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Dear Mr. Sanchez,

This letter responds to the qualified health claim petition received by the Food and Drug
Administration (FDA or the agency) on December 16, 2015, that you submitted on behalf of
Assured Bites, Inc., pursuant to section 403(r)(4) of the Federal Food, Drug, and Cosmetic Act
(the Act) (21 U.S.C. 343(r)(4)).1? The petition requested that the agency exercise enforcement
discretion for a qualified health claim “characterizing the relationship between the consumption
of peanut flour (ground whole peanuts) by children aged four (4) months and older and the
reduced risk of developing peanut allergies.”?

The petition proposed the following model health claims to be used on the labels or in the
labeling of “peanut flour (ground whole peanuts):

e Emerging clinical research suggests the early introduction of peanuts to infants aged 4 to
60 months may reduce the likelihood of children developing an allergic reaction to
peanuts; or

e Aninitial clinical study suggests the early introduction of peanuts to infants aged 4 to 60
months may be linked to a reduced likelihood of developing an allergic reaction to
peanuts; or

e Research shows the early introduction of peanuts to infants ready for solid foods may
reduce the likelihood of developing an allergic reaction to peanuts later in life.

FDA filed the petition on January 29, 2016, and posted the petition on the FDA website for a 60-
day comment period, consistent with FDA’s guidance on the procedures for the submission of

! The agency notes that the petition was submitted pursuant to 21 U.S.C. 343(r)(4) and 343(r)(5)(D) (petition, page
2). The latter statutory provision is inapplicable because the “substance is to be consumed as part of conventional
foods” (petition, page 3).

2 See FDA, “Consumer Health Information for Better Nutrition Initiative: Task Force Final Report,” July 10, 2003
[http://www.fda.gov/Food/IngredientsPackagingLabeling/LabelingNutrition/ucm096010.htm].

3 Petition, page 3.
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qualified health claim petitions.* The date for the agency’s response to the petition was extended
to September 6, 2017, by mutual agreement. There were no comments submitted to the docket
for this petition.

This letter sets forth the results of FDA’s review of the scientific evidence for the qualified
health claims requested in the petition. As explained in this letter, FDA has determined that the
current scientific evidence supports a qualified health claim in the labeling of conventional foods
that contain ground peanuts concerning the relationship between ground peanuts and a reduced
risk of developing peanut allergy for a specific population of infants and children over a specific
period of time. Accordingly, this letter discusses the factors that FDA intends to consider in the
exercise of its enforcement discretion for a qualified health claim for conventional foods, with
respect to consumption of foods containing ground peanuts and reduced risk of developing
peanut allergy.

I. Overview of Data and Eligibility for a Qualified Health Claim

A health claim characterizes the relationship between a substance and a disease or health-related
condition (21 CFR 101.14(a)(1)). The substance must be associated with a disease or health-
related condition for which the general United States (U.S.) population, or an identified U.S.
population subgroup is at risk (21 CFR 101.14(b)(1)). Health claims characterize the
relationship between the substance and a reduction in risk of contracting a particular disease or
health-related condition.® In a review of a qualified health claim, the agency first identifies the
substance and disease or health-related condition that is the subject of the proposed claim and the
population to which the claim is targeted.®

FDA considers the data and information provided in the petition, in addition to other written data
and information available to the agency, to determine whether the data and information could
support a relationship between the substance and the disease or health-related condition.” The
agency then separates individual reports of human studies from other types of data and
information. FDA focuses its review on reports of human intervention and observational
studies.®

4 See FDA, “Interim Procedures for Qualified Health Claims in the Labeling of Conventional Human Food and
Human Dietary Supplements,” July 10, 2003
[http://www.fda.gov/Food/GuidanceRegulation/GuidanceDocumentsRegulatorylnformation/ucm053832.htm].

5 See Whitaker v. Thompson, 353 F.3d 947, 950-51 (D.C. Cir.) (upholding FDA's interpretation of what constitutes a
health claim), cert. denied, 125 S. Ct. 310 (2004).

6 See FDA, “Guidance for Industry: Evidence-Based Review System for the Scientific Evaluation of Health Claims -
Final,” January 2009 (“guidance on scientific evaluation of health claims™)
[http://www.fda.gov/Food/GuidanceRegulation/GuidanceDocumentsRegulatorylnformation/L abelingNutrition/ucm
073332.htm].

" For brevity, “disease” will be used as shorthand for “disease or health-related condition” in the rest of this letter
except when quoting or paraphrasing a regulation that uses the longer term.

8 In an intervention study, subjects similar to each other are randomly assigned to either receive the intervention or
not to receive the intervention, whereas in an observational study, the subjects (or their medical records) are
observed for a certain outcome (i.e., disease). Intervention studies provide the strongest evidence for an effect. See
supra, note 6 [Section I11.B, “Intervention Studies™].
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In addition to individual reports of human studies, the agency also considers other types of data
and information in its review, such as meta-analyses,® review articles,° and animal and in vitro
studies. These other types of data and information may be useful to assist the agency in
understanding the scientific issues about the substance, the disease, or both, but cannot by
themselves support a health claim relationship. Reports that discuss a number of different
studies, such as meta-analyses and review articles, do not provide sufficient information on the
individual studies reviewed for FDA to determine critical elements such as the study population
characteristics and the composition of the products used. Similarly, the lack of detailed
information on studies summarized in review articles and meta-analyses prevents FDA from
determining whether the studies are flawed in critical elements such as design, conduct of
studies, and data analysis. FDA must be able to review the critical elements of a study to
determine whether any scientific conclusions can be drawn from it. Therefore, FDA uses meta-
analyses, review articles, and similar publications!! to identify reports of additional studies that
may be useful to the health claim review and as background about the substance-disease
relationship.!? If additional studies are identified, the agency evaluates them individually.

FDA uses animal and in vitro studies as background information regarding mechanisms of action
that might be involved in any relationship between the substance and the disease. The
physiology of animals is different than that of humans. In vitro studies are conducted in an
artificial environment and cannot account for a multitude of normal physiological processes such
as digestion, absorption, distribution, and metabolism that affect how humans respond to the
consumption of foods and dietary substances (Institute of Medicine (IOM), 2005). Animal and
in vitro studies can be used to generate hypotheses or to explore a mechanism of action but
cannot adequately support a relationship between the substance and the disease.

FDA evaluates the individual reports of human studies to determine whether any scientific
conclusions can be drawn from each study. The absence of critical factors such as a control
group or a statistical analysis means that scientific conclusions cannot be drawn from the study
(Spilker, 1991; Federal Judicial Center, 2000). Studies from which FDA cannot draw any
scientific conclusions do not support the health claim relationship, and these are eliminated from
further review.

Because health claims involve reducing the risk of a disease in people who do not already have
the disease that is the subject of the claim, FDA considers evidence from studies in individuals
diagnosed with the disease that is the subject of the health claim only if it is scientifically
appropriate to extrapolate to individuals who do not have the disease. That is, the available
scientific evidence must demonstrate that: (1) the mechanism(s) for the mitigation or treatment
effects measured in the diseased populations are the same as the mechanism(s) for risk reduction

% A meta-analysis is the process of systematically combining and evaluating the results of clinical trials that have
been completed or terminated (Spilker, 1991).

