ABLATION OF HMGB1 IN INTESTINAL EPITHELIAL CELLS CAUSES INTESTINAL LIPID ACCUMULATION
AND REDUCES NON-ALCOHOLIC STEATOHEPATITIS IN MICE
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Non-Alcoholic Steatohepatitis (NASH) affects ~25-30% of the US population 1, with 10-20% progressing to A Wntro ,_ o WT HFCF (1Wk . mb 1°%€ Control (1) ngb%AlE HFCF (1 wk) A 12EC Control (24 wk) Hmg

’*{Y (7
= @ J/‘ s

Pocter . o
Sessmnﬂnhne

b14EC HECF (24 wk)

. : : . . : . . ;—l : "‘ ‘ .”:.‘....' t'-":':’v"?:t'"'-’.':-;‘.‘;‘.";J H‘i."."c".'.‘. :'.f. Rl BT VAR A TR ) L e e n Y
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the progression of fatty liver disease is unclear, however the gut-liver axis plays a key role in liver
homeostasis and may contribute °.
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High mobility group box-1 (HMGB1) is a damage associated molecular pattern involved in numerous liver
disorders °, where it is released from damaged hepatocytes ’ and activated immune cells 8. Furthermore, it is
secreted from intestinal epithelial cells (IEC) during local injury ° where it contributes to gut inflammation 1°. e _
However, the role of HMGB1 in NASH has yet to be investigated in detall. R pr e —
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Figure 3. Hmgb1AEC mice are protected from hepatic steatosis after 1 wk on HFCF diet. WT and Hmgb12'EC mice fed HFCF or control diet for 1 < . us T gsoo-
wk. Liver H&E and collagen-I immunostaining 200x and 630x (insert) images (A), and the corresponding pathology scores (B) show decreased = 8- 150- T | T 5600_ NS
steatosis and inflammation in Hmgb1A'EC mice. Body weight change and liver to body weight ratio (C) did not increase in Hmgb12EC mice. ALT and 2 ‘.- = é |
AST activities were not significantly changed (D). Serum and liver triglycerides and cholesterol (E). Data are expressed as mean £ SEM (n=6). i 2 100- 'S 400- |
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8 Figure 5. Hmgb12EC mice are not protected from NASH after 24 wk on a HFCF diet. WT or Hmgb124EC mice

were fed HFCF or control diet for 24 wk. Liver H&E and collagen-I immunostaining 200x and 630x (insets) images (A) and
corresponding pathology scores (B) show that mice developed similar NASH features in both genotypes. Body weight
change and liver to body weight ratio (C), liver injury indicated by ALT and AST activities (D), and serum and liver
triglycerides (E), were not significantly different between genotypes. Data are expressed as mean = SEM (n=10).
**+++p<0.0001 compared to WT Control 24 wk. **p<0.01, ***p<0.0001 compared to the same genotype on control diet 24 wk.
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