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allergy in the past

Follow-up patient diagnosed with IgE mediated food

Reliable diagnosis
Review Anaphylaxis or reaction history
Any recent ingestions or reactions
Ethnic/social/nonmedical factors
Evaluate test results

Possibly Tolerant/lower risk
Negative or low sIgE and/or SPT
Asymptomatic sensitized
Presented with only atopic dermatitis
No history of asthma
Young age at initial presentation
Mild/moderate reaction history
Only one food allergy
Caucasian
Accidental ingestion without symptoms

Consider OFC

Indeterminate risk
Conflicting test data (i.e. low
sIgE, high SPT or low SPT, high sIgE)
Intermediate test data
Previously failed OFC
Multiple food allergies
Possible aversion
Controlled asthma
No exposure in years

Unreliable diagnosis
Re-evaluate history
Consider OFC
Consider Alternate diagnosis
Evaluate Nutritional status

Not likely tolerant/high risk

History of severe anaphylaxis

Severe, uncontrolled asthma

High slIgE and SPT levels

Accidental ingestion with symptoms

If milk or egg, not able to tolerate heated
products

Older age at initial presentation

Multiple food allergies

Previously failed OFC, if mild or late stage

Strong aversion

Defer OFC

Figure 1. Suggested algorithm for re-evaluation of food allergy to help determine persistence vs tolerance. OFC, oral food challenge; SPT, skin prick test.

patients. As patients’ diseases change, clinicians must be willing to
change how they manage these patients. In this article, the authors
review recent advances in the re-evaluation of known food allergy.
This article is not intended to be a comprehensive review of food
allergy management, but rather a practical reference for clinicians
to review the long-term evaluation of established IgE-mediated
food allergy and provide guidance for determining the indication
for an oral food challenge (OFC) or continued avoidance. A basic
algorithm (Fig 1) may serve as a quick reference for practicing
allergists to follow while reviewing this report.

Definition and Epidemiology

The term food allergy has been defined as “an adverse health
effect arising from a specific immune response that occurs repro-
ducibly on exposure to a given food” by a recent expert panel
sponsored by the National Institute of Allergy and Infectious
Disease.! This definition encompasses many conditions that are
subtypes of food allergies, such as food protein-induced enteroco-
litis syndrome, eosinophilic esophagitis, delayed anaphylaxis to
mammalian meat (IgE to galactose-a-1,3-galactose), severe atopic
dermatitis from food allergy, and food-dependent exercise-induced
anaphylaxis, which is not the topic of this review. Instead, the
authors focus on food-induced anaphylaxis, a common type of IgE-
mediated food allergy characterized by immediate local and/or
systemic symptoms, such as urticaria, angioedema, flushing, vom-
iting, shortness of breath, wheezing, and respiratory distress.

This topic is of particular importance to allergists because the
incidence of food allergies may be continually increasing and

clinicians likely will be faced with an increased volume of patients
who need to be followed long term.” Recent estimates on the
prevalence of food allergies have ranged from 3% to 8% of the
general population.’ The long-term assessment of patients with
established food allergy also depends on which food is involved.
Patients allergic to milk, egg, soy, and wheat are more likely to
eventually tolerate these foods compared with those allergic to
peanuts and tree nuts.! These differences between the likelihood of
natural tolerance development should be taken into account when
assessing each patient.

Evaluation of the Patient

It cannot be overly emphasized that the approach to follow-up
of each patient must begin with confirmation of a correct diag-
nosis of IgE-mediated food allergy. Careful review of the patient’s
inciting reactions, dose of exposure, timing, symptoms, and test
data (skin prick and specific IgE) can solidify the diagnosis and
affect decisions on whether to challenge a patient. For example,
patients who have had severe anaphylaxis with the first or second
exposure to a food (particularly to a small amount) should be
approached differently (perhaps more conservatively) than
patients who had worsening of mild eczema when a food was
regularly consumed. Also, it is important to distinguish patients
who have oral allergy syndrome, food protein-induced enterocolitis
syndrome, eosinophilic esophagitis, and other forms of food
allergy, because these disorders are approached differently.
Patients who have never had a food exposure but have asymp-
tomatic sensitization to a food also are a dilemma, because they
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Table 1
Factors influencing the re-evaluation of patients with known food allergy at annual
follow-up

