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NASH and NAFLD
HEPATIC MANIFESTATIONS OF OBESITY AND METABOLIC SYNDROME

• NAFLD is present in up to 90% of obese patients

• Up to 40% of NASH patients develop NAFLD recurrence one year after 

liver transplant—the underlying metabolic disease is still present

• The treatment of obesity is the cornerstone of treating not only NASH 

but the principal morbidities of NASH (cardiovascular, malignancy)

• Drugs in development should target the weight loss range achieved by 

bariatric surgery
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Substantial Body Weight Loss Blunts NASH Progression1

10% OR MORE WEIGHT LOSS MUST BE ACHIEVED

1 Promrat et al Hepatology 2010; Glass et al Dig Dis Sci 2015; Vilar-Gomez et al Gastroenterology 2015; 

Marchesini et al Hepatology 2016; Koutowkidis et al JAMA Intern Med 2019
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ALT-801

GUBRA AMYLIN NASH MODEL IN MALE C57BL/6J MICE
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ALT-801 (5 nmol/kg SC) (n = 12)

semaglutide (10 nmol/kg SC) (n = 12)

elafibranor (78 µmol/kg PO) (n = 12)

vehicle (PO, SC) (n = 12)

ALT-801 (10 nmol/kg SC) (n = 12)



ALT-801
BODY WEIGHT RETURNS TO CHOW-FED LEAN NORMAL RANGE

Gubra NASH Mouse 

Model After 12 Weeks 

of Treatment
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liver fat

ALT-801
REDUCTION IN LIVER FAT TO CHOW-FED LEAN NORMAL RANGE

Gubra NASH Mouse 

Model After 12 Weeks 

of Treatment
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9



ALT-801
NORMALIZATION OF LIVER WEIGHT
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Gubra NASH Mouse 
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ALT-801
REDUCTIONS IN LIVER TRIGLYCERIDES (TG) AND TOTAL CHOLESTEROL (TC)
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Gubra NASH Mouse 
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ALT-801
GREATER REDUCTION IN NAFLD ACTIVITY SCORE (NAS)

Gubra NASH Mouse 

Model After 12 Weeks 

of Treatment
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ALT-801
NORMALIZATION OF PLASMA ALT

Gubra NASH Mouse 
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ALT-801

ALT-801
GREATER EFFECTS ON FIBROSIS

Gubra NASH Mouse 

Model After 12 Weeks 

of Treatment
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ALT-801
MODULATES GENES AFFECTING FAT METABOLISM AND TRANSPORT
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Gubra NASH Mouse 

Model After 12 Weeks 

of Treatment
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ALT-801
SUPPRESSION OF PRO-FIBROTIC STELLATE CELL GENES
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ALT-801
DIFFERENTIALLY REGULATES ADDITIONAL PATHWAYS
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ALT-801
SUMMARY

• ALT-801 resulted in superior reductions in nearly all measured NASH parameters 

compared to semaglutide or elafibranor, returning many parameters to lean normal range:

• Body and liver weight

• NAS and ALT

• Collagen (COL1A1 and galectin-3) content 

• Liver fat, cholesterol and triglycerides

• ALT-801 improved metabolic function and exhibited pleiotropic effects across multiple 

pathways involved in NASH

• ALT-801 resulted more profound suppression of genes associated with steatosis, 

inflammation and stellate cell fibrosis by RNA sequencing compared to elafibranor
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ALT-801
CONCLUSIONS

• The improvements of body weight, liver pathology and metabolic 

parameters in this NASH model highlight ALT-801 as an attractive new 

drug candidate for the treatment of NASH
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Thank You
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