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Abstract: The urate transporter 1 (URAT1) which controls urate reabsorption is a membrane transporter in the
apical membrane of human renal proximal tubule epithelial cells. It was found that about 90% of patients suffer
from hyperuricemia due to insufficient uric acid excretion. Therefore, the development of URAT1 inhibitors that
can reduce the level of serum uric acid in vivo by enhancing renal urate excretion has been a hot spot in seeking
anti-gout drugs in recent years. In this article, the representative URAT1 inhibitors with uric acid-lowering or anti-
gout effects are reviewed, and related medicinal chemical strategies are analyzed, hoping to provide valuable

insights into the discovery of new URAT1 inhibitors.
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Figure 1 Approved xanthine oxidase (XO) and urate transporter 1 (URAT1) inhibitors
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Figure 2 Proximal tubular uric acid transporter
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Figure 3  Structures of benzbromarone and its derivatives
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0.2 umol-L™") #£ T 7 FU 448 (IC,,> 1 pmol-L™"). UE4t,
+# RDEA-3170 R BRI &% (C X 350) k47 2E K I 7 ) %
GRS BEL (%) 24 TR 5, 15 2111 PR IR 3% 264 D-0120
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Figure 4 Structures of lesinurad and its derivatives
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