10 Review articles summarize the findings of individual studies.

11 Other examples include book chapters, abstracts, letters to the editor, and committee reports.

12 Although FDA does not generally use meta-analyses in its health claim evaluations for the reasons discussed in
the text, the agency will include a meta-analysis in its scientific evaluation if the meta-analysis was conducted with
pooled data from all the publicly available studies from which scientific conclusions can be drawn (based on the
criteria in FDA’s guidance on scientific evaluation of health claims) and the statistical analyses were properly
conducted. See supra, note 6 [Section I11.B, “Research Synthesis Studies™].



effects in non-diseased populations; and (2) the substance affects these mechanisms in the same
way in both diseased people and healthy people. If such evidence is not available, the agency
cannot draw any scientific conclusions from studies that use diseased subjects to evaluate the
substance-disease relationship.

Next, FDA rates the remaining human intervention and observational studies for methodological
quality. This quality rating is based on several criteria related to study design (e.g., use of a
placebo control versus a non-placebo controlled group), data collection (e.g., type of dietary
assessment method), the quality of the statistical analysis, the type of outcome measured (e.g.,
disease incidence versus validated surrogate endpoint), and study population characteristics other
than relevance to the U.S. population (e.g., selection bias and whether important information
about the study subjects — e.g., age, smoker vs. non-smoker — was gathered and reported). For
example, if the scientific study adequately addressed all or most of the above criteria, it would
receive a high methodological quality rating. Moderate or low quality ratings would be given
based on the extent of the deficiencies or uncertainties in the quality criteria.

Studies that are so deficient that scientific conclusions cannot be drawn from them cannot be
used to support the health claim relationship, and these are eliminated from further review.

Finally, FDA evaluates the results of the remaining studies. The agency then rates the strength
of the total body of publicly available evidence.'®* The agency conducts this rating evaluation by
considering the study type (e.g., intervention, prospective cohort, case-control, cross-sectional),
the methodological quality rating previously assigned, the quantity of evidence (number of the
various types of studies and sample sizes), whether the body of scientific evidence supports a
health claim relationship for the U.S. population or target subgroup, whether study results
supporting the proposed claim have been replicated,'* and the overall consistency®® of the total
body of evidence.'® Based on the totality of the scientific evidence, FDA determines whether
such evidence is credible to support a qualified health claim for the substance/disease
relationship, and, if so considers what qualifying language should be included to convey the
limits on the level of scientific evidence supporting the relationship and to prevent the claim
from being misleading in other ways.

A. Substance

A health claim characterizes the relationship between a substance and a disease or health-related
condition (21 CFR 101.14(a)(1)). A substance means a specific food or component of food (21
CFR 101.14(a)(2)). The petition identified “ground whole peanuts” and “peanut flour” as
interchangeable terms to describe the substance that is the subject of the proposed claim. For the
purpose of this health claim, we consider “ground peanuts” to adequately describe the substance.

13 See supra, note 6 [Section I11.F].

14 Replication of scientific findings is important for evaluating the strength of scientific evidence (Wilson, 1990).

15 Consistency of findings among similar and different study designs is important for evaluating causation and the
strength of scientific evidence (Hill, A.B. The environment and disease: association or causation? Proc R Soc Med
1965;58:295-300); See also, Agency for Healthcare Research and Quality, “Systems to rate the scientific evidence”
(March 2002) [http://archive.ahrg.gov/clinic/epcsums/strengthsum.pdf], defining “consistency" as “the extent to
which similar findings are reported using similar and different study designs.”

16 See supra, note 6 [Section I11.F].
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We use the terms “peanut” or “peanuts” interchangeably in this letter with “ground peanuts,”
and each word refers to the substance of the claim, “ground peanuts.” For purposes of this
qualified health claim, we describe the substance as “foods containing ground peanuts.” The
petitioner listed a number of age-appropriate foods in its petition to which ground peanuts may
be added as an ingredient (e.g., baby cereal, applesauce and yogurt).

Ground peanuts are made from whole peanuts that have been physically changed to a different
form and do not include whole or chopped peanuts. The physical form of the substance is
important for this health claim. This claim is directed to a population as young as four months
old and up to 60 months old (or 5 years of age). The NIH NIAID Addendum Guidelines for the
Prevention of Peanut Allergy in the United States, " hereinafter referred to as the NIAID
Addendum Guidelines, warn that consuming whole nuts poses a choking risk to children under
five years of age. Therefore, foods that bear this claim should not contain whole peanuts, alone
or in combination with other forms of peanuts. We also note that, consistent with the NIAID
Addendum Guidelines, peanut butter should not be fed directly from a spoon or in lumps to
children less than four years of age.*®

Peanuts, along with foods such as beans and peas, belong to the plant family, Leguminosae.
Legumes are edible seeds enclosed in pods.*® A peanut is an article used for food and, therefore,
meets the definition of food under the Act (21 U.S.C. 321(f)(1)). Peanuts in ground form are
also food under 21 U.S.C. 321(f)(1). Moreover, ground peanuts are food within the meaning of
21 U.S.C. 321(f)(3) when used as a component of food. The agency concludes that ground
peanuts meet the definition of substance in the health claim regulation (21 CFR 101.14(a)(2)), as
they are a specific food or a component of food.

B. Disease or Health-Related Condition

A disease or health-related condition means damage to an organ, part, structure, or system of the
body such that it does not function properly or a state of health leading to such dysfunctioning
(21 CFR 101.14(a)(5)). The petition has identified peanut allergy as the disease or health-related
condition for the proposed claim. Peanut allergy, a type of food allergy, encompasses a group of
disorders arising from a specific immune response that occurs reproducibly on exposure to
peanut and/or peanut protein.?’ Self-reported peanut allergy was estimated to affect 0.4% of
children and 0.7% of adults in the U.S.in 1997,2! and by 2008, peanut allergy prevalence had
increased to approximately 1.4% among children (Sicherer et al., 2010). Other recent population

17 National Institute of Allergy and Infectious Diseases, “Addendum Guidelines for the Prevention of Peanut Allergy
in the United States: Report of the National Institute of Allergy and Infectious Diseases — Sponsored Expert Panel”
[https://www.niaid.nih.gov/sites/default/files/addendum-peanut-allergy-prevention-guidelines.pdf].

181d.

19 The Peanut Institute, “Peanut Facts.” [http://www.peanut-institute.org/peanut-facts/]

20 Boyce et al., Guidelines for the Diagnosis and Management of Food Allergy in the United States: Report of the
NIAID-Sponsored Expert Panel. Journal of Allergy and Clinical Immunology 2010, Volume 126, Issue 6, S1 - S58.
2L Sicherer SH, Munoz-Furlong A, Burks AW, Sampson HA. Prevalence of peanut and tree nut allergy in the US
determined by a random digit dial telephone survey. J Allergy Clin Immunol 1999; 103:559-62.
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studies have found reported peanut allergy prevalence to be as high as 2% in U.S. children.??
Peanut allergy is likely caused by genetic and environmental factors.

Symptoms of peanut allergy include hives, red, itchy skin (atopic dermatitis or eczema), a runny
or congested nose (rhinitis), sneezing or itchy, teary eyes; vomiting, stomach cramps or diarrhea,
or swelling. In some cases, food allergic symptoms can involve the lungs and cardiovascular
system and lead to a potentially life threatening reaction called anaphylaxis. Signs of this
reaction may include flushed skin, hoarseness, throat tightness, wheezing, trouble breathing and
low blood pressure or shock.?® The agency concludes that the petitioner has satisfied the
requirement in 21 CFR 101.14(a)(5) in that peanut allergy is a disease or health-related condition
because there is damage to an organ, part, structure, or system of the body such that is does not
function properly, or is a state of health leading to such dysfunctioning.

