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Guidance for Industry
 

Substantiation for Dietary Supplement Claims Made Under
 
Section 403(r) (6) of the Federal Food, Drug, and Cosmetic Act
 

This guidance represents the Food and Drug Administration's (FDA's) current thinking on this 
topic. It does not create or confer any rights for or on any person and does not operate to bind 
FDA or the public. You can use an alternative approach if the approach satisfies the 
requirements of the applicable statutes and regulations. If you want to discuss an alternative 
approach, contact the FDA staff responsible for implementing this guidance. If you cannot 
identify the appropriate FDA staff, call the appropriate telephone number listed on the title page 
of this guidance. 

I. Introduction 

A. What Does This Guidance Document Address? 

Section 403(r)(6) of the Federal Food, Drug, and Cosmetic Act (the Act) (21 U.S.C. 343(r)(6)) 
requires that a manufacturer of a dietary supplement making a nutritional deficiency, 
structure/function, or general well-being claimW have substantiation that the claim is truthful and 
not misleading,<3) 

This guidance document is intended to describe the amount, type, and quality ofevidence FDA 
recommends a manufacturer have to substantiate a claim under section 403(r) (6) of the Act. This 
guidance document is limited to issues pertaining to substantiation under section 403(r)(6) ofthe 
Act; it does not extend to substantiation issues that may exist in other sections ofthe Act.(!) 

FDA's guidance documents, including this guidance, do not establish legally enforceable 
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and should 
be viewed only as recommendations, unless specific regulatory or statutory requirements are 
cited. The use of the word should in Agency guidances means that something is suggested or 
recommended, but not required. 

B. Why Is Guidance on Substantiation Helpful? 

The Act, as amended by the Dietary Supplement Health and Education Act of 1994 (DSHEA) 
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and the legislative history accompanying pSHEA do not define "substantiation." For this 
guidance, we drew upon our own expertise with respect to the regulations and case law regarding 
substantiation of various statements that may be made in the labeling of dietary supplements, 
conventional foods, and drug products (recognizing that conventional foods and drugs are 
regulated differently from dietary supplements), the Federal Trade Commission's (FTC) 
experience with its policy on substantiating claims made for dietary supplements in advertising, 
and recommendations from the Commission on Dietary Supplement Labels. 

The Commission on Dietary Supplement Labels (the Commission), a seven-member body that 
was established under DSHEA to "provide recommendations for...the regulation oflabel claims 
and statements for dietary supplements, including the use ofliterature in connection with the sale 
of dietary supplements and procedures for the evaluation of such claims," held public meetings 
around the United States from 1996 through 1997. During these meetings, several manufacturers 
asked the Commission to provide guidance regarding the type of information that manufacturers 
should have in hand to substantiate a statement of nutritional support. GJ 

Under the Act, FDA has exclusive jurisdiction over the safety, and primary jurisdiction over the 
labeling, ofdietary supplements. The FTC has primary jurisdiction over advertisements for 
dietary supplements. Given these jurisdictional assignments, we and the FTC share an interest in 
providing guidance on what "substantiation" means. In April 2001, FTC issued a guidance 
document entitled, "Dietary Supplements: An Advertising Guide for Industry.,,(6) Our guidance 
document is modeled on, and complements, the FTC guidance document. 

Dietary supplement manufacturers should be familiar with the requirements under both DSHEA 
and the Federal Trade Commission Act that they have substantiation that labeling and advertising 
claims are truthful and not misleading. Our approach provides manufacturers flexibility in the 
precise amount and type of evidence that constitutes adequate substantiation. Providing a 
standard for substantiation may also help to preserve consumer confidence in these products. To 
ensure compliance with the Act, we recommend that dietary supplement manufacturers carefully 
draft their labeling claims and carefully review the support for each claim to make sure that the 
support relates to the specific product and claim, is scientifically sound, and is adequate in the 
context of the surrounding body of evidence. 

The FTC has typically applied a substantiation standard of "competent and reliable scientific 
evidence" to claims about the benefits and safety of dietary supplements and other health-related 
products. FDA intends to apply a standard for the substantiation of dietary supplement claims 
that is consistent with the FTC approach. This guidance document, using examples of claims that 
might be made for a dietary supplement, describes criteria to be considered in evaluating the 
nature of the claim and the amount, type, and quality of evidence in support of the claim. 

II. Discussion 
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A. What is the Substantiation Standard? 

The FTC standard ofcompetent and reliable scientific evidence has been defined in FTC case 
law as "tests, analyses, research, studies, or other evidence based on the expertise of 
professionals in the relevant area, that has been conducted and evaluated in an objective manner 
by persons qualified to do so, using procedures generally accepted in the profession to yield 
accurate and reliable results.,,(7) 

Although there is no pre-established formula as to how many or what type of studies are needed 
to substantiate a claim, we, like the FTC, will consider what the accepted norms are in the 
relevant research fields and consult experts from various disciplines. If there is an existing 
standard for substantiation developed by a government agency or other authoritative body, we 
may accord some deference to that standard. 

