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Guidance for Industry! 

Evidence-Based Review System for the Scientific Evaluation of 
Health Claims 

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 

This guidance document is for industry. It represents the agency's current thinking on I) 
the process for evaluating the scientific evidence for a health claim, 2) the meaning of the 
significant scientific agreement (SSA) standard in section 403(r)(3) of the Federal Food, 
Drug, and Cosmetic Act (the Act) (21 U.S.c. 343(r)(3)) and 21 CFR 101.14(c), and 3) 
credible scientific evidence to support a qualified health claim. 

This guidance document describes the evidence-based review system that FDA intends to 
use to evaluate the publicly available scientific evidence for SSA health claims or 
qualified health claims on the relationship between a substance and a disease or health­
related condition. 2 This guidance document explains the agency's current thinking on the 
scientific review approach FDA should use and is intended to provide guidance to health 
claim petitioners. 3 

I This guidance has been prepared by the Office of Nutrition, Labeling, and Dietary Supplements in the 
Center for Food Safety and Applied Nutrition at the U.S. Food and Drug Administration. 
2 For brevity, "disease" will be used as shorthand for "disease or health-related condition". "Disease or 
health-related condition" is defined as damage to an organ, part, structure, or system of the body such that it 
does not function properly (e.g., cardiovascular disease), or a state of health leading to such dysfunctioning 
~e.g., hypertension). 21 CFR 101.14(a)(5). 

This new guidance document replaces FDA's guidance entitled "Guidance for Industry and FDA: Interim 
Evidence-based Ranking System for Scientific Data," which addressed the scientific review of qualified 
health claims. Although the interim evidence-based ranking system guidance included a section on ranking 
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The specific topics addressed in this guidance document are: (1) identifying studies that 
evaluate the substance/disease relationship, (2) identifying surrogate endpoints for 
disease risk, (3) evaluating the human studies to determine whether scientific conclusions 
can be drawn from them about the substance/disease relationship, (4) assessing the 
methodological quality of each human study from which scientific conclusions about the 
substance/disease relationship can be drawn, (5) evaluating the totality of scientific 
evidence, (6) assessing significant scientific agreement, (7) specificity of claim language 
for qualified health claims, and (8) reevaluation of existing SSA or qualified health 
claims. 

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's guidances means that 
something is suggested or recommended, but not required. 

II. Background 

The Nutrition Labeling and Education Act of 1990 (NLEA) (Pub. L. 101-553) was 
designed to give consumers more scientifically valid information about foods they eat. 
Among other provisions, the NLEA directed FDA to issue regulations providing for the 
use of statements that describe the relationship between a substance and a disease 
("health claims") in the labeling of foods, including dietary supplements, after such 
statements have been reviewed and authorized by FDA. 4 For these health claims, that is, 
statements about substance/disease relationships, FDA has defined the term "substance" 
by regulation as a specific food or food component (21 CFR 101.14(a)(2». An 
authorized health claim may be used on both conventional foods and dietary 
supplements, provided that the substance in the product and the product itself meet the 
appropriate standards in the authorizing regulation. Health claims are directed to the 
general population or designated subgroups (e.g., the elderly) and are intended to assist 
the consumer in maintaining healthful dietary practices. 

In evaluating a petition for an authorized health claim, FDA considers whether the 
evidence supporting the relationship that is the subject of the claim meets the SSA 

the strength of the scientific evidence, this new guidance document does not include such a section because 
studies are being conducted on the consumer's understanding of various possible ranking systems that 
could be used to describe the strength of the evidence for a health claim. FDA intends to reexamine its 
ranking systems and issue appropriate guidance once these studies are completed. In addition, this 
guidance document replaces FDA's guidance entitled "Guidance for Industry: Significant Scientific 
Agreement in the Review of Health Claims for Conventional Foods and Dietary Supplements." 
4 In 1997, Congress enacted the Food and Drug Administration Modernization Act, which established an 
alternative authorization procedure for health claims based on authoritative statements of certain federal 
scientific bodies or the National Academy of Sciences. This guidance document does not address that 
alternative procedure. 
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standard. This standard derives from 21 U.S.c. 343 (r)(3)(B)(i), which provides that FDA 
shall authorize a health claim to be used on conventional foods if the agency "determines 
based on the totality of the publicly available evidence (including evidence from well­
designed studies conducted in a manner which is consistent with generally recognized 
scientific procedures and principles), that there is significant scientific agreement among 
experts qualified by scientific training and experience to evaluate such claims, that the 
claim is supported by such evidence." This scientific standard was prescribed by statute 
for conventional food health claims; by regulation, FDA adopted the same standard for 
dietary supplement health claims. See 21 CFR 10 1.14(c). 

