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Diagnosis of Food Allergy Based on
Oral Food Challenge Test
Komei Ito1 and Atsuo Urisu2

ABSTRACT
Diagnosis of food allergy should be based on the observation of allergic symptoms after intake of the suspected
food. The oral food challenge test (OFC) is the most reliable clinical procedure for diagnosing food allergy. The
OFC is also applied for the diagnosis of tolerance of food allergy. The Japanese Society of Pediatric Allergy
and Clinical Immunology issued the ‘Japanese Pediatric Guideline for Oral Food Challenge Test in Food Al-
lergy 2009’ in April 2009, to provide information on a safe and standardized method for administering the OFC.
This review focuses on the clinical applications and procedure for the OFC, based on the Japanese OFC
guideline.
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for Oral Food Challenge Test in Food Allergy 2009; DBPCFC, double-blind placebo-controlled food challenge;
GI, gastrointestinal; SPT, skin prick test; HRT, basophil histamine-releasing test; FPIES, food protein-induced
enterocolitis syndrome.

INTRODUCTION
Food allergies affect 12.8% of infants, 5.1% of 3-year-
olds1 and 1.3-2.6% of school-age children in Japan.
These allergies are associated with numerous social
problems in nurseries, kindergartens and schools,
particularly in terms of providing lunches to the af-
fected children,2 and in preparing for unexpected se-
vere reactions after accidental ingestion of allergic
foods.3

In 2008, the Japanese Society of School Health is-
sued a guideline for the management of allergic dis-
eases in schools (http:��www.hokenkai.or.jp�). This
guideline emphasized the importance of proper medi-
cal diagnosis for appropriate management of allergic
students, especially with food allergy.

Definitions and diagnosis of food allergy should be
based on the presence of clinical manifestations after
ingestion of the offending food.4 Proof of an immu-
nological mechanism, typically as the detection of
allergen-specific immunogloblin (Ig)E antibodies,

should be associated with the diagnosis, but proof of
sensitization itself without provocation is not diagnos-
tic of food allergy.5

Clinical testing to detect allergen-specific IgE anti-
bodies (ImmunoCAP FEIAⓇ, Phadia KK., Tokyo) is
widely used in Japanese pediatric practice, particu-
larly for patients with infantile atopic dermatitis, to de-
termine the allergic background of the eczema. Ex-
aminations have sometimes been performed before
the introduction of solid foods to babies, not only for
the management of eczema,6 but also to avoid unex-
pected anaphylactic reactions at the first intake of
foods to which the baby might already have been sen-
sitized through breast milk.7 Transient elimination of
sensitized foods may help to control the allergic con-
ditions of infants, but proper diagnosis of food allergy
should follow.8

Diagnosis of food allergy should be based on a con-
vincing history of allergic reactions or on the result of
an oral food challenge test (OFC).9 The OFC has
been covered by public medical insurance in Japan
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since 2006, but too few institutions can provide the
OFC to meet the needs of patients, and a standard-
ized protocol for the OFC has been absent.10

The Japanese Society of Pediatric Allergy and Clini-
cal Immunology issued the ‘Japanese Pediatric
Guideline for Oral Food Challenge Test in Food Al-
lergy 2009’ (Japanese OFC Guideline, available only
in Japanese) in April 2009, providing for the first time
information about a safe and standardized method for
administering the OFC.11 This review focuses on the
role of and practical methods for the OFC in the diag-
nosis and management of food allergy, based on the
Japanese OFC Guideline.

CHARACTERISTICS AND CROSS-REACTI-
VITIES OF FOOD ALLERGENS THAT AF-
FECT THE OCCURRENCE OF FOOD AL-
LERGY
Hen’s eggs, cow’s milk and wheat are the three major
food allergens accounting for 70% of patients who re-
quired treatment for acute reactions in 2008 in Japan.
Peanut, salmon roe, shrimp and buckwheat are the
next most common food allergens.12

Reactivity of food allergens or allergenic compo-
nents of the foods can be highly modified by cooking
methods. Hen’s egg allergens, particularly ovalbu-
min, are sensitive to denaturing by heating, resulting
in loss of IgE-binding capacity. Ovomucoid, on the
other hand, is relatively resistant to heating13 and
protease digestion.14 As a result, some patients with
egg allergy can tolerate extensively heated egg prod-
ucts, and IgE antibody to ovomucoid can offer a good
diagnostic marker to predict whether a child can eat
heat-treated eggs.15

Caseins constitute 76-86% of whole milk proteins,
and among these, αs1-casein is the major milk aller-
gen.16 This protein does not contain disulfide bonds
and shows no tertiary structure. This characteristic
structure explains why most IgE-binding epitopes are
sequential (linear) and not susceptible to heat denatu-
ration.17 Conversely, another milk allergen, β-
lactoglobulin, is highly conformational, and extensive
heating may decrease the reactivity of milk for some
patients.18