C. Safety Review

Under 21 CFR 101.14(b)(3)(ii), if the substance is to be consumed at other than decreased
dietary levels, the substance must be a food or a food ingredient or a component of a food
ingredient whose use at levels necessary to justify a claim has been demonstrated by the
proponent of the claim, to FDA’s satisfaction, to be safe and lawful under the applicable food
safety provisions of the Act.

FDA evaluates whether the substance is “safe and lawful” under the applicable food safety
provisions of the Act. For conventional foods, this evaluation involves considering whether the
substance, which is either a food or an ingredient that is the source of the substance, is generally
recognized as safe (GRAS), approved as a food additive, or authorized by a prior sanction issued
by FDA (see 21 CFR 101.70(f)).

Ground peanuts are a specific food or a component of food, and thus, a substance as defined in
21 CFR 101.14(a)(2). Peanuts have a long history of human consumption as a food at a wide
range of intake levels.?* There are no regulatory additive or ingredient restrictions for peanut
consumption for the population as a whole, or among different age groups, including
consumption by infants, aged 4 through 10 months, and children up to 60 months who are
identified as the target population in the proposed qualified health claim. The review of the
evidence in this letter evaluates potential benefits of early introduction of peanut on the
development of peanut allergy. However, regardless of the determination of benefit, pediatric
guidelines for introduction of potentially allergenic foods, such as peanuts, to infants do not
restrict or discourage feeding of such foods. Prior to the latest guidelines specific to peanut
allergy,?® the guidelines in the U.S. related to pediatric food allergy, issued by the NIH, National
Institute of Allergy and Infectious Diseases (NIAID), recommended that solid foods, including
potentially allergenic foods such as peanuts, should not be delayed beyond 4-6 months of age,

22 Gupta RS, Springston EE, Warrier MR, Smith B, Kumar R, Pongracic J, et al. The prevalence, severity, and
distribution of childhood food allergy in the United States. Pediatrics 2011;128:e9-17.

23 American Academy of Allergy, Asthma, & Immunology, “Food Allergy Symptoms & Diagnosis”
[http://www.aaaai.org/conditions-and-treatments/allergies/food-allergies].

24 National Peanut Board, “History of Peanuts & Peanut Butter.” [http://nationalpeanutboard.org/peanut-
info/history-peanuts-peanut-butter.htm]

%5 See supra, note 17.
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even for infants at risk of developing allergic disease (Boyce 2010). These NIH guidelines
affirmed the policy statement by the American Academy of Pediatrics, published prior to the
guidelines, stating that there was no evidence that delaying introduction of allergenic foods, such
as peanut, beyond 4-6 months of age has a significant protective effect on the development of
atopic disease (Greer, 2008). The U.S. recommendations on introduction of potentially
allergenic foods to infants are similar to pediatric feeding recommendations found
internationally, such as those found in Europe. The European Society for Pediatric
Gastroenterology, Hepatology, and Nutrition recommendations on complementary feeding
published, likewise, in 2008, concluded that avoidance or delayed introduction of potentially
allergenic food had not been shown to reduce allergies (Agostoni, 2008). Thus, FDA concludes
that under the preliminary requirements of 21 CFR 101.14(b)(3)(ii) that the petitioner has
demonstrated to the agency’s satisfaction that the use of ground peanuts for the population as a
whole is safe and lawful under the applicable food safety provisions of the Act.

However, as discussed in Section 1.B., peanut allergy is a type of food allergy. Peanuts are a
major food allergen, as defined in section 201(qq)(1) of the Act (21 U.S.C. 321(qq)(1)), and
foods containing them must be labeled in accordance with section 403(w) (21 U.S.C. 343(w)).
As noted in section 1.B., peanut allergy prevalence has been reported to be as high as 2% in
children in the U.S.% and is the leading cause of death related to food-induced anaphylaxis in the
U.S.2” Peanuts should not be fed to infants and children who are allergic to peanuts.?®
Hypersensitivity reactions in peanut allergic infants and children represent a significant medical
concern, as they may range from cutaneous reactions (e.g., urticaria, worsening eczema) to
severe gastrointestinal reactions (food protein induced enterocolitis syndrome) or life-threatening
anaphylaxis.

In addition, infants and children with severe eczema and/or egg allergy are at high risk of
developing peanut allergy (Martin et al, 2015; Sampson, 2002). Moreover, symptoms associated
with severe eczema?® and/or egg allergy*® may be similar to symptoms associated with peanut
allergy®! (e.g., hives, red, itchy skin, swelling). Consequently, certain symptoms an infant or
child who has severe eczema or egg allergy may experience could also be the same symptoms
experienced if the infant or child were allergic to peanuts. Therefore, parents and caregivers of
infants with severe eczema and/or egg allergy should consult with their healthcare provider
before feeding foods containing ground peanuts.*?

Based on peanuts’ extensive history of consumption as a food, including consumption in the age
groups identified in the petition, FDA concludes that under the preliminary requirements of 21

%6 See supra, note 22.

27 Bock SA, Munoz-Furlong A, Sampson HA. Fatalities due to anaphylactic reactions to foods. J Allergy Clin
Immunol 2001;107:191-3. Bock SA, Munoz-Furlong A, Sampson HA. Further fatalities caused by anaphylactic
reactions to food, 2001-2006. J Allergy Clin Immunol 2007;119:1016-8.

28 See supra, note 17.

29 https://medlineplus.gov/eczema.html

30 http://www.mayoclinic.org/diseases-conditions/egg-allergy/basics/symptoms/con-20032721

31 http://www.mayoclinic.org/diseases-conditions/peanut-allergy/basics/symptoms/con-20027898

32 See supra, note 17.
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CFR 101.14(b)(3)(ii), the petitioner has demonstrated to FDA’s satisfaction that the use of
ground peanuts are safe and lawful under the applicable food safety provisions of the Act. In
Section 1V, FDA sets forth factors under which it plans to exercise enforcement discretion for
use of the qualified health claim.

I1. The Agency's Consideration of a Qualified Health Claim

FDA has identified incident cases of peanut allergy as the endpoint to use in identifying a
reduced risk of developing peanut allergy for purposes of a health claim. Although certain risk
factors (i.e., egg allergy, severe eczema or both) for development of peanut allergy have been
reported (Du Toit et al. 2015), FDA has not identified validated surrogate endpoints to use in
assessing risk or risk reduction of peanut allergy development in individuals who have never
been exposed to peanut. Thus, exposure to peanut is necessary to diagnose or confirm the
presence or absence of peanut allergy development.

The development of peanut allergy may present clinically as peanut sensitization and/or peanut
allergy, the latter of which represents clinically reactive peanut allergy. However, peanut
sensitization (i.e., presence of IgE antibodies to peanut) may or may not be associated with food
allergic disease or be an indicator of reactivity to peanut exposure (Boyce et al. 2010).
Morbidity and mortality from peanut allergy is associated with adverse exposures to peanut in
individuals with clinically reactive peanut allergy. Thus, FDA views clinically reactive peanut
allergy as the endpoint for assessing the development of peanut allergy for the purposes of this
health claim.