Factors Consider testing Consider deferring testing
Prior skin test small/negative large
Prior serum IgE low/undetected high
Recent reaction none for >12 mo within past 12 mo
Recent exposure without yes no
reaction
Importance of food to very important not important

nutrition

Patient willing to eat if able to not averse averse

Time from last surveillance >2-3y <ly
test

Asthma history negative history positive history or
uncontrolled

Food in question milk, egg, wheat, soy nuts, fish, shellfish

Complicated medical history none pregnant, heart disease,
B-blocker use, cannot stop
antihistamines

multiple

severe

Number of food allergies 1
Initial presenting reaction mild

might not truly have a food allergy. Once a patient is determined to
have a solid diagnosis of IgE-mediated food allergy, the long-term
management would be to determine whether that patient is
developing tolerance to the food and should be offered a supervised
OFC or advised to continue strict avoidance.

Frequency of Follow-up

As recent guidelines have noted, there is insufficient evidence to
indicate an optimal interval for re-evaluation of a patient with a
known food allergy. What is often performed in the clinical setting
is a re-evaluation of milk, egg, soy, or wheat allergy yearly and
peanut, tree nut, fish, and shellfish allergy every 2 to 3 years.' This
surveillance approach should be combined with several factors to
determine whether retesting should be performed or deferred until
a later date (Table 1). Of particular importance is whether a patient
has interest in even trying to consume the food. If there is a natural
aversion to the food despite data indicating that a challenge is
indicated, then testing is not necessary. A typical example is a child
who has been diagnosed with peanut allergy as an infant but has
always regarded peanut as a “poison.” When retesting shows skin
and serum test reactions to be negative and the patient is offered an
OFC, that patient may have no interest in trying the food and would
choose to defer until a later time. This patient would not require
re-evaluation testing if the challenge is refused regardless of the
results.

A recent study by Gupta et al® examined factors that were
associated with the development of tolerance to foods in a cohort of
40,104 children, of which 1,245 had outgrown their food allergies.
Factors that were significantly associated with tolerance develop-
ment included a mild to moderate reaction history, having only 1
food allergy, presenting with only atopic dermatitis, having a white
vs black ethnicity, and presenting at a younger age rather than at an
older age with the first reaction. Patients who have these factors

Table 2
Nonmedical patient-specific factors influencing the decision to re-evaluate

may benefit from more frequent testing rather than delaying for
longer periods.

Testing Modalities

Most clinicians use skin prick test (SPT) reactions and allergen-
specific serum IgE (sIgE) levels in the diagnosis of IgE-mediated
food allergy and for re-evaluation testing. Although neither test is
superior to the other, the use of 1 modality or the 2 modalities in
combination may aid in the decision to perform an OFC. In the
initial diagnosis of food allergies, SPTs have a low sensitivity and
low positive predictive value compared with OFCs. However, in a
patient with a confirmed diagnosis of food allergy, SPTs have high
negative predictive values and high sensitivity. The sIgE levels also
have comparable sensitivity to SPTs with regard to OFC outcomes.'
It is important to keep in mind that the decision points for foods are
food specific and need to be applied to only those foods. Atopy
patch testing, total sIgE, intradermal testing, and IgG levels to foods
are not recommended tests for re-evaluation of known food allergy.
Ultimately, the OFC is the best testing modality to help clinicians
make a diagnosis of tolerance or persistence.

Using Test Data

A recurring theme of this article is that no single test can be used
alone to predict tolerance. Using sIgE and SPT data are helpful in the
decision-making process, but it is necessary to emphasize the
importance of taking multiple factors together to decide to perform
an OFC or recommend avoidance. Later in this article, the authors
review studies that present positive and negative decision points
(positive and negative predictive values) for passed or failed OFCs.
These are calculated variables that depend on sensitivity, speci-
ficity, and prevalence. To briefly review the reader, the positive
predictive value is the probability that a positive result is correct, or
true, and the negative predictive value is the probability that a
negative result will be true. Thus, when reviewing decision points
such as a 95% positive predictive point for a failed OFC, one would
consider a sIgE level higher than the cutoff to have a 95% probability
of a true positive (failed) OFC. Hence, a 50% negative decision point
would suggest that a level below the cutoff would have a 50%
probability of a true negative (passed) OFC.