The genesis of qualified health claims was the court of appeals decision in Pearson v. 
Shalala (Pearson). In that case, the plaintiffs challenged FDA's decision not to authorize 
health claims for four specific substance-disease relationships in the labeling of dietary 
supplements. Although the district court ruled for FDA (14 F. Supp. 2d 10 (D.D.C. 
1998), the U.S. Court of Appeals for the D.C. Circuit reversed the lower court's decision 
(164 F.3d 650 (D.C. Cir.1999)). The appeals court held that the First Amendment does 
not permit FDA to reject health claims that the agency determines to be potentially 
misleading unless the agency also reasonably determines that a disclaimer would not 
eliminate the potential deception. The appeals court also held that the Administrative 
Procedure Act (APA) required FDA to clarify the "significant scientific agreement" 
(SSA) standard for authorizing health claims. 

On December 22, 1999, FDA announced the issuance of its Guidance for Industry: 
Significant SCientific Agreement in the Review ofHealth Claims for Conventional Foods 
and Dietary Supplements (64 Fed. Reg. 17494). This guidance document was issued to 
clarify FDA's interpretation of the SSA standard in response to the court of appeals' 
second holding in Pearson. 

On December 20, 2002, the agency announced its intention to extend its approach to 
implementing the Pearson decision to include health claims for conventional foods (67 
Fed. Reg. 78002). Recognizing the need for a scientific framework for qualified health 
claims, the Task Force on "Consumer Health Information for Better Nutrition" was 
formed. The Task Force recognized that there could be significant public health benefits 
when consumers have access to, and use, more and better information in conventional 
food as well as dietary supplement labeling to aid them in their purchases, information 
that goes beyond just price, convenience, and taste, but extends to include science-based 
health factors. Armed with more scientifically based information about the likely health 
benefits of the foods and dietary supplements they purchase, consumers can make a 
tangible difference in their own long-term health by lowering their risk of numerous 
chronic diseases. 

5
 



Contains Nonbinding Recommendations 

To maximize the public health benefit of FDA's claims review process, the Task Force's 
Final ReportS provides a procedure to prioritize on a case-by-case basis all complete 
petitions according to several factors, including whether the food or dietary supplement 
that is the subject of the petition is likely to have a significant impact on a serious or life­
threatening illness; the strength of the evidence; whether consumer research has been 
provided to show the claim is not misleading; whether the substance that is the subject of 
the claim has undergone an FDA safety review (i.e., is an authorized food additive, has 
been Generally Recognized as Safe (GRAS) affirmed, listed, or has received a letter of 
"no objection" to a GRAS notification); whether the substance that is the subject of the 
claim has been adequately characterized so that the relevance of available studies can be 
evaluated; whether the disease is defined and evaluated in accordance with generally 
accepted criteria established by a recognized body of qualified experts; and whether there 
has been prior review of the evidence or the claim by a recognized body of qualified 
experts. 

As part of the Task Force's final report, FDA developed an interim evidence-based 
review system that the agency intended to use to evaluate the substance/disease 
relationships that are subjects of qualified health claims. In reviewing the December 22, 
1999 SSA guidance document and the 2003 Task Force report, it became apparent to the 
agency that the components of the scientific review process for an SSA health claim and 
qualified health claim are very similar. Because of the similarity between the scientific 
reviews for SSA and qualified health claims, FDA intends to use the approach set out in 
this guidance for evaluating the scientific evidence in petitions that are submitted for an 
SSA health claim or qualified health claim. The evidence-based review system set out in 
this guidance will assist the agency in determining whether the scientific evidence meets 
the SSA standard or, if not, whether the evidence supports a qualified health claim. In 
addition to a science review, health claims undergo a regulatory review. Health claims 
that meet the SSA standard are authorized by publication of a final rule or an interim final 
rule in the Federal Register. For qualified health claims supported by credible evidence, 
FDA issues a letter regarding its intent to consider enforcement discretion. 

Although this guidance replaces the Guidance for Industry: Significant Scientific 
Agreement in the Review ofHealth Claims for Conventional Foods and Dietary 
Supplements (64 Fed. Reg. 17494), issued to clarify FDA's interpretation of the SSA 
standard in response to the court of appeals' second holding in Pearson, FDA believes 
this guidance continues to be consistent with the court's holding. The basic principles of 
SSA articulated in the 1999 guidance have not changed. A finding of SSA still requires 
the agency's best judgment as to whether qualified experts would likely agree that the 
scientific evidence supports the substance/disease relationship that is the subject of a 
proposed health claim. In fact, many of the explanations of SSA in this guidance are 
taken verbatim from the 1999 guidance. This guidance represents further scientific 

5 See guidance (Attachment A) entitled "Guidance for Industry and FDA: Interim Procedures for Qualified 
Health Claims in the Labeling of Conventional Human Food and Human Dietary Supplements," July 10, 
2003 (http://www.cfsan.fda.gov/-dms/hclmgui3.html) 
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FDA evaluates whether the totality of the evidence supports a claim for the entire U.S. 
population or just a subgroup. If the evidence only supports a claim for a subgroup, that 
information would be set out in the claim. If the substance is one that must be used for 
risk reduction at much higher levels than the normal U.S. intake, that information would 
also be reflected in the claim. 

