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In quasi-drugs and cosmetics, many kinds of ingredients derived from various proteins are
contained as raw materials. In Japan, in recent years, more than 2,000 people were sensitized
by hydrolyzed wheat protein contained in facial soap and developed wheat allergy. Therefore, to
prevent the recrudescence of such cases and to ensure the safety of quasi-drugs and cosmetics,
in this research group, seven research subjects are ongoing as follows.

(1) Transdermal sensitizing potential of several kinds of hydrolyzed proteins, e.g. hydrolyzed
egg white, were investigated using animal model system, however, no samples showed the
sensitizing potential. We also examined positive control materials for standardization of the
animal model system, and showed that B-lactoglobulin, one of milk allergens, is useful in

addition to egg allergens.
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Using monoclonal antibodies which specifically recognize newly generated epitopes via
deamidation, we evaluated the antigenicity of hydrolyzed wheat protein marketed in Japan.
Furthermore, the molecular profile of hydrolyzed collagen protein was analyzed with
polyacrylamide gel electrophoresis, size exclusion chromatography, and high-performance
liquid chromatography coupled with tandem mass spectrometry.

Fluorescence labeled dextrin (FD4) or ovalbumin (FITC-OVA) solution was applied on intact
or damaged (stripped, delipidized or scratched) Yucatan micropig skin and sections of skin
were observed with confocal laser scanning microscope. The area and intensity of
fluorescence observed in skin was different among the skin condition, FITC-OVA tend to be
observed wider area than FD4. Co-administration of surfactant seemed to enhance the
penetration. Surface tension is lowered with protein, it effects on skin penetration of FITC-
OVA.

We gathered literature information on cases of allergy onset cases such as cosmetics caused
by soybean and honey, and there were cases of percutaneous sensitization in each case. In
addition, an interim report on "Countermeasures for the occurrence of allergic cases by
cosmetics and quasi-drugs" by Allergy Working Group (WG) II of ICCR (Cosmetic Regulation
Cooperation International Conference) (http://www.iccrnet.org/files/5214/8717/1045/
Allergens_II__Part_1_Final Jan_2017.pdf) was published and translated it into Japanese.
We surveyed the patients with hydrolyzed wheat allergies throughout the country, as in the
previous year, conducted a questionnaire survey on the status of wheat intake and the
symptoms that appeared, and confirmed the increase in abbreviated cases and the result
that the appearing symptoms are relieved. We continued the examination of the hydrolyzed
wheat protein (Glupearl 19S)-specific IgE antibody and gained a declining trend over time.
Antigen analyses of hydrolyzed wheat allergy and cochineal allergy were advanced.

The levels of tryptase were measured using the sera from patients with wheat allergy
induced by the use of “Cha no Shizuku” soap. There was no association between the level of
tryptase and severity of allergic symptoms induced by wheat ingestion. Prognosis of wheat
allergy or change in the amount of wheat they consumed were not associated with the levels
of tryptase.

Notification of revision of official monographs of Hydrolyzed Wheat Powder and Hydrolyzed
Wheat Protein Solution listed in The Japanese Standards of Quasi-Drug Ingredient 2006
was issued on March 2017 as addition of molecular weight distribution test method and
specification, which were developed in this study. Collagen ingredients used for cosmetics
were analyzed by a size exclusion chromatography. The average molecular weight of
collagens was from several thousand to tens of thousands. These peak elution patterns were

largely grouped into two.

As described above, we obtained various practical knowledge from a social and administrative

point of view and necessary to prevent the health damage caused by quasi-drugs and cosmetics.

Our research also contributed to the revision of The Japanese Standards of Quasi-Drug

Ingredient.
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