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    SUMMARY
B-cell secretion of autoantibodies drives autoimmune diseases, including systemic lupus erythematosus and idiopathic inflammatory myositis. Few therapies are presently available for treatment of these patients, often resulting in unsatisfactory effects and helping only some of patients. We developed a screening assay for evaluation of novel targets suspending B-cell maturation into antibody secreting cells, which could contribute to future drug development. The assay was employed for testing 43 high quality chemical probes and compounds inhibiting under-explored protein targets, using primary cells from patients with autoimmune disease. Probes inhibiting bromodomain family proteins and histone methyl transferases demonstrated abrogation of B-cell functions to a degree comparable to a positive control, the JAK inhibitor tofacitinib. Inhibition of each target rendered a specific functional cell and potential disease modifying effect, indicating specific epigenetic protein targets as potential new intervention points for future drug discovery and development efforts.

	Abbreviations
	ANCA
	anti-neutrophil cytoplasmic antibody
	APRIL
	A proliferation-inducing ligand
	Bach2
	BTB and CNC homologue 2
	BAFF
	B-cell activating factor
	Bcl6
	B-cell lymphoma 6
	BET
	bromodomains and extraterminal domain
	Blimp1
	B lymphocyte-induced maturation protein 1
	CAR
	chimeric antigen receptor
	DPBS
	Dulbecco’s Phosphate Buffered Saline
	EZH2
	enhancer or zeste homolog 2
	Ig
	Immunoglobulins
	IIM
	idiopathic inflammatory myositis
	PBMCs
	peripheral blood mononuclear cells
	PRC2
	polycomb repressive complex 2
	SLE
	systemic lupus erythematosus
	TLR
	toll like receptor
	WDR5
	WD40-repeat protein 5
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