
DA-1241, a GPR119 agonist, combined with Semaglutide synergistically 

improved liver fibrosis in mice with CCl4-induced liver fibrosis

DA-1241 is a novel chemical drug candidate that selectively and efficiently activates GPR119 and is currently 

in Phase 2a clinical development for the treatment of metabolic dysfunction-associated steatohepatitis 

(MASH). Previous study has confirmed that DA-1241, combined with dipeptidyl peptidase-4 (DPP4) inhibitors, 

synergistically enhanced the anti-MASH effect through increasing plasma active GLP-1 levels compared to 

each treatment alone. In connection with this, in this study, we attempted to determine the combination effects 

of DA-1241 and semaglutide (a GLP-1 analogue) on liver fibrogenesis.

1. Synergistic anti-fibrosis effects by DA-1241 combined with Semaglutide in liver fibrosis mice

Conclusions

• Our findings support a beneficial combination effect of DA-1241 and semaglutide in the treatment of liver fibrosis, which may be

attributed to augmented inhibition of fibrogenesis and inflammation1) in the liver.

• DA-1241 has been proven to have compensatory anti-MASH effects with GLP1-based drugs in addition to DPP4 inhibitors.
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Results

2. Enhanced improvement of fibrotic and inflammatory gene expression in the combination group

Fibrosis-related genes Inflammation-related genes

3. Differential effects on hepatic glycogen content in liver 

fibrosis mice
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DA-1241 (po) + Semaglutide (sc) DA-1241 + Semaglutide 100 mg/kg, QD + 250 nmol/kg, BIW
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4. Direct inhibition of human primary hepatic stellate 

cell activation by DA-1241 treatment
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