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Mechanim-based biomarker discovery of rheumatoid arthritis treatment response

Nagafuchi, Yasuo

3,200,000
(RA)
RA RNA-seq
(pre-DC)
o pre-DC
pre-

pre-DC RA
JAK

JAK

"precision medicine"

To identify immunological biomarkers that predict treatment responses of
rheumatoid arthritis (RA), we analyzed peripheral blood immune cell subset gene expression RNA-seq
data. A gene module reflecting the expansion of precursor dendritic cells (pre-DC) showed the
strongest association with treatment resistance. Elevated pre-DC gene module was clinically related
to longer disease duration. The association between elevated pre-DC and treatment failure was
validated in two independent cohorts of gene expression and immune cell frequency analyses. Pre-DC
gene was negatively correlated to interferon gene signaling, suggestive of antagonistic roles
between them. In conclusion, we have identified pre-DCs as a candidate immune cells that could be

related to treatment resistance in RA.
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Immune cell profiling of rheumatoid arthritis identified plasmablast pathways as key correlates with treatment resistance
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