascular death,
39% vs. 4.3%

stroke, or MI

HOT (1998)
75 mg
3.8
1,501 (NA)
5% vs. T%*
0.85 (0.73-0.99)*
0.64 (0.49-0.85)*

Fatal or non-fatal MI, Composite of
0.98 (0.78-1.24)*

fatal of non-fatal
stroke, and all other

cardiovascular death

ETDRS (1992)
650 mg
5.0
3,711 (1,856 vs. 1,855)
Mortality from all
12.1% vs. 14.9%
091 (0.78-1.06)
0.82 (0.69-0.98)
1.17 (0.87-1.58)

causes

(aspirin vs. no aspirin)

Main outcomes

Prevention of progression of arterial disease and diabetes; JPAD, Japanese Primary Prevention of Atherosclerosis With Aspirin for Diabetes; RR, relative ratio; 95% CI, 95%

ETDRS, Early Treatment Diabetic Retinopathy Study; HOT, Hypertension Optimal Treatment; PPP, Primary Prevention Project; WHS, Women’ Health Study; POPADAD, the
confidence interval.

Table 1. Overview of randomized clinical trials on aspirin for primary prevention of cardiovascular diseases among diabetic patients
*The results from the entire participants, about the same in group with diabetic patients.

No. of patients with diabetes
RR for main outcome (95% CI)

Aspirin daily dose

Follow-up years (mean)

Event rate (aspirin vs. no aspirin)
RR for MI (95% CI)

RR for stroke (95% CI)
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