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Description

GSK3787 is a selective and irreversible peroxisome proliferator-activated receptor & (PPARJ) antagonist

with plCso0f 6.6.

IC5¢ & Target

PPARS [1]

6.6 nM (pICso)

In Vitro

GSK3787 is identified as a potent and selective hPPARDS ligand (pIC50=6.6) with no measurable affinity for
hPPARa or hPPARYy (pIC50 < 5) in our standard in vitro ligand displacement assay. GSK3787 is inactive
against hPPARa and hPPARYy in similar functional antagonist assays. GSK3787 fails to activate the
receptor in a standard hPPARS-GAL4 chimera cell-based reporter assay. GSK3787 is a selective PPARS

antagonist with equipotent species activity against the human and mouse receptor{1].

In Vivo

GSK3787 has pharmacokinetic properties suitable for use as an in vivo PPARS antagonist tool compound
in mice. GSK3787 is administered intravenously (0.5 mg/kg) and orally (10 mg/kg) to male C57BL/6 mice.
Mean clearance (CL) and volume of distribution at steady state (Vss) following iv administration are 39+11
(mL/min)/kg and 1.7+0.4 L/kg, respectively. Following oral administration, good exposure (Cmax=881+166
ng/mL, AUCinf=3343+332 heng/mL), half-life (2.7+1.1 h), and bioavailability (F=77+17%) are observed[1].
Oral administration of GSK3787 (10 mg/kg) leads to a serum Cmax of 2.2+0.4 uM in C57BL/6 male mice.
Oral administration of GWQ742 causes an increase in expression of Angptl4 and Adrp mRNA (known
PPARPB/S target genes) in wild-type mouse colon epithelium, and this effect is not found in PparB/d-null
mouse colon epithelium. Coadministration of GSK3787 with GWO0742 effectively prevents the
ligand-induced expression of both Angptl4 and Adrp mRNA in wild-type mouse colon epithelium, and this
effect is not found in Pparf/d-null mouse colon epithelium. Oral administration of GSK3787 causes a
modest increase in promoter occupancy of PPARB/S in the PPRE region of both the Angptl4 and Adrp
genes, but coadministration of GSK3787 with GW0742 results in markedly less accumulation of PPARB/®

in the PPRE region of both the Angptl4 and Adrp genes in wild-type mouse colon epithelium[2].

Solvent&Solubility

In Vitro:
DMSO : 250 mg/mL (127.30 mM)
H20 : < 0.1 mg/mL (insoluble)

* ">"means soluble, but saturation unknown:

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.5460 mL 12.7298 mL 25.4595 mL
Stock Solutions 5mM 0.5092 mL 2.5460 mL 5.0919 mL
10 mM 0.2546 mL 1.2730 mL 2.5460 mL

SREARER TR R P VA B A B A S (T FUMC B 4T — ELPC IR, W PSR A, BERIR
52U R B 7 i R R

ik T 747 )7 AT AR -80°C, 6 months; -20°C, 1 month. -80°C fi {7 i, i 6 AN H WAL, -20°C
TEAEIY, WEEE 1 AN H AR

In Vivo:

T AR 1 1 SEER B AN 25 245 77 SR FRIE VA IR 77 %8 . DL RV AR T SR S 1% In Vitro J7 =CRC TV 75 1 if
Bl PR I BVE -

—— NPRIESI A R AT S, T IO & TR DIARIE A7 260, & U ORAE s RS TR, @il




FHELEC, RAEH:  BARVE IR RS B 20 B PR IR R 20 P AR AR & Ll A 7E T il 7 o i
PLUTHE WTH g, AT RAE I fA R sl 75 1 75 B

VAR IR IMEEFE ). 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2.5 mg/mL (6.36 mM); Suspended solution; Need ultrasonic

W77 R A3RAF 2.5 mg/mL (6.36 mM)#I5 51, Ay nT A T 1 IRORT s T A o

PU A mL LAEHCAH), B 100 pL 25.0 mg/mlL (1787 DMSO fif % in%] 400 uL PEG300 ', JRA&H AN
itk RA AN 50 uL Tween-80, JR&2); SRIG4kELIAN 450 L A HKEAE 1 mL.

2 R F RN R 10% DMSO  —90% corn oil
Solubility: 2 2.5 mg/mL (6.36 mM); Clear solution

P75 ARG 2 2.5 mg/mL (6.36 mM, HLAIEEARAN) FITEIEI, M7 FANE R T 8050 A e A A BLE R

DLt mL TARRCAH], B 100 pL 25.0 mg/mL [¥)#{5 DMSO fi##i0nE] 900 pL TR+, REEIS .

[1]. Shearer BG, et al. Identification and characterization of

4-chloro-N-(2-{[5-trifluoromethyl)-2-pyridyllsulfonyl}ethyl)benzamide (GSK3787), a selective and

References irreversible peroxisome proliferator-activated receptor delta (PPARdelta) antagonist. J Med Chem. 2010

Feb 25:53(4):1857-61.

[2]. Palkar PS, et al. Cellular and pharmacological selectivity of the peroxisome proliferator-activated

receptor-beta/delta antagonist GSK3787. Mol Pharmacol. 2010 Sep;78(3):419-30.

Animal Administration

Mice[2]

For RNA and DNA analysis, male wild-type and Ppar@/3-null mice are administered vehicle (corn
oil), GW0742 (10 mg/kg), GSK3787 (10 mg/kg), or GWO0742 and GSK3787 by oral gavage 3 h
before euthanasia. After euthanasia, colons are carefully dissected. To isolate colon epithelium,
colons are flushed with phosphate-buffered saline, and epithelial cells are scraped from mucosa
using a razor blade. The isolated tissues are used for RNA isolation. For glucose-tolerance tests,
male wild-type and PparB/5-null mice are administered vehicle (corn oil), GW0742 (10 mg/kg),

GSK3787 (10 mg/kg), or Rosiglitazone (20 mg/kg) by oral gavage once a day for 2 weeks.
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