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OBIJECTIVE METHODS

NAFLD encompasses a histological spectrum of liver pathophysiology ranging from steatosis to To maximally leverage available collagen and fibrosis data, a multivariate regression model* was
NASH and may result in cirrhosis and ultimately liver failure. A reduction in fibrosis stage, which used to infer percent fibrosis (or collagen index) from reported serum levels of fibrosis markers
has been cited as the strongest predictor for disease-specific mortality?, is a standard primary for different fibrosis stage patients in multiple studies>®’. Additionally, a relationship between
outcome when investigating efficacy of potential treatments for NASH patients. Therefore, liver hydroxyproline content and percent fibrosis was used to convert liver hydroxyproline
capturing changes in fibrosis stage is critical to enable accurate predictions of efficacy for content to total hepatic collagen per wet weight®219, Using the aforementioned data, known
treatments within NAFLDsym®, a quantitative systems pharmacology (QSP) model that describes | spatiotemporal dynamics of collagen deposition, and insight into histologic fibrosis scoring
NAFLD pathophysiology?3. methods!, a computational logic scheme was devised to sequentially compare zonal*? dynamic

collagen amounts and categorize a simulated individual into their appropriate fibrosis stage FO-
F4 based on each individual’s healthy (i.e., non-NAFLD/NASH) comparator status. The
calculations are included within NAFLDsym.

RESULTS
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and fibrosis sub-models
SPATIOTEMPORAL DYNAMICS OF COLLAGEN PLAY A CRUCIAL SIMULATED CHANGES IN FIBROSIS STAGE DUE TO NGIV1282
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