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How to Use This Guide

This guide is designed for primary care clinicians who are providing clinical care to babies under 12
months of age.

This guide will help you adopt early allergen introduction into your practice workflow. Included, you will find
a suggested conversation workflow, simplified assessment algorithms, and best practice recommendations
for early introduction. A tool to help you better distinguish between mild, moderate, and severe eczema is
also included, as are findings from research studies on which early allergen introduction recommendations
are based.

Visit FoodAllergyPrevention.org for plain-language handouts you can use to help your
patients safely implement early introduction of peanut foods at home.
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Summary of Key Points

The Addendum Guidelines for the Prevention of Peanut Allergy in the United States recommend that babies receive
infant-safe peanut foods when developmentally ready, as early as 4 to 6 months of age. These guidelines, developed
by the National Institutes of Allergy and Infectious Disease in 2017, have been adopted by the American Academy

of Pediatrics (AAP) and United States Department of Agriculture (USDA) in their 2020-2025 Dietary Guidelines for
Americans. Following the guidelines can reduce the development of peanut allergy by up to 81%. Use the three E’s of
early introduction to implement these guidelines in your practice.

1. ENCOURAGE all parents to introduce infant-safe peanut foods when their baby is developmentally ready, as early as 4 to 6
months of age.

v' At-home introduction of infant-safe peanut foods has been shown effective and safe for most infants and
should not interfere with continued breastfeeding.

v/ Early and often are the keys to success. Evidence from large, randomized, controlled trials suggests that
providing peanut foods 2 to 3 times per week is optimal for risk reduction.

v Empathize with families already managing peanut allergy at home. Strategize how they can regularly provide
peanut foods to their infant while protecting the allergic household member(s) from exposure to peanut.

2. EVALUATE the small subset of infants (1%-5%) who have severe atopic dermatitis or an egg allergy and are considered at high
risk for developing a peanut allergy.

v" These high-risk infants benefit most from the introduction of infant-safe peanut foods starting as early as 4
months.

v" Consider ordering peanut-specific serum IgE testing prior to the introduction of peanut-containing foods for
these infants.

v' Promptly refer infants with positive peanut-specific IgE results to an allergy specialist for additional
evaluation and recommendations.

3. EDUCATE parents about readiness cues to start introducing solids and how to introduce peanut foods safely and effectively:
v"Introduce infant-safe forms of peanut after 2 or 3 other complementary foods have been safely introduced.

v" Two teaspoons of smooth peanut butter mixed with water, breast milk, or formula is a good place to start.
This is equivalent to about 2 g of peanut protein.

v Discuss the early introduction of other top allergen foods as part of a diverse and healthy diet and as
recommended in the 2020-2025 U.S. Dietary Guidelines for Americans. These foods include egg, tree nut,
sesame, soy (eg, tofu), cow’s milk products (eg, yogurt), shellfish, finned fish, and wheat.

v" Share information on how to identify a food allergy reaction in an infant.

Clinician Workflow for Early Peanut Introduction

(Follows NIH 2017 Addendum Guidelines)

Visit FoodAllergyPrevention.org for free resources to help with practice integration and patient education.

4 & 6 Month Visits For more than 95% of infants you should:

Recommend Introduction of Safe Peanut-Containing Foods at Home

As early as 4 to 6 months old when ready for solids and in accordance with family preferences and cultural
practices. 2g* protein per feeding, 3 times per week.

*NOTE: 2g peanut protein = 2 tsp of thinned creamy peanut butter

HOWEVER, If Infant Has Severe Eczema and/or Egg Allergy (<5% of infants):

Recommend Peanut
Introduction at Home
<0.35 kUA/L (as per above)

Consider Consider In-Office S ised Feedi
P or Consider In-Office Supervised Feeding
Gl Based on Parent/Provider Preference
for Peanut
sigE

>0.35 KUA/L Consider Referral to Specialist

IMPORTANT CONSIDERATION: Consensus guidance published in 2020 by three professional associations in North America (AAAAI, ACAAI, CSACI) recommend that screening before peanut introduction is not required, but may be preferred
by some families. Fleischer DM, Chan ES, et al. J Allergy Clin Immunol Pract. 2021 Jan; 9(1):22-43.e4. Epub 2020 Nov 26.
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Background

