Table S1. Clinical aspects of pure Autoinflammation versus pure Autoimmunity
	
	Autoinflammatory


	Autoimmune

	Clinical Recognition
	More likely (not always) to have recurrent acute attacks

Neutrophilic inflammation

Some diagnostic features in rare diseases e.g. peri-orbital edema in TRAPS

Clinical aspects e.g. periodicity  


	Related to pattern of autoantibody expression e.g. renal lupus and double stranded DNA antibodies

More likely to run inexorable course until organ completely destroyed e.g. thyroid, adrenal or pancreas in autoimmune disease

	Predominant Anatomical Sites


	Patchy involvement with skip lesions e.g. Crohn’s Disease, Takayasu’s vasculitis.

Do not respect antigen boundaries


	Predicted on the basis of specific autoantibodies e.g. thyroid,

 pancreas

SLE (multiple antibodies)



	Laboratory Tests


	 Sequencing of candidate genes


	Associated with presence of autoantibodies and MHC genes

 

	Therapeutic Insights from small molecules


	Block neutrophil function /inflammasome

e.g. Colchicine in FMF and gout


	Blocking lymphocyte function with anti-T cell therapies

Mycophenolate moefitil and 

Cyclosporin in SLE

	Biological Therapeutic Insights


	Block canonical cytokine cascades that play key roles in innate immunity e.g. TNF and IL-1β

	Block B cells or their products 

e.g. Rituximab (anti-B cell)


This table represents key features that allow differentiation of a “pure autoinflammatory disease” from a “pure autoimmune disease” in the clinical setting.    As outlined in the text, there is increasing evidence for an interaction between autoimmune and autoinflammatory mechanisms in the phenotypic expression of common polygenic diseases, where overlapping features may be evident. 