In determining whether the substantiation standard has been met with competent and reliable 
scientific evidence, we recommend that firms consider the following issues in their assessment: 

1. The meaning ofthe claim(s) being made; 

2. The relationship of the evidence to the claim; 

3. The quality of the evidence; and 

4. The totality of the evidence. 

Each of these issues is discussed further in this guidance. 

B. Identifying the Meaning ofthe Claim 

The first step in determining what information is needed to substantiate a claim for a dietary 
supplement is to understand the meaning of the claim and to clearly identify each implied and 
express claim. When a claim may have more than one reasonable interpretation, we recommend 
that a firm have substantiation for each interpretation. Consumer testing may be useful to 
determine consumer understanding ofeach claim, in context. We recommend that firms not only 
focus on individual statements or phrases, but also on what expected effect or benefit are being 
promoted when all of the statements being made for the product are considered together. 
Although it is important that individual statements be substantiated, it is equally important to 
substantiate the overall "message" contained when the claims are considered together. 

Example 1: The label of a dietary supplement containing "X" uses the following claims: "The 
amino acid 'X' is the chemical precursor to nitric oxide. Blood vessel cells contain enzymes that 
produce nitric oxide. Nitric oxide is important in maintaining blood vessel tone." Assuming this 
statement were supported by sound science so that each individual statement was substantiated, 
the "message" conveyed by the claims, when considered together, is that taking oral "X" will 
affect nitric oxide production and blood vessel tone. Therefore, we recommend in this case that 
the dietary supplement manufacturer have substantiation that taking the amount of "X" provided 
by the product affect nitric oxide production and blood vessel tone under the product's 
recommended conditions of use. 
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The finn's clear understanding of the meaning of the claim is useful in ensuring that the 
evidentiary basis for substantiation is appropriate for the claim. Understanding the claim's 
meaning will help identify the appropriate study hypotheses and measurable endpoints, which 
can be used to ensure that the finn has appropriate studies to substantiate the claim. For example, 
a finn making a claim that a dietary supplement "helps maintain blood vessel tone" or "supports 
healthy immune system" should have a clear understanding of the claim's meaning to develop 
endpoints that could be measured and replicated in studies used as a basis for substantiation. 

Example 2: The labeling ofa dietary supplement includes the statement "promotes weight loss." 
The dietary supplement contains various vitamins and mineral.s and a botanical extract. The 
manufacturer relies on a randomized controlled double blind clinical study showing that subjects 
who took the botanical extract had a small but significant increase in metabolism over subjects 
taking a placebo over a 24 hour period. The study did not examine the effect ofthe extract on 
subjects' weight and there is no research showing that a short tenn increase in metabolism will 
translate into any measurable weight loss. The weight loss claim would likely not be adequately 
substantiated. 

Example 3: The labeling for a dietary supplement contains a statement saying, "Recommended 
by Scientists," in connection with the product's claim. The statement gives consumers the 
impression that there is a body ofscientists, qualified experts, who believe that the claim being 
made is supported by evidence. Consumers might also reasonably interpret the statement as 
meaning that there is general scientific agreement or consensus regarding the claim. If the 
manufacturer does not possess evidence to demonstrate such a consensus, the claim may not be 
substantiated. The opinion of a single scientist or small group of scientists is probably not 
adequate substantiation for such a claim. 

Example 4: The labeling states, in connection with the product's claim, that the dietary 
supplement has been "studied for years" in a particular country or region and is the subject of 
clinical or "university" research. Here, the labeling conveys the impression that the product has 
been studied and also conveys the impression that there is a substantial body ofcompetently 
conducted scientific research supporting the claim. We recommend that manufacturers possess 
evidence to substantiate both the express statements and their implied meaning. 

c.	 The Relationship ofthe Evidence to the Claim 

Whether studies or evidence have a relationship to the specific claim being made or to the dietary 
supplement product itself is an important consideration in detennining if a claim is substantiated. 
The following are some threshold questions in detennining this relationship: 

•	 Have the studies specified and measured the dietary supplement that is the subject ofthe 
claim? We recommend that the studies being used as substantiation for dietary 
supplement claims identify a specific dietary supplement or ingredient and serving size 
and that the conditions ofuse in the studies are similar to the labeling conditions of the 
dietary supplement product. Factors that would tend to indicate a stronger relationship 
between a substance that is the subject ofa study and the substance that is the subject of 
the dietary supplement claim includes similarities in fonnulation, serving size, route of 
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administration, total length of exposure, and frequency of exposure. Manufacturers 
should be aware that other substances involved in the study or included in the dietary 
supplement product itself might also affect the dietary supplement's performance or the 
study results. 

