SZN-043, a Hepatocyte-targeted R-spondin mimetic, stimulates hepatocyte
proliferation in an acute alcoholic hepatitis model
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_ _ . Conclusions
Wnt signaling plays a central role in hepatocyte expansion during development and tissue repair. Pair Fed EtOH Anti-GFP SZN-043 Anti-GFP SZN-043

R-spondins (RSPOs) are known enhancers of Wnt signaling, via stabilization of Frizzled and LRP D3
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e SZN-043 can effectively

co-receptors. SZN-043 is a bispecific fusion protein and hepatocyte-specific R-spondin mimetic.
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when compared to control group resulting in a large reduction in AST/ALT ratio. SZN-043
significantly reduced plasma ammonia concentration. Serum albumin was mildly decreased
in response to SZN-043. There was a reciprocal transient upregulation of alpha-fetoprotein
(AFP) expression, sometimes referred to as “fetal albumin”, in response to SZN-043.

Elevated Axin2 and Ccnd1 expression, 2 direct Wnt/b-catenin target genes were observed
in response to SZN-043. SZN-043 induced also an increase in liver mRNA and circulating
protein concentrations of the hepatokine LECT2 and angiogenin, two additional Wnt target
genes, encoding for secreted proteins.

\ ) SURROZEN