In general, intervention studies provide the strongest evidence for the claimed effect, 
regardless of existing observational studies on the same relationship. Intervention studies 
are designed to avoid selection bias and avoid findings that are due to chance or other 
confounders of disease (Sempos et aI., 1999). Although the evaluation of 
substance/disease relationships often involves both intervention and observational 
studies, observational studies generally cannot be used to rule out the findings from more 
reliable intervention studies (Sempos et aI., 1999). One intervention study would not be 
sufficient to rule out consistent findings of observational studies. However, when several 
randomized, controlled intervention studies are consistent in showing or not showing a 
substance/disease relationship, they trump the findings of any number of observational 
studies (Barton, 2005). This is because intervention studies are designed and controlled 
to test whether there is evidence of a cause and effect relationship between the substance 
and the reduced risk of a disease, whereas observational studies are only able to identify 
possible associations. There are numerous examples -- such as vitamin E and CVD and 
beta-carotene and lung cancer -- where associations identified in observational studies 
have been publicized. However, when randomized, controlled intervention studies were 
later conducted to test these possible associations, the intervention studies found no 
evidence to support the relationships (Lichtenstein and Russell, 2005). 

G. Assessing Significant Scientific Agreement 

Significant scientific agreement refers to the extent of agreement among qualified experts 
in the field. On the continuum of scientific evidence that extends from very limited to 
inconclusive evidence, SSA lies closer to consensus. FDA's determination of SSA 
represents the agency's best judgment as to whether qualified experts would likely agree 
that the scientific evidence supports the substance/disease relationship that is the subject 
of a proposed health claim. The SSA standard is intended to be a strong standard that 
provides a high level of confidence in the validity of the substance/disease relationship. 
SSA means that the validity of the relationship is not likely to be reversed by new and 
evolving science, although the exact nature of the relationship may need to be refined. 
SSA does not require a consensus based on unanimous and incontrovertible scientific 
opinion. SSA occurs well after the stage of emerging science, where data and 
information permit an inference, but before the point of unanimous agreement within the 
relevant scientific community that the inference is valid. 

For qualified experts to reach an informed opinion regarding the validity of a claim. the 
data and information that pertain to the claim must be available to the relevant scientific 
community. A finding of SSA then derives from the conclusion that there is a sufficient 
body of relevant. publicly available scientific evidence that shows consistency across 
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different studies and among different researchers. The usual mechanism to show that the 
evidence is available to qualified experts is that the data and information are published in 
peer-reviewed scientific journals. The value of an expert's opinion will be limited if he or 
she did not have access to all the evidence. 

In determining whether there is significant scientific agreement, FDA takes into account 
the viewpoints of qualified experts outside the agency, if evaluations by such experts 
have been conducted and are publicly available. For example, FDA intends to take into 
account: 

•	 documentation of the opinion of an "expert panel" that is specifically convened 
for this purpose by a credible, independent body; 

•	 the opinion or recommendation of a federal government scientific body such as 
the National Institutes of Health (NIH) or the Centers for Disease Control and 
Prevention (CDC); or the National Academy of Sciences (NAS); 

•	 the opinion of an independent, expert body such as the Committee on Nutrition 
of the American Academy of Pediatrics (AAP), the American Heart Association 
(AHA), American Cancer Society (ACS), or task forces or other groups 
assembled by the National Institutes of Health O'JIH); 

•	 review publications that critically summarize data and information in the
 
secondary scientific literature.
 

FDA accords the greatest weight to the conclusions of federal government scientific 
bodies, especially when the evidence for the validity of a substance/disease relationship 
has been judged by such a body to be sufficient to justify dietary recommendations to the 
public. When the validity of a substance/disease relationship is supported by the 
conclusions of federal government scientific bodies, FDA typically finds that significant 
scientific agreement exists. Conclusions of other expert bodies may also be relevant to 
support a determination of SSA. Although reviews by individual outside experts are 
considered in assessing SSA, evidence from such reviews alone would not necessarily 
support a conclusion that the standard has been met, especially if the conclusions of such 
reviews were not supported by available assessments of the same body of evidence from 
federal scientific bodies, expert panels, or independent expert bodies. Reviews by outside 
experts or expert panels are most useful when there is a reasonable basis to conclude that 
they represent the larger group of qualified experts in the field. Most importantly, the 
relevance of an outside expert review depends on whether the evidence examined applies 
to the claim in terms of considerations such as specification and measurement of the 
substance and the disease. 

