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Abstract

Abstract

Steroid receptor coactivator 3 (SRC-3) is a transcriptional coactivator which interacts
with nuclear receptors and other transcription factors to enhance their effects on target
gene transcription. Previously, we reported that SRC-3-deficient (SRC-3") mice were
markedly more susceptible to E. coil-induced septic peritonitis due to an uncontrolled
overwhelming inflammation and a defect in bacterial clearance, which highlights a
pivotal role of SRC-3 in the host defense system against bacterial infection. Recently, we
found that SRC-3 is specifically expressed in colon enterocytes and up-regulated in
response to C. rodentium infection, suggesting that SRC-3 may be involved in host
defense against A/E bacterial infection. In this study, we tested this hypothesis by
comparing the response of SRC-3" and wild-type mice to intestinal C. rodentium
infection. We found that SRC-3"" mice exhibited impaired clearance of C. rodentium and
more severe tissue pathology after oral infection with C. rodentium compared to
wild-type mice. Although SRC-3" mice expressed normal antimicrobial peptides and
goblet cell-specific proteins such as Mucl and Muc2, SRC-3" mice exhibited delayed
recruitment of neutrophils into colonic mucosa compared to the wild-type mice. The
induction of chemokine Cxcl2, which is responsible for the recruitment of neutrophils, in
colon and intestinal epithelial cells of SRC-3" mice was also delayed. And SRC-3 can
regulate Cxcl2 expression in CMT93 cells. Cxcl2 can also be expressed through TLR4
signaling and LTPR signaling in CMT93 cells. Therefore, SRC-3 may contribute to host
defense against enteric bacterium via upregulating chemokine Cxcl2 expression to recruit
neutrophils.

Key words: SRC-3; C. rodentium; Neutrophils; Cxcl2
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