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Nucleotide-binding domain and leucine rich repeat containing gene family receptors (NLRs) are cytosolic proteins that respond
to a variety of pathogen and host components to induce inflammatory cytokines. NLRC5 or otherwise called NOD27 is one such
member of CARD containing sub family of NLR family. It was reported in the in vitre studies that NLRCS binds to IKKa and
IKKDb and inhibits their activation, thereby serving as a negative regulater of NF-kb activation. Moreover, the CARD of NLRC5
directly interacts with those of RLRs and suppresses NF-kb and IRF3 activation. On the contrary, another study showed that
NLRCS5 overexpression induces [FN-B promoter activation and enhances RLR-mediated antiviral responses. However, the in vivo
function of NLRCS5 in antiviral immune responses remains unclear. So, the objective of our study was to generate

NLRC5-deficient mice and analyze its phenotype in terms of antiviral innate immune responses.
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To understand the physiolegic roles of NLRCS, we generated NLRC5-deficient mice using a standard gene targeting method
and compared the production of cytokines from Macrophages and dendritic cells derived from NLRCS-deficient and wild type
mice in response to TLR ligands and inflammasome activators as measured by ELISA and qPCR.
We found that NLRC5-deficient mice induced relatively normal levels of TFN-b, IL-6, and TNF-a after treatment with LPS,
poly-IC, dsDNA, NDV, HSV-1, and L. monocytogenes suggesting that NLRC5 deficiency does not affect TLR, RLR, and DNA
sensor signaling in mice. The serum cytokine levels after polyinosinic-polycytidylic acid infection were also comparable between
control and NLRC5-deficient mice.
Further, our fmﬂings that NLRCS overexpression induced caspase-1-dependent IL-1B production implicated that NLRCS forms
an inflammasome. However , NLRCS deficiency did not abrogate IL-1b production in response to various stimulations, including
LPS plus ATP or nigericin, MSU, curdlan, poly-IC, poly (dA:dT), and F. fularensis infection, which activate NLRP3 or AIM2

inflammasomes .
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Qur data suggest that NLRCS is dispensable for the induction of inflammatory cytokines and type I IFN by macrophages and
dendritic cells in response to RNA viruses, DNA viruses, and bacteria. NLRC5 overexpression promotes IL-1B production via
caspase-1, suggesting that NLRC5 constitutes an inflammasome. However, as there was no reduction of IL-If in
NLRC5-deficient cells in response to known inflammasome activators, it implicates that NLRCS controls IL-1B production
through an unidentified pathway. These findings indicate that NLRCS5 is dispensable for cytokine induction in virus and bacterial

infections under physiolegic conditions.



