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Scheme of experimental design of MCD feeding-induced steatohepatitis
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Herein, we studied the anti-fibrotic activity of EDP-305

Compound concentration (uM)

in vitro and in vivo. The effect of EDP-305 on pOSt' Figure 1. Activation of FXR by EDP-305. Chimeric FXR and 4
ipti i i i luciferase reporter constructs were transfected into CHO cells. L - s
trapscrlptlonal regulatory me_chanlsm via microRNA29a Luciferase Shanal was messurel after 22 hours of trestment with Fiure . Efs of reamens an i (a5 nislocaly i PG 16 SanIe) n NGO, Sean rssion of el ype Sl s (encon wie)
(m|R29a) was also characterized. CDCA (chenodeoxycholic acid), OCA (Obeticholic acid), or EDP-305. characteristc o 'h‘;'"'“‘""“ (week &on lvgfﬁz,k;'l‘,’:f;m:“g"”“" (e ‘:" lacebo" ireatment group) in placebo rea! e o o o peate
EDP-305 down-requlated inflammatory response genes L58 EDP-305 down-regulated multiple fibrosis-related transcripts
000000 i)
S99SSS 555588 in MCD-fed mice
M ETH O D QQQM 218 miRNAZ9a . Colal z e Coldal
. . . . . LPS 2 2 -
To investigate the effects of EDP-305 on liver fibrosis in 5 B e EDP-305
. . - . T 2 2
vitro, hepatic stellate cells (HSC) were induced with ! I i * B . i .
5ng/ml of transforming growth factor beta (TGF@) and 8% I e s?
co-treated with DMSO or EDP-305 for 18 hours. The in g,q__-__-_ 3o [ 2o N
h A : - s e
vivo anti-fibrotic effect of EDP-305 was investigated S F e & ST /
using mice with methionine/choline-deficient diet R Pagte EE rimpz 32 Tt iRNAZSA 1‘
(MCD)-induced steatohepatitis and peri-sinusoidal 5. 5, 520 ; T Collagen
fibrosis. 10 mg/kg of EDP-305 was orally administered H . 1 * g MiRNA292 " ooy regutate coumL |~gm
to mice 4 weeks after MCD-induced early fibrosis was Figure 2. Heat map showing the effects of EDP-305 and OCA g 5 . I g;: miRNA29a R
: . on expression of genes involved in inflammation. Relative = 3 £ -~

eStabIlshEd and treatment duratllon was 4 weeks. The expression of genes, normalized to control, was calculated from g o . &o & oo
expression of essential genes involved in modulating delta Cr values. v*;@*; e oif;,# & < y"’ﬁ &
the pathogenic fibrosis response associated with NASH Figure 5. Effect of ion of i in CD-fod mice.

*, p<0.05 compared to placebo control group (ANOVA with Dunnett's post-test).
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EDP-305 exhibits potent anti-fibrotic activity in vitro and in vivo. Moreover, EDP-305 can
favorably up-regulate endogenous small non-coding RNA with a critical role in tissue fibrosis.
. These results warrant further clinical study of EDP-305 for the treatment of NASH.
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RESULTS

EDP-305 significantly (p<0.05) decreased expression of
a-smooth muscle actin (a-SMA), collagen type 1 a2
(COL1A2), collagen type 3 a1 (COL3Al),
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