The prevalence of food allergy has been steadily rising since the mid-1990s. The Centers for Disease
Control and Prevention (CDC) recently estimated the prevalence of clinician-diagnosed pediatric food
allergy at about 6%, but parent surveys indicate that the likely prevalence of pediatric food allergy may be
closer to 8%.12

On the surface, food allergy may seem like more of an
inconvenience than a major threat to public health. However,
food is an integral component of daily life, and the constant " .
vigilance required to avoid accidental ingestion combined families, totaling almost
with the fear of anaphylaxis affect quality of life to a degree $25 billion each year.*
comparable with type 1 diabetes.®

Pediatric food allergy has
substantial financial costs to US

Fortunately, researchers have identified effective strategies that can stop many cases of food allergy
before they develop.>® Current guidelines issued by leading medical organizations now reflect a scientific
consensus around the effectiveness of early introduction of peanut-containing foods for prevention of
peanut allergy,” and there is growing evidence that early introduction of other allergenic foods, particularly
whole egg, may protect against those food allergies. Here, we review the best ways to translate this
research into your daily clinical practice.

Research Supporting Early Introduction for Food Allergy Prevention

AW EA P
S U D < Enquiring About Tolerance
The LEAP Study The EAT Study

(DuToit et al, N Engl J Med, 2015)° (Perkin et al, N Engl J Med, 2016)°
Published in 2015, the landmark Learning Published in 2016, the Enquiring About
Early About Peanut Allergy (LEAP) study Tolerance (EAT) study randomized breastfed
showed an 81% relative reduction in the babies with all categories of food allergy risk
prevalence of peanut allergy when an infant- to either early or standard introduction of
safe form of peanut was introduced early and allergenic foods. This study demonstrated
fed regularly to infants between 4-11 months that introduction and continued feeding of
of age. Importantly, this study only included peanut and cooked egg during the first year
infants considered at high risk for food of life significantly reduced the prevalence of
allergy due to severe eczema, egg allergy, or those food allergies.

both. This study was funded, in part, by FARE.
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U.S. Recommendations for Early Introduction

Peanut Introduction

The results from the LEAP and EAT studies form the basis for addendum guidelines National Institute of
from the National Institute of Allergy and Infectious Diseases (NIAID) to support the m) i et
introduction of infant-safe forms of peanut beginning at 4 to 6 months of age to

prevent the development of peanut allergy.” NIAID guidelines have been adopted M

by the American Academy of Pediatrics (AAP) and United States Department of

Agriculture (USDA) in their 2020-2025 Dietary Guidelines for Americans.®® 2020 - 2025

According to NIAID guidelines, most
infants should begin early peanut
introduction at home. These infants

Dietary
Guidelines
for Americans

Ongoing feeding of infant-safe allergenic solids

can be fed infant-safe peanut foods Data suggest that the greatest protective benefits may occur
when they are devglopmentally when peanut-containing products are fed regularly (eg, on a
ready, ideally starting betwgen weekly basis). In the EAT study, infants were fed at least

4 and 6 months of age. This 3 grams of peanut protein per week.°

applies to all infants without severe
atopic dermatitis or egg allergy.

A small minority of infants are considered to be at high risk for peanut allergy development due to a history
of severe atopic dermatitis, egg allergy, or both. Similar to the guidance for lower-risk infants, guidance for
high-risk infants emphasizes the importance of feeding infant-safe peanut products beginning at

4 to 6 months of age. However, NIAID recommends that clinicians consider peanut-specific IgE blood
testing or skin prick testing prior to the first peanut feeding for these infants.’

Peanut-specific IZE testing in the pediatric setting

Pediatric health care providers can order peanut-specific serum IgE testing for babies with severe

eczema and refer patients with positive results (=0.35 kUA/L) to an allergist. If testing rules out
pre-existing peanut allergy, the guidelines recommend prompt introduction of peanut foods. Current
food allergy practice parameters advise against ordering multi-food panels for IgE testing or IgG
testing, as these tests have poor predictive value in diagnosing clinical food allergy.

