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NAFLD: It takes a village
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NAFLD risk higher if parents or neighborhood were
socioeconomically disadvantaged

*Adjusted for age, sex, place of birth, and
childhood risk factors for fatty liver (body mass
index, insulin [logransformed], low birth weight)
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Caregivers of NAStHrhoticshave higher rates of NAFLD
B and liver fibrosis

Liver stiffness 15+
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I Epigenetic modifications in NASH
AMicro RNAS RNA —

miR-122 Lipid metabolism, carcinogenesis
miR-192 NAFLD progression
miR-34a, miR-16 Lipid metabolism
miR-21, miR-34a Lipid metabolism
miR-1290, miR-27b-3p and miR-192-5p Several (panel)
miR-301a-3p, miR-34a-5p and miR-375 Several (biomarkers)
miR-182 Fibrogenesis
miR-155 Inflammatory pathway and liver injury

AHistone modifications
ADNA methylation

1 Cheung, O. et al. Nonalcoholic steatohepatitis is associated with altered hepatic MicroRNA expression.
Hepatology 2008, 48, 18101 1820; Del Campo 1JM 2018



Heritability of hepatic fibrosis content: Twin Study

Heritability of hepatic fibrosis

Monozygotic twin-pair correlation Dizygotic twin-pair correlation
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Heritability estimate of hepatic fibrosis (as assessed by MRE) was 0.5
(95% confidence interval (Cl): 0.31-0.73, P < 1.1x10"

Shared gene effect

Hepatic HbA, . (95%CI)

fibrosis 0.54 (0.21) <0.05
Loomba et al. Gastroenterology 2015
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Genes vs. Environment
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Impact of obesity

and other
environmental factors
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Age related comorbidities

Profound Effects of Simple Caloric Restriction (CR)
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