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Mechanism_and functional analysis of abnormal activation of antigen presenting
cells in inflammatory bowel disease

Sekido, Yuki
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i __BACKGROUND: Human intestinal myeloid cells are involved in intestinal_
homeostasis,however in inflammatory bowel diseases such as Crohn®s disease, each subset exhibits
abnormal activation. In this study, we analyzed gene expression pattern of Crohn"s disease patients.

METHODS: The intestinal samples were collected from 3 cases of Crohn"s disease and 4 cases of colon
cancer, and 3 fractions of CD14+CD163low, CD14-CD1lc+, CD14-CD1lc- were collected using flow

cytometry. RNA sequencing and GeneOntology analysis were performed. i
RESULTS: The expression pattern among three subsets in normal intestine was different. The former

two subsets had different expression patterns in normal and Crohn®s disease cases.
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Gene Ontology term
(biological precess)

Fold

FOR Enrichment

cytokine secretion involved in immune response 9.03E-03 48.25
positive regulation of prostaglandin-E synthase activity 9.00E-03 46.25
positive regulation of peptidyl-tyrosine autophosphorylation 1.94E-02 27.75
negative regulation of interleukin-12 production 3.31E-08 24868
N-acetylneuraminate catabolic process 2.66E-02 2312
copperion transmembrane transport 265E-02 2312
response to peptidoglycan 2.38E-04 21.34
negative regulation of MyD88-independenttoli-like receptor
signaling pathway 3.44E-02 19.82
regulation of interleukin-18 production 4.49E-02 17.34
negative regulation of actin nucleation 4.48E-02 17.34
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Gene Ontology term FDR Fold
(biological process) Enrichment

polysaccharide assembly with MHC class Il protein complex 415E-02 =100
peptide antigen assembly with MHC class Il protein complex 1.10E-04 =100
positive regulation of T cell activation via Tcell receptor contact 405602 >100
with antigen boundto MHC molecule onantigen presenting cell

antigen processing and presentation, endogenous lipid antigen

via MHC class Ib 402503 0145
antigen processing and presentation, exogenous lipid antigen via

MHC class Ib 8.43E-03 £8.18
positive regulation of viral entry into host cell 1.69E-02 40.73
negative regulation of neural precursor cell proliferation 4 06E-04 3394
regulation of antigen processingand presentation 4.77TE-02 2396
dendritic cell differentiation 1.90E-02 17.62
positive regulation of substrate adhesion-dependent cell spreading 2.86E-02 15.61
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Gepe O_mology term FDR Fold
(blological process) Enrichment
interleukin-2-mediated signaling pathway 1.90E-02 48.22
interleukin-15-mediated signaling pathway 2.55E-02 40.81
type | interferon signaling pathway 1.66-E04 18.75
interferon-gamma-mediated signaling pathway 269-E03 14.94
defenseresponseto virus 1.30-E03 832
negative regulation of cytokine production 7.60E-03 6.22
negative regulation of cell adhesion 8 60E-03 6.10
regulation of leukocyte differentiation 4.01E-02 5.28
viral process 1.29E-03 444
regulation of DNA-binding transcription factor activity 3.45E-02 429
fask 2.2 70— RIRE co11c#lif2T
RFEROCH|ELR LT
GO-biological process (Enrichment JIE)
Gepe Ontology term EDR Fold
(blological process) Enrichment
negative regulation of CD40 signaling pathway 1.84-E02 >100
neutrophil aggregation 161E02 >100
cell wall disruption in other organism 341E-02 >100
sequestering of zincion 3.36E-02 >100
positive regulation of interieukin-12 blosynthetic process 4.4TE02 >100
myeloid dendritic cell activation 1.87E02 3985
type| interferon signaling pathway 266E-03 2214
axtkroiel o s roopemeemodiodiy 200 214
neutrophil chemotaxis 4.55E-03 18.04
regulation of leukocyte mediated cytotoxicity 3.20E02 16.69
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