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Th17 Differentiation by Dendritic Cells is Dependent on I1L-13

G Christian Baldeviano'?, Jobert G Barin®, Miho Kimura®, Noel R Rose'?and Daniela
Cihakova®

! Department of Pathology, Johns Hopkins University, Ross 648, 720 Rutland Ave,
Baltimore, MD, 21205, > W. Harry Feinstone Department of Molecular Microbiology and
Immunology, Johns Hopkins University Bloomberg School of Public Health, 615 North
Wolfe Street, Baltimore, MD, 21205

Interleukin-17 (IL-17) drives pathogenesis of a number of autoimmune disease models,
including experimental autoimmune myocarditis (EAM). We have previously reported
that disruption of IL-13 results in uniquely severe EAM. To assess whether IL-17 drives
severe pathogenesis in IL-13 deficient mice (IL-13 KO), we determined the levels of IL-
17. Interestingly, IL-17 was significantly decreased in the spleen, heart (R&D System
Elisa kit), and draining lymph nodes (by RT-PCR) of IL-13 KO mice at day 21 of EAM.
Naive IL-13 deficient CD4+ T cells differentiated into Th-17 cells and CD4" FOXP3" T
regulatory cells similar to naive WT BALB/c T cells. However, bone marrow derived
dendritic cells (BMDCs) from IL-13KO mice were deficient in driving OVA3z3.339-
specific Th-17 differentiation from naive DO11.10 CD4+ T cells. This defect was
partially restored when recombinant IL-13 was added to the bone marrow culture. 1L-13
KO BMDCs expressed less MHCII, CD80, and CD40 upon maturation with LPS,
curdlan, or aCD40 mAb; as well as produced less pro-inflammatory cytokines IL-6 and
TNFa after maturation with LPS. Levels of costimulatory molecules ICOSL and OX40L
were also disregulated in IL-13KO BMDCs. Thus, IL-13 is required for proper DCs
maturation and cytokine production, which determines DCs ability to induce Thl7
phenotype. In summary, a decrease of IL-17 in hearts of IL-13 KO mice during EAM
represents a general defect of IL-13 KO DCs in inducing Th-17.
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