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This project consists of intervention study and an observational study. Intervention study is
a randomized controlled trial named Prevention of Allergy via Cutaneous Intervention
(PACI) study of which aim is to prevent egg allergy by early intervention for infantile
patients with early onset atopic eczema and an observational study is a birth cohort study of
high risk infants with family history of allergic diathesis to recruit candidates of the PACI
study and follow up the other high risk infants to examine their prognosis as one of the

control group of PACI intervention group. From September of 2016 fiscal year, we have
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started to recruit neonates and their mother to join this birth cohort study after obtaining
the approval of the ethical committee to this study ( Institutional review board approval was
obtained on July 28th 2016. Identification number of IRB is 1220 in the National Center for
Child Health and Development.). Out of planned ten participants in 2016 fiscal year, nine
pairs of infants and mothers joined this study.

Preliminary case control study was carried out to develop a detail protocol of the PACI study.
Retrospective chart survey was applied for all 26 infants who admitted for treatment of
severe atopic dermatitis to the National Center for Child Health and Development, Tokyo.
All of them received proactive treatment with potent topical steroids and achieved sustained
clearness from skin rash thereafter. They were divided into two groups of the early
intervention group (EI) admitted before 5 months old, and the late intervention group (LI)
admitted at 5 months old or later. Primary outcome was the incidence of food allergy in each
group at 18 months of age. There were no difference between both groups in the severity of
eczema on admission, age of eczema onset and parental atopic disposition. Incidence of food
allergy (defined as having a positive result of food provocation test, a history of immediate
reaction due to any specific food intake or any food specific IgE immuno CAP) level higher
than 50 UA/ml) in EI was 50% ( 6 out of 12) and that of LI was 100% (14 out of 14) (p<0.01).
A birth cohort study whose participants were born in the National Center for Child Health
and Development revealed that the early onset of eczema such as at 1-2 months of age is the
strongest risk factor of the onset of food allergy thereafter (a OR=6.61). Another
intervention study revealed that early introduction of hen’s egg to 6 month old infants
decline the cumulative incidence of egg allergy proven by oral challenge at 12 months of age.
As a diagnostic criteria for infantile atopic dermatitis, UK working Party’s diagnostic
criteria which was developed by Prof. Hywel Williams who is an advisor of this study has
been adapted. Participants who are eligible to the PACI study should be registered to
Electronic Data Capture (EDC) system on line and a case report form was completed.
Inclusion criteria and exclusion criteria were determined and assessment methods before
intervention were developed. As outcome measures for this intervention, EASI scoring
system and POEM scaring system were adopted to evaluate the severity of atopic dermatitis.
To unify the diagnostic criteria of egg allergy after intervention, procedure and a protocol of
oral food challenge test was determined. After adjustment of those methodological details,
the study protocol of PACI study was submitted to the IRB of the National Center for Child
Health and Development and received approval on February 234 2017 (ID No is 1347).
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