Example 5: To illustrate this issue, assume that a firm has high quality studies that are also 
consistent with the totality of the scientific evidence. The firm would like to use these studies 
to substantiate a claim that its dietary supplement has a particular effect on the human body, 
but the studies involved the impact ofa specific ingredient in foods on the human body, and 
did not involve the dietary supplement product itself. In this instance, although the studies 
might be ofhigh quality, the results of these studies of conventional foods are not applicable 
to the specific dietary supplement product. (8) 

•	 Have the studies appropriately specified and measured the nutritional deficiency, 
structure!function, or general well-being that is the subject ofthe claim? We recommend 
that the studies clearly identify the endpoints that are to be used to substantiate the 
claimed effect. 

•	 Were the studies based on a population that is similar to that which will be consuming 
the dietary supplement product? For example, if the study involved young adults, but the 
product's claims involve conditions seen only in the elderly, the study might not be 
applicable to the claims. 

•	 Does the claim accurately convey to consumers the extent, nature, orpermanence ofthe 
effect achieved in the relevant studies and the level ofscientific certaintyfor that effect? 

A note on foreign research: Foreign research could be sufficient to substantiate a claim as long as 
the design and implementation of the foreign research are scientifically sound and the foreign 
research pertains to the dietary supplement at issue. In evaluating data from studies conducted in 
a foreign population, care should be taken in extending the results to what might be expected in 
consumers in the United States who will use the product. Differences between the two 
populations, such as differences in diets, general health, or patterns of use, could confound the 
results. Also, it is important to make sure that the study examined the same dietary ingredient 
about which the claim is being made since there may be instances where, due to provincial or 
regional differences in custom, language, or dialect, the same name is given to different 
substances or different names to the same substance. 

Example 6: A firm claims that its dietary supplement contains an ingredient shown to promote 
claim Y. The firm conducts a literature search and finds several references for carefully 
conducted, well-controlled studies demonstrating that the substance appears to be helpful in 
persons with claim Y associated with aging when the substance is applied topically to the 
affected area. However, there is no information provided concerning the effect ofthe substance 
when taken orally. Although the evidence may demonstrate that the product is effective when 
used topically, this information would generally not be useful to substantiate a claim for a dietary 
supplement (by definition, a product that is intended for ingestion (section 201(fl)(2)(A) of the 
Act (21 U.S.C. 321(ff)(1)(A»). 
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o Cohort studies, which compare the outcome of subjects who have been exposed to 
the substance to the outcome of subjects who have not been exposed. 

o	 Cross-sectional (prevalence) studies, which compare, at a single point in time, the 
number of individuals with a condition who have been exposed to a substance to 
the number of individuals without the condition who were not exposed to the 
substance. 

o	 Time-series studies, which compare outcomes during different time periods, e.g., 
whether the rate ofoccurrence of a particular outcome during one five-year period 
changed during a subsequent five-year period. 

o	 Epidemiological studies, which compare the rate ofa condition across different 
populations. 

What types ofinformation are useful as background to support a claim? 

The following additional types of information would generally be considered background 
information, but alone may not be adequate to substantiate a claim. 

•	 Animal studies - Animal studies may provide useful background on the biological effects 
of a substance. However, they often have limited or unknown value in predicting the 
effect of the substance in humans. Care should be exercised in extrapolating results 
obtained in animal research directly to the human condition. The strongest animal 
evidence is based on data from studies in appropriate animal models, on data that have 
been reproduced in different laboratories, and on data that give a statistically significant 
dose-response relationship. Without any data from human studies, the results of animal 
studies alone are not sufficient to substantiate a claim. 

•	 In vitro studies are studies that are done outside a living body. For example, such studies 
might examine a product's effect on isolated cells or tissues. These studies are oflimited 
value in predicting the effect ofa substance when consumed by humans. The strongest in 
vitro evidence would be based on data that have been reproduced in different laboratories, 
but this evidence alone would not substantiate a claim. 

•	 Testimonials and other anecdotal evidence - This type of evidence includes descriptions 
of experiences of individuals using a dietary supplement product or ingredient. It might 
also include descriptions ofthe use of the product or ingredient by others. for example, by 
other cultures in the past or present. It might consist ofan opinion or statement of an 
expert or someone who endorses the product. Anecdotal evidence generally would not be 
sufficient to substantiate claims regarding a dietary supplement's effect because each 
individual's experience might be attributable to factors other than the dietary supplement 
itself. For example, a person might have experienced a placebo or coincidental effect, 
rather than an effect attributable to the dietary supplement itself. Additionally, the "honest 
opinion" ofa consumer testimonial or an expert endorsement would not be enough to 
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substantiate a claim; rather, the endorsement should also be supported by competent and 
reliable scientific evidence. 

