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Loca Induction of a Specific Thl Immune Response by Allergen Linked Immunostimulatory DNA in the Nasal Expl
ants of Ragweed-Allergic Subjects
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Background: Allergen immunotherapy is effective in allergic individual s however efforts are being made to improve its safety, convenie
nce, and efficacy. It has recently been demonstrated that allergen-linked immunostimulatory DNA (1SS) is effective in stimulating an alerge
n-specific Thl response with decreased allergenicity. The objective of this study isto investigate whether |SS linked to purified ragweed aller
gen Amb-a1 (AIC) can inhibit local allergen-specific Th2 and induce allergen-specific Thl responses in explanted nasal mucosa of ragweed-
sensitive subjects. In addition, we set out to determine whether AIC is more effective compared to stimulation with unlinked Amb aland IS
S.

Methods: Tissue from ragweed-sensitive patients (n = 12) was cultured with whole ragweed alergen (RW), Amb-a-1, AIC, Amb-a1 an
d ISS (unlinked), or tetanus toxoid (TT) for 24 hours. IL-4, -5, -13, TNF-o and |FN-y mRNA-positive cells were visualized by in situ hybrid
ization and T cells, B cells and neutrophils were enumerated using immunocytochemistry.

Results: RW or Amb-a-1 increased the number of IL-4, IL-5, and IL-13 mRNA+ cellsin the tissue compared to medium aone. AIC ha
d similar cytokine mRNA reactivity as control tissue. AIC and TT increased |FNy-mRNA expression. Unlinked Amb-a-1 and | SS showed si
milar effects to AIC, however this response was weaker. The number of TNF mRNA+ cells, T cells, B cells and neutrophils remained uncha
nged.

Conclusions: AlIC is effective in stimulating alocal alergen-specific Thl- and abolishing Th2-cytokine mRNA reactivity in the nose an
d may be considered as a strong candidate for an improved approach to immunotherapy in ragweed-sensitive individuals.
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