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Food allergy is an important public health problem because it affects children and
adults, it may be severe and eventtiesatening, and it may be increasing in prevalence.
Beginning in 2008, the National Institute of Allergy and Infectious Diseas&d NI
working with other organizations and advocacy groups, led the development of the first
clinical guidelines for the diagnosis and management of food allehggefjuidelines'
which were/published in 201@id not offer strategies for the prevention of food allergy

dueto'a’lack of definitive studies at the time.

In February 2015, thidew England Journal of Medicine published the results of
the “Learning Early about Peanut Allergy” (LEAP) tridlhis landmark clinicatrial
showedrthat introduction of peanut products into the diets of infants at high risk of
developing peanut allergy was safe and led to an 81 pestativereduction in the
subsequent developmentpdanut allergyThe LEAPtrial resuls, combined with other
emepging data, stronglguggestedhat peanut allergy can be prevented through
introduetion of peanut-containing foods beginning in infancy. This growing body of
evidence raised the need finical recommendations focusing on peanut allergy

prevention.

To achieve this goal and its wide implementatidiAID invited the members of
the 2010 Guidelines Coordinating Committee and other stakeholder organizations to
developrthis ddendum on peanut allergy prevention to the 2010 Guidelines for the

Diagnosis-and Management of Food Allergy in the United States.

DEVELOPMENT OF THE 2017 ADDENDUM TO THE 2010 GUIDELINES FOR
THE DIAGNOSIS AND MANAGEMENT OF FOOD ALLERGY

Coordinating Committee

TheNIAID established &oordinating CommitteeqQC), whose members are
listed in Appendix A, to oversee the development of the addendum; review drafts of the
addendum for accuracy, practicality, clarity, and broad utility of the reconatiens in

clinical practice review and approve the final addendum; and disseminate the addendum.
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The CC members represented 26 professional organizations, advocacy groups, and
federal agencies.
Expert Panel

In June 2015, the CC convened an Expert P&RIthat waschaired by Joshua
Boyce, MD. The 26 panel members, listed in Appendiw8e specialists from a variety
of relevant clinical, scientific, and public health areas. Panel members were nominated
by the'CC organizations, and the composition of the panel received unanimous approval
by the'CC"'member organizations.

The charge to thEP was to use the literature review preparethb\IAID, in
conjunetiomwith consensus expert opinion andideified supplementary documents,
to develop evidencbased recommendations for the early introduction of dietary peanut
to prevent peanut &tgy. The new guidelines are intended to supplement and modify
Guidelines 37 to 40 in Section 5.3.4 of the 2010 GuidefiriEsevention of Food
Allergy.”
Literaturesreview

NIAID staff conducted a literature search of PubMed, limited to the years 2010
(January) to 208 (June). Sixty foupublications (originatesearch articles,
editorials/lettersand systematic revieywsvere deemecdklevant and placed into 2 tiers:
tier 1 contained 18 items, considered highly relevant to the early introduction of peanut or
other allergenic foods; angkt 2 contained 46 items on related topics such as food allergy
or eczemarprevention.
Assessingsthe quality of the body of evidence

Forthe ter 1 referenceshe EPassessed the quality using the Grading of
Recommendations Assessment, Development and Evaluation (GRADE) approach
Preparation.of the addendum

Draft'versions of thaddendum were reviewed by the CC members, open to
public cemment, revised accordingly, and approved by the EP and the CC.
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DEFINING THE STRENGTH OF EACH CLINICAL GUIDELINE
The EP hasisedthe verb “recommends” or “suggests” for each clinical
recommendation. These words convey the strength of the recommendation, defined as
follows:
e Recommend is used when the EP strongly recommendedrf@gainst a particular
course of action.
e 'Suggest is used when the EP weakly recommended for or agaipatticular

course of action.

