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To develop effective sublingual immunotherapy(SLIT), we have conducted the following studies.
1, The characteristics of SLIT: \To clarify the characteristics of SLIT, a questionnaire survey for the
patients who have been receiving SLIT for Japanese cedar (JC) pollinosis was carried out. We found
the high satisfaction rates and the high adherence rates of the patients who received SLIT.
\The determination of the factors which modify the effect of SLIT through the analysis of clinical
studies using JC pollen extract. Body weight might modify the effect of SLIT; however, other factors
were not related clearly. The severity of symptoms in the 1% season of treatment does not predict the
effect in the 2" season.
\The efficacy of allergy treatment with SLIT and the relationships between JC pollen dispersal patterns,
timing of the pollen season and treatment efficacy were analyzed in clinical SLIT studies. The amount
of pollen dispersed daily had a minimal effect on the severity of symptoms during the late period of
dispersal. SLIT was remarkably effective in alleviating symptoms during this period.
\The interaction between upper and lower respiratory tract observed during pollen dispersal season in
the patients with JC pollinosis were examined using an environmental challenge chamber. We found
pollen induced rhinitis increased the nitric oxide exhaust and SLIT could improve the inflammation in
the lower airway.
\ To establish the biomarkers that show the efficacy of SLIT objectively, we carried out several studies
and found the candidates, such as the changes of allergen specific T cells, regulatory T cells, and some
specific genes. Particularly, the decreased pathogenic T cells showed the correlation with the improved
nasal symptoms scores.
2,The early intervention using SLIT: To certify the utility of using SLIT as an early intervention against
the development of cedar pollinosis as a vaccine, the clinical controlled study using SLIT with JC
pollen extract has been conducted. The analyses of the results are in progress..
3, The development of the adjuvants to enhance the efficacy of SLIT: We developed some candidates,
such as a-galactosylceramide(a-GalCer) containing liposome, bacillus and protein A. The clinical
studies using a-GalCer containing liposome is now in the planning and consulting stage with
Pharmaceuticals and Medical Devices Agency ( PMDA).



4, Diagnostic criteria of young pediatric patients with allergic rhinitis: To establish an early
intervention to prevent from exaggeration of pediatric patients, we established the diagnostic criteria
using a cohort study.

5. The development of an accurate diagnostic method of the causal allergens of allergic rhinitis: To
make the diagnosis more convenient for the patients with allergic rhinitis, we examined the change of
basophils following allergen challenge in vitro and found the enhanced expression of TSLPR on
basophils might be a useful marker. We are now consulting with PMDA to proceed to the clinical
study.
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