Wheat allergens can be divided into two fractions:
a water-salt soluble fraction (albumins and globulins);
and gluten (gliadin and glutenin). Wheat and other
cereal grains share a number of homologous pro-
teins, mostly in the water-salt soluble fraction,19

whereas gluten is a component exclusive to wheat.
The fact that most patients with wheat allergy can
consume other cereals, such as rice or corn, suggests
that the dominant wheat allergens and IgE epitopes
exist in components that are not cross-reactive with
other cereals. Specific IgE testing for recombinant ω-
5 gliadin can offer a good marker of immediate-type
wheat allergy or anaphylaxis in children,20 as well as
wheat-dependent exercise-induced anaphylaxis in

adults.21

Allergen components of peanut have been exten-
sively characterized, and recombinant allergens are
ready for use in research.22 However, no single re-
combinant allergen is satisfactory for the diagnosis of
peanut allergy in terms of sensitivity and specificity.23

Cross-reactivity to homologous proteins in soybeans,
Gly m 5 (vs. Ara h 1) and Gly m 6 (vs. Ara h 3),24 and
other tree nut allergens25,26 requires more extensive
study, particularly in terms of the relationship with
clinical manifestations.

Taken together, knowledge of food allergens is re-
quired to interpret the results of allergen-specific IgE
testing,27 but no single in vitro test represents an al-
ternative to a convincing history of allergic symptoms
or the OFC.

ORAL FOOD CHALLENGE TEST
DEFINITION OF THE OFC
The general methodology for the OFC is to adminis-
ter the suspected food in gradually increasing doses
under a medical setting.28 A single trial with intake of
a small amount of the suspected food at home or in
the office may help in the introduction of eliminated
foods, but is not defined as an OFC, because it is not
diagnostic of food allergy.

An open challenge refers to an OFC in which the
patient can recognize the target food without blind-
ing. The results can be definitive if the challenge
yields either negative results or positive results with
objective symptoms. This approach may be appropri-
ate for most infants or young children, because psy-
chological claims of symptoms are negligible at those
ages. However, if the patient complains only of sub-
jective symptoms such as abdominal pain or pruritus,
particularly when the patient displays anxiety about
the challenge, interpreting challenge result is diffi-
cult.

A single-blind challenge means that the patient
does not know whether the food contains the sus-
pected allergen, but the observer knows.29 A masking
effect sometimes helps to reduce psychological ef-
fects or difficulty eating in small children, but a
single-blind challenge without placebo is essentially
similar to an open challenge.

A double-blind placebo-controlled food challenge
(DBPCFC), in which both the patient and observer
are blinded to the challenge material, remains the
gold standard for diagnosing food allergy for both
clinical and scientific purposes.30 A provocation kit
containing dried powder31 of each food (whole egg,
cow’s milk, wheat and soybean) and a masking mate-
rial (strawberry puree) is provided through the Food
Provocation Network in Japan by the National Food
Allergy Research Group (Fig. 1).

AIMS AND INDICATIONS
The OFC is generally carried out for two purposes:
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Fig. 1 Provocation kit and the protocol for blind food challenge.

Single blind/Double blind

[Medical check by doctor]
 Physical checkup
 Consulting patient’s parents
 (regarding blood-test results and their
 demand)
 After explanation, obtain signed informed
 consent.
[Food provocation kit]
 Dried food powder + strawberry puree
[Schedule]

[When doctor confirms symptom] 
 Stop the challenge and treat the symptom.

Food provocation
Time
(min) Start 15 30 45 60 90 2 h 3 h 4 h 6 h 24 h

Evaluation
dose

● ● ● ● ● ● ● ● ● ● ●
1/20 1/10 1/5 3/10 Rest

diagnosis of food allergy; or determination of toler-
ance to the allergic food.

Diagnostic OFC is typically used in three situ-
ations. First, if a patient is suffering from chronic al-
lergic conditions such as atopic dermatitis or persis-
tent gastrointestinal (GI) symptoms, and elimination
of the suspected food ameliorates the symptoms, an
OFC to confirm the recurrence of symptoms is con-
sidered to establish an accurate diagnosis. Second, if
a patient is suffering from acute allergic symptoms af-
ter eating multiple foods, and a precise history and�
or in vitro diagnostic testing indicates some sus-
pected foods, definitive diagnosis of the offending
food may be achieved using the OFC. Third, and
most frequently, is with the introduction of a sensi-
tized food as confirmed by the presence of specific
IgE antibody or positive results from a skin prick test
(SPT), for the first time in life. This scenario is mostly
the case in infants with atopic dermatitis, but patients
and their family with known food allergy tend to
avoid highly allergenic foods such as peanuts, buck-
wheat and shrimp, particularly if they have ever
shown positive specific IgE titers. Careful setting of
the OFC may be needed in this case, because intro-
duction of a highly sensitized food for the first time in
life can sometimes induce severe reactions.

