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To determine the role of TGF-B signaling on dendritic cells in mucosal healing, we first generated
conditional knockout mice Cre-mediated dendritic cell (DCs)-specific deletion of type II TGF-B receptor
(TBRIIPCKO), TBRIIPCKO mice die around 15 weeks of age. Although splenomegaly and lymphadenia were
not observed, the size of the stomach and liver were smaller and the length of the intestine was shorter in
TBRIIPCKO mice as compared with control (TBRIIfloxflox) mice. Therefore, we concluded that it is difficult
to determine the mechanism of mucosal healing using TBRIIPCKO mice.

To clarify the cause of death in the young TBRIIPCKO mice, we examined several organs including
spleen, thymus, lymph nodes, heart, liver, kidney, stomach, and intestines. The recruitment of CD11b*
inflammatory cells were detected in all organs tested of TPRIIPCKO mice, but not control mice. In
particular, upon epithelial damage with hyperplasia, TBRIIPCKO mice developed severe stomach
inflammation characterized by extensive recruitment of CD11b*inflammatory cells (in the lamina propria
and submucosa) and CD11c*inflammatory DCs (beneath the epithelial layer), and increased numbers of
tertiary lymphoid follicles (in the submucosa). In the small and large intestines, CD11b* inflammatory
cells were detected in the submucosa, and the frequency of Th17 cells was elevated in the intestinal
lamina propria of TBRIIPCKO mice. The level of IgG1, IgA, as well as dsDNA-specific IgG in serum was
significantly enhanced in TBRIIPCKO mice. Furthermore, the translocation of commensal bacteria into
peripheral lymphoid tissues was induced in TBRIIPCKO mice. These results suggest that TGF-p signaling
in DCs is critical role in the regulation of spontaneous autoimmune-like disease.