Peanut allergy is a type of IgE-mediated food allergy that can be diagnosed using various
methods. The main methods include health history (i.e., well documented history of allergic
reaction symptoms in temporal relation to peanut ingestion) in combination with positive
diagnostic testing to peanut (by skin prick test (SPT) and/or in vitro methods demonstrating
presence of peanut specific IgE antibodies), and/or positive oral food challenge to peanut in a
supervised setting (Boyce et al. 2010; Sicherer and Sampson, 2014). Health history of adverse
reactions to peanut alone is not definitive evidence of peanut allergy as this history may be
biased by various factors unrelated to food ingestion. Also, although cut-offs (i.e., SPT size > 8
mm in diameter in infants (Peters et al. 2013) or peanut-specific IgE levels > 15 KUA/L
(Sampson 2001), have been proposed as indicators of probable clinically reactive peanut allergy,
skin prick tests and food specific IgE antibodies are generally regarded as markers of
sensitization, and, without concomitant health history of adverse peanut exposure, are not
definitive tests alone to document cases of clinically reactive food allergy (Boyce et al. 2010;
Sicherer and Sampson, 2014). Rather, oral food challenge represents the method that
corresponds most closely to the natural ingestion of food and provides the most definitive
diagnosis of clinically reactive food allergy (Boyce et al. 2010).

The petition cited 243 articles/reports® as evidence to substantiate the relationship for the claim.
The articles submitted consisted of 95 book chapters, review articles, or federal reports; 4
professional guidelines; 1 risk assessment; 16 comments or editorials; 15 abstracts written in
English for articles written in a foreign language; 16 in vitro studies; 11 animal studies; 1

33 See Docket No. FDA-2016-Q-0274.



newspaper article; 61 articles describing studies that did not measure peanut intake and/or peanut
allergy in the study subjects, the substance and disease that are the subject of the proposed claim,
(e.g., studies involving other types of interventions or studies of family history and allergies); 13
studies that were conducted on diseased populations (already diagnosed with peanut allergy prior
to study enrollment); and 11 publications on studies relating to the consumption of peanuts and
the emergence of peanut allergy.

In addition to the above publications, FDA identified 1 relevant intervention study (Perkin et al.,
2016b) through a literature search for studies evaluating the relationship between peanut and risk
of peanut allergy. FDA also considered the updated NIH NIAID Addendum Guidelines for the
Prevention of Peanut Allergy in the United States.*

A. Assessment of Review Articles, Meta-analyses, and Book Chapters

Although useful for background information, the review articles, meta-analyses, and book
chapters that were provided as part of your petition do not contain sufficient information on the
individual studies reviewed and, therefore, FDA could not draw any scientific conclusions from
this information. The lack of detailed information on studies summarized in the review articles,
meta-analyses, and book chapters prevented FDA from determining whether the studies were
flawed in critical elements such as design, conduct of studies, and data analysis. FDA must be
able to review the critical elements of a study to determine whether any scientific conclusions
can be drawn from it. As a result, the review articles, meta-analyses, and book chapters
submitted with the petition or during the public comment period did not provide information
from which scientific conclusions can be drawn regarding the substance-disease relationships
claimed by the petitioner.

B. Assessment of Animal Studies

FDA uses animal studies as background information regarding mechanisms of action that might
be involved in any relationship between the substance and the disease, and they can also be used
to generate hypotheses or to explore a mechanism of action, but they cannot adequately support a
relationship between the substance and the disease in humans. FDA did not consider the animal
studies submitted with the petition as providing any supportive information about the substance-
disease relationship because such studies cannot mimic the normal human physiology that may
be involved in the risk reduction of peanut allergy, nor can the studies mimic the human body's
response to the consumption of peanut. Therefore, FDA could not draw any scientific
conclusions regarding the intake of peanut and the reduced risk of developing peanut allergy.

C. Assessment of the Intervention Studies

FDA evaluated three intervention studies described in 6 publications (Santos et al., 2015; Du
Toit et al., 2013; Du Toit et al., 2015; Du Toit et al., 2016; Perkin et al., 2016a; Perkin et al.,
2016b) that were designed to evaluate the relationship between the consumption of peanut and a
reduced risk of peanut allergy for which the petition requested a qualified health claim. Scientific

34 See supra, note 17.



conclusions concerning this relationship could not be drawn from 1 of the 3 intervention studies
for the reasons discussed below.

The intervention study conducted by Santos et al. (2015) was designed to assess the utility of the
basophil activation test to predict the severity and threshold of reactivity to peanut during oral
food challenges. The oral food challenge is a diagnostic test designed to definitely diagnose food
allergy and to elicit an immediate reaction to graded doses of the suspected allergenic food.
Santos et al. administered oral food challenges to children 4-6 years of age who had peanut
allergy (n=39), were peanut sensitized (n=39), or peanut tolerant (n=39). As this study provided
peanut to children over a brief time interval (30 minutes to four hours) while contemporaneously
testing for allergic reaction to peanut, it does not provide any information about the development
of peanut allergy over time and following an extended period of peanut consumption. Nor does
it provide information about the relationship between the consumption of peanut beginning in
infancy and through early childhood and the risk of developing peanut allergy in childhood.
Thus, scientific conclusions from this study could not be drawn about the relationship between
the consumption of peanut and a reduced risk of developing a peanut allergy for which the
petition requested a qualified health claim.

The LEAP (Learning Early About Peanut allergy) study was a randomized, open label,
controlled intervention study of moderate methodological quality (DuToit et al., 2015). Infants
were screened (DuToit et al., 2013)% and a total of 640 infants (at least 4 months but younger
than 11 months of age) from the United Kingdom with severe eczema and/or egg allergy were
enrolled. Infants were stratified into two cohorts on the basis of pre-existing sensitization to
peanut, as determined by skin prick testing (SPT): one cohort had infants with no measureable
wheal to a peanut skin test (SPT negative (n=542)) and the other had infants with measureable
wheal responses (1-4 mm in diameter) (SPT positive (n=98)). The SPT-negative group was
considered not sensitized to peanuts and the SPT-positive group was considered peanut
sensitized with a wheal diameter of 1-4 mm. Each cohort was randomized to consume at least 6
grams of peanut protein per week over three or more meals (SPT-negative n=272; SPT-positive
n=47) or avoid peanut consumption (SPT-negative n=280; SPT-positive n=51) until 60 months
of age. All infants randomized to the peanut consumption group underwent a baseline oral food
challenge before consuming peanut. Infants with a positive response to the oral food challenge
(n=7) or reacted to peanut during the consumption period (n=8) did not consume or discontinued
consuming peanut. Peanut protein was provided in the form of a snack food made from peanut
butter and puffed maize or smooth peanut butter. The study had a 98.4% retention rate; 10
participants withdrew voluntarily or were lost to follow-up. Compliance with diets was assessed
with validated food frequency questionnaires and peanut protein measured in bed dust samples.
At evaluations conducted at 12 and 30 months of age, 75% of children in the peanut
consumption group reported eating at least 6-7 g peanut protein per week over three meals. In
general, infants adhered as defined by the study investigators to their assigned diets. The
incidence of peanut allergy was determined by a positive oral food challenge at 60 months.
Among the 542 infants in the SPT-negative group, 530 were randomized and analyzed for peanut
allergy. At 60 months of age, 13.7% of the avoidance group and 1.9% of the consumption group
were allergic to peanuts (P < .001). The absolute difference in risk between the groups was

35 This study characterized the population screened for the LEAP intervention study. Baseline characteristics for
infants screened for and enrolled in the LEAP intervention study are reported.