When conclusions from qualified experts are not available (for instance, if the data 
supporting a proposed health claim are relatively new and have not yet been reviewed by 
an independent expert panel or body), a compelling and relevant body of evidence may 
nonetheless cause the agency to conclude that significant scientific agreement exists. 
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Because each situation may differ with the nature of the claimed substance/disease 
relationship, it is necessary to consider both the extent of agreement and the nature of the 
disagreement on a case-by-case basis. If scientific agreement were to be assessed under 
arbitrary quantitative or rigidly defined criteria, the resulting inflexibility could cause 
some valid claims to be disallowed where the disagreement, while present, is not 
persuasIve. 

Application of the significant scientific agreement standard is intended to be objective, in 
relying upon a body of sound and relevant scientific data; flexible, in recognizing the 
variability in the amount and type of data needed to support the validity of different 
substance/disease relationships; and responsive, in recognizing the need to re-evaluate 
data over time as research questions and experimental approaches are refined. 

H. Specificity of the Claim Language for Qualified Health Claims 

When the evidence for a substance-disease relationship is credible but does not meet the 
SSA standard, then the proposed claim for the relationship should include qualifying 
language that identifies limits to the level of scientific evidence to support the 
relationship. 

The health claim language should reflect the level of scientific evidence with specificity 
and accuracy. However, gaps in the scientific evidence may sometimes limit the 
information that can be included in the claims. For example, when the scientific evidence 
is limited but credible, it may not be possible for the qualified health claim to identify an 
amount of the substance that is associated with a reduced risk of the disease. 

Under FDA's health claim regulations, a health claim must specify the daily dietary 
intake of the substance necessary to achieve the claimed effect when there is no 
regulation defining what constitutes a "high" level of the substance in food (21 CFR 
101.14(d)(2)(vii)). FDA has defined "high" in its nutrient content claim regulations as 
meaning that the food contains 20% or more of the Daily Value of the substance (21 CFR 
101.54(b)). Therefore, when no Daily Value for the substance has been established, the 
agency cannot establish a definition for a "high" level of the substance. When the 
substance that is the subject of the claim has no Daily Value, FDA determines the daily 
dietary intake necessary to achieve the claimed effect whenever the available evidence is 
sufficient to make such a determination possible. See, e.g., 21 CFR 101.83(c)(2)(G) 
(health claim regulation for plant sterol/stanol esters and reduced risk of coronary heart 
disease). However, there are times when the credible evidence for the risk reduction 
effect is not specific enough for FDA to identify even a possible level of intake for the 
general U.S. population. See FDA's September 8, 2004, letter of enforcement discretion 
for qualified health claim about omega-3 fatty acids and reduced risk of coronary heart 
disease (Martek petition) (http://www.cfsan.fda.gov/~dms/ds-ltr37.html). 
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When there is credible evidence available to suggest a relationship between the substance 
and disease, it is important to detennine whether the substance has an independent role in 
the relationship or whether its role is based on the inclusion or replacement (i.e., 
substitution) of other substances. An example of where the evaluation of the independent 
role of a substance can be challenging is when the substance is a conventional food or 
macronutrient (e.g., fat or carbohydrate). In studies evaluating the possible health effects 
of a conventional food or macronutrient, the inclusion of either in the diet usually 
requires the removal of other conventional foods or macronutrients (i.e., substitution to 
yield isocaloric diets). If it is detennined that the substance does not play an independent 
role and/or requires the reduction or inclusion of another substance to show a beneficial 
effect, the claim language will reflect this finding 

I. Reevaluation of Existing SSA or Qualified Health Claims 

FDA may reevaluate a health claim in response to a petitioner or on jts own initiative, 
and when it does so it intends to use the scientific evaluation process described above. To 
maximize the public health benefit of its health claims review, FDA intends to evaluate 
new information that becomes available to detennine whether it necessitates a change to 
an existing SSA or qualified health claim. For example, scientific evidence may become 
available that will (I) support the revision of claim language for an SSA or qualified 
health claim, (2) support change of an SSA claim to a QHC or support change of a QHC 
to an SSA claim, or (3) raise safety concerns about the substance that is the subject of a 
health claim or otherwise no longer support a health claim (SSA or QHC). 
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