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Fig. 1 The structures of PDI
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Fig. 3 Substrate—driven allosteric switch model. Modified from ref. [ 19 ]
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Fig. 4 PDI dimer catalyzed substrate oxidation folding pattern. Modified from ref. [ 22 ]
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Fig. 5 Schematic diagram of oxidoreductase and isomerase activity of PDI. Modified from ref. [ 27 ]
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Table 1 Small molecule inhibitors of PDI
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WS T 110 /0N BRI AR T R Y AT 0 g A A
JERE 77

PDI 14l 70 £ Bt g Oy 1l A7 43 ) iz i is
FH . G RB-11-ca X PDIA = B2 e £ H AT Lhags ik
YA, ErESF LS aZ5H I CysS3 AN S5 A i
il PDI %, M 490 ) Hela 40 % 384 58 7). P1
(phenyl vinyl sulfonate) 7' 1 35G8 " W] ] fE -
PDI a'Z5#95) Cys397 454 i il PDITEPE, M
] A 9ga 40 B 1 2E 4 . PACMA-31 ] 55 PDI a'45 4 35
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Abstract Protein disulfide isomerase (PDI) can catalyze the formation, breakage and rearrangement of disulfide
bonds, and promote protein folding, which is essential to stabilize the three-dimensional structure of proteins. The
dysregulation of PDI expression or enzyme activity is closely related to a series of diseases, such as cancer,
neurodegenerative diseases, and thrombosis. In this review, we summarized the structure of PDI, its relationship
with diseases and the research progress of its inhibitors. We also pointed out the current problems and the

development direction of PDI inhibitors, which will provide references for its further research.
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