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S1 Table. Summary of Immune Markers of Interest
	
	
	Description
	References

	Cytokines
	TGF-β1
	· Triggered directly by HIV proteins

· Called the most pro-fibrotic cytokine: directly stimulates molecules that are imbalanced in fibrosis
	
 ADDIN EN.CITE 
[1-4]


	
	TNF-α
	· Elevated in livers of co-infected individuals

· Produced by liver macrophages in response to viruses, alcohol, and LPS

· Upregulates HIV replication
	
 ADDIN EN.CITE 
[5-8]


	Chemokines
	IL-8
	· Serum levels linked with HCV disease progression and interferon unresponsiveness

· In cell cultures, HCV and HIV proteins both triggered IL-8 levels in a dose-dependent manner
	
 ADDIN EN.CITE 
[9-12]


	
	MCP-1 
	· Not expressed in healthy livers but triggered by HCV infection

· Stimulates fibrogenesis
	
 ADDIN EN.CITE 
[13, 14]


	
	MIP1α 
	· Binds CCR5, receptor needed for HIV entry 

· CCR5-MIP1α pairs dominate during HCV infection

· Levels higher in co-infected livers than mono-infected
	
 ADDIN EN.CITE 
[15]

[14] 

	
	MIP1β 
	
	

	
	RANTES 
	· Binds CCR5

· Stimulates fibrogenesis

· Higher in co-infected livers vs. monoinfected
	
 ADDIN EN.CITE 
[13-17]


	
	CXCL9
	· Correlated to histologic liver disease activity after HCV infection

· Significantly elevated in plasma in those with advanced liver necroinflammation
	
 ADDIN EN.CITE 
[18-20]
 

	
	CXCL11
	· Has chemoattractant properties that initiate and perpetuate liver inflammation-guides T cells through inflamed liver

· Correlated to histologic disease activity in the liver after HCV infection
	
 ADDIN EN.CITE 
[18-21]


	Endothelial activation markers
	sICAM-1 
	· Higher in HIV-infected individuals

· Associated with higher HIV viral load and faster HIV disease progression

· Higher in cirrhotic patients
	
 ADDIN EN.CITE 
[22, 23]


	
	sVCAM-1
	
	

	
	hsCRP
	· Produced in the liver 

· Released during the acute phase of an infection

· Reproducible, dynamic reflection of ongoing tissue injury

· In HIV-positive individuals, higher levels linked with higher risk of opportunistic infections and all-cause mortality

· Trends unclear with HIV-HCV co-infection
	
 ADDIN EN.CITE 
[24-28]
 

	
	sCD14
	· Acts as a marker of microbial translocation 

· Co-receptor to LPS, a component of bacterial cell walls

· Release in soluble form triggers immune activation and cytokine production

· In HIV-infected, highest sCD14 levels linked with 6-fold higher risk of mortality vs. lowest levels of sCD14

· even after adjusting for other inflammatory markers, CD4 count and HIV viral load

· In HCV mono and co-infection, higher levels linked with lower treatment response and cirrhosis

· In co-infected individuals, highest quartile linked with 8-fold higher odds of cirrhosis vs. lowest quartile
	
 ADDIN EN.CITE 
[29-34]
 


Abbreviations: TGF-β1, transforming growth factor beta 1; TNF-α, tumor necrosis factor alpha; IL-8, interleukin-8; LPS, lipopolysaccharide; MCP-1, monocyte chemotactic protein-1; MIP1α, macrophage inflammatory protein 1 alpha; MIP1β, macrophage inflammatory protein 1 beta; RANTES, Regulated upon Activation, Normal T cell Expressed and Secreted protein; CXCL9, chemokine (C-X-C motif) ligand 9; CXCL11, chemokine (C-X-C motif) ligand 11; sICAM-1, soluble intercellular adhesion molecule 1; sVCAM-1, soluble vascular cell adhesion molecule 1; hsCRP high-sensitivity C-reactive protein; sCD14, soluble CD14.
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