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Ahstract

Patients with ischemic stroke or transient ischemic attack (TIA) are at increased risk for future cardiovascular events despite
current preventive therapies. The identification of insulin resistance as a risk factor for stroke and myocardial infarction raised the
possibility that pioglitazone, which improves insulin sensitivity, might benefit patients with cerebrovascular disease.

in this multicenter, double-blind trial, we randomly assigned 3876 patients who had had a recent ischemic siroke or TIA {o receive
either pioglitazone (target dose, 45 mg daily) or placebo. Eligible patients did not have diabetes but were found 1o have insulin
resistance on the basis of a score of more than 3.0 on the homeostasis mode! assessment of insulin resistance (HOMAJIR)
index. The primary outcome was fatal or nonfatal stroke or myocardiai infarction. . i

By 4.8 years, a primary outcome hatf occurred in 175 of 1939 patients (9.0%) in the pioglitazone group and in 228 of 1937
{11.8%) in the placebo group (hazard ratio in the pioglitazone group. 0.76; 95% confidence interval [CI], 0.62 to 0.93; P=0.087).
Diabetes developed in 73 patients (3.8%) and 149 patients (7.7%), respeclively (hazard ratic, (.48, 95% C1, .33 to 0.69;
P<0.001). Thete was no significant between-group difference in all-cause moriality (hazard ratio, 0.93; 85% CI, 0.73 10 1.17;
P=0.52). Plogiitazone was assaciated with a greater frequency of weight gain exceeding 4.5 kg than was placebo (52.2% vs.
33.7%, P<0.001), edema {35.6% vs. 24 9%, P<0.001), and bone'_fracture requiring surgery or hospitalization {5.1% vs. 3.2%,
P=0.003). T

In this trlal involving patients without diabetes who had insulin resistance along with @ recent history of ischemic stroke or TIA, the
risk of stroke or myocardial infarction was lower among patients who received pioglitazone than amang those who received
placebo. Pioglitazone was also associated with a lower risk of diabetes but with higher risks of weight gain, edema, and fracture.
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Figure 1. Primary Outcome.

By 5 years, the primary outcome (fatal or nonfatal stroke or fatal or nonfatal
myocardial infarction} had occurred in 175 of 1939 patients (9.0%) in the
pioglitazone group and in 228 of 1937 (11.8%) in the placebo group. The
inset shows the same data on an enlarged y axis. The numbers at risk were
the numbers of patients who were alive without an event and still being fol-
lowed at the beginning of each time point.
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