Diagnosis of the achievement of tolerance (out-
growing the allergy) is another important indication
for the OFC. Most infants with egg,32 milk,33 wheat34

or soybean allergies tend to outgrow these allergies
during childhood. Information on symptoms follow-
ing accidental exposure helps determine an indica-
tion for the OFC. If the patient has experienced a se-
vere reaction recently within 1 year, the OFC is not
indicated. Patients with strict avoidance of the aller-
gic food for more than 1 year may be considered for
an OFC. Information about daily consumption of

foods containing small amounts of the suspected
component is also helpful to determine indications
and procedures for the OFC.

Allergies to peanut,35 tree nuts,36 buckwheat or
shrimp, especially in older children or adults, are
thought to continue throughout life. An OFC to those
foods may not be indicated unless loss of sensitiza-
tion is confirmed by negative results from an SPT or
specific IgE test.

DECIDING ON THE CHALLENGE PROTOCOL
Selection of a challenge protocol should be based on
the safety and accuracy of the OFC.37 The total provo-
cation dose may be large enough compared to daily
consumption of the suspected food for the proper di-
agnosis of food allergy, but is sometimes considered
too high for a highly sensitized patient with a history
of severe reaction, in terms of safety. Using step-wise
procedures in the OFC may be an option, with chal-
lenge using a small amount preceding a full-dose
challenge.

The challenged food should be standardized for di-
agnosis of the food allergy. However, processed food
may be an option for patients with known food al-
lergy. Introduction of extensively heated foods,38 par-
tially digested foods or fermented food such as
“miso”, “shoyu” or “natto”, which are traditional Japa-
nese soy products,39 may be tolerated and even effec-
tive for the induction of tolerance in some patients.
Although allergenic activities of these foods are gen-
erally decreased, OFC should be considered before
introduction, because some patients experience se-
vere reactions to these foods.

Precise information on the history of the patient,
which has already been mentioned, and immunologi-
cal laboratory data are essential for deciding on the
indications and procedure for OFC.
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Fig. 2 Positive decision points for allergen-specific IgE 
titers to diagnose food allergy without food challenge.

Age (years) <1 1 2≤
Egg white 13.0 23.0 30.0

Milk 5.8 38.6 57.3

Food Raw egg white Heated egg white
Specific IgE Egg white Ovomucoid Egg white Ovomucoid

Positive decision
points 7.38 5.21 30.7 10.8

3) Ando14

2) Komata39

Specific IgE Egg white Milk Peanut Fish
Diagnostic decision

points 7 15 14 20

1) Sampson41 (UA/ml)

Positive decision points for specific IgE antibodies,
which indicate IgE titers with over 95% probability for
positive challenge, have been proposed for some al-
lergens (Fig. 2).40 Patients with specific IgE titers
above this point may be advised to continue a re-
stricted diet without undergoing an OFC.41 Probabil-
ity curves for specific IgE titers are also helpful to
predict the probability of positive challenge.42 Even
so, OFC might be performed for highly sensitized pa-
tients to identify the threshold amount of suspected
food inducing allergic symptoms, and to provide the
patient with advice on safe levels of the food. Empha-
sis is required on the fact that specific IgE titers do
not always correlate to threshold amounts of food or
the severity of allergic symptoms.

SPT also indicates sensitization to the suspected
food,43,44 sometimes in patients with negative results
for specific IgE in serum. Results from an SPT help to
predict a positive challenge in patients with negative
or low specific IgE titers to milk or egg,45 but false
positive results are also common.

The basophil histamine-releasing test (HRT) is also
commercially available in Japan.46 High scores (Class
4) in HRT for egg white, milk and wheat suggest
more than 90% probability for positive challenge, par-
ticularly in patients who have experienced anaphy-
laxis.47 Decreased HRT titers in patients maintaining
high specific IgE titers sometimes indicate the
achievement of tolerance to the food.

SETTING AND PROCEDURES
All institutes at which OFCs are performed have to be
fully equipped for access to emergency treatment.
The site may be in-hospital, but an outpatient office or
clinic may also be suitable for some patients in whom
severe reactions are not predicted. A safe, clean and
comfortable environment, hopefully free from contact
with other patients with infectious diseases, needs to
be provided for patients to spend a long period. Well-

trained doctors or nurses should keep in touch with
the patient throughout the procedure, and the contri-
bution of a dietitian helps a great deal.48

The risks and benefits of OFC should be discussed
with the patient and parents, and written informed
consent needs to be obtained in most cases.