11.8% (95% confidence interval®® 3.4 — 20.3; P<0.001) or an 86.1% relative reduction in the
prevalence of peanut allergy. Among the 98 children in the SPT-positive group, all were
randomized and analyzed for peanut allergy. At 60 months of age, 35.3% of the avoidance group
and 10.6% of the consumption group were allergic to peanuts; the absolute difference between
groups was 24.7% (95% Cl, 4.9 to 43.3; P = 0.004) or a 70.0% relative reduction in the
prevalence of peanut allergy. For both cohorts combined, 17.2% of the avoidance group and
3.2% of the consumption group were allergic to peanuts (P < .001). The absolute difference in
risk between the groups was 14% or an 81% relative reduction in the prevalence of peanut
allergy.

A follow-up to the LEAP study found that after twelve months of peanut avoidance, the
prevalence of peanut allergy in the group that avoided peanuts during the study was statistically
significantly higher than the group that consumed peanuts during the study (DuToit et al, 2016)
(18.6% [52 of 280 participants] versus 4.8% [13 of 270 participants], P<0.001). Three new cases
of allergy developed in each group. However, these cases did not result in a significant increase
in the prevalence of peanut allergy in the group that consumed peanuts during the study (3.6%
[10 of 274 participants] at 60 months and 4.8% [13 of 270 participants] at 72 months, P=0.25).
Because this follow-up study did not provide peanut as an intervention, scientific conclusions
from this study alone could not be drawn about the relationship between the consumption of
peanut and a reduced risk of developing peanut allergy.

Perkin et al. (2016 b) was a moderate quality, randomized, controlled intervention trial, entitled
“Enquiring About Tolerance” (EAT), that sought to determine whether the early introduction of
common dietary allergens (peanut, cooked hen’s egg, cow’s milk, sesame, whitefish, and wheat)
from 3 months of age in exclusively breast-fed infants in the general population (regardless of
atopic status or family history of allergy) would prevent food allergies, as compared with infants
who were exclusively breastfed for approximately 6 months. A total of 1303 infants from the
United Kingdom were enrolled (Perkin 2016 a)%’. Between 13 and 17 weeks of age, exclusively
breastfed infants were randomly assigned to either a standard-introduction group (SIG, n=651)
or an early introduction group (EIG, N = 652). Infants in the standard-introduction group were
instructed to consume no allergenic foods before 6 months of age and continued to be
exclusively breastfed until about 6 months of age. Infants in the early introduction group were
instructed to begin consuming 6 allergenic foods sequentially in generally randomized order
(cow’s milk, peanut, cooked egg, sesame, whitefish, and wheat) from 3 to 6 months of age in
addition to being breastfed. In this general population of infants, about 24% of infants in both
SIG and EIG groups had visible eczema. In the EIG, 9 children were sensitized to peanut (SPT
range 1-4 mm) and 24 were sensitized to egg. The consumption target was 4 g of each allergenic
food protein per week and in the case of peanut, equal to 2 teaspoons of peanut butter. The
primary outcome was an oral food challenge-proven food allergy to one or more of the six early-
introduction foods between 1 year and 3 years of age. Secondary outcomes were allergy to

3 Confidence intervals are ranges that provide a statistical analysis of comparative measures of risk (e.g., relative
risk, odds ratio and hazard ratio). Confidence intervals are significant when the entire range is less than or greater
than “1” (e.g., 0.7-0.9 or 1.1-1.5). If the confidence interval includes “1” within its range, then it cannot be
concluded that a relationship exists between the substance and the disease. See supra, note 6 [Section I11. F].

37 This study characterized the population screened for the EAT intervention study. The study design and baseline
characteristics for infants screened for and enrolled in the EAT intervention study are reported.



individual foods and positive results on skin-prick testing for individual foods. Regarding
consumption of peanuts, compliance with diets was assessed with validated food frequency
guestionnaires and peanut protein measured in bed dust samples. Overall compliance as defined
by the investigators was 92% in the SIG and 42% in the EIG. In the EIG, by 6 months of age,
65% of infants consumed the recommended amount of peanut protein per week.

The incidence of peanut allergy was determined by positive oral food challenge at 12 or 36
months of age. The median age of first peanut consumption in the EIG was 20 weeks. In the SIG,
597 of 651 infants were analyzed for peanut allergy. In the EIG, 571 of 652 infants were
analyzed for peanut allergy. Peanut allergy occurred in 1.2% of the participants in the EIG and in
2.5% of those in the SIG, representing a non-significant 51% lower relative risk in the early-
introduction group (P =0.11).

D. Assessment of Observational Studies

FDA evaluated 7 observational studies identified by the petition. Scientific conclusions about a
relationship between peanut and a reduced risk of developing peanut allergy could not be drawn
from these studies for the reasons discussed below.

One study (Du Toit et al., 2008) measured reported peanut allergy in children 4 through 18 years
of age by questionnaire and confirmed the questionnaire identified peanut allergy (n=81) with
clinical assessment (skin prick tests, peanut IgE, or both or an oral food challenge) in a subset of
47 children. As discussed above, skin prick tests or serum IgE blood levels alone are not
sufficient to diagnose food allergy (Boyle et al., 2010; Sicherer and Sampson, 2014) and the
number of children that were assessed by oral food challenge was not reported. This study also
did not provide any information about peanut intake in the children that were clinically assessed
for peanut allergy. While the study reported dietary intake data, the intake data was collected on
a separate population of infants 4 to 24 months age and information about peanut allergy in these
infants was not provided. Thus, scientific conclusions from this study could not be drawn about
the relationship between the consumption of peanuts and a reduced risk of developing peanut
allergy in the population for which the petition requested a qualified health claim.

Three studies did not report on the dietary assessment of peanut intake (Frank et al., 1999;
Joseph et al., 2011; McGowan et al., 2015). We note that these studies also did not measure
peanut allergy with an oral food challenge. As discussed above, oral food challenge represents
the method that corresponds most closely to the natural ingestion of food and, provides the most
definitive diagnosis of clinically reactive food allergy. Three other studies measured peanut
intake in response to an oral food challenge (Johannsen et al., 2011; Ludman et al., 2013; Peters
et al., 2015). The study duration was too short (approximately 30 minutes up to 4 hours) to
provide any information about the long-term effect of peanut consumption on reducing the risk
of peanut allergy.3® Thus, scientific conclusions from these studies could not be drawn about the
relationship between the consumption of peanut and a reduced risk of developing peanut allergy
for which the petition requested a qualified health claim.

I11. Strength of the Scientific Evidence

38 See supra, note 6.



Below, the agency rates the strength of the total body of publicly available evidence. The agency
conducts this rating evaluation by considering the study type (e.g., intervention, prospective
cohort, case-control, cross-sectional), the methodological quality rating previously assigned, the
number of studies and number of subjects per group, whether the body of scientific evidence
supports a health claim relationship for the U.S. population or target subgroup, whether study
results supporting the proposed claim have been replicated,3 and the overall consistency* of the
total body of evidence.** Based on the totality of the scientific evidence, FDA determines
whether such evidence is credible to support a qualified health claim for the substance/disease
relationship and, if so, considers what qualifying language should be included to convey the
limits on the level of scientific evidence supporting the relationship and to prevent the claim
from being misleading in other ways.

