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IN RESPONSE:

We agree wholeheartedly with Drs. Burns and Miyashita that physical activity is a vital 

component of weight management and cardiovascular health. In our clinical trial, physical 

activity levels did not significantly differ between the groups at baseline or during the 

intervention. Although it was not the aim of our study, future studies should examine 

whether physical activity levels modify the differences in efficacy of low-fat and low-

carbohydrate diets.

Drs. Donzelli and Lafranconi raise several concerns about low-carbohydrate diets. They 

note that a meta-analysis showed that low-carbohydrate and low-fat diets were similarly 

effective for weight loss at 12-month follow-up (1). However, unlike our study, Johnston 

and colleagues’ review−which focused on such named low-carbohydrate diets as Atkins 

and Zone−did not examine cardiovascular disease risk factors. They also point out that 

a Mediterranean diet may have advantages over a low-carbohydrate diet (2). Although 

our study was not designed to examine this question, in DIRECT, Mediterranean and low-

carbohydrate diet groups experienced more favorable postintervention effects than low-fat 

diet group. Drs. Donzelli and Lafranconi note that low-carbohydrate diets may be associated 

with higher adult body mass index, all-cause mortality, or both in observational studies. 

However, evidence from clinical trials does not support an increased body mass index 

(1–3), and many observational cohort studies have identified no association between low-

carbohydrate diets and mortality (4, 5). Finally, Drs. Donzelli and Lafranconi state that 

low-carbohydrate and high-protein diets are environmentally unsustainable at a population 

level. We disagree. Proteins from legumes, nuts, and seeds provide a potentially sustainable 

pathway to diets higher in protein and healthy fats.

Dr. Santulli stated that weight loss differed significantly only at 3- and 6-month follow-up 

but not at 12 months and that the only variables that differed significantly between the 2 

diets at 12-month follow-up were high-density lipoprotein cholesterol levels and 10-year 

Framingham Risk Score; we disagree. In fact, Table 3 in our article shows that changes 

in body weight, lean mass, fat mass, total-high-density lipoprotein cholesterol ratio, and 

C-reactive protein levels also differed significantly between the groups at 12 months. 

The Framingham Risk Score differed significantly at 3, 6, and 12 months. Sixty of our 

participants were hypertensive. The numbers of hypertensive and normotensive participants 

did not differ significantly by diet group.
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Dr. Skeaff and colleagues’ concern about underreporting in our trial was based on mean 

daily energy intake reported at 3, 6, and 12 months. These quantities concur with the caloric 

intake and weight loss results reported by 23 studies of low-fat and low-carbohydrate diets in 

a meta-analysis of randomized, controlled trials (3). Participants in behavioral dietary trials 

are free-living volunteers from the community, and their exact caloric intake and output 

cannot be measured in the idealized manner of physiologic studies done on metabolic wards. 

In terms of the speculation that the widespread promotion of low-carbohydrate diets for 

weight loss may have influenced a difference in weight loss between the diets, we argue that 

low-fat diets have been far more heavily promoted for many decades than low-carbohydrate 

diets.
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