•	 Meta-analysis is the process of systematically combining and evaluating the results of 
clinical trials that have been completed or terminated. Meta-analysis may identify 
relevant reports, which may provide substantiation for the claim. 

•	 Review articles summarize the findings ofprimary reports. Review articles may identify 
relevant primary reports, which may provide substantiation for the claim. Review articles 
may also provide background information that is useful to understand the scientific issues 
about the relationship between the substance and the claimed effect. 

•	 Comments and Letters to the Editor usually focus on a particular issue or issues from a 
study, presentation at a meeting etc. Comments generally do not present the results of a 
study. Comments and letters to the editor may identify relevant primary reports, which 
may provide substantiation for the claim. Comments and letters to the editor may also 
provide background information that is useful to understand the scientific issues about the 
relationship between the substance and the claimed effect. 

•	 Product monographs are prepared by the manufacturer to convey specific information 
about a product such as its specifications. Product monographs may provide background 
information that is useful to understand the scientific issues about the relationship 
between the substance and the claimed effect. 

Example 13: A dietary supplement claim states, "Data suggest that including Substance X in the 
diet may promote brain neuron health in healthy individuals." The firm cites a study in which rats 
were fed diets containing Substance X and the brains of all rats were examined for ischemia­
induced brain damage. The study does not provide a basis that Substance X would have the same 
effect on brain health in otherwise healthy humans. This study alone likely would not provide 
adequate substantiation of the claim being made because it relies solely on animal data. 

Example 14: A dietary supplement claim states, "Grain Y has been used effectively for centuries 
to promote gastrointestinal health." The firm has no clinical studies in humans, but has an 
industry monograph that relies only on historical descriptions ofgrain Y use by pre-modem 
civilizations. Although the monograph may be an accurate review of the historical use ofgrain Y, 
it would likely not constitute competent and reliable evidence to support the claim because it is 
not based on objective scientific evidence. Rather, it is largely anecdotal evidence that cannot be 
objectively evaluated to determine if it applies to the consumers who would use the product. 

Example 15: A dietary supplement label claims that, in laboratory tests (i.e., in vitro tests), the 
enzymes in the supplement can digest up to 20 grams ofprotein and 15 grams ofdietary fat, and 
the firm is promoting the supplement to assist in breaking down protein and fat that its users eat. 
The firm has not tested its product or the ingredients in the supplement in humans. Although this 
evidence may be accurate, it would generally not be adequate substantiation for the claimed 
effects on dietary components because it is insufficient for reaching a conclusion on whether the 
enzymes, when consumed, would behave equivalently in the human body. Corroborating 
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claim could be accommodated by simply adding a prominent disclaimer noting that the evidence 
for such a claim was inconclusive given that the studies supporting the claim were based on 
foods containing other substances that might actually be responsible for reducing the risk of 
cancer. Id. The court noted that FDA did not assert that the dietary supplements at issue would 
"threaten consumer's health and safety." Id. at 656. As the agency has stated in the context of 
qualified health claims, that is, claims regarding the relationship between a substance and the 
reduced risk ofa disease, there is a more fundamental problem with allowing qualified health 
claims for nutrients in dietary supplements based solely on studies of foods containing those 
nutrients than the problem the D.C. Circuit held could be cured with a disclaimer. As noted in 
endnote 3, even if the effect of the specific component of the food constituting the dietary 
supplement could be determined with certainty, recent scientific studies have shown that 
nutrients in food do not necessarily have the same beneficial effect when taken in the form of a 
dietary supplement. Such studies established either that there was no benefit when the nutrients 
are taken as a supplement and some studies even showed an increased risk for the very disease 
the nutrients were predicted to prevent. We would expect similar issues with structure/functions 
claims made under § 403(r)(6). Thus, an observational study based on food does not provide 
competent and reliable scientific evidence for a dietary supplement and, and therefore, cannot 
substantiate a claim made under § 403(r)(6). 

(9) See "Systems to Rate the Strength of Scientific Evidence. Evidence Report/Technology 
Assessment Number 47, "Agency for Healthcare Research and Quality and Research (AHRQ), 
Publication No. 02-EOI6, April 2002. 

(10) See Spilker, B. Guide to Clinical Trials. Raven Press, New York, 1991. 

(11) For example, with respect to human drug products, it is fairly well known that children and 
the elderly may experience different drug effects compared to those seen in the adult population. 
These differences may be due to physiological differences (such as hormonal differences, 
differences in kidney function, etc.) between children, adults, and the elderly. 

20
 


