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4 Dietary Dietary )
fat sugars
| ) Substrate Overload Lipotoxic Liver Injury
Chylomicron Fructose, Model of NASH Pathogenesis
triglyceride glucose
Adipose tissue Acetyl CoA
. Modifying factors:
Ad SREBP1c :
\msmse uDNLnI + ACC ¢ s OSNhYpoma
resistance + FAS + Uric acid
+ SCDs + Gut microbiome products
i + Cholesterol
Fatty acids released Fatty acids made )
from adipose tissue in the liver [
into the blood (de novo lipogenesis) ;
Hepatocellular NASH
Minor sources: Li f injury
+ Autophagy Iver tree " v A
+ Lipoprotein fatty acids => LlpOtOXlC ||p|ds => l,r Fibrosis
LZTaTem . g:r(:rsr:des" Inflammation/
PNPLA3? o repair HCC
Oxidative disposal: d Lip;d & Triglyceride
+ Mitochondria roplets
+ Peroxisomes ‘
+ CYPs VLDL = Hypertriglyceridemia
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4 N
Healthy eating habits
Modulators of satiety/eating behavior, e.g. GLP-1
Bariatric surgery
[xy x Improve adipose insulin sensitivity, prevent inappropriate
} adipose tissue lipolysis, e.g.:
Chylomicron /m— * PPARy ligands (e.g. pioglitazone)
s glucose * Reduce adipose inflammation
} }
Adipose tigafle Acetyl cgf\ Inhibition of DNL by decreasing SREBP1c, e.g.:
N sa:p * FXR ligands (obeticholic acid)
sulin « AL
=t : 3‘&‘\ Inhibition of DNL with ACC1 inhibitors |
Fatty acids released Fatty acids made
[~ from adipose tissue in the liver Inhibition of DNL with SCD inhibitors l
into the blood (de novo lipogenesis)
Hepx!ular le
Liver free ol
fatty acids :: > Lipotoxic lipids \M‘ Fx -
/TR ation/
T repir HCC
Oxidative disposal: Lipid «—— Triglyceride
»  Mitochondria dmplets
* Peroxisomes
« CYPs
»| Divert metabolic substrates (fatty acids and glucose) | Anti-oxidants I Apoptosis
to oxidative tissues for disposal, thermogenesis, e.g.: inhibitors
* Exercise
Anti-inflammatories,
* PPARS (muscle) e.g.: Anti-fibrotics
: PPARa (Ih{er) g o * Pentoxifylline
Brown adipose tissue activation? « CCR2/5 inhibitors
* Mitochondrial uncouplers? « ASK-1 inhibitors
* GLP-1?
* Thyromimetics?
Repair modulators, e.g.:
Divert glucose to urine, e.g. SGLT2 inhibitors * Hedgehog inhibition?
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