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TERANEEFT OB ELZ TR, Wi, i ORE — 2R, HiL: o Fa0H FHEIF UK T A H A
ot B9 A B B F B IR R HT L AG-881 4| IDHIRI32H R % % &1 & Wt % & 1F A AL #|, # — % UL IDHI
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[ Abstract] Objective: To investigate the mechanism of compound AG-881 on inhibiting IDHIRI32H
mutant protein by molecular dynamics method. Methods: The activated IDHIRI32H protein structure and inactivated
AG-881-IDHIRI32H protein structure were constructed respectively and placed in a stereoscopic box. Molecular
dynamics simulations were carried out on each system for 100 ns. The protein conformations of different systems
were compared, and hydrogen bond analysis, energy analysis and principal component analysis (PCA) , etc. were

performed. Results: Substrate a-KG could stabilize IDHIR132H protein in the activated closed conformation. After
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AG-881 acted on the allosteric site of the protein at dimer interface, it made IDHIRI132H in the open conformation

of inactive state. In this process, amino acid residue GIn277 participated into the binding of AG-881. At the same

time, hydrophobic occupation and hydrogen bond contributed mainly to the binding of AG-881 to IDHIRI32H. In

addition, halogen bond also played a certain role. Conclusion: Molecular dynamics simulation can be used as an

effective aid for allosteric inhibitor design, and the potential mechanism of AG-881 inhibiting IDHIRI32H activity

can be studied, which can further provide theoretical guidance for the development of new drugs targeting IDHI

mutant proteins.
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W 6VED A2 247 3 A fig i e (R i A (3 (i i
T BOEEBKET) M COREmET), K A4
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Wi o EE M 5 His132 A B AR . Al WL, IDHIRI32H
GEAR T AR AR B R G MR T 4 S T A 0 R
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