Is the protective effect of early peanut introduction durable?

Yes! The Persistence of Oral Tolerance to Peanut study, also called LEAP-On (partially funded by FARE),
followed children who had participated in LEAP to ask what would happen if children who ate
peanut foods from an early age avoided peanut for a full year. Researchers found that children who
ate peanut foods from infancy to age 5 years and then avoided peanuts from ages 5 to 6 years
were still 74% less likely to develop peanut allergy than children who had consistently avoided
peanut foods from infancy to age 6 years. LEAP-On showed that the peanut tolerance promoted by early
introduction to peanut foods could be long-lasting.
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Introduction of Other Allergenic Foods

Limited—but accumulating—evidence suggests that early introduction of commonly allergenic solids other
than peanut may decrease food allergy development.*? At this time, NIAID and USDA recommend that
infants eat a diverse diet of complementary foods, including allergenic foods, beginning at about 6 months
of age.”®

Common Food Allergens in the United States®**

Shellfish

Additional consensus guidance (not guidelines) was published in 2020 by the three major North American
allergy societies (AAAAI, ACAAI, CSACI).** These societies agree on the following:

e There are no data indicating that introducing other allergenic foods around 6 months of age is harmful.
e Parents should not delay introduction of these foods once other complementary foods have been started.

e Maternal exclusion of common allergens during pregnancy and/or lactation as a means to prevent food
allergy is not recommended.

e Exclusive breastfeeding is universally recommended for all mothers and there is no specific association
between exclusive breastfeeding and the primary prevention of any specific food allergy.

NOTE: The North American consensus guidance also recommend that both peanut and egg be introduced
around 6 months of age, but not before 4 months, to prevent peanut and/or egg allergy. This guidance
goes beyond recommendations provided in the2017 NIAID Addendum Guidelines for the Prevention of
Peanut Allergy in the United States
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Promoting Early Introduction in Your Practice

Use the “Three E’s of Early Introduction”—Encourage, Evaluate, and Educate—to help prevent food allergies.

1) Encourage families to...
e Continue breastfeeding or feeding infant formula as the main source of nutrition through the first year of life.

e Introduce complementary foods starting as early as 4 months or when the baby is developmentally ready, to
supply baby’s increasing nutritional needs and support growth and development.

e Incorporate top allergens into the baby’s diet with emphasis on infant-safe peanut foods and egg once infant is
comfortable with 2 to 3 other foods.

o Ensure the textures are appropriate for the infant and foods are cooked to the proper temperature.

o See infant-safe peanut feeding guidance and serving suggestions from NIAID.

e Feed their infant allergenic solid foods regularly even if the household is managing another family member’s
food allergy. Support parents by empathizing and actively problem-solving to help them implement early
introduction safely.

Itis important to EMPATHIZE with families already managing peanut allergy at home. Strategize how they can regularly

provide peanut foods to their infant while protecting the allergic household member(s) from exposure to peanut.

2) Evaluate...
e Developmental readiness for complementary foods.
e Family values and preferences related to the introduction of complementary foods.

e The risk for food allergy is based in the small subset (1%-5%) where the presence of severe atopic dermatitis or a
history of egg allergy is present.

e Refer to an allergist if:
o Infant has severe eczema and peanut-specific serum IgE >0.35 kUA/L.
o Infant has severe eczema and family does not want a blood test.
o Family is reluctant to introduce peanut and other common allergenic solid foods after clinician education.

Evaluating Severity of Atopic Dermatitis

Severe atopic dermatitis affects just 0.9% to 6% of babies.X®> NIAID defines severe atopic dermatitis as persistent, frequently
occurring eczema that requires prescription-strength topical treatments despite the use of appropriate emollients.”

Validated tools can also be used to assess atopic dermatitis severity. One such tool (VIGA-AD™)!€ can be found in the Appendix
and at FoodAllergyPrevention.org.

