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Abstract

Abstract

Dendritic cells (DCs) are the most powerful APCs which has unique ability to
initiate nawe T cells priming. However, during bacterial infections or in some
pathological conditions, DCs-mediated immune response rendered immune paralysis,
which characterized by the failure of mounting adaptive immunity towards secondary
microbial infections. Although Type I Interferon (I -IFN) has been reported to be
involved in bacterial infections induced immune paralysis, the exact effect of 1 -IFN
in immune paralysis is still uncertain. To address this object, bone marrow-derived
DCs (BM-DCs) were treated with lipopolysaccharide (LPS) and the effects of LPS on
cross-presentation, surface co-stimulator molecules expression, pinocytosis ability and
pro-inflammatory cytokines release were firstly determined by flow cytometry; Then,
the effects of LPS on DCs-dependent SIINFEKL-specific T cell proliferation in vitro
and CTL priming in vivo were explored by mixed lymphocyte reactions and
intraperitoneal transfer Elispot respectively; Using recombinant mouse IFN-f or IFN-
B blocking Ab, the role of IFN-B in LPS-induced immune paralysis were further
confirmed; Importantly, the mechanism of IFN-p induced immune paralysis was
investigated by in vivo B7TH1/PD-1 and GITRL/GITR expression exploration.

The results showed that: firstly, LPS treatment could augment BM-DCs’
pinocytosis ability and antigenic cross-presentation; Secondly, LPS stimulation could
increase the expressions of co-stimulator molecules in BM-DCs by activating
PI3BK-AKT and p38-ERK1/2 pathway; Thirdly, LPS treatment obviously impaired
imDCs-dependent SIINFEKL-specific T cell proliferation in vitro and CTL priming in
vivo; Interestingly, LPS induced IFN-B up-regulation on DCs was due to LPS-induced
DCs’ impairment; Most importantlyy, B7H1/PD-1 and GITRL/GITR signaling
contributed to IFN-f induced DCs’ impairment.

All these data presented here indicated that bacterial component LPS suppress

immune response leading to immune paralysis. IFN-B, B7-H1/PD-1 signaling, Foxp3*
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Abstract

Treg and GITRL/GITR signaling were involved in this immune paralysis, which
provide a theoretical basis and potential target molecules to overcome Gram-negative
bacterial infections induced immune paralysis and facilitate secondary immune
response to microbial infection.

Key words: dendritic cells; immune paralysis; type 1 interferon; B7-H1; Treg;
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