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Description

BARS502 /& FXR Fil GPBARI FIXUE A7, IC50 {Hr %82 uM F104 uM.

IC50 & Target

IC50:2 1M (FXR), 0.4 1M (GPBARI)[1]

Cellular Effect

Cell Line Type Value Description

Agonist activity at GP-BAR1 (unknown origin) in human

HEK293 cells assessed as receptor transactivation at 100 nM to 50
HEK293 ECso 0.4 pM

uM incubated for 16 hrs by CRE-driven luciferase reporter gene

assay

Agonist activity at FXR (unknown origin) expressed in human

HepG2 cells assessed as receptor transactivation at 100 nM to 50
HepGZ ECso 2 pM

uM incubated for 16 hrs by FXR response element driven

HSP27-TK-luciferase reporter gene assay

In Vitro

BARS502 is a truncated side chain alcohol with both substituents on ring B in « -configuration. At the
concentration of 10 1B M, BARS502 fails to transactivate GR, PPAR y , and LXR, respectively, but it
transactivates the nuclear receptor PXR. BARS502 is able to induce the expression of pro-glucagon mRNA in
GLUTAGg cells, an intestinal endocrine cell line, as well as to increase cAMP concentrations in THP-1 cells.
BARS502 induces the expression of OST a , BSEP, and SHP in HepG2 cells. BARS502 shows a very potent

activity in the recruitment of SRC-1 coactivator and high affinity to FXR[1]

In Vivo

Treatment with BAR502 causes a 10% reduction of b.w., increases insulin sensitivity and circulating
levels of HDL, while reduces steatosis, inflammatory and fibrosis scores and liver expression of SREPBIc,
FAS, PPAR v, CD36 and CYP7A1 mRNA. BARS502 increases the expression of SHP and ABCGS in the
liver and SHP, FGF15 and GLP1 in intestine. BAR502 promotes the browning of epWAT and reduces liver
fibrosis induced by CCI4[2]. In models of non-obstructive cholestasis, BAR502 attenuates liver injury
without causing itching. Co-treatment with BARS502 increases survival, attenuates serum alkaline
phosphatase levels and robustly modulates the liver expression of canonical FXR target genes including OST

a, BSEP, SHP and MDR1, without inducing pruritus[3].

Solvent&Solubility

o e S B :
DMF [ MEI% 50 mg/mL (127.35 mM; 87 Bhi%)
Ethanol VAR : > 50 mg/mL (127.35 mM)

* ">"means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.5470 mL 12.7350 mL 25.4699 mL
Stock Solutions 5mM 0.5094 mL 2.5470 mL 5.0940 mL
10 mM 0.2547 mL 1.2735 mL 2.5470 mL
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R FAINEERER]:  10% EtOH  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (6.37 mM); ¥iE R

W RAHAG > 2.5 mg/mL (R ARKD HIETHIRT.

U 1mL TARB9H], B 100 uL 25.0 mg/mL FI% EtOH & W% 400 uL PEG300 ', iR51Y
5 A AR PN 50 uL Tween-80, JREINA): AFHARSINA 450 pL AEE K EHE 1

mL.

AR E KR B 0.9 g SALEN, AT ddH.0 HERZE 100 mL, B LISV % I 19 A B K
V-

R

WK IR INEEFE R 10% EtOH  —  90% (20% SBE-B-CD in Saline)

Solubility: > 2.5 mg/mL (6.37 mM); R

SR BRI > 2.5 mg/mL GERIERFD HIEHER .

PL I mL TAEBCAE], L 100 pL 25.0 mg/mL f{¥{E EtOH & INE] 900 uL 20% ¥ SBE-B-CD
AEFEAOKIEIR T, IREBIN .

2 g SBE-B-CD (I T 3:ME B-FRMIE) MAEAT 10 mL AEEE K, SEERMEREEN.

FR =

EIRF IS INEFER:  10% EtOH —  90% Corn Oil

Solubility: > 2.5 mg/mL (6.37 mM); FiE R

SET AR > 2.5 mg/mL CHLRIBERSED BRI IbJ7 R 9e FMIE LA A UL s Y se 3w
TEREA .

L 1mL TAEWCHE], B 100 pL 25.0 mg/mL (%7 EtOH & WNE] 900 pL FoKihd, REHA

EZ 3N [1]. Festa C, et al. Exploitation of cholane scaffold for the discovery of potent and selective farnesoid X
receptor (FXR) and G-protein coupled bile acid receptor 1 (GP-BAR1) ligands. ] Med Chem. 2014 Oct
23;57(20):8477-95.

[2]. Carino A, et al. BAR502, a dual FXR and GPBARI agonist, promotes browning of white adipose tissue
and reverses liver steatosis and fibrosis. Sci Rep. 2017 Feb 16;7:42801.

[3]. Cipriani S, et al. Impaired Itching Perception in Murine Models of Cholestasis Is Supported by

Dysregulation of GPBARI Signaling. PLoS One. 2015 Jul 15;10(7):e0129866.
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DMEF / Ethanol!

1mM 2.5470 mL 12.7350 mL 25.4699 mL 63.6748 mL
5SmM 0.5094 mL 2.5470 mL 5.0940 mL 12.7350 mL
10 mM 0.2547 mL 1.2735 mL 2.5470 mL 6.3675 mL
15 mM 0.1698 mL 0.8490 mL 1.6980 mL 4.2450 mL
20 mM 0.1273 mL 0.6367 mL 1.2735 mL 3.1837 mL
25 mM 0.1019 mL 0.5094 mL 1.0188 mL 2.5470 mL
30 mM 0.0849 mL 0.4245 mL 0.8490 mL 2.1225 mL
40 mM 0.0637 mL 0.3184 mL 0.6367 mL 1.5919 mL
50 mM 0.0509 mL 0.2547 mL 0.5094 mL 1.2735 mL
60 mM 0.0424 mL 0.2122 mL 0.4245 mL 1.0612 mL
80 mM 0.0318 mL 0.1592 mL 0.3184 mL 0.7959 mL
100 mM 0.0255 mL 0.1273 mL 0.2547 mL 0.6367 mL
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