Subject: RE: question on red yeast rice
To: Nathalie Chevreau <nachevre@gmail.com>

Hello Nathalie:
 

Dietary supplements that contain red yeast rice, like all dietary supplements, must meet the requirements set forth in the Federal Food, Drug, and Cosmetic Act (FD&C Act), as amended by the Dietary Supplement Health and Education Act of 1994 (DSHEA). The term "dietary supplement" is defined in 21 U.S.C. 321(ff). That definition contains a number of exclusions. For example, under section 321(ff)(3)(B)(i), an article that is approved as a new drug under 21 U.S.C. 355 is excluded from being a dietary supplement unless it was marketed as a dietary supplement or as a food before such approval. It is this provision of the FD&C Act that bears directly on the legal status of the Pharmanex product that was the subject of FDA enforcement action and certain other products that contain red yeast rice and are sold as dietary supplements.
As you may know, in 1998 FDA issued an administrative decision stating that Pharmanex’s product, "Cholestin," (Footnote 1) which was promoted as a dietary supplement intended to reduce cholesterol levels, is not a dietary supplement, but is instead an unapproved drug under the FD&C Act (Footnote 2). FDA based its decision, in part, on the fact that the red yeast rice in Cholestin was not simply red yeast rice that traditionally had been used as food. Instead, the agency concluded that Pharmanex had taken several actions in the marketing and manufacturing of Cholestin that established that the relevant ingredient in the product, for purposes of determining whether the product was prohibited from being marketed as a dietary supplement under the exclusion clause in section 321(ff)(3)(B)(i), was lovastatin, the active ingredient in the approved drug product Mevacor. Because traditional red yeast rice does not contain lovastatin in measurable concentrations, the fact that Pharmanex took steps to artificially induce and enhance lovastatin production in its red yeast rice product and promoted its product to reduce blood cholesterol levels caused the product to be a drug under the FD&C Act.
On February 16, 1999, the United States District Court for the District of Utah set aside the FDA’s May 20, 1998 administrative determination that cholestin is a drug. The United States Court of Appeals for the 10th Circuit reversed the District Court’s decision on July 21, 2000, and remanded the case back to the District Court for consideration of record-based issues not reached by the lower court in its original decision. On March 30, 2001, the United States District Court for the District of Utah issued a Memorandum Decision and Order on the remaining record-based issues. The District Court affirmed the FDA’s administrative decision that Cholestin is a drug, not a dietary supplement. Taken together, the courts’ decisions in the Pharmanex litigation mean that red yeast rice products containing lovastatin are unapproved new drugs in violation of the FD&C Act and may not be marketed as dietary supplements (Footnote 3).
The decision in the Pharmanex case does not, however, prohibit the marketing of all red yeast rice-containing products as dietary supplements. The decision only limits the marketing of products as dietary supplements if they contain substances that are excluded from the dietary supplement definition. The agency has not objected to the marketing of dietary supplements containing red yeast rice if they do not contain lovastatin or other substances that are approved drugs. The Congressional intent of the exclusion clause that is the basis of the agency’s decision on Cholestin was to protect the research development incentives for new drugs to treat serious diseases. The agency is committed to enforcement of the FD&C Act to ensure that products that are properly subject to regulation as drugs are not marketed as dietary supplements. However, this does not mean that we intend to limit the availability of dietary supplements that are safe and contain ingredients that are defined as lawful dietary ingredients by the FD&C Act.
As discussed in the May 20, 1998 Administrative Decision (see http://www.fda.gov/ohrms/dockets/dockets/97p0441/ans0002.pdf) traditional red yeast rice generally does not contain appreciable amounts of lovastatin (see discussion pages 15-22). The information FDA considered indicated that red yeast rice that contains substantive amounts of lovastatin had been grown and processed in such a manner as to result in atypical production and accumulation of lovastatin content above that found in traditional food red yeast rice. Under such circumstances, the relevant article for purposes of consideration of the status of the product under 21 U.S.C. 321(ff) is not the red yeast rice, but rather the lovastatin.
There is no "action level" for lovastatin, or any other substance excluded under section 201(ff)(3)(B), that would trigger action by FDA. Rather, as was the case with Cholestin, FDA would look at the level of a substance in a proposed dietary ingredient, how the ingredient was manufactured, the composition of the red yeast rice and how it was manufactured compares to traditionally prepared red yeast rice, and evidence of intended use of the product to determine whether a product violates the act. In the case Pharmanex, analyses by the FDA determined that the finished Cholestin product contained, on average, approximately 0.17% lovastatin. Of the 33 samples of red yeast rice and red yeast food products tested by the agency, 30 contained no detectable levels of lovastatin. Of the the samples that did test positive for lovastatin, two contained approximately 0.012% lovastatin and the third sample had 0.066% lovastatin. These three samples had a lovastatin content significantly less than the 0.17% found in Pharmanex' Cholestin.
In your inquiry, you indicate that the lovastatin content in the red yeast rice product is 3 mg per 2000mg capsule, or 0.15%, which appears to be comparable to the lovastatin content of Cholestin.
FDA's Center for Drug Evaluation and Research (CDER) is the lead for compliance regarding drugs, and I would recommend that you contact them for additional guidance on this particular product. Elizabeth Miller, 301.796.3342, should be able to provide additional guidance. 
With Best Wishes,
Kenneth M. Taylor, Ph.D. 
FDA/CFSAN/ONLDS/DDSP/DSRIT 
5100 Paint Branch Parkway 
College Park, Maryland 20740-3835 
Phone (301) 436-2375 
Facsimile: (301) 436-2639 
kenneth.taylor@fda.hhs.gov 
