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April 7, 2003

Comment to FDA regarding Docket: 95N-0304 
Dietary Supplements Containing Ephedrine Alkaloids

To Whom It May Concern:

I am a neurologist and an epidemiologist at the University of California, San Francisco, where I am director of the Stroke Service.  I do not believe that data are sufficient to justify prohibition of distribution of ephedra alkaloids.  This opinion is based on several observations:

1. Ephedra alkaloids are effective in supporting weight loss, particularly when combined with caffeine.  A recent review of published randomized trials concluded that ephedra with caffeine results “…in weight loss that is approximately two pounds per month greater than that with placebo, for up to four to six months.”1  A more recent trial not included in this review found that ephedra plus caffeine was effective at maintaining weight loss through 11 months of use.2 Although all randomized trials performed have weaknesses, the bulk of current studies suggest that ephedra/caffeine promotes weight loss.

2. Use of ephedra/caffeine is associated with side effects but these are generally minor and self-limited, and do not appear to be associated with any unreasonable risk of harm.  An independent study funded by the Agency for Healthcare Research and Quality (AHRQ), after reviewing over 20,000 reports of side effects, found only 33 serious events (deaths, myocardial infarctions, strokes, seizures, and psychiatric cases) that could reasonably have been associated with ephedra or ephedrine.1  The study of Bent et al evaluated all adverse event reports, which would have included only a very small number with serious events and thus is not informative about important consequences of ephedra.3 
3. Trials have not demonstrated a unreasonable risk of serious adverse events, although the total number of patients in trials has been small.  Furthermore, case reports have not provided convincing evidence of an association.  The extensive review sponsored by AHRQ, which incorporated prior published series,4, 5 states, “For rare outcomes, we reviewed case reports, but a causal relationship between ephedra or ephedrine use and these events cannot be assumed or proven…  The majority of case reports are insufficiently documented to make an informed judgment about a relationship between the use of ephedrine or ephedra-containing dietary supplements and the adverse event in question.”1
4. In terms of stroke risk, use of ephedra/caffeine is associated with an initial increase in blood pressure.6  Hypertension is a risk factor for ischemic and hemorrhagic stroke.  However, the effect of ephedra/caffeine on blood pressure is modest and generally subsides over the first few days to weeks7, and is extremely unlikely to pose any reasonable risk of stroke in this period of time.  In trials, blood pressure is often lower after the first month of use,8 probably because of weight loss.  Thus, the long-term benefit of ephedra/caffeine in terms of weight loss may overwhelm any short-term risk associated with blood pressure elevation.  
5. Existing data are inadequate to implicate use of ephedra/caffeine as a cause of stroke, either ischemic or hemorrhagic.  The proven effect on weight loss may be associated with a decreased risk of stroke.  Results from a large-scale randomized trial are required before one of the few effective weight-loss agents is discarded.
The scientific opinions expressed above are my own, based on my review of the literature and on my training as a neurologist and an epidemiologist.  However, I have been asked by the lawyers of Metabolife to share these opinions, and I was paid to compose this letter.  I am happy to provide additional information.

Sincerely,

S. Claiborne Johnston, MD, PhD
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