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Nebraska and ethanol, on hepatocyte gene expression
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® To characterize the role of ACSS2 in liver function in response to acetyl-CoA precursors. . _ _ _ _ _ _ _ _
—lgure 4. Sodium acetate enhanced the effects of ACSS2 overexpression on albumin expression, histone acetylation, but did not impact

® To assess whether ACSS2 is potential therapeutic target.

~ASN expression.
M et h O d S A) ACSS2 expression as a function of acetate availability. Acetate did not further increase ACSS2 mRNA or protein abundance.
B) Acetate treatment exacerbated albumin gene expression in ACSS2 overexpressing AML12 cells. Acetate treatment induced albumin protein abundance and secreted albumin.
® Lentiviral-based stable i C) Acetate treatment did not further enhanced FASN expression beyond ACSS2 overexpression and rather decreased FASN protein abundance (—29%).
. . D) Overall cellular protein acetylation was marginally increased by acetate treatment in AML12 cells overexpressing ACSS2.
3 A Sie E) Histone H3 acetylation was increased by acetate treatment and even more so in ACCS2 overexpressing AML12 cells.
/ e o @ ° *Indicates statistical significance of Student t-test, P < 0.05. For ANOVA (followed by Tukey’s test), means not sharing a common letter are significantly different. P < 0.05, n = 3-4.
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hepatocytes (Figure 2).
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® ACSS2 plays a determining role in the gene expression of key liver proteins; aloumin and

fatty acid synthase (FASN). Figure 5. Ethanol enhanced the effects of ACSS2 overexpression on albumin expression but slightly decreased FASN expression.

o _ _ _ A) ACSS2 expression as a function of ethanol concentration. Ethanol did not further increase ACSS2 mRNA or protein abundance.
® Providing acetate (5 mM) to AML12 cells overexpressing ACSS2 further induced albumin B) Ethanol treatment induced albumin gene expression even more so in ACSS2 overexpressing AML12 cells (+119%). Ethanol treatment further increased albumin secretion.

gene expression and albumin secretion. These effects correlated with an increased in C) Ethanol treatment slightly decreased FASN expression (—29%) in AML12 cells overexpressing ACSS2.
histone H3 acetylation. D) Overall cellular protein acetylation was marginally increased by ethanol treatment in AML12 cells overexpressing ACSS2.

*Indicates statistical significance of Student t-test. For ANOVA (followed by Tukey’s test), means not sharing a common letter are significantly different. P < 0.05, n = 3-4.

® Ethanol treatment (86 mM, eqv. to 0.5%) was not as effective as acetate treatment at

iInducing albumin and FASN gene expression even in ACSS2 overexpressing AML12 : .
cells. However, providing ethanol to AML12 cells overexpressing ACSS2 markedly Fundlng. ARD Hatch Act, Tobacco Settlement Funds, Allen Foundation, and UNL UCARE program.

Induced albumin secretion.
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