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Our study group aims to revise “Food Allergy Management Guideline” based on our own results
obtained from multicenter intervention studies involving companies and new information and
evidence, which result in the improvement of the level of food allergy practice in Japan. Our study
group projects consist of A) research on oral Immunotherapy (OIT), and B) research on treatment
and management of food allergy.

A) Research on oral Immunotherapy



1)

2)

3)

4)

5)

We are almost ready to submit a paper in English on the result of the nationwide survey of OIT
performed in 2015 (OIT facilities had increased by 2.1 times and the number of patients who
received OIT by 5.7 times compared to 4 years ago; A total of 7973 cases were collected from
102 facilities).

Regarding multicenter OIT study for mild to moderate 101 cases (hen’s egg:51, cow’s milk:26,
wheat:24), we are ready to submit a paper in English focusing on the fact that there was no
difference in the therapeutic effect between the group with a target dose of 100% and that with a
dose of 25%.

In long-term follow-up of rush-OIT for severe hen’s egg, cow’s milk, wheat and peanut allergy, we
found that the therapeutic effect was lowest in OIT for cow’s milk by using Kaplan-Meier method.
As for treatment of severe food allergy, we have changed the method to OIT targeting low doses.
We further recruited 91 cases (total 262 cases) and added different allergens (soybean, Cashew
etc.). After 1 year of treatment, 50 to 68% of cases passed the oral food challenge to the
targeted low dose after 2 weeks of discontinuation of the treatment. The rate of adverse
reactions during low-dose OIT was reduced, and improvement in safety of the treatment was
observed. OIT with adjunctive intake of TGF-B-rich food and epicutaneous immunotherapy for
milk allergy have been started in a multicenter study. The former registered 3 cases and the
latter 25 cases.

As for the study on immunological responses, in animals, skin barrier disruption exacerbated
oral challenge induced food allergy symptoms in epicutaneously sensitized mice. Topical steroid
treatment ameliorated skin inflammation and thereby inhibited food allergy symptoms. These
data suggest that control of skin lesions is important for improvement of food allergy. In humans,
by use of microRNA array, we identified 17 micro RNAs that may change after the dose
escalation phase of rush OIT for food allergic patients. Real time PCR confirmed that levels of
one micro RNA changed during the course of the dose escalation period with statistical
significance. We will further pursue the possibility that it may be useful as a marker for treatment

efficacy during OIT.

B) Research on treatment and management for food allergy

1)

2)

3)

In order to develop a diagnostic method using new allergen components, we prepared allergen
components of foods known to cause anaphylaxis and evaluated their diagnostic performance in
multi-center clinical tests. Diagnostic performance of allergen components for almond, shrimp
and kiwifruit were evaluated. As a result, the diagnostic performance of almond vicilin fragment
and shrimp Pen m 4 was found to be better than commercial extract ImmunoCAP. The
specific-IgE values against Act d 1 was also found to be a possible factor associated with severe
symptoms in patients with kiwifruit allergy.

A nationwide surveillance collected 266 cases in which an adrenaline auto-injector was used,
which revealed that grade 4 symptoms remained in 20% of the cases after use of an adrenaline
auto-injector.

In the study of preventing milk allergy, atopic sensitization rate was significantly higher in the

usage of cow’s milk formula group than the breast feeding group from the neonatal period. The
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rate of immediate type food allergy was also significantly higher in the milk group than breast
feeding group. RR=4.62 (95%CI: 2.42-8.83, P<0.0001). Exposure of food allergen during
neonatal period seems to be critical for the development of food allergy.

4) As a new intervention study for severe immediate type egg allergy, we will be assessing the
effect of preventing complete avoidance in in children less than 2 years old in a multicenter
randomized trial (PRECA study). We have established the protocol, got an ethical committee
approval and will start case registration in 2017 business year.

5) We performed a genome-wide association study for food allergy and identified three susceptible
loci for food allergy in the first year. Since Filaggrin loss-of-function variants are well-established
genetic risk factors for atopic dermatitis, we additionally assessed the associations of a total of
six Filaggrin loss-of-function variants, which have been reported in Japanese populations. We

found a significant association between the six Filaggrin variants and food allergy.
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