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EEEL (EX) Genetic deletion of IL-17 suppresses the progression to diabetes
in the NOD mice in the Age—dependent fashion
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T helper type 17 (Th17) cells have been shown to play important roles in mouse models
of several autoimmune diseases that had previously been thought Thl-dominant. In the NOD
mouse, however, the relevance of IL-17/Thl17 is still controversial, because of their
inherent plasticity. Thl7 cells derived from BDC2.5 NOD mice transfer diabetes through
conversion to Thl cells in vivo. We here studied the impact of IL-17 single—deficiency
or IL-17/IFN-vy receptor double—deficiency on the development of insulitis/diabetes in
NOD mice. IL-17 single—deficiency significantly delayed the onset of diabetes and
attenuated the severity of insulitis, but the cumulative incidence of diabetes until 50
weeks of age in IL-17 deficient mice was similar to that in wild-type (wt) mice. Adoptive
transfer study with CD4+CD25— T cells from young non—diabetic IL-17 single—deficient NOD
mice, but not that from older mice showed also significantly delayed disease in the
recipient NOD-Scid mice as compared with those from the corresponding wt-mice. On the
other hand, IL-17/IFN- vy receptor double—deficiency significantly suppressed the
development of diabetes, although the levels of insulitis were similar between
single—deficient and double—deficient mice. These results indicate that IL-17/Th17
plays a significant role in the development of insulitis in pre—diabetic NOD mice and
the interaction of Th1-Thl7 cells contributes to diabetes development.
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