3) Educate about...

e Readiness cues to start complementary feeding.
e Preparation and safe introduction of peanut foods when other complementary foods are fed.

e Time-sensitivity of allergen introduction—prevention is a “limited-time offer,” especially for babies at high risk, for
whom the window of prevention opportunity closes the earliest.

e The importance of frequent feeding—at least twice per week—to reduce the risk of developing specific food
allergies. Remember that early introduction is not a one-time event!

e Introduction of other complementary foods, including allergenic solid foods such as infant-safe forms of cow’s
milk, tree nuts, sesame, wheat, shellfish, fish, and soy.

e How to identify a possible food allergy reaction in an infant.
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Best Practices for Early Introduction of Allergenic Solid Foods

All Infants

Almost all babies can eat infant-safe forms of peanut when they are 4 to 6 months of age and
developmentally ready. Use well-baby visits to evaluate babies for food allergy risk and to educate about
and monitor progress with the introduction of allergenic solids.

Using Well-Baby Visits to Promote Early Introduction of Allergenic Solids

I Newborn I 1 months I 2 months I 3 months I 4 months I 5 months I 6 months I 7+ months I

e Assess baby for signs of e Assess baby for signs e [f complementary foods
severe atopic dermatitis of developmental have been introduced,

e Counsel parents on readiness for ask about progress
signs of developmental introduction of solid with the introduction
readiness for the foods of peanut and other
introduction of solid e For babies who are not allergenic solid foods
foods yet developmentally e Remind parents that

e Explain the benefits of ready, review signs of feeding of allergenic

readiness with parents solids should be an

introducing infant-safe
forms of peanut early e Assess baby for signs of
severe atopic dermatitis

ongoing process

e Unless baby has severe
atopic dermatitis,
remind parents about
the benefits of early
introduction of peanut-
containing foods, and
review recommended
infant-safe peanut food
preparations

e |f baby has severe atopic
dermatitis, either refer
to an allergist or order
peanut-specific serum
IgE testing and make
recommendations
based on results
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Lower-Risk Infants (~19 out of 20 infants)
Infants without severe atopic dermatitis or egg allergy

VY
Wy v Wy Wy W Wy W Wy W Wy W Wy v Wy Wy vy
Y
VW v Wy W Wy W Wy W Wy W Wy W Wy W Wy vy
Infant-safe forms of peanut should be introduced after 2 or 3 other complementary foods have been safely

introduced, demonstrating developmental readiness. Parents should aim to feed about 2 teaspoons of creamy
peanut butter (thinned with water, breast milk, formula, or pureed food) about 2 to 3 times per week.

Other commonly allergenic solid foods can then be added to an infant’s diet one at a time. Once established in the
diet, allergenic solid foods should be given regularly along with other healthy foods like fruits, vegetables, and meats.

High-Risk Infants (~1 in 20 infants)
Infants with severe atopic dermatitis or egg allergy

For the very small group of babies (0.1%-6%) at high risk for food allergy due to severe eczema or egg allergy, it is
especially important to add peanut to the diet early—as early as 4 months of age or when developmentally ready.

Earlier is better for infants with severe atopic dermatitis or egg allergy

Data from the LEAP study show that introduction at 4 months produces the best chance of food allergy prevention.®*

High-risk infants can be screened in the primary care setting prior to introduction of infant-safe peanut foods using a
blood test for peanut-specific serum IgE. The next steps for peanut protein introduction depend on the test results:

sIgE < 0.35 kUp/L Strong negative predictive value; introduce infant-safe
forms of peanut at home as soon as developmentally ready

PeanUt-SPeCIflc il according to the same procedures as for lower-risk babies

ISE test for infants with
severe atopic dermatitis or egg
allergy

Poor positive predictive value; refer promptly to a specialist
sIgE 2 0.35 kUp/L for further evaluation

Note that IgE panels and IgG testing should not be used to diagnose a patient’s food allergy.
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Appendix A: Validated Investigator Global Assessment Scale for Atopic
Dermatitis (vVIGA-AD™) and Example Images

Instructions:

The IGA score is selected using the descriptors below that best describe the overall appearance of the
lesions at a given time point. It is not necessary that all characteristics under Morphological Description be
present.

