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Overview of experimental design and bioinformatics analysis
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* Novel Biomarkers
Single-cell multimodal analysis identifies common regulatory programs in Synovial Fibroblasts of Rheumatoid Arthritis patients and modelled TNF-driven arthritis
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Pathogenic transition via dynamic transcriptional remodeling of homeostatic
populations to proliferative, inflammatory and destructive SF populations
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Subcluster-specific marker gene expression
and functional enrichment analysis
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Trajectory analysis predicts dynamic cell-lineage transitions
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Integrative analysis of Human RA and Tg197 scRNA seq-profiles
reveals shared cellular states & conserved regulatory networks
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Conclusions

1 Single cell RNA and chromatin accessibility analyses of healthy and arthritogenic
SFs from the huTNFtg model establishes the pathogenic transitions of specific
homeostatic sublining populations to proinflammatory intermediate and tissue
destructive lining SF populations

) Specific transcription factors and their target genes, predicted from integrated
RNA, chromatin and mouse/human analyses, should provide new biomarkers and

therapeutic targets

) Functional validations of novel effector molecules in specific subpopulations
should inform the design of novel targeted therapies
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