As discussed in section 11, evidence relating to a relationship between peanut intake and a
reduced risk of developing peanut allergy is limited to two intervention studies (DuToit et al.,
2015; Perkin et al., 2016b) of moderate methodological quality. Both of these studies observed
the development of peanut allergy in young children who began consuming peanuts in infancy
compared to young children who avoided peanuts since infancy. In the LEAP study, infants
between 4 and 10 months of age were randomized to either peanut consumption (SPT-negative
n=272; SPT-positive n=47) of at least 6 grams of peanut protein per week over 3 meals or peanut
avoidance (SPT-negative n=280; SPT-positive n=51) until 60 months of age. In the EAT study,
infants between 3 and 6 months of age were randomized to either early peanut consumption (n =
595) of 4 grams of peanut protein over 2 feedings per week or peanut avoidance (n = 567) until
12 or 36 months of age. Peanut allergy was diagnosed by positive oral food challenge at 60
months and 12 or 36 months in the LEAP and EAT studies, respectively. Both studies were
conducted in the United Kingdom and included a large number of subjects. Subjects in the
LEAP study were required to have severe eczema, egg allergy, or both; whereas subjects in the
EAT study were not restricted from enrollment based on atopic status.

Although both studies found a higher incidence of peanut allergy in young children who avoided
peanuts since infancy, the result was not statistically significant in the EAT study. The LEAP
study, on the other hand, found a statistically significant difference between the incidence of
peanut allergy in children who consumed peanuts since infancy and those who did not (P<0.001).
Thus, only one of the two intervention studies included in FDA'’s evaluation might be considered
to show any credible evidence of a relationship between peanut consumption and reduced risk of
developing peanut allergy.

Next, we consider the merits of the LEAP study in determining whether and to what extent the
relationship between consumption of peanuts and the development of peanut allergy is
scientifically supportable. As mentioned above, the LEAP study was a randomized, controlled,
intervention study and enrolled a large number of subjects (n=650). In general, results from
large, randomized, controlled intervention studies provide the strongest evidence for the claimed
effect (Sempos et al., 1999). Moreover, the study was of moderate methodological quality and

39 See supra, note 14.
40 See supra, note 15.
41 See supra, note 6 [Section I11.F].



diagnosis of a clinical endpoint was determined by a definitively diagnostic method, i.e., positive
oral food challenge. We also considered the statistical significance and magnitude of the risk
reduction demonstrated in the LEAP study. There was a statistically significant 81% relative
reduction in the development of peanut allergy by 60 months of age in the peanut consumption
group compared to the peanut avoidance group. We note that, the greater the magnitude of the
beneficial effect, the more likely the association may exist.*? Here, we find a risk reduction of
81% to be a large difference in effect between the two groups.

Based on these factors, FDA concludes that the LEAP study provides credible evidence
suggesting a possible relationship between consumption of peanuts and the development of
peanut allergy in the specific population studied. However, consistency of findings among
similar and different study designs is important for evaluating the strength of the scientific
evidence and drawing conclusions about the substance-disease relationship. Without additional
studies to corroborate the findings of the LEAP study and establish consistency and replicability
of its results, FDA considers there to be limited evidence suggesting a possible relationship
between peanut consumption during infancy and early childhood and the reduced risk of
developing peanut allergy by 60 months of age.

Furthermore, in the absence of credible scientific evidence to suggest a possible substance-
disease relationship outside the specific age range and atopic status of subjects enrolled in the
LEAP study, the scope of the claim is limited to the age range and atopic status of subjects in the
LEAP study (i.e., infants between 4 and 10 months of age with severe eczema and/or egg
allergy). We note that 3 to 6 month-old infants without severe eczema and/or egg allergy were
introduced to peanuts in the EAT study but a statistically significant relationship was not found
when subjects were tested for peanut allergy at 12 or 36 months of age. This outcome suggests
that the substance-disease relationship may not exist when peanut is introduced to infants in a
younger age range without severe eczema and/or egg allergy and when consumption continues
until less than 60 months of age. Therefore, FDA concludes that the qualified health claim is
only supported for infants with severe eczema and/or egg allergy introduced to peanut between 4
and 10 months of age and who continue peanut consumption until 60 months of age.

In addition to the LEAP study, FDA also considered the National Academies report on Finding a
Path to Safety in Food Allergy* and the Addendum Guidelines for the Prevention of Peanut
Allergy in the United States.** We recognize that the purpose and scope of the NIH clinical
feeding recommendations set for in the Addendum Guidelines for the Prevention of Peanut
Allergy are separate and distinct from our review of scientific evidence to support a qualified
health clam about a reduced risk of peanut allergy in food labeling.

42 See supra, note 6 [section I11.F].

43 Finding a path to safety in food allergy: Assessment of the global burden, causes, prevention, management, and
public policy. National Academies of Sciences, Engineering, and Medicine. 2017. Washington, DC: The National
Academies Press.

44 National Institute of Allergy and Infectious Diseases, “Addendum Guidelines for the Prevention of Peanut Allergy
in the United States: Report of the National Institute of Allergy and Infectious Diseases — Sponsored Expert Panel”
[https://www.niaid.nih.gov/sites/default/files/addendum-peanut-allergy-prevention-guidelines.pdf].
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In sum, FDA has determined that the scientific evidence suggests a possible relationship between
consumption of peanuts in infants with severe eczema and/or egg allergy, beginning between 4
and 10 months of age and continuing until 60 months of age, and a reduced risk of developing
peanut allergy by 60 months of age. The evidence supporting this possible relationship is limited
to the LEAP study.

1VV. Other Enforcement Discretion Factors

A qualified health claim about foods containing ground peanuts and a reduction in risk of
developing peanut allergy on the label or in the labeling of conventional foods is required to
meet all applicable statutory and regulatory requirements under the Federal Food, Drug, and
Cosmetic Act, with the exception of the requirement that a health claim meet the significant
scientific agreement standard and the requirement that the claim be made in accordance with an
authorizing regulation. Other enforcement discretion factors specific to qualified health claims
for foods containing ground peanuts are discussed below.

A. Description of Target Population

The LEAP study suggests a relationship between introduction of foods containing ground
peanuts and a reduced risk of developing peanut allergy (1) in infants with severe eczema and/or
egg allergy, (2) when ground peanuts are introduced between 4 months and 10 months of age,
and (3) when ground peanuts continue to be consumed until 60 months of age (or 5 years of age).
Without this information, the agency would consider the qualified health claim to be misleading
under sections 403(a)(1) and 201(n) of the Act (343 U.S.C. 343(a)(1) and 321(n)).

Section 403(a)(1) states that food is misbranded if its labeling is false or misleading in any
particular. Section 201(n) states that, in determining whether labeling is misleading, the agency
shall take into account not only representations made about the product, but also the extent to
which the labeling fails to reveal facts material in light of such representations made or
suggested in the labeling or material with respect to the consequences which may result from use
of the article to which the labeling relates under the conditions of use as are customary or usual.
Thus, the omission of certain material facts from the label or labeling on a food causes the
product to be misbranded within the meaning of sections 403(a)(1) and 201(n).

