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Supplemental figure legends 

Figure S1. (A) Plasma bile acid levels in C57BL/6 mice infused with S4048 or vehicle (n = 7). 

(B) Plasma and (C) Fecal bile acid composition in L-G6pc-/- and L-G6pc+/+ mice (n = 7-8). (D) 

Plasma C4 levels in L-G6pc-/- and L-G6pc+/+ mice in either fed state or after an overnight fast 

(n = 7-8). (E) mRNA expression in IHH cells after low (1 mM) or high (11 mM) glucose 

exposure for 24 hours (n = 6). 

Data represent Tukey boxplots. ***p < 0.001, ** p < 0.01 indicates significance compared to 

wildtype littermates or low glucose exposure. 

 

Figure S2. (A) Hepatic Cyp7a1 mRNA levels in L-FoxO1,3,4+/+ and L-FoxO1,3,4-/- mice 

treated with S4048 or vehicle (n = 7-9). (B) Hepatic mRNA levels in C57BL/6 mice treated 

with either shChREBP or scrambled shRNA and infused with S4048 or vehicle (n = 6-7). (C) 

Hepatic mRNA and (D) Protein levels of bile acid synthesis enzymes in L-G6pc+/+ and L-

G6pc-/- mice treated with either shChREBP or scrambled shRNA (n = 3-6). Hepatic mRNA 

levels of transcriptional regulators of Cyp8b1 in (E) S4048 or vehicle-infused C57BL/6 mice 

or (F) L-G6pc-/- and L-G6pc+/+ mice treated with either shChREBP or scrambled shRNA (n = 

4-7). (G) mRNA expression in IHH cells exposed to low glucose (1 mM) or high glucose (11 

mM) or transfected with siChREBP or scramble after high glucose exposure for 24 hours (n = 

6). (H) Biliary bile acid composition in mice treated with either shChREBP or scrambled 

shRNA and infused with S4048 or vehicle (n = 3-7). 

Data represent Tukey boxplots. ***p < 0.001, **p < 0.01, *p < 0.05 indicates significance 

compared to scrambled shRNA. ###p < 0.001, ##p < 0.01, #p < 0.05 indicates significance 

compared to vehicle controls or wildtype littermates. 

 

Figure S3. (A) In vivo ChIP analysis of the putative HNF4 response elements of the hepatic 

Cyp8b1 and L-pk gene and (B) acetylated histone H3 at the hepatic Cyp8b1 gene locus in 

mice treated with either shChREBP or scrambled shRNA and infused with S4048 or vehicle 

(n = 4-7).  
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Data represent means ± SEM. *p < 0.05 indicates significance compared to scrambled 

shRNA. #p < 0.05 indicates significance compared to vehicle controls. 

 

Figure S4. (A) Correlation between Cyp8b1 mRNA levels and bile hydrophobicity index and 

(B) correlation between Cyp8b1 mRNA levels and fecal neutral sterol excretion in L-G6pc-/- 

and L-G6pc+/+ mice (n = 8). (C) Fecal excretion of coprostanol (Copr), cholesterol (Chol) and 

dihydroxy-cholesterol (DiH-Col) in L-G6pc-/- and L-G6pc+/+ mice and C57BL/6 mice treated 

with either shChREBP or scrambled shRNA (n = 7-14). (D) Fecal energy excretion and (E) 

fecal fatty acid excretion in L-G6pc-/- and L-G6pc+/+ mice and C57BL/6 mice treated with 

either shChREBP or scrambled shRNA (n = 7-14). 

Data represent Tukey boxplots. ***p < 0.001, *p < 0.05 indicates significance compared to 

wildtype littermates or scrambled shRNA. 
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