Before proceeding with the OFC, the patient needs
to be stable in terms of allergic symptoms and free
from any acute illness. Antihistamines should have
been discontinued for >72 h and any other medica-
tions for the treatment or prevention of allergic dis-
eases discontinued for an appropriate period based
on the duration of action, except inhaled corticoster-
oids and topical corticosteroid ointments applied on
small areas of skin lesions.

Typical challenge foods and total doses adminis-
tered are listed in Table 1. The starting dose should
be 1 g (1 ml) or less of the food.49 The typical chal-
lenge scheme is to divide the total dose into 3-6 incre-
mental doubling doses, such as 1, 2, 4, 8 and 16 g of
boiled egg white or 1, 5, 10, 25, 50 and 100 ml of milk.
A challenge with smaller doses should be considered
for patients deemed to be at risk of severe reaction,
such as 0.1 ml for the starting dose of milk.50

When processed food is used for a blind challenge,
equivalent doses of allergen content should be con-
sidered and a standardized cooking method may be
applied to minimize the variation of allergen activity.

Doses are generally given every 15-30 min over 1-2
h. A longer dosing interval might be applied for se-
vere patients or for those who have experienced a
late-onset allergic reaction after intake of the sus-
pected food. If a sign of suspicious reaction appears,
the next dose should be postponed to observe the
progress of symptoms, or the same dose should be
repeated to avoid overloading.

The patient may stay in hospital for more than 2 h
after the final dose is given or the provoked symp-
toms disappear. Upon discharge, the patient needs to
be instructed to observe the possibility of late-onset
symptoms, even after a negative (passed) challenge.

SYMPTOMS AND TREATMENTS
The expected reactions during OFC involve cutane-
ous, mucosal, respiratory, GI, cardiovascular and neu-
rological symptoms (Table 2). Parallel to the allergic
reactions observed with accidental intake, cutaneous
symptoms are most frequently observed in 80% of
positive (failed) challenges, followed by respiratory
(35%) and GI (25%) symptoms.51

Respiratory symptoms are common and need to be
treated properly. Coughing might be divided into two
categories: dry and staccato coughing estimated to be
of laryngeal origin; and productive coughing associ-
ated with wheezing or asthma.52

Oral symptoms are frequently reported at the be-
ginning of challenge, but sometimes disappear after-
ward. Distinguishing whether such symptoms are a
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Table 1 Recommended protocol for open food challenge

SchemeTotal dose　　Initial doseStep †Challenge foodsTarget foods

1-2-4-8 g15 g (1 egg yolk)1 g1Boiled egg yolkEgg
0.1-0.2-0.5-1-2 g2-4 g0.1 g2 ‡Boiled egg white
1-2-4-8-16 g16-32 g (1 egg)1 g3
0.1-1-2-4-8-15 ml15-30 ml0.05-0.1 ml 1Raw milkMilk
1-5-10-25-50-100 ml100-200 ml1-5 ml2
0.5-1-2-4-8-15 g15-30 g0.5 g1Udon noodle (boiled)Wheat
1-2-5-15-25-50 g50-100 g1 g2
1-2-4-8-15-30 g30-60 g1 gBoiled or baked fishFish
1-2-5-15-25-50 g50-100 g 1 gTofu (soy paste)Soy

† A stepwise challenge protocol may be considered for high-risk patients. 
‡ Processed foods (cookies, cakes, etc.) are also available. 

Table 2 Signs and symptoms observed in OFC

Cutaneous
Pruritus, erythema, urticaria, angioedema 

Oral
Throat pain, itching of palate, tongue or lips, palatal red-
ness or hives

Mucosal
Eye swelling, tears, conjunctivitis

Upper respiratory
Rhinorrhea, sneezing, and nasal obstruction 

Lower respiratory
Coughing, wheeze, dyspnea, stridor, hoarseness, chest 
tightness

Gastrointestinal
Nausea, vomiting, diarrhea, abdominal pain or cramp

Cardiovascular
Hypotension, light-headedness, cold extremities, cyano-
sis, syncope, collapse
Neurological
Behavioral change, loss of activity, restlessness, dizzi-
ness, sleep

part of systemic reactions or an oral allergy syn-
drome induced by local absorption of water-soluble
allergens is difficult, but may be important.

Neurological symptoms might be a sign of sys-
temic reactions, particularly when a small child is vio-
lently frightened and crying, or suddenly turns
quiet.53 Overwhelming tiredness and sleepiness are
sometimes observed in older children associated with
GI symptoms, but without cardiovascular symptoms
like hypotension or decreased oxygen saturations.