Taking a Patient-Centered Approach

When re-evaluating a patient with a known food allergy, it is
crucial to take into consideration individual nonmedical patient
factors before making the decision to perform testing. Table 2
presents a list of these factors. First, determine whether there is
a desire to introduce the food into the diet if the patient were to
pass an OFC. As stated earlier, some children have a natural
aversion to a food, and even if they were to have the opportunity
to eat the food, they would refuse. This is often encountered in the
setting of an OFC when a child refuses to eat the food and an OFC
is inconclusive from failure to progress. Knowing beforehand that
this might occur would prevent unnecessary scheduling and use of
resources. Second, cultural and dietary factors also influence the
decision on performing testing or an OFC. Some families and
cultures may have ethnic foods or geographic preferences that

Aversion
Cultural and dietary factors

patients may have no desire to eat the food even if they have the opportunity
vegetarians may have no desire to introduce egg, fish, or shellfish in the diet, whereas families of fishermen may have a strong

desire to introduce fish or shellfish into the diet of a fish-allergic child

Family members with medical problems

having a sibling with the same food allergy may lead some families to defer an oral food challenge in a child who may be

developing tolerance to avoid accidental exposure to the sibling; in families in which a specific food is important to ingest
(peanut or proteins in diabetic siblings), there may be a strong desire to introduce a food
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Table 3
Suggested cutoff values for specific foods predicting positive and negative oral food
challenge results

Food SPT (mm) ~95% Food-specific IgE (kUa/L)
positive ~95% Positive  ~50% Negative
Milk >8 >15 <2
>5 (if <1y old)
Baked milk
Milk IgE <5
Casein IgE <0.94
Egg white >7 >7 <2
>2 (if <2 y old)
Baked egg
Egg IgE >15° >10 <25
Ovomucoid IgE >50 <0.35°
Peanut >8 >14 <2 with/<5 without history

of peanut reaction
Ara h 2 IgE >0.35

Abbreviation: SPT, skin prick test.
AApproximately 60% positive decision point.
PApproximately 90% negative decision point.

would increase or decrease the desire to introduce a particular
food. An example of this might be a fisherman’s family who has a
child allergic to fish and would have a strong desire to evaluate for
tolerance development, whereas a family of vegetarians or vegans
would likely have no desire to introduce fish into the diet. Third,
family members with medical problems may influence the desire
to challenge or not. This is particularly relevant in siblings who
have the same food allergy, but one sibling may be developing
tolerance, whereas the other one does not. Some families may
have no desire to introduce the food into one child but not the
other for fear of accidental exposure.

Recommending an OFC or Continued Avoidance

Re-evaluation of patients with known food allergy relies on a
careful history and confirmation of the underlying diagnosis,
evaluating factors that may increase the risk of a failed challenge,
determining whether testing is indicated and performing the tests,
and taking into account nonmedical patient-specific factors that
may defer testing altogether. Figure 1 outlines a basic algorithm
that can assist in this type of assessment.

Recent data on the use of SPTs and sIgE levels on OFC outcomes
in several different food allergies has been published and are
reviewed below for milk, egg, and peanut and presented in Table 3.
Within the past 5 to 10 years, component-resolved diagnostic tests
for peanut and the use of ovomucoid and casein IgE levels in egg
and milk allergies have been used more in clinical practice.

