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I gssnbry Protein Figure 2. Huh7.5 cells treated with EDP305 (50nM) or OCA (500nM) in presence of cholesterol. A) SHP mRNA and ChIP gPCR (H3K9me3, FXR) at SHP promoter. B) LDLR mRNA and ChIP ¥ @0 S @e N Q,OQ
Histone I 1 |||I [ GPCR (H3K9me3, SREBP2) at LDLR promoter. H3K9me3 is gene repressive mark. *p<0.05 relative to DMSO; #p<0.05 relative to EDP-305.
Methylation n! -
(H3K9me3) [esosnces A B) )
MicroRNA N
o ‘ EDP-305 Increases H3K9me3 at the SRB1 Promoter miRNAs that Target LDLR or SRB1 Vehicle |OCA EDP-305 Vehicle; OCA | EDP-305
v @"’"' ey SRB1 promoter ) 0 o o = LDLR o ot G bt O SRE1
P Binds 1o : = blocied SRB1 H3KOme3 ChiP miR 148a-3p miR 96-5p r - Radadadl N
b messenger RNA me. ® w42 S ey - oy - - B-actin . T :
mirl48 In Vitro/In Vivo 25 4 e 12 ] “
*# 2 2
20 : < *# < LDLR/Actin SRB1/Actin
Figure 1. lllustration depicting the transcriptional and post-transcriptional ‘zt 3 s ¥ 08 Protein Protein
mechanisms by which EDP-305 may regulate LDLR and SRB1 gene expression. nE: 15 ‘5 € £ 175 * 4 - 12
Methylation of Lysine-9 on Histone3 (H3K9me3) is a mark for gene repression. EDP- © E- 2 *# '% .g- = ﬁ
305 decreases H3K9me3 within the LDLR promoter and promotes increased -..3; 10 = S © 0.4 E 150 3 11
recruitment of the transcription factor, sterol regulatory element binding protein 2 ® = b} 04 ?, B 125 k]
(SREBP2). At the SRB1 promoter, EDP305 increases H3K9me3. Additionally, EDP-305 05 1 3 & E 100 E 10
regulates levels of microRNAs that target LDLR (miR 148) and SRB1 (miR 96). = ;—'; o i g
00 ° goo & 0.0 Eo7s L
Figure modified from http: gevine i gl d \ ') ' ® > o S o © 0 e
& & oqn? L & » [« Oc?‘q:a“ SR £ o0 5 005
H ¢ & on 2 000 2 000
3 S
Materials and Methods Figure 3. Huh7.5 cells treated with EDP305 (50nM) or OCA (500nM) in presence of Figure 4. Relative miRNA levels in Huh7.5 cells treated with EDP305 (50nM) or OCA @é‘) o"'?ézﬁ“f’ _‘5&‘) & O@@
cholesterol. SRBI mRNA and ChIP qPCR (H3K9me3) at SRB1 promoter. *p<0.05 relative (500nM) in presence of cholesterol. miR148 degrades LDLR; miR96 degrades SRBL. A <
Cell Culture and Treatments. To examine the mechanisms of EDP-305 and to DMSO; #p<0.05 relative to EDP-305. *p<0.05 relative to DMSO; #p<0.05 relative to EDP-305.
OCA independent of drug potency, treatments were conducted near their Figure 6 A) Relative SHP, LDLR and SRB1 mRNA expression in C57BI6 mice treated with
respective EC50 concentrations (OCA 500nM; EDP-305 50nM) in H _ H _ H H H compounds. Western blot and quantification of B) LDLR and C) SRB1 protein in liver
P { @ @ ) miR 148a-3p and miR 96 5p Regmatlon by FXR Agonists in HepaRG tissue from EDP305 and OCA treated C57BI6 mice. *p<0.05 relative to DMSO; #p<0.05
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chromatin (~500bp) was used for ChIP assays to measure histone Figure 5. A and B) Relative LDLR and SRB1 mRNA expression in HepaRG cells, treated with high glucose and fatty acids. C and D) Relative expression of miRs 148a-3p and miR 96-5p in "
methylation and transcription factor enrichment at LDLR and SRB1 HepaRG cells. *p<0.05 relative to DMSO; #p<0.05 relative to EDP-305. LG=Low Glucose; HG+FA=High Glucose with 200uM BAS conjugated palmitate and oleate. Contact Information
promoters. To request a pdf of this poster, email ljiang@enanta.com




