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Product Name: Lesinurad (sodium)
- - +
o P AN
Molecular Formula: C17H13BrN3NaO2S
Molecular Weight: 426.26 OO
Target: URAT1
Pathway: Membrane Transporter/Ion Channel
Solubility: DMSO : > 26 mg/mL (61.00 mM) A

Lesinurad sodium is a URAT1 and OAT inhibitor, is determined to be a substrate for the kidney transporters OAT1 and OAT3 with K,
values of 0.85 and 2 uM, respectively. IC50 & Target: Km: 0.85 uM (OAT1), 2 uM (OAT3)[X In Vitro: Lesinurad is a novel selective uric
acid reabsorption inhibitor (SURI). Lesinurad is determined to be a substrate for the kidney transporters organic anion transporter
(OAT1) and OAT3 with K,,, values of 0.85 and 2 pM, respectively[ll. Lesinurad (RDEA594) is a URAT1 and OAT inhibitor, which increases
proximal renal tubule urate excretion?]. Lesinurad (RDEA594) is a potential uric acid lowering agent througn inhibition of uric acid
reuptake, and exhibits favorable p450 profiles, inhibits CYP2C9 and CYP2C8 with IC5q of 14.4 uM and 16.2 UM, respectively. IC5gs of
Lesinurad are all above 100 uM for CYP1A2, CYP2C19,and CYP2D6!3]. In Vivo: Lesinurad (RDEA594) shows better pharmacokinetics
than its pro-drug RDEA806. The 100 mg dose of Lesinurad exhibits a phamacological effect in the range of that produced by 300 mg
to 800 mg single doses of RDEA806(3!.

Cell Assay: Lesinurad is solubilized in DMSO and stored, and then diluted with appropriate media before usel!l.lllvalidated oocytes,
HEK293, MDCK-II, Caco-2 or MDCK-MDRL cell systems are used to study the interaction of Lesinurad with membrane transporters
localized to the kidney (OAT1, OAT3, OCT2, MATEL, and MATE2K) or liver (P-gp, BCRP, OATP1B1, OATP1B3, and OCT1). Xenopus
laevis oocytes are injected with OAT1 or OAT3 cRNA or control (water) while HEK293 cells are stably transfected with MATEL, MATE2K,
or vector and MDCK-II cells with hOATP1B1, hOATP1B3, hOCT1, hOCT2, or vector. The MDCKII cell line is stably transfected with the
human MDR1 gene to create a P-gp cell line. The interaction of Lesinurad with BCRP relied on the endogenous expression in Caco-2
cells. All cells are cultured with growth medium according to standard methodology. In order to determine whether Lesinurad is a
substrate for a transporter, cells are incubated with [14C]-labeled Lesinurad at various concentrations and the amount of Lesinurad
taken up by the cells determined by subtracting the uptake in vector cells from that in the transfected cells. The uptake of a [3H]-
labeled known substrate of the transporter served as the positive control. Inhibition of a transporter by Lesinurad is determined by
incubating cells with a fixed concentration of [3H]-labeled known substrate and various concentrations of unlabeled Lesinurad.
Inhibition by a known inhibitor of each transporter served as the positive control. Cells are incubated for the appropriate amount of
time. All reactions are terminated by the addition of ice-cold medium. The cells are then rinsed with medium and lysed!1].
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CAIndexNames:

Acetic acid, 2-[[5-bromo-4-(4-cyclopropyl-1-naphthalenyl)-4H-1,2,4-triazol-3-yl]thio]-, sodium salt (1:1)

SMILES:
[0-]C(CSC1=NN=C(Br)N1C2=C3C=CC=CC3=C(C4CC4)C=C2)=0.[Na+]

Caution: Product has not been fully validated for medical applications. For research use only.
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