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Look AHEAD was the largest and longest randomized clinical trial designed to test whether improved lifestyle can prevent cardiovascular disease in adult patients with diabetes.

Sixteen U.S. study centers randomly assigned 5145 overweight or obese patients to Intensive Lifestyle Intervention (ILI) or a Diabetes Support and Education (DSE) comparison group. ILI goals were:  sustained weight loss of ≥ 7% of initial weight and increased physical activity to ≥ 175 minutes a week. 

All ILI and DSE participants were required to have an established relationship with a primary care provider (to reduce cost and mirror real clinical practice); no known cardiovascular disease; and to have BMI ≥25.0,   glycated hemoglobin of 11% or less, systolic blood pressure <160 mm Hg, diastolic blood pressure <100 mm Hg, and triglycerides < 600 mg/dl. They had to successfully complete a maximal graded exercise tolerance test (GXT), “showing it would be safe to exercise.”

By one year ILI participants showed greater improvement than DSE participants in weight loss, fitness, glycated hemoglobin, and in all  cardiovascular risk factors, except LDL cholesterol. 

Smaller, still significant differences were observed by trial end. Look AHEAD was closed for futility after 10 years by the DSMB, when only 418 DSE patients and 403 ILI patients had a cardiovascular event, although most microvascular complications were significantly improved in the ILI group.

The design and protocol were based on novel design choices adopted to reduce costs and risks and promote retention. The eligibility criteria yielded unusually healthy patients with diabetes, thereby reducing CVD event rates. Alternatively, it is possible that macrovascular disease cannot be prevented or slowed by weight loss within 10 years in adults, particularly those who had diabetes for an average of 14 years at baseline.

