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Background HNF4A-EC induced durable transcriptional changes in LX-2 Durable HNF4a upregulation following a single dose of EC for
cells 35 days in primary human hepatocytes
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We demonstrate the ability to durably increase the expression of HNF4A with EC treatment in a
P1 isoform-specific manner. We showed that increasing HNF4A expression in LX-2 cells
causes transcriptional changes. TGFB1 treatment induced a dysregulation of HNF4A-P1
expression and treatment with the HNF4A-EC was able to restore HNF4A-P1 expression

 log2 Fold Change log2 Fold Change levels. Future studies will test the efficacy of this treatment in liver disease models and further
Figure 5. Analysis of HNF4A-EC in LX-2 cells. RNASeq and ChIPseq were performed in LX-2 cells treated explore the therapeutic potential ot epigenomic targeting and control of HNF4A in fibrotic liver
with HNF4A-EC or controls for 2, 3, 7, or 10 days. A. On-target enrichment of epigenetic modification in disease.

response to HNF4A-EC treatment with detectable signal through day 10. Data are visualized on a uniform log-
transformed scale. B. HNF4A expression is significantly increased (padj < 0.01) at 2 days (FC=12416), 3 days -
(FC=3326), 7days (FC=359) and 10 days (FC=25) post-transfection. C. PCA plot showing distinct clusters Contact Informatlon
Figure 4. HNF4A P1 and P2 isoform expression. HNF4A is expressed via two isoforms. Our HNF4A-EC is defined by transfection status and time projected onto the first 2 PCs, accounting for ~64% of the total

designed to specifically and durably upregulate the P1 isoform of HNF4A(HNF4A-P1, orange) while not observed variance. D-G. Volcano plots demonstrating changes in gene expression at 2, 3, 7, and 10 days
altering the expression of the P2 isoform of HNF4A (HNF4A-P2, navy) . respectively (teal dots: padj < 0.05, log2FC >= 1).
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