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Abstract

Systemic lupus erythematosus (SLE) is characterized by the existence of a
heterogeneous group of autoantibodies directed against nuclear intact structures, such
as nucleosomes. The most prominent are those against dsDNA and histones. The
majority of these autoantibodies are of the IgG isotype and show affinity maturation,
both of which are known hallmarks of T cell help. Several evidences suggest that the
nucleosome would be amajor candidate autoantigen in SLE. Identification of the
critical Th cell autoepitopes in nucleosomes will help in understanding how the
pathogenic Th cells of lupus emerge, and potentially lead to the devel opment of
peptide-based tolerogenic therapy. In the present study, we have examined the self-T
cell responses against nucleosome and further identified the T cell epitope(s) of
nucleosomein NZB x NZW F1 (BWF1) mice using bone marrow-derived dendritic
cells (BM-DCs) asthe APCs. Several potential auto-T cell epitopes of histone
proteins (H2A, H2B, H3 and H4) have been identified. The cytokine profile of the
nucleosome-specific T cells of BWF1 mice was skewed toward the Th1l phenotype. In
addition, intradermal immunization of BWF1 mice with the H3111-130 peptide not only
suppressed the level of anti-ds and ssDNA 1gG, but aso significantly delayed the
progress of glomerulonephritisin lupus-prone BWF1 mice. Our results presented here
will help in understanding how the pathogenic autoimmune responses develop in the
spontaneous SLE, and potentially open the way to T cell-based immunotherapy for

lupus.
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