ADDENDUM GUIDELINES
The EP came to consensus on the following 3 definitions used throughout the addendum
guidelines.

o Severe eczemais defined as persistent or frequently recurring eczema with typical
morphology and distribution assessed as severe by a health care provider and
requiring frequent need for prescriptistrength topical corticosteroids,
calcineurin inhibitorsor other ati-inflammatory agents despite appropriate use
of emollients.

e FEggallergyis defined as a history of an allergic reaction to egg anthgskk
test(SPT)wheal diameter a8 mmor greatemwith egg white extracor a positive
oral egg food challengesult

o A'specialistis defined as &ealth care provider with the training and experience
to (1) perform and interpr&@PTsand oral food challeng¢®FC)and @) know
and manage their risks. Suslrsonsnust haveappropriate medicatiorend

eguipment on site.

TABLE I: Summary of addendum gquidelines 1, 2, and 3
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Addendum | Infant criteria | Recommendations Earliest age of

guideline peanut
introduction

1 Severe Strongly consider evaluation by 4 to 6 months

eczema, egg | slgE and/or SP&aNd,if
allergy, or both| necessaryan oral food
challenge. Based dest results,

introduce peanut-containing

foods
2 Mild -to- Introduce peanut-containing Around 6 months
moderate foods
eczema
3 No eczema or | Introduce peanut-containing Age appropriate
any food foods and in accordance
allergy with family

preferences and

cultural practices

Addendum gquideline 1

ThesEPyrecommends that infants with severe eczema, egg atletgnyth have
introduction of age-appropriate peamatataining food as early dsto 6months of age to
reduce the risk of peanut allergy. Other solid foods should be introduced before peanut-
containing foods to show that the infant is developmentally ready. The EP recommends
that evaluation with peanspecific IgE(peanut sIgE) mesurementSPTs or bothbe
strongly considered before introduction of peanut to determine if peanut should be
introducedand if so, the preferred method of introduction. To minimize a delay in
peanutiintroduction for children whoaytest negative gising for peanut lgE may be
the preferred initial approach in certain health care settings, sti@miis medicine

pediatrics, or dermatology practic&s which skin prick testing is not routine.

This article is protected by copyright. All rights reserved



Togias et al

183  Alternatively, referral for assessment by a specialist beagn option if desired by the

184  health care provider and when available in a timely manner.

185

Severe eczema
or
Egg allergy
or
Both

Peanut sIgE* Peanut Skin Prick Test
1

] 1 1
1 1

Risk of reaction low. Risk of reaction low Risk of reaction varies Infant probably
Over 90% will have (-) SPT to consultation/SPT protocol (95% will not have from moderate to allergic to
peanut. peanut allergy). high. peanut.
Options: Options: Continue
a) Introduce peanut at home O a) Supervised feeding ;Zi?;gﬁz:tngy
b) Supervised feeding in the a) Introduce peanut at in office a specialist
office home b) Graded OFCin a
(based on provider/ parental b) Supervised feeding specialized facility
preference) in the office
(based on
provider/parental
preference)

186
187
188 *To minimize a delay in peanut introduction for children winay test negative, testing for peanut
189 specific IgE may be the preferred initial approach in certaaith care settings. Food allergen panel
190 testing or the addition of sIgE testing for foods other than peanat iecommended due to poor
191 FIG positive predictie value.
192 1
193 Recommended approaches for evaluation of children with severe eczema and/or egg
194  allergy-befare peanut introduction
195
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Important considerations for skin prick testing

SPTreagents, testing devices, and methodot@mdiffer significantly among health
care providers in the United States or elsewhere. The EP recommends that spedialists
should adjust theisPTcategorization criteria according to their own training and
experience.

Health care providers conducting oral food challenges in infants3witthor greater

SPTresponseshould be aware that the probability of a positive challenge increages
I

f the

decision is made to introduce dietary peanut based on the recommendations of addendum

with/wheal size.

guideline 1, the total amount of peanut protein to be regularly consumed per week should
be approximately 6 to 7 grams over 3 or more feedings.