Cow’s Milk

In recent years, Sampson’ and Sampson and Ho® established
parameters that have been widely used and considered to be the
recommended decision points for predicting positive or negative
OFC reactions in children with food allergies. In studies from 1997
and 2001 involving serum samples from patients with food allergy
(n = 196 in the first study, n = 100 in the second study), the 95%
predictive decision point for a positive (failed) OFC for milk was
determined to be 15 kUa/L.”® A 2009 work group report on OFC
testing also presented this “cutoff” level as a recommended 95%
predictive decision point at which patients have a greater chance
for a positive OFC result.® A negative decision point for a 50% pass
rate is generally regarded to be a milk IgE level lower than or equal
to 2 kUa/L based on work performed by Perry et al.'’ In children
younger than 1 year, Garcia-Ara et al'! analyzed 170 patients with
cow’s milk allergy and found that the 95% predictive decision point
for a positive OFC was 5 kUa/L.

The utility of the SPT as a predictor of a positive OFC was studied
by Sporik et al'? in 339 challenges to cow’s milk, and they found
that the 95% predictive decision point was an 8-mm skin wheal.'?

Recent studies from Wood et al'® in the Consortium for Food
Allergy Research, including the primary author of this review,
analyzed data from a multicenter cohort of 244 children with milk
allergy in an observational study of milk and egg allergy."® The study
found that baseline characteristics of milk IgE, milk SPT, and severity
of atopic dermatitis were the most predictive factors of resolution of
milk allergy over a 5-year period. Of patients with a baseline milk
IgE lower than or equal to 2.0 kUa/L, a milk SPT wheal smaller than
or equal to 5 mm, or mild or absent atopic dermatitis, more than 70%
of patients had resolution of their milk allergy at 5 years. In addition,
when using all 3 variables, the investigators developed a composite
scoring system that could be individualized to a specific patient. An
online Web-based calculator is available to assist clinicians in
counseling patients (http://www.cofargroup.org).

Baked Cow’s Milk Products

In 2008, Nowak-Wegrzyn et al' reported their findings of a
prospective study to evaluate the ability of children with milk
allergy to tolerate extensively heated milk products. Based on their
previous findings that children who outgrew their milk allergy had
antibodies directed against conformational epitopes'® and high
temperatures could destroy conformational epitopes, they sought
to determine whether highly heated or baked milk products would
be tolerated. The study of 100 children with milk allergy indicated
that approximately 75% of them tolerated heated or baked milk.
The subjects were challenged with a muffin and then a waffle (both
considered “baked milk”), each containing 1.3 g of milk protein. At
the time, their data suggested that a milk-specific IgE level lower
than or equal to 5 kUa/L would predict a 90% chance of tolerating
heated milk. They found that 100% of patients with an undetectable
milk sIgE level (<0.35 kUa/L) and a SPT wheal smaller than or equal
to 5 mm tolerated heated milk (n = 6).

A subsequent study by the same group published in 2011
examined the long-term effects of children with milk allergy who
were tolerant of baked milk and their likelihood of developing
tolerance to unheated milk. They challenged 65 children with
baked milk tolerance and 23 with baked milk reaction to various
forms of heated and unheated milk products and found that 60% of
patients who were tolerating baked milk eventually tolerated un-
heated milk over a 3-year period, whereas only 9% of patients with
a baked milk reaction were able to tolerate unheated milk. A
comparison group of 60 matched subjects who were not challenged
with baked milk to evaluate the natural development of milk
tolerance eventually tolerated milk after 3 years (22% of patients).
This finding suggests that clinicians should identify patients with
milk allergy who tolerate baked milk and continue to follow these
patients closely, with the hope that they may develop tolerance
sooner than patients who do not tolerate baked milk.'®

In determining the challenge criteria for baked milk, in addition
to data from the 2008 study'# that suggested a milk sIgE level lower
than or equal to 5 kUa/L as the lower cutoff point, new data from the
same group published in 2012 suggested a casein IgE level lower
than or equal to 0.94 kUa/L as the negative decision point for
passing a baked milk OFC."” In this analysis, Caubet et al'” evaluated
225 patients for tolerance to baked milk by studying baseline IgE
levels specific to casein, cow’s milk, and (-lactoglobulin. It was
determined that casein IgE levels had significantly greater accuracy
compared with milk and g-lactoglobulin IgE levels.

