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[ Abstract |  Studies on specific transient receptor potential melastatin 2 (TRPM2)
channel inhibitors can deepen our understanding of the pathological mechanism of
related diseases, and allow discovery of novel, effective targets and drugs for therapy.
The development of TRPM2 channel inhibitors can be broadly classified into four categories
with distinet characteristics: reutilization and structural modification of homologous ion
channel modulators to produce a diverse array of TRPM2 channel inhibitors with strong
inhibitory effects; TRPM2 channel inhibitors based on channel gating mechanism with
high specificity; inhibitors identified through high-throughput screening with novel
chemical structures; inhibitors developed from natural antioxidants with higher safety. In
recent years, the application of computer-aided drug design has significantly accelerated
the development of TRPM2 channel inhibitors. Several promising compounds such as
ZA18, Al and D9 have been discovered, and it is expected that more potent and
selective TRPM2 channel inhibitor scaffolds will be discovered in the future. This article
reviews the advances on the studies of TRPM2 channel inhibitors, aiming to provide

insights for further research and clinical application of TRPM2 channel inhibitors.
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[ 45B&IE ] Bk e 24K B 4% (transient receptor potential , TRP) ; 2- 18] ¥ 3% Jiiz 55 W &
[2-(3-methylphenyl) aminobenzoic acid,3-MFA | ; N-( % /%, 2k M AR B A ) 4R RIL R 9
&% [ N- (p-amylcinnamoyl) anthranilic acid, ACA] ; 2- & & Z &5 = 3K AL #) 8% (2-
aminoethyldiphenyl borate, 2-APB) ; B ¥ =& 8 4% #2 (adenosine diphosphate ribose,
ADPR) ; TRPM %! ] /& 5 # 3% (TRPM homology region, MHR) ; Nudix 7K ##B& 9 [] /. 2%
#1 3%, (Nudix hydrolase 9 homology domain, NUDT9-H) ; Y& Bt fic B "% vA = 4 3 B2
(nicotinamide adenine dinucleotide , NAD*) ; 2% ADPR(cyclic ADPR,cADPR) ; J& B i
oA A% ¥ BR #% B2 (nicotinic acid adenine dinucleotide phosphate , NAADP) ; 3 4 4
& & (half maximal inhibitory concentration, IC,) ; & 4% #) I FEE (oxygen glucose
deprivation/reperfusion, OGD/R) ; 1- ¥ & -4- X 3k -1,2, 3, 6- W & vk % (1-methyl-4-
phenyl-1,2, 3, 6-tetrahydro-pyridine , MPTP) ; K fiii ¥ 35 bk A2 & (middle cerebral artery
occlusion, MCAO) ; B fi§ B (phospholipase, PLA) ; FUB% 1,4, 5- = 8% B (inositol 1,4,
5-triphosphate, 1P3) ; B% 3 — #% B2 (adenosine monophosphate , AMP) ; & J& &~ &, B ik
% (glycogen synthase kinase , GSK)
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Figure 1 The structures of TRPM2 channel
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