Grading symptoms is helpful for deciding on treat-
ment strategies (Table 3). Treatment may not be nec-
essary for localized skin or mild mucosal symptoms
(Grade 1). Most skin and mucosal symptoms may be
treated using antihistamines (oral or parenteral).
Beta-agonist inhalation may be applied to mild respi-
ratory symptoms, and oxygen should be adminis-
tered if oxygen saturation falls below 95% (Grade 2,

Step 1 treatment, Fig. 3).
When symptoms reach Grade 3, Step 2 treatment

should be applied. Intramuscular adrenaline (0.01
mg�kg) is the first-line treatment in Step 2. Effects of
adrenaline may be observed within 5 min, when most
skin, respiratory, GI and even neurological signs tend
to disappear. If the effect was insufficient or symp-
toms reappear after 10-15 min, repeat administration
of intramuscular adrenaline may be considered, and
additional treatments such as intravenous fluid, par-
enteral antihistamine or corticosteroids should be ap-
plied. Repeat inhalation of beta-agonists or adrena-
line54 may be an option for persistent but mild respi-
ratory symptoms.

In cases of severe reactions accompanied by intrac-
table hypotension or respiratory distress, full resusci-
tation with bolus rehydration (30 ml�kg normal sa-
line), respiratory supports and catecholamine should
be applied in the intensive care unit (Step 3).

DIET MANAGEMENT BASED ON RESULTS
OF THE OFC
Based on the total dose and symptoms provoked in
the OFC, patients should be instructed about restric-
tions or re-introduction of the challenge food. Even
after a negative challenge, the amount of food intake
at home may not exceed that of the total dose at least
several times to confirm safety.

Positive challenge does not always suggest a need
for complete elimination of the food from the diet.55

Patients may introduce small amounts of the target
food within the appropriate safety range, at 1-10% of
the threshold level in general, or the processed food
in which decreased allergic reactivity is expected.

Repeated follow-up visits are needed to confirm the
benefits of the OFC, particularly when re-introduction
of the eliminated food is in progress. In many cases,
the patient and parents are anxious about the occur-
rence of allergic symptoms even after a negative chal-
lenge, or may actually experience some mild symp-
toms after eating the target food. Providing instruc-
tions to the patient’s school about restrictions to the
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Table 3 Grading of symptoms observed with oral food challenge

NeurologicalCardiovascularRespiratory mucosalGastrointestinalSkinGrade

ーーー
Nausea
Oral/pharyngeal 
discomfort, itch

Faint rash
Wheals (<3)
Pruritus

1

Loss of activity

ー

Sneeze
Rhinorrhea/nasal obstruction
Scratch nose/eyes
Cough (<10)

Vomiting/diarrhea 
(1-2)
Transient colic

Localized rash
Wheals (3-10)
Worsening of eczema
Increased scratch

2

Fatigue・sleep
or irritability

Increased heart rate 
( _>  1 5 bpm)
Pallor

Cough ( _>  10)
Wheeze
Husky voice/Barking cough
Difficulty swallowing

Vomiting/diarrhea 
( _>  3)
Persistent colic

Systemic rash/wheals
Severe itch
Angioedema

3

Dizziness
Distraction

Arrhythmia
Mild hypotension
Cold extremities
Sweat skin

Dyspnea
Weak respiration
Cyanosis

Vomiting/diarrhea 
with dehydration

As above4

Loss of
consciousness

Severe bradycardia
Severe hypotension
Cardiac arrest

Respiratory arrestAs aboveAs above5

Grading  should be based on the most severe symptom.

Fig. 3 Treatment plan for allergic symptoms. † Consider oral corticosteroid to prevent late reactions.

Skin/mucosal Gastrointestinal Respiratory Cardiovascular/
Neurological

●Histamine H1 antagonist
　(oral)
●Repeat histamine H1 
　antagonists (oral, IV or IM)

●Beta-2 stimulant inhalation
●Oxygen (SpO2 <95%)
●Repeat inhalation
●Consider Step 2

●0.1% Adrenalin IM 0.01 mL/kg
●Repeat adrenalin IM after 15-20 min, or
●Oxygen (SpO2 <95%)
●Hydration. Bolus saline (30 mL/kg) in case of shock
●Corticosteroid (slow IV or drip)
　Hydrocortisone 5-10 mg/kg, Methyprednisolone or Predonine 1-2 mg/kg

●Dopamine, Noradrenalin, Glucagon for intractable circulatory failure
●Intubation and mechanical ventilation
●Cardiac massage, electronic defibrillation (AED)

Consider admission

Step
1†

Step
2

Step
3 Admission to ICU

lunch menu is an important social activity to improve
quality of life and safety of the patient.