Egg White

In addition to studies of milk allergy, Sampson’ and Sampson
and Ho® analyzed patients with egg allergy in 1997 and 2001. Data
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from the studies of predictive sIgE levels (cited earlier) suggested
that a 95% predictive decision point for a positive OFC reaction to
egg would be an egg white IgE level of at least 7 kUa/L, whereas
data from Perry et al'” suggested that a 50% predictive decision
point for a negative OFC would be lower than or equal to 2 kUa/L."°
These decision points also were included in the 2009 work group
report on OFCs.” In children younger than 2 years with egg allergy,
the predictive decision point for a positive OFC reaction was 2 KUa/L
in a study of 58 children with egg allergy.'® Sporik et al'? also
determined an SPT wheal of at least 7 mm to be the 95% positive
predictive point for a failed OFC to egg.

A recent natural history study by Savage et al'® sought to
identify the proportion of children with egg allergy who developed
tolerance over time and identify predictors of the tolerance. The
investigators reviewed 881 patients with egg allergy who went on
to develop tolerance or continued to have persistent egg allergy. A
Kaplan-Meier analysis predicted resolution of the egg allergy in 4%
by 4 years of age, 12% by 6 years, 37% by 10 years, and 68% by 16
years. The patients who had persistent egg allergies generally had
higher egg IgE levels, additional atopic diseases, and the presence of
additional food allergies. Of note, this was a highly selected cohort
from a tertiary center and most patients had multiple food allergies.
Therefore, these data may be applicable to only certain populations
of patients in clinical practice.

Highly Heated (Baked) Egg

The standard of care in patients with egg allergy until recent
years has been to recommend strict avoidance of all egg-containing
products. Attention has been drawn to component-resolved diag-
nostic testing with a focus on ovomucoid IgE. As the dominant
allergen in egg white, ovomucoid is considered relatively heat
stable and retains solubility with extensive heating, whereas
ovalbumin, the most abundant protein in egg white, is sensitive to
heat denaturation.?® Clinically, this property is analogous to casein
(heat stable) and whey (heat sensitive) in milk allergy.'*

Recent investigations have suggested that approximately 75% of
patients with egg allergy tolerate highly heated or baked egg
products.?°~?? In the clinical setting, not all patients who present
with an egg allergy have previously ingested baked egg, which
provides clinicians the opportunity to add a previously restricted
food into the diet.

Ando et al>* followed 108 children with egg allergy who were
challenged to raw and heated egg and found that the egg white IgE
level was helpful in diagnosing allergy to raw egg white, with a
positive decision point of 7.4 kUa/L (based on 95% specificity) and a
negative decision point of 0.6 kUa/L (based on 95% sensitivity). The
ovomucoid IgE level was superior in determining a reaction to
heated egg, with a positive decision point of 10.8 kUa/L and a
negative decision point of 1.2 kUa/L. In their study, 38 of 108 pa-
tients reacted to heated egg, whereas 29 reacted only to raw egg
white and 41 were tolerant. In this study, the heated egg was
prepared in plain form (liquid egg white heated to 90°C for 60
minutes), which differs from other studies that have incorporated
the highly heated egg in a wheat-based baked product (ie, a muffin
or waffle) to create a food-matrix effect.

Another study on tolerance of extensively heated egg by Lemon-
Mule et al?® involved challenging 117 children with egg allergy to a
muffin and waffle initially, followed by scrambled egg or French
toast, in patients with baked egg tolerance. The investigators
found that 27 of 117 reacted to heated egg, whereas most patients
tolerated heated or regular egg (64 tolerated heated egg and 23
tolerated regular egg). Probability curves from this group found the
ovomucoid-specific IgE level had a 90% positive predictive value at
a level of 50 kUa/L and a 90% negative predictive value at an un-
detectable ovomucoid IgE level. An egg white SPT wheal of 15 mm

was 60% predictive, whereas a negative egg white SPT result had a
lower than 5% risk for a positive OFC.°

Lieberman et al*? in the same group performed 100 consecutive
OFCs to baked egg in children with egg allergy and found that 66%
of patients tolerated baked egg. Patients who passed the OFC had a
median egg white IgE level of 2.81 kUa/L, whereas patients who
failed the OFC had a median egg white IgE level of 5.85 kUa/L. Their
median wheal sizes were identical, and ovomucoid IgE levels were
not measured. This group’s predictive values provided an 89%
negative predictive value at an egg white IgE level of 2.5 kUa/L and a
60% positive predictive value at an egg white IgE level of 10.0 kUa/L.

