W

[ &

s DONG-A ST . D

EEEEEEEEEEEEEEEEEEE

QN

A Novel GPR119 Agonist, DA-1241 Improves
Hepatic Inflammation and Fibrosis in Ob-NASH Mice.
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Background : D

= Non-alcoholic steatohepatitis (NASH) is characterized by steatosis, inflammation, and fibrosis in the
liver

= Nearly 30% of adults have fatty liver and around 20% of them are progressed to NASH
= There is no FDA-approved drug for NASH treatment yet

= DA-1241, a novel GPR119 agonist, is currently underway of early clinical development for the
treatment of type 2 diabetes

= DA-1241 is the most advanced GPR119 agonist with unique characteristics

= GPR119 activation inhibits de novo lipogenesis in the liver
= APD668 alleviated fatty liver in STAM mice and Amylin-diet fed mice
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= DA-1241, our novel GPR119 agonist reverted hepatic steatosis in high fat/high fructose-fed mice

S DONG-A ST SCIENCE MATTERS TO LIFE



Experimental Design . D

= To explore if and how a novel GPR119 agonist affect the pathogenesis of hepatic
inflammation and fibrosis in NASH

10 weeks with normal chow

Normal Co. —

C57/BL6J mice *Drug-diet admixture

10 weeks with Amylin diet
(45%keal fat, 22% fructose, 2% cholesterol) *  Liver histology (HE/Masson Trichrome staining)

~  Plasma total GLP-1 & TIMP-1

NASH Co. -
« Plasma ALT/AST
| DA-1241, 30 mg/kg/day * Liver protein & mRNA
Ob/Ob mice DA-1241, 100 mg/kg/day

*MBX-2982, 100 mg/kg/day
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DA-1241 Attenuated Hepatic Histological Changes . D
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Kruskal-Wallis test
#, p<0.05 vs. Normal Co.
* p<0.05 vs. NASH Co.
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DA-1241 Reduced Hepatic Expression of Inflammation-Related Targets
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TNFoa mRNA
(Fold vs. Normal)

Tukey’s multiple comparison
#, p<0.05 vs. Normal Co.
* p<0.05 vs. NASH Co.
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DA-1241 Reduced Hepatic Expression of Fibrosis-Related Targets . D

»

aSMA
(Fold vs. Normal)

. PEPA N TR\ TP
(RO NI

S DONG-A ST

ADA 2020 Virtual Conference, 217-LB

Col1a1 mRNA
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Tukey’s multiple comparison
#, p<0.05 vs. Normal Co.
* p<0.05 vs. NASH Co.
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DA-1241 Improved Plasma Parameters Accordingly
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Proposed MOA . D
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Summary :D

DA-1241, a novel GPR119 agonist, attenuated the
progression of NASH in Ob/Ob mice fed on Amylin diet.

e

DA-1241 suppressed hepatic expression of inflammation
or fibrogenesis-related target elements.

\ Inhibition of macrophage differentiation and stellate cell
- activation may contribute to anti-inflammatory and anti-
fibrotic effects of DA-1241.
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