The qualified health claim requested by the petitioner will appear on the label of foods
containing ground peanuts. The qualified health claim makes the representation that consuming
peanuts may reduce the risk of developing peanut allergy. However, the LEAP study, the only
credible scientific evidence supporting this relationship, was specifically conducted in infants
with severe eczema and/or egg allergy between the ages of 4 and 10 months who continued
consumption of peanuts until 60 months of age. Without this information, the claim would
imply that the relationship is supported for all ages, regardless of atopic status, and regardless of
the duration of consumption. The agency therefore concludes that this information is material in
light of the representation that consumption of peanut may reduce the risk of developing peanut
allergy. Thus, omission of this information from the claim language would cause the labeling of
the food containing ground peanuts to be misleading under sections 403(a)(1) and 201(n) of the
Act.



Therefore, the agency is considering, as a factor in the exercise of its enforcement discretion that
the claim language include the information enumerated in (1)-(3) above.

B. Level of Consumption

The general requirements for health claims provide that, if the claim is about the effects of
consuming the substance at other than decreased dietary levels, the level of the substance must
be sufficiently high and in an appropriate form to justify the claim. Where no definition for
“high” has been established, the claim must specify the daily dietary intake necessary to achieve
the claimed effect (21 CFR 101.14(d)(2)(vii)). However, the agency finds that this provision
should not be applied to these qualified health claims for ground peanuts. The LEAP study was
not designed to evaluate a dose-response relationship and did not provide dose response data.
Specifying a recommended daily intake level of ground peanuts to be included in the claim
language based on the level of intake from one study that did not evaluate a dose response would
imply consistency in the body of evidence and more certainty about the level of effect than exists
for the population that is the subject of the qualified health claim.*® Therefore, FDA does not
have a sufficient basis to identify a daily dietary intake level necessary to achieve the claimed
effect, or to set forth, as a factor in the exercise of its enforcement discretion, an amount of
ground peanuts that would be necessary for a food bearing the qualified health claim to contain
in order to be eligible to bear the claim. Furthermore, as discussed in Section IV.D., the claim
will direct consumers to their healthcare provider before feeding ground peanuts. Healthcare
providers can provide individual guidance on the introduction of ground peanuts to an infant’s
diet, including amount and timing of feeding ground peanuts.®

Therefore, the FDA is not specifying any minimum level of intake of ground peanuts to be
considered as a factor in the exercise of its enforcement discretion for a qualified health claim
about a reduced risk of developing peanut allergy. Furthermore, the agency would consider any
label or labeling suggesting a specific level of ground peanuts to be useful in achieving a reduced
risk of developing peanut allergy for the general healthy population to be false and misleading
under Section 403 (a) of the Act. Further, FDA would monitor and evaluate for possible
enforcement action situations where foods that bear the qualified health claim for introduction of
foods containing ground peanuts between 4 and 10 months of age and reduced risk of developing
peanut allergy that contain ground peanuts in trivial amounts.

C. Disqualifying Nutrient Levels

Under the general requirements for health claims, a health claim may not be made on the label or
in labeling when the label represents or purports that a food is for infants and toddlers less than 2
years of age except if the claim is specifically provided for by regulation (21 CFR 101.14(e)(5)) .
FDA intends to consider exercising enforcement discretion for the use of the qualified health
claim, not specifically required by regulation, on the label or in labeling for such foods. With
respect to disqualifying nutrient levels, a food may not bear a health claim if that food exceeds
any of the disqualifying nutrient levels for total fat, saturated fat, cholesterol, or sodium

4 See supra, note 6 [Section 111.H.]
46 We note that the NIAID Addendum Guidelines provide clinical recommendations for feeding peanut protein to
infants and young children for health care professionals to consider when implementing the guidelines.



established in § 101.14(a)(4), as required by 21 CFR 101.14(e)(3). Section 101.14 applies to all
health claims regardless of types of diseases and health-related conditions. Disqualifying total
fat levels are above 13.0 g per Reference Amount Customarily Consumed (RACC), per label
serving size and per 50 g if the RACC is 30 g or less or 2 tablespoons or less for individual
foods. Disqualifying saturated fat levels are above 4.0 g per RACC, per label serving size and
per 50 g if the RACC is 30 g or less or 2 tablespoons or less for individual foods. Disqualifying
cholesterol levels are above 60 mg per RACC, per label serving size and per 50 g if the RACC is
30 g or less or 2 tablespoons or less for individual foods. Disqualifying sodium levels are 480
mg per RACC, per label serving size and per 50 g if the RACC is 30 g or less or 2 tablespoons or
less for individual foods.

The general requirements for health claims also provide for FDA to authorize a health claim for a
food despite the fact that a nutrient in the food exceeds the disqualifying level, if the agency
finds that such a claim will assist consumers in maintaining healthy dietary practices (21 CFR
101.14(e)(3)). In such cases, the label must also bear a disclosure statement that complies with
21 CFR 101.13(h), highlighting the nutrient that exceeds the disqualifying level, unless subject to
an exception from the need for a disclosure statement (21 CFR 101.14(e)(3)). One such
exception is food intended specifically for use by infants and children less than 2 years of age.
Therefore, if the qualified health claim appears on a food that exceeds a disqualifying nutrient
level, and the food is represented or purported for infants and children less than 2 years of age, a
disclosure statement would not be required by section 101.13(h).

Ground peanuts and certain foods that would contain ground peanuts, such as smooth peanut
butter, exceed the total fat disqualifying level per RACC and per 50g. Certain foods that contain
ground peanuts, such as smooth peanut butter, also exceed the total fat and saturated fat
disqualifying levels per 50g, due to the fact that they have small RACCs. FDA considers that an
appropriately qualified health claim about consumption of ground peanuts could assist
consumers in maintaining healthy dietary practices, based on the suggestive evidence of a
relationship between early consumption of ground peanuts in infants with severe eczema and/or
egg allergy and the reduced risk of developing peanut allergy. Thus, FDA intends to exercise
enforcement discretion for foods that bear the qualified health claim and exceed the disqualifying
levels for total fat and saturated fat set forth in 21 CFR 101.14(a)(4). FDA believes that it is
appropriate to consider, as a factor in the exercise of its enforcement discretion, that when the
total fat or saturated fat level in the food exceeds the disqualifying level as defined by 21 CFR
101.14(a)(4), the label bear a disclosure statement (e.g., See nutrition information for total fat
content) that complies with 21 CFR 101.13(h).#’ The exercise of our enforcement discretion

47 We note that 21 CFR 101.13(h) contains exceptions to the need for a disclosure statement that includes an
exception for food intended specifically for use by infants and children less than 2 years. We also note that the final
rule entitled “Food Labeling: Revision of the Nutrition and Supplement Facts Labels” (81 Fed. Reg. 33742; May 27,
2016) changed the declaration required for certain nutrients, including total fat and saturated fat, on foods, other than
infant formula, represented or purported to be specifically for infants and young children, and changed the age
category for which the nutrient declarations are required from infants and children less than 2 years of age to infants
through 12 months of age and children 1 through 3 years of age. Thus, section 101.9(j)(5)(i) now requires, among
other nutrients, the declaration of total fat and saturated fat to be declared on foods, other than infant formula,
represented or purported to be specifically for infants through 12 months of age and children 1 through 3 years of
age on nutrition labeling. We plan to address, as appropriate and as time and resources permit, the impact of the
changes in nutrient declarations in the final rule to other regulations, such as 21 CFR 101.13(h) and 101.14 related to
nutrient disclosure requirements, in separate rulemaking actions (see 81 Fed. Reg. 33742 at 33751).



would not be necessary for food bearing the qualified health claim intended specifically for use
by infants and children less than 2 years for which a disclosure statement, as described in section
101.13(h), is not required. FDA will also consider, as a factor in the exercise of its enforcement
discretion, that foods that contain ground peanuts that bear a qualified health claim for early
consumption of ground peanuts in infants with severe eczema and/or egg allergy and the reduced
risk of developing peanut allergy, meet the requirements for the sodium and cholesterol
disqualifying levels, as required by sections 101.14(a)(4) and (¢)(3), and disclosure statements,
as required by section 101.13(h).