In 2013, Bartnikas et al’* reviewed 1,186 patients who had
ovomucoid IgE levels tested, among whom 169 patients had baked
egg OFCs. Of the 169 patients, 142 passed the baked egg OFCs. The
investigators found that egg white SPT and egg white IgE were
superior to ovomucoid IgE in their analysis, with greater than 90%
predictive values for passing baked egg OFCs at an egg white IgE
level of 6 kUa/L, an ovomucoid IgE level of 0.35 kUa/L, and an egg
white SPT wheal of 11 mm. This group concluded that the ovo-
mucoid IgE level could aid in predicting the outcome of a baked egg
OFC but that the egg white SPT reaction and egg white IgE level
were superior.®*

Taken together, these studies raise important conclusions
regarding the management of patients with egg allergy. First, it is
clear that most patients with egg allergy tolerate baked egg. Second,
owing to this phenomenon, identifying these patients among those
with egg allergy may define a clear “second phenotype” of egg al-
lergy (the “baked egg tolerant”) that is more likely to develop
tolerance and could benefit from more frequent follow-up. Third,
although there is a role for ovomucoid IgE levels in predicting OFC
outcome, the utility of this must be taken together with other
patient factors, egg white SPT, egg white IgE, and the clinical history.

Peanut

An area of great interest in recent years has been the use of
component-resolved diagnostics in the diagnosis and management
of peanut allergy. Before the advent of this technology, clinicians
relied on peanut-specific IgE levels and peanut SPT. As mentioned
earlier, investigations by Sampson and Ho® in 1997 and 2001 using
sIgE levels to predict OFC outcomes also examined peanut-specific
IgE. The 95% positive predictive point for peanut IgE was 14 KUa/L. A
50% negative predictive point was determined by Perry et al'? to be
a peanut IgE level lower than or equal to 2 kUa/L with a history of
clinical reactivity and a peanut IgE level lower than or equal to 5
kUa/L with no history of clinical reaction. Sporik et al'? also
determined a 95% positive predictive point for peanut SPT wheal to
be at least 8 mm.

The major peanut component allergens include Arah 1, 2, and 3,
which are seed storage proteins that are stable to heating. Ara h 8 is
a Bet v 1 (major allergen in birch pollen) homolog and is a labile
protein, which is associated with mild or no symptoms. Arah 9 is a
stable lipid transfer protein that is associated with more severe
symptoms but more commonly seen in the Mediterranean
regions.”>~?” Much attention has been given to sIgE antibodies
recognizing Ara h 2 and Ara h 6 (an Ara h 2 homolog), with
most studies performed in children, suggesting that the diagnosis
of clinical peanut allergy was correlated to the presence of IgE to
Ara h 228731

As clinicians begin to use these component-resolved di-
agnostics, it is important to ask oneself 2 key questions when
approaching a patient: (1) Does this patient need component-
resolved tests to further the management of the disease? (2)
Does this patient have an important ethnic or geographic back-
ground that might influence the interpretation of the testing? The
first question must take into account the clinical history, prior
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testing, and factors described earlier regarding the indications for
an OFC. For example, a patient who has had clear life-threatening
anaphylaxis to peanut and has a high peanut IgE would not
require component testing because it likely will not change man-
agement. Patients who are not candidates for an OFC may not
require testing, because it will not affect their outcome. The second
question considers data from a study by Vereda et al*’ who
analyzed sIgE levels to Ara h 1, 2, 3, 8, and 9 and birch and grass
allergens in populations from the United States, Spain, and Sweden.
Of note, the data on American patients were taken from a tertiary
center and those on Spanish patients were from 2 allergy clinics,
and the Swedish patients were part of a birth cohort. These selected
cohorts may limit the interpretation of data by the practicing
allergist. The investigators found that the American patients most
frequently had IgE antibodies to Ara h 1, 2, and 3 and often pre-
sented with severe symptoms, whereas the Spanish patients had
IgE to these 3 components less frequently but were more often
sensitized to Ara h 9 and typically became allergic to peanut after
developing plant-derived food allergies. The Swedish patients had
greater sensitization to Ara h 1, 2, and 3 but also had the highest
sensitization rates to Ara h 8 (the Bet v 1 homolog). Also notably,
the Spanish and Swedish patients developed peanut allergy more
often after 2 years of age, whereas the American patients developed
peanut allergy after approximately 1 year of age.>? These differ-
ences in geographic and ethnic backgrounds further emphasize
the importance of taking a patient-centered approach to the
re-evaluation of peanut allergy.