FUTURE PROSPECTS
The Japanese OFC Guideline principally deals with

the diagnosis of immediate food hypersensitivity. Di-
agnostic food challenge for non-IgE-mediated allergic
reactions including food protein-induced enterocolitis
syndrome (FPIES)56 and late-onset worsening of ec-
zema,57 both of which are thought to be cell-mediated
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immunological disorders, is not described in the
guideline, because insufficient evidence is available to
establish a standardized protocol at this time. Indirect
food challenges such as provocation through breast
milk after giving the target food to the lactating
mother,58 or labial food challenge59 are also not dealt
with.

The guideline does not recommend a single uni-
versal procedure, but places emphasis on users ar-
ranging their own protocol to meet the conditions of
their institute and patient needs. In any case, safety
remains the most important consideration, and the
key safety point might be that OFC is conducted by
experienced staff who are present throughout the
procedure, continuously interacting with the patient.

ACKNOWLEDGEMENTS
This review was partially supported by a grant from
Ministry of Health, Labour and Welfare, 2009. The
author sincerely appreciates the cooperation of all
production committee members of the Japanese OFC
Guideline 2009.

REFERENCES
1. Ebisawa M, Sugizaki C. Prevalence of pediatric allergic

diseases in the first 5 years of life. J Allergy Clin Immunol
2008;121:S237.

2. Imai T. [Provision against food allergy at the school lunch
in Japan]. Arerugi 2005;54:1197-202 (in Japanese).

3. McIntyre CL, Sheetz AH, Carroll CR, Young MC. Admini-
stration of epinephrine for life-threatening allergic reac-
tions in school settings. Pediatrics 2005;116:1134-40.

4. Berni Canani R, Ruotolo S, Discepolo V, Troncone R. The
diagnosis of food allergy in children. Curr Opin Pediatr
2008;20:584-9.

5. Hill DJ, Hosking CS, Reyes-Benito LV. Reducing the need
for food allergen challenges in young children: a compari-
son of in vitro with in vivo tests. Clin Exp Allergy 2001;31:
1031-5.

6. Ikematsu K, Tachimoto H, Sugisaki C, Syukuya A,
Ebisawa M. [Feature of food allergy developed during in-
fancy (1)―relationship between infantile atopic dermati-
tis and food allergy]. Arerugi 2006;55:140-50 (in Japa-
nese).

7. Garcia C, El-Qutob D, Martorell A et al. Sensitization in
early age to food allergens in children with atopic derma-
titis. Allergol Immunopathol (Madr) 2007;35:15-20.

8. Ito K, Morishita M, Ito A, Sakamoto T, Torii S. [Immedi-
ate type food hypersensitivity associated with atopic der-
matitis in children]. Arerugi 2004;53:24-33 (in Japanese).

9. Mukoyama T, Nishima S, Arita M et al. Guidelines for di-
agnosis and management of pediatric food allergy in Ja-
pan. Allergol Int 2007;56:349-61.

10. Futamura M, Ito K, Arita M, Urisu A. [The Current State
of Oral Food Challenge Test by Pediatric Allergy Special-
ists]. Jpn J Pediatr Allergy Clinical Immunol 2009;23:279-
86 (in Japanese).

11. Japanese Society of Pediatric Allergy and Clinical Immu-
nology. [Japanese Pediatric Guideline for Oral Food Chal-
lenge Test in Food Allergy 2009]. Tokyo: Kyowa Kikaku,
2009 (in Japanese).

12. Imai T. [National surveillance of immediate type food al-

lergy in Japan]. In: Imai T. [Work report of a study for the
development and prevention of food allergy]. Tokyo:Minis-
try of Health, Labour and Welfare, 2009;5-9 (in Japanese).

13. Urisu A, Ando H, Morita Y et al. Allergenic activity of
heated and ovomucoid-depleted egg white. J Allergy Clin
Immunol 1997;100:171-6.

14. Takagi K, Teshima R, Okunuki H et al. Kinetic analysis of
pepsin digestion of chicken egg white ovomucoid and al-
lergenic potential of pepsin fragments. Int Arch Allergy
Immunol 2005;136:23-32.

15. Ando H, Moverare R, Kondo Y et al. Utility of ovomucoid-
specific IgE concentrations in predicting symptomatic
egg allergy. J Allergy Clin Immunol 2008;122:583-8.

16. Shek LP, Bardina L, Castro R, Sampson HA, Beyer K. Hu-
moral and cellular responses to cow milk proteins in pa-
tients with milk-induced IgE-mediated and non-IgE-
mediated disorders. Allergy 2005;60:912-9.

17. Chatchatee P, Jarvinen KM, Bardina L, Beyer K, Samp-
son HA. Identification of IgE- and IgG-binding epitopes on
alpha (s1)-casein: differences in patients with persistent
and transient cow’s milk allergy. J Allergy Clin Immunol
2001;107:379-83.