Quality=of evidence Moderate.

The'designation of the quality ofidence asrhoderate” (as opposed to “high¥)
basedwen the fact that this recommendation derives primarily from a sindtawied,
openiabel studythe LEAPtrial. However, it should be noted that the assessment of the
LEAP trial's primary outcome was based on a double-blind, placebo-contrOlci
Furthermore, confidence in this recommendation is bolstered by the largeseféect
demonstrated in the LEA#Rial and prior epidemiological data that peanut allergy is
relatively-infrequent in Israel, where early childhood consumption of peanut is@omm

Contribution of expert opinion. Significant.

Additional comments

1) Breast-feeding recommendations: The EP recognizes that early introduction of

peanutmayseem tadepart from recommendations for exclusive breast-feeding
through 6 months of agklowever it should be noted thatath from the nutrition
analysis of the LEAP cohort indicate that introduction of peanut did not affect the
duration or frequency of breast-feeding, and did not influence growth or nutrition.

2) Age of peanut introduction: For children with severe eczemagg allergy, or both,

the EP recommends that introduction of solid foods Isegjid to 6 months of age

This article is protected by copyright. All rights reserved
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starting with solid food other than peandbwever, it is important to note that the
infants inthe LEAP trial were enrbled between 4 and 11 months of age and
benefitted from peanut consumption regardless of age at entry. Therefore, if the
4- to 6-month time window is missed for any reason, including developmental
delay,infants may still benefit from early peanut intratian.

3) Considerations for family members with established peanut allergy: The EP
recognizes that many infants eligible for early peanut introduction under this
guideline will have older siblings or caregivers with established peanigyalle
The EPrecommends that in this situation caregivers discuss with their health care
providers the overall benefit (reduced risk of peanut allergy in the infarg)s
risks’(potential for further sensitization and accidental exposure of the family
member to peanut) of adding peanut to the infant’s diet.

4) Children identified as allergic to peanut: For children who have been identified as
allergic to peanut, the EP recommends strict peanut avoidancemayisclude
those children who fail the supervised peanut feeding or the OFC, or those
children who, upon further evaluation by a specialist, are confirmed as being
allergicto peanut. These children should be under kengr management by a

specialist.

Addendum guideline 2

ThesEP:suggests that imts with mildto-moderate eczema should have introduction
of age-appropriate peanut-containing food around 6 months of age, in accordance with
family preferences and cultural practices, to reduce the riskasfut allergy. Other solid
foods should be introduced before peanut-containing foods to show that the infant is
developmentally ready. The EP recommends that infants in this categghave
dietary peanut introduced at home without an in-office evaluation. However, the EP
recognizes that some caregivers and healte providermaydesire an iroffice
supervised,feeding, evaluatiaor both

Quiality of evidence Low.

The quality of evidence is low because this recommendation is based on extrapolation
of data from a single study.
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Contribution of expert opinion. Significant.

Addendum guideline 3

The EP suggests that infants without eczema or any food allergy have age-appropriate
peanut-centaining foods freely introduced in the diet together with other solid foods and
in accordance with family preferences andwmall practices.

Quality of evidence Low.

Contribution of expert opinion. Significant.
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GRADE: Grading oRecommendations Assessment, Development and Evaluation

This article is protected by copyright. All rights reserved



567
568
569
570
571

Togias et al

LEAP: Learning Early about Peanut Allergy

NIAID: National Institute of Allergy and Infectious Diseases
OFC: Oral food challenge

slgE: Specific Immunoglobulin E

SPT: Skin.prick test
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Severe eczema
or
Egg allergy
or
Both

Peanut 5Kkin Prick Test

0-2 mm

Peanut sIgE*
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inimize a delay in peanut introduction for children who may test negative, testing tor peanut-
specific IgE may be (he prefermed milial approach o certam health care seltings, Food allereen panel
ing,or the addition of s[gE testing for foods other than peanut is not recommended due to poor

¢ prediclive value,
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