Nicolaou et al*® examined data from 81 children from the United
Kingdom with peanut sensitization but not necessarily clinical al-
lergy who underwent OFCs and had levels of peanut IgE and IgE to
Ara h 1, 2, 3, 8, and 9. The study found that 29 of 81 patients were
allergic to peanut, whereas 52 were tolerant of peanut, 80 had sIgE
to Ara h 2, and 66 had sIgE to all components. The investigators
calculated a positive predictive point for an Ara h 2 IgE level of 0.35
kUa/L, with 96% sensitivity and 100% specificity, and correctly
classified 97% of patients with true peanut allergy. Lieberman
et al,>® in the United States and Sweden, analyzed data from 167
patients who underwent peanut OFCs and had IgE to peanut and
Ara h 1, 2, 3, and 8. They determined that peanut IgE was the most
sensitive test (93%) to detect peanut allergy, but IgE to Ara h 2 was
the most specific (92%) and had the best positive predictive value
(94%) at a level of at least 0.35 kUa/L.

In further studies examining the ability of sIgE to Ara h 2 to
predict symptomatic peanut allergy, investigators from different
groups were not as convinced that sIgE to Ara h 2 was clearly ad-
vantageous in correctly diagnosing peanut allergy without an OFC.
Keet et al*” retrospectively reviewed 60 American patients with
peanut sensitization, 26 of whom had failed OFCs and 35 had
passing OFCs. Their data demonstrated that Ara h 2 was the most
commonly recognized peanut component in patients with failed
OFCs and had a diagnostic sensitivity of 96% and a specificity of
54%; however, IgE to Ara h 2 misclassified 26% of patients at a level
of 0.23 kUa/L and 21% of patients at a level of 0.35 kUa/L.>° Lopes de
Oliveira et al’! evaluated the predictive ability of peanut and
component IgE levels in diagnosing peanut allergy in 61 German
patients undergoing a peanut OFC. Thirty-four patients had peanut
allergy. They found that 94% of patients with peanut allergies had
IgE to Ara h 2, but that 26% of sensitized but tolerant patients also
had IgE to Ara h 2.

Conclusion

Food allergy is a growing medical problem that will continue to
be a major part of allergy practices for years to come. Establishing a
diagnosis is critical to accurately counsel patients on appropriate
dietary restrictions and lower the risk for life-threatening

anaphylaxis. The long-term follow-up of patients with established
food allergy is challenging for different reasons. The heterogeneity
of food allergy does not promote the use of protocols to manage
disease as in other specialties such as cardiology, oncology, or
endocrinology. Therefore, it is difficult to standardize therapy or
long-term management of these patients.

The use of component-resolved diagnostic testing is likely to
provide clinicians with additional tools in the re-evaluation of pa-
tients with food allergy. For milk and egg, the emergence of a new
phenotype of patient who tolerates highly heated or baked goods is
likely to decrease unnecessary restrictions and may direct more
frequent follow-up visits to ultimately allow such patients to
tolerate unheated milk or egg. The use of Ara h 2—specific IgE levels
may be beneficial in the assessment of patients with peanut allergy.
For all 3 of these foods, more studies are needed and in the near
future will be informative to the field regarding the utility of
component-resolved tests. Until there is a viable active treatment
for food allergy, regular follow-up and re-evaluation can help
identify patients who could naturally develop tolerance.
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