18. Jarvinen KM, Chatchatee P, Bardina L et al. IgE and IgG
binding epitopes on alpha-lactalbumin and beta-
lactoglobulin in cow’s milk allergy. Int Arch Allergy Immu-
nol 2001;126:111-8.

19. Urisu A, Yamada K, Masuda S et al. 16-kilodalton rice pro-
tein is one of the major allergens in rice grain extract and
responsible for cross-allergenicity between cereal grains
in the Poaceae family. Int Arch Allergy Appl Immunol
1991;96:244-52.

20. Ito K, Futamura M, Borres MP et al. IgE antibodies to
omega-5 gliadin associate with immediate symptoms on
oral wheat challenge in Japanese children. Allergy 2008;
63:1536-42.

21. Morita E, Matsuo H, Morimoto K, Savage AW, Tatham
AS. Fast omega-gliadin is a major allergen in wheat-
dependent exercise-induced anaphylaxis. J Dermatol Sci
2003;33:99-104.

22. Burks AW, Cockrell G, Stanley JS, Helm RM, Bannon
GA. Recombinant peanut allergen Ara h 1 expression and
IgE binding in patients with peanut hypersensitivity. J
Clin Invest 1995;96:1715-21.

23. Rabjohn P, Helm EM, Stanley JS et al. Molecular cloning
and epitope analysis of the peanut allergen Ara h 3. J Clin
Invest 1999;103:535-42.

24. Holzhauser T, Wackermann O, Ballmer-Weber BK et al.
Soybean (Glycine max) allergy in Europe: Gly m 5 (beta-
conglycinin) and Gly m 6 (glycinin) are potential diagnos-
tic markers for severe allergic reactions to soy. J Allergy
Clin Immunol 2009;123:452-8.

25. Barre A, Sordet C, Culerrier R, Rance F, Didier A, Rouge
P. Vicilin allergens of peanut and tree nuts (walnut, hazel-
nut and cashew nut) share structurally related IgE-
binding epitopes. Mol Immunol 2008;45:1231-40.

26. Barre A, Jacquet G, Sordet C, Culerrier R, Rouge P. Ho-
mology modelling and conformational analysis of IgE-
binding epitopes of Ara h 3 and other legumin allergens
with a cupin fold from tree nuts. Mol Immunol 2007;44:
3243-55.

27. Ito K. [Practical diagnosis of food allergy]. Arerugi 2008;
57:1109-16 (in Japanese).

28. Nowak-Wegrzyn A, Assa’ad AH, Bahna SL, Bock SA, Si-
cherer SH, Teuber SS, and Adverse Reactions to Food
Committee of American Academy of Allergy, Asthma &
Immunology. Work Group report: oral food challenge



Ito K et al.

474 Allergology International Vol 58, No4, 2009 www.jsaweb.jp�

testing. J Allergy Clin Immunol 2009;123(6 Suppl):S365-
83.

29. Komata T, Shukuya A, Imai T, Tachimoto H, Ebisawa M.
[Single blind food challenge using dried food powder―1
st report. Raw whole egg and egg yolk]. Arerugi 2009;58:
524-36 (in Japanese).

30. Rancé F, Deschildre A, Villard-Truc F et al, and SFAIC
and SP2A Workgroup on OFC in Children. Oral food
challenge in children: an expert review. Eur Ann Allergy
Clin Immunol 2009;41:35-49.

31. Shimakura K, Nagashima Y, Shiomi K et al. [In vitro
evaluation of allergenicity of dried food powders manufac-
tured for food provocation test]. Arerugi 2003;52:522-9
(in Japanese).

32. Savage JH, Matsui EC, Skripak JM, Wood RA. The natu-
ral history of egg allergy. J Allergy Clin Immunol 2007;
120:1413-7.

33. Skripak JM, Matsui EC, Mudd K, Wood RA. The natural
history of IgE-mediated cow’s milk allergy. J Allergy Clin
Immunol 2007;120:1172-7.

34. Keet CA, Matsui EC, Dhillon G, Lenehan P, Paterakis M,
Wood RA. The natural history of wheat allergy. Ann Al-
lergy Asthma Immunol 2009;102:410-5.

35. Savage JH, Limb SL, Brereton NH, Wood RA. The natural
history of peanut allergy: Extending our knowledge be-
yond childhood. J Allergy Clin Immunol 2007;120:717-9.

36. Fleischer DM, Conover-Walker MK, Matsui EC, Wood
RA. The natural history of tree nut allergy. J Allergy Clin
Immunol 2005;116:1087-93.

37. Perry TT, Matsui EC, Conover-Walker MK, Wood RA.
Risk of oral food challenges. J Allergy Clin Immunol 2004;
114:1164-8.

