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To specifically address the possibility that iTregs and CD4-IELs play
complementary anti-inflammatory roles in the intestine, we compared T cell
responses to dietary OVA using BALB/c background monoclonal OVA-specific
TCR strains, carrying either wild-type Foxp3 or a scurfy mutation (Foxp3sf)'33,
which results in a Foxp3 loss of function 53, In contrast to OT-Il mice (C57BL/6
background), TBmc Foxp3*t mice fed an OVA diet showed a high rate of iTreg
induction in all tissues examined, but less ThPOK loss and CD4-IELs in the
epithelium (Figure 2.13a-c). Conversely, TBmc Foxp3s' showed a high degree of
ThPOK loss and increased CD4-IEL development in the small intestine, in a
frequency that mirrored the relative amounts of iTregs in TBmc Foxp3* mice
(Figure 2.13a-e). However, no inflammatory phenotype or diarrhea was observed
even in the absence of functional Foxp3 in this monoclonal model (Figure 2.13f-
h). To directly address whether exaggerated CDA4-IEL differentiation could
compensate for the absence of iTregs in TBmc Foxp3sf mice, we depleted CD4-
IELs using anti-CD8a antibodies during OVA feeding (Figure 2.13d, e). We found
that TBmc Foxp3sf mice treated with anti-CD8a antibodies, but not TBmc Foxp3"t
treated with anti-CD8a. antibodies or TBmc Foxp3s' treated with control antibodies,
showed severe intestinal inflammation and diarrhea (Figure 2.13f-i). These results
support a model in which CD4-IELs and iTregs cooperate in the regulation of local
intestinal inflammation.
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