D. Additional Claim Language

1. Consulting with a healthcare provider before introduction of foods containing
ground peanuts to infants and children with severe eczema and/or egg allergy

Having evaluated the LEAP study and evidence related to the prevalence of peanut allergy
among infants and children, FDA concludes that additional language is needed to ensure safe
feeding of foods containing ground peanuts to infants with severe eczema and/or egg allergy.

First, the LEAP study excluded infants who demonstrated strong peanut sensitization to the skin
prick test (i.e., infants with SPT-induced wheal diameters greater than 4mm). These infants
totaled 9.1% of infants (76 of 834 infants) with severe eczema and/or egg allergy screened for
enrollment. Because these infants were not included in the study, the safety and effectiveness of
peanut consumption in this population remain unknown (see DuToit et al., 2015). However, the
claim language does not inform caregivers of infants with severe eczema and/or egg allergy that
the relationship between peanut consumption and reduced risk of developing peanut allergy is
not supported for infants with strong peanut sensitization. More importantly, even if caregivers
were aware of this, they are unlikely to know whether their infant has strong peanut sensitization.
Such a determination can only be made by consulting with a healthcare provider. Therefore,
FDA concludes that caregivers should be advised to consult a healthcare provider before
deciding whether to feed foods containing ground peanuts to their infant with severe eczema
and/or egg allergy. Further, FDA concludes it is necessary to qualify the target population of the
claim language to be “most infants with severe eczema and/or egg allergy.” The target
population does not include infants with severe eczema and/or egg allergy with strong peanut
sensitization because such infants were not included in the LEAP study.

Second, among infants who met criteria for enrollment in the LEAP study, several were
determined to have peanut allergy before peanut consumption began. Seven infants failed the
baseline OFC and therefore had challenge-proven peanut allergy. Thus, even among the
population of infants supported by the claim language, there may be infants for whom peanut
consumption is not appropriate and presents a safety risk. Indeed, infants with eczema are
known to be 11 times more likely to have peanut allergy by the age of 12 months than infants
without eczema (Martin et al., 2015) and peanut allergy has been observed to be more prevalent
among infants and children with egg allergy (Sampson, 2012.). Unless their infant has had a
previous reaction to peanut exposure, which is unlikely at such a young age, caregivers will not




know whether their infant with severe eczema and/or egg allergy has peanut allergy. As such,
testing and evaluation by a healthcare provider are necessary to diagnose pre-existing peanut
allergy. In light of this and the potential for serious adverse health reactions to result from
consumption of peanuts, including death related to food-induced anaphylaxis, FDA concludes
that caregivers of infants with severe eczema and/or egg allergy should be advised to consult a
healthcare provider before feeding foods containing ground peanuts.

The claim language proposed by Assured Bites, Inc. is not sufficient to prevent consumers from
being misled in part because it does not make clear that a healthcare professional should be
consulted before introducing ground peanuts into the diet of an infant with severe eczema and/or
egg allergy, or that not all infants with severe eczema and/or egg allergy should be fed ground
peanuts. The articulation of the relationship between the consumption of peanut and a reduced
risk of developing peanut allergy could mislead consumers into thinking that ground peanuts are
appropriate to feed to infants with severe eczema and/or egg allergy and who may be peanut
allergic or have symptoms of peanut allergy. The agency considers it appropriate to include, as a
factor in the exercise of its enforcement discretion, that the qualified claim state “most” infants
with severe eczema or egg allergy and additional language be added to the claim stating:

If your infant has severe eczema and/or egg allergy, check with your infant’s
healthcare provider before feeding foods containing ground peanuts.

Without this information, and without the bold text, the agency would consider the qualified
health claim to be misleading under sections 403(a)(1) and 201(n) of the FD&C Act because it
would fail to reveal facts material with respect to consequences which may result from the food,
if consumed by infants and children that are the subject of the claim. FDA has concluded that
this language, in bold type, is necessary in light of the significant public health risk that could be
created by the feeding of foods containing ground peanuts to some infants with severe eczema
and/or egg allergy.*®

V. Conclusions

Based on FDA’s consideration of the scientific evidence submitted with the petition and other
pertinent scientific evidence, FDA concludes that that the current scientific evidence is
appropriate for consideration of a qualified health claim regarding the relationship between the
consumption of foods containing ground peanuts and a reduced risk of developing peanut
allergy, provided that the qualified health claims are worded so as not to mislead consumers.

The agency has concluded that certain language in the proposed claims is not appropriate for
inclusion in the qualified health claim. The language “emerging clinical research” to describe
the evidence supporting the relationship between consumption of peanuts and reduced risk of
developing peanut allergy mischaracterizes the strength of the evidence and is misleading
because it suggests that there is currently more scientific evidence available than a single

48 See memo to file, Docket No. FDA-2016-Q-0274, Rationale for requiring additional safety language to
accompany the qualified health claim.



intervention study (DuToit et al., 2015) or that more evidence will soon be available to support
such a relationship. The language “initial clinical study” is also misleading as it suggests that
more evidence will soon be available to support such a relationship. Furthermore, the proposed
claims describe “early introduction of peanuts to infants aged 4 to 60 months” or “early
introduction of peanuts to infants.” However, these are not accurate descriptions of the
population, the age of introduction, and the duration of continued consumption of foods
containing ground peanuts supported by the evidence. In this intervention study, the reduced risk
of peanut allergy was observed in infants with severe eczema and/or egg allergy who began
consuming peanut protein between 4 and 10 months of age and continued consumption up to 60
months of age. Without this information, the evidence does not support the proposed claim.

The language of one of the proposed claims states that the introduction of peanuts is for “infants
ready for solid foods.” FDA agrees that other solid foods should be introduced before ground
peanuts to show that the infant is developmentally ready. *® FDA has revised the language from
the proposed qualified health claim to state that the introduction of foods containing ground
peanuts is for infants “who are already eating solid foods.”

In light of the above considerations, FDA intends to consider the exercise of its enforcement
discretion for the following qualified health claim:

For most infants with severe eczema and/or egg allergy who are already eating solid
foods, introducing foods containing ground peanuts between 4 and 10 months of age and
continuing consumption may reduce the risk of developing peanut allergy by 5 years of
age. FDA has determined, however, that the evidence supporting this claim is limited to
one study.

If your infant has severe eczema and/or egg allergy, check with your infant’s
healthcare provider before feeding foods containing ground peanuts.

FDA intends to consider exercising its enforcement discretion for the above qualified health
claim when all the factors for enforcement discretion identified in this letter are met.

Please note that scientific information is subject to change, as are consumer consumption
patterns. FDA intends to evaluate new information that becomes available to determine whether
it necessitates a change in this decision. For example, scientific evidence may become available
that will support significant scientific agreement that will no longer support the use of the above
qualified health claim or that may raise safety concerns about the substance that is the subject of
the claim.

Sincerely,

Douglas Balentine, Ph.D.

49 See supra, note 17.
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