38. Nowak-Wegrzyn A, Bloom KA, Sicherer SH et al. Toler-
ance to extensively heated milk in children with cow’s
milk allergy. J Allergy Clin Immunol 2008;122:342-7.

39. Ogawa A, Samoto M, Takahashi K. Soybean allergens
and hypoallergenic soybean products. J Nutr Sci Vitami-
nol 2000;46:271-9.

40. Komata T, Söderström L, Borres MP, Tachimoto H,
Ebisawa M. The predictive relationship of food-specific
serum IgE concentrations to challenge outcomes for egg
and milk varies by patient age. J Allergy Clin Immunol
2007;119:1272-4.

41. Maloney JM, Rudengren M, Ahlstedt S, Bock SA, Samp-
son HA. The use of serum-specific IgE measurements for
the diagnosis of peanut, tree nut, and seed allergy. J Al-
lergy Clin Immunol 2008;122:145-51.

42. Sampson HA. Utility of food-specific IgE concentrations in
predicting symptomatic food allergy. J Allergy Clin Immu-
nol 2001;107:891-6.

43. Eigenmann PA, Sampson HA. Interpreting skin prick
tests in the evaluation of food allergy in children. Pediatr
Allergy Immunol 1998;9:186-91.

44. Verstege A, Mehl A, Rolinck-Werninghaus C et al. The
predictive value of the skin prick test wheal size for the
outcome of oral food challenges. Clin Exp Allergy 2005;
35:1220-6.

45. Ogata M, Sukuya A, Sugizaki C et al. [Usefulness of skin
prick test using bifurcated needle for the diagnosis of
food allergy in infantile atopic dermatitis―1st report.
Case of egg allergy]. Arerugi 2008;57:843-52 (in Japa-
nese).

46. Nishi H, Nishimura S, Higashiura M et al. A new method
for histamine release from purified peripheral blood baso-
phils using monoclonal antibody-coated magnetic beads. J
Immunol Methods 2000;240:39-46.

47. Iwasaki E, Yamaura M, Masuda K et al. [Diagnostic value
of glass microfibre-based basophil histamine release test
in food allergic children. Comparison with specific IgE an-
tibody and skin scratch test]. Arerugi 1994;43:609-18 (in
Japanese).

48. Wood RA. Oral food challenge testing. In: Adkinson NF
Jr, Bochner BS, Busse WW et al (eds). Middleton’s Allergy
Principles & Practice, 7th edn. Philadelphia: Mosby
Elsevier, 2009;1309-17.

49. Taylor SL, Hefle SL, Bindslev-Jensen C et al. A consensus
protocol for the determination of the threshold doses for
allergenic foods: how much is too much? Clin Exp Allergy
2004;34:689-95.

50. Devenney I, Norrman G, Oldaeus G, Strömberg L, Fälth-
Magnusson K. A new model for low-dose food challenge
in children with allergy to milk or egg. Acta Paediatr
2006;95:1133-9.

51. Ito K, Futamura M, Takaoka Y, Morishita M, Nakanishi
K, Sakamoto T. [Open food challenge with milk, egg
white and wheat]. Arerugi 2008;57:1043-52 (in Japanese).

52. James JM. Respiratory manifestations of food allergy. Pe-
diatrics 2003;111:1625-30.

53. De Swert LF, Bullens D, Raes M, Dermaux AM. Anaphy-
laxis in referred pediatric patients: demographic and clini-
cal features, triggers, and therapeutic approach. Eur J Pe-
diatr 2008;167:1251-61.

54. Muraro A, Roberts G, Clark A et al, and EAACI Task
Force on Anaphylaxis in Children. The management of
anaphylaxis in childhood: position paper of the European
academy of allergology and clinical immunology. Allergy
2007;62:857-71.

55. Burks AW, Laubach S, Jones SM. Oral tolerance, food al-
lergy, and immunotherapy: implications for future treat-
ment. J Allergy Clin Immunol 2008;121:1344-50.

56. Hwang JB, Sohn SM, Kim AS. Prospective follow-up oral
food challenge in food protein-induced enterocolitis syn-
drome. Arch Dis Child 2009;94:425-8.

57. Niggemann B. Role of oral food challenges in the diag-
nostic work-up of food allergy in atopic eczema dermatitis
syndrome. Allergy 2004;59(Suppl 78):32-4.

58. Järvinen KM, Mäkinen-Kiljunen S, Suomalainen H. Cow’s
milk challenge through human milk evokes immune re-
sponses in infants with cow’s milk allergy. J Pediatr 1999;
135:506-12.

59. Rance F, Dutau G. Labial food challenge in children with
food allergy. Pediatr Allergy Immunol 1997;8:41-4.




