Unsure about vit D and CVD  March 2010  suspect 2000 IU
D is for discord: Not all studies support vitamin-D-CVD link
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Boston, MA - The value of vitamin D in improving cardiovascular health or reducing the risk of diabetes and other risk factors remains unclear, although some hint of benefit for the popular supplement should support ongoing research in this field. That's the upshot of two new literature reviews and an editorial appearing in the March 2, 2010 issue of the Annals of Internal Medicine.

Excitement over the hypothesis that vitamin-D deficiency might play a role in the development of cardiovascular disease has appealed to an ever-growing number of researchers and led to wide use of the inexpensive supplement in the general population, often at doses higher than historically recommended by health authorities. Whether enthusiasm for vitamin D is warranted by the available evidence remains unclear. 

In one of the Annals papers [1], Dr Lu Wang (Brigham and Women's Hospital, Boston, MA) and colleagues reviewed the scientific literature looking specifically for papers that addressed use of vitamin-D supplements and subsequent CVD events. They identified six prospective studies showing reductions in subsequent CVD events among adults taking vitamin D at baseline and an additional four randomized controlled trials that included vitamin-D-vs-placebo randomizations. When all of the data for the studies were combined, vitamin-D supplementation was associated with a slight, statistically nonsignificant reduction in CVD events (relative risk 0.90; 95% CI 0.77-1.05). 

In the second paper [2], Dr Anastassios G Pittas (Tufts Medical Center, Boston, MA) and colleagues reviewed English-language studies looking at "vitamin-D status" (serum or plasma levels of 25[OH]D concentration, measured directly or estimated from self-reported vitamin-D use) and cardiometabolic outcomes. In 10 trials, vitamin-D supplementation was associated with a nonsignificant reduction in systolic blood pressure but had no apparent impact on diastolic blood pressure. Incident CVD was associated with vitamin-D concentration in five out of seven analyses but was not seen in four additional trials. Three of six studies reported a higher incidence of diabetes in groups with low vs high vitamin-D status, but eight trials found no link between vitamin D and glycemia or incident diabetes. Overall, Pittas et al conclude, "The association between vitamin-D status and cardiometabolic outcomes is uncertain."
Too soon for definitive conclusions 

To heartwire, Wang emphasized the paucity of data in this field. "We found only a small number of published studies with considerable between-study heterogeneities, which preclude definitive conclusions for now. Our paper showed the urgent need for future studies, particularly large-scale, well-designed, randomized trials."   

And as Wang et al point out in their paper, "an increasing number of generally healthy adults in the US take vitamin D and calcium supplements for bone health and other purported health benefits. Meanwhile the incidence and mortality rates related to CVD remain high in the US."

In an accompanying editorial [3], Drs Eliseo Guallar and Edgar R Miller (Johns Hopkins Bloomberg School of Public Health, Baltimore, MD) agree that the evidence supporting vitamin-D supplementation for improving cardiovascular health "remains uncertain," but they also argue that the "available evidence in favor of vitamin-D supplementation is far more promising than for other vitamin or mineral supplements."

Indeed, Wang et al's literature review also looked for a link between calcium supplementation and cardiovascular disease and found no meaningful association between the two. 

"A key message of our review is that only a small number of studies have examined whether vitamin-D and calcium supplements may reduce the risk of CVD events, with an absence of trials specifically designed to assess primary effects of these supplements on CVD outcomes," Wang told heartwire. "Available data by far preclude definitive conclusion, and future studies are needed to elucidate the cardiovascular effects of these supplements."

Waiting for trial results 

At least two such studies are ongoing—for now. One is the large National Institutes of Health-sponsored VITAL study looking at whether 2000-IU vitamin D and/or omega-3 fatty-acid supplementation can reduce the risk of developing heart disease, stroke, or cancer in 20 000 men and women. Enrollment was to begin last month. The other is the vitamin-D-vs-placebo randomization within the Thiazolidinedione Intervention with Vitamin D Evaluation (TIDE) trial, coordinated by researchers at McMaster University, in Hamilton, ON. This trial, comparing rosiglitazone vs pioglitazone in people with type 2 diabetes, has recently been in the news in the wake of new calls for rosiglitazone to be removed from the market due to cardiovascular side effects. Two FDA safety reviewers reputedly called any trial comparing rosiglitazone and pioglitazone "unethical and exploitative," precipitating a recent Senate inquiry to ask why the trial is being "allowed to continue." The fate of TIDE, and its seemingly more innocuous vitamin-D-vs placebo comparison, remains unclear. The clinicaltrials.gov registration of TIDE was last updated February 18, 2010 and lists the trial as "currently recruiting."
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