Score . -
(Severity) Morphological Description
No inflammatory signs of atopic dermatitis (no erythema, no
0 induration/papulation, no lichenification, no oozing/crusting).
(Clear)

Post-inflammatory hyperpigmentation and/or hypopigmentation may be present.

Barely perceptible erythema, barely perceptible induration/papulation, and/or

1 minimal lichenification.

(AImost clear) . .
No oozing or crusting.

Slight but definite erythema (pink), slight but definite induration/papulation,

2 and/or slight but definite lichenification.

(Mild) No oozing or crusting.

Clearly perceptible erythema (dull red), clearly perceptible induration/papulation,

3 and/or clearly perceptible lichenification.

(Moderate) Oozing and crusting may be present.

Marked erythema (deep or bright red), marked induration/papulation,
4 and/or marked lichenification.

(Severe) Disease is widespread in extent.
Oozing or crusting may be present.

Notes:
1. In indeterminate cases, please use extent to differentiate between scores.

For example: Patient with marked erythema (deep or bright red), marked papulation and/or
marked lichenification that is limited in extent, will be considered “3 (Moderate)”.

2. Excoriations should not be considered when assessing disease severity.

Copyright ©2017 Eli Lilly and Company. Used under a Creative Commons Attribution-No Derivatives 4.0 International License (CC BY-ND 4.0).
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Infant Atopic Dermatitis Severity Scorecard: vIGA-AD™ with examples
Clear: No inflammatory signs of atopic dermatitis.

Almost Clear: Barely perceptible erythema, barely perceptible induration/papulation, and/or minimal lichenification.

Miild

Slight but definite erythema (pink), slight
but definite induration/papulation, and/or
slight but definite lichenification. No
oozing or crusting.

Moderate

Clearly perceptible erythema (dull red),
clearly perceptible induration/papulation,
andlor clearly perceptible lichenification.
Oozing and crusting may be presant.

Severe

Marked erythema (deep or bright red),
marked induration/papulation, and/or
marked lichenification. Disease is
widespread in extent. Oozing or
crusting may be present.

FAPrev_ClinicianGuide
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Appendix B: Early Peanut Introduction: Clinician Workflow

Clinician Workflow for Early Peanut Introduction

(Follows NIH 2017 Addendum Guidelines)

Visit FoodAllergyPrevention.org for free resources to help with
practice integration and patient education.

4 & 6 Month Visits For more than 95% of infants you should:

Recommend Introduction of Safe Peanut-Containing Foods at Home

As early as 4 to 6 months old when ready for solids and in accordance with family
preferences and cultural practices. 2g* protein per feeding, 3 times per week.

*NOTE: 2g peanut protein = 2 tsp of thinned creamy peanut butter

HOWEVER, If Infant Has Severe Eczema and/or Egg Allergy (<5% of infants):

Recommend Peanut
Introduction at Home

< 0.35 kKUA/ L sl (as per above)

Consider / Consider In-Office S < od Foedi
H or Consider In- Ice Supervise ee |ng
Screening Based on Parent/Provider Preference
for Peanut \
sigE > 0.35 KUA/ L s Consider Referral to Specialist

IMPORTANT CONSIDERATION: Consensus guidance published in 2020 by three professional associations in North America (AAAAI, ACAAI, CSACI) recommend that screening before
peanut introduction is not required, but may be preferred by some families. Fleischer DM, Chan ES, et al. J Allergy Clin Immunol Pract. 2021 Jan; 9(1):22-43.e4. Epub 2020 Nov 26.

Severe Eczema Examples

DEFINITION: Disease is widespread in extent and persistent or
. frequently recurring. Morphology and distribution areassessed
as severe by a health care provider. Requires frequent need

for prescription-strength topical corticosteroids, calcineurin
inhibitors, or other anti-inflammatory agents despite
appropriate use of emollients.

6, 9, & 12 Month Visits
Reminder:
2g per feeding
S YES / 3 times per week
Already /
Introduced? \ NO
\ Provide Guidance & Assess Risk

(as per above)
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