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Development of a long—term testing method by subject management
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Research on elucidating the pathology of rhododenol (RD) induced



depigmenting plaques and gathering information
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This study aimed at elucidating the mechanisms of adverse events caused by components such
as medicines and the like for skin application, aiming at early detection and establishment of
cause identification method in development of prediction method, setting of safety test and
postmarketing safety measures.

1) Development of a long-term testing method by subject management using a mobile phone
(Research and development shared personel: Fujita Health University,School of Medicine,
Department of Allergology, Professor Akiko Yagami)

In this research, "Development of recommended protocol of human open application test
method to evaluate skin irritation, trial of skin reaction photography by mobile phone
photograph function" and "Recommended protocol of skin opening application test method"
were examined. As a result, it was concluded that there was almost no variation in
photographing and evaluation of eruption in the management of subjects by using mobile
phones, and management with the mobile phone could be recommended for protocols in the
future. On the other hand, it was confirmed that open continuous stimulation was significantly
different in skin reactivity from occlusion application and seasonal difference was large, and it
was confirmed that irritation was observed by continuous application even if it was occlusion
for 4 hours. In addition, it was revealed that confirmation by occlusion is necessary for skin
irritation examination by continuous application. A repeated patch test (occlusion continuous
application test for 4 hours) was performed for 4 hours with occluded patch for the purpose of
examining whether it would be a preliminary examination of the 24 hour occlusion patch test.
Specifically, in 25 healthy subjects (adults), four consecutive occluded continuous application
tests were conducted on a plurality of test substances for 4 days. As a result, except for one test
substance, a reaction of + or more was obtained. Also, there were no subjects who had a positive
response induced in one skin application. Based on this result, it was possible to carry out one
4 hour blockade patch test after confirmed by (1) alternative method for unknown test reagent,

and (2) it was judged to be appropriate as a test before the 24 hour occlusion patch test.



From the above, it is concluded that this study is (1) correlated with the alternative method
and (2) worthy preliminary examination of the 24 hour occlusion patch test performed at the

next stage.

2) Information useful for setting safety test method in whitening agent development was
collected and analyzed based on the results of elucidating the pathology of rhododenol (RD)
induced depigmenting plaques and the like. It was revealed that pigment regeneration occurs
if there is a pigment stem cell at a site where depigmented plaque exists.

3) Analyze the epidemiological survey of SSCI-Net and conduct an epidemiological
investigation of safety from the preparation of PT reagents for ingredients and examination of
the positive rate of national multi-institutional collaborative research in order to detect early
ingredients of drugs causing health damage , And developed mechanisms for predicting and
predicting the mechanisms of adverse events caused by components such as drugs for skin
application. As a result of the investigation, problems of allergic cases such as isothiazolinone
antiseptic, whitening agent, oxidation hair dye and gel nail acrylic resin were extracted, and
for each of them, through the general association SSCI - Net, industry - academia - government
collaboration We were able to exchange information, review reused products, investigate fixed

positive rate, create manual for risk minimization etc.
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