
Product Name: RPR107393 free base
Cat. No.: GC31556
Chemical Properties

Cas. No. 197576-78-6
SMILES OC1(C2=CC=C(C3=CC=C4N=CC=CC4=C3)C=C2)CN5CCC1CC5

Formula C22H22N2O M.Wt 330.42

Solubility Soluble in DMSO Storage Store at -20°C

General
tips

For obtaining a higher solubility , please warm the tube at 37 ℃ and shake it
in the ultrasonic bath for a while.Stock solution can be stored below -20℃ for
several months.

Shipping
Condition

Evaluation sample solution : ship with blue ice All other available size: ship
with RT , or blue ice upon request.

Structure RPR107393 free base

Protocol

Animal
experiment:

Rats[1]Sprague-Dawley rats weighing 60 to 70 g are given rodent
diet and kept under reverse-lighting conditions (lights on, 3:00 p.m.
to 3:00 a.m.). Cholestyramine is included in the diet for 2 days before
the study to stimulate liver Cholesterol biosynthetic capacity. Drugs
are suspended in 0.5% methyl cellulose or dissolved in saline
(Zaragozic acid). RPR107393 (10 mg/kg) is given p.o. by gavage, and
Zaragozic acid is given s.c.. After a specified time period, the animals
receive [14C]Mevalonolactone (15 μCi/kg; 40 Ci/mol) by s.c. injection.
Fifteen minutes later, the animals are killed with CO2. The livers are
removed, and 0.5 g of the liver is saponified in 2 mL of 15%
KOH/ethanol overnight at 80°C. Samples are extracted with
petroleum ether in alkaline conditions, and [14C]Cholesterol is
quantified by HPLC.
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Background

RPR107393 free base is a selective squalene synthase inhibitor, which inhibits rat liver
microsomal squalene synthase with an IC50 of 0.8±0.2 nM.
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RPR107393 is a selective squalene synthase inhibitor with subnanomolar potency.
RPR107393 inhibits rat liver microsomal squalene synthase with an IC50 value of
0.8±0.2 nM (n=4)[1]. In the time-course study, cells are treated with ER-27856 (1 μM),
RPR-107393 (10 μM), Atorvastatin (1 μM), or NB-598 (1 μM) for 2-24 h, and lipid
biosynthesis during the last 2 h of the incubation is determined. RPR-107393 (10 μM)
inhibits Cholesterol biosynthesis and reduces triglyceride biosynthesis. Similarly, 1 μM
RPR-107393 inhibits Cholesterol and triglyceride biosynthesis by 82.4% and 70.0%,
respectively[2].

One hour after RPR107393 (10 mg/kg p.o.), Cholesterol biosynthesis is reduced by 92%
with an approximate ED50 value of 5 mg/kg. Six hours after RPR107393 (10 mg/kg p.o.)
administration, Cholesterol biosynthesis is reduced by 74% (the time for 50% inhibition
is ~7 hr). An 82% inhibition of hepatic Cholesterol biosynthesis is observed 10 hr after
RPR107393 (25 mg/kg p.o.), but the effect is no longer apparent at 21 hr. Inhibition of
Cholesterol biosynthesis by Zaragozic acid or RPR107393 is associated with an
accumulation of radiolabeled diacid products in the liver. RPR107393 is a potent
Cholesterol-lowering agent in rats. RPR107393 (30 mg/kg p.o. b.i.d.) lowers serum
Cholesterol by 35% after 2 days and by nearly 50% after 3 days of treatment[1].

[1]. Amin D, et al. RPR107393, a potent squalene synthase inhibitor and orally effective
Cholesterol-lowering agent: comparison with inhibitors of HMG-CoA reductase. J
Pharmacol Exp Ther. 1997 May;281(2):746-52. [2]. Hiyoshi H, et al. Squalene synthase
inhibitors suppress triglyceride biosynthesis through the farnesol pathway in rat
hepatocytes. J Lipid Res. 2003 Jan;44(1):128-35.
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