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[ Abstract

expressed in a variety of inflammatory cells, including neutrophils, activated microglia, monocytes/macrophages, as well as astrocytes

Myeloperoxidase (MPO) is an important member of the haemoglobin peroxidase - cyclooxygenase superfamily. Tt is

and neurons, and plays an important role in immune surveillance and host defense mechanisms. However, studies have found that the
increased expression and activity of MPO is associated with the development and progression of several major diseases, including
Parkinson’ s disease, Alzheimer’s disease, stroke, and cardiovascular disease. Over the years, several pharmaceutical companies and
research institutes have made a lot of progress in the development of MPO inhibitors. This review mainly summrizes the structure of
MPO protein, its catalytic mechanism and the progress of inhibitor development, aiming to provide a reference for the development of
this enzyme inhibitors.
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Figure 1 Structures of MPO
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Figure 2 Halogenation cycle and peroxidase cycle of MPO
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Figure 3 Representative MPO irreversible inhibitors
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T3 K DB RER, 2RI BRI R A
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M HX1,HX2 HX3, 3% 3 #i fb & ¥ 5 B A w80
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Figure 4 Representative MPO irreversible inhibitors
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MPO FH A, 905 966 14 45 G () A5 €8 % (ryptophan )
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F10.2 pmol/L,

SDG J&—Fh K AR LE W TE 57, HA TR R P4
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SEIIFTE I, KY CIR YT Al W 2 /R vh 3l ik A
ZE (middle cerebral artery occlusion, MCAO) /N B K i
g R GE T AR EPESr ALK/ (1gGAME |
SRR e IS I EZ Do 11 S ][R R RN S
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SRR SR CITyr /b
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H a1 2 FH9 e 2 compound 1T 2 AR #0579 A
LRI Ok | 05 S 51k (indole) N2 H
KW (- 5), 2005 4F, Camp 287 & PLAR A %
VRS AL TRV RIHT 2 50) , m] LA ) mp ks 20 i o
MPO J& P, M ik 4 HC1O AR 8 P 4 i 20 245345
2008 4, Galijasevic 25 % Bl B0 I (4 24 1R 5 4l
F LAZERUE 3 il MPO 5 1 |, 7] B & B0 L4k 78 551
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H.N

Tryptamine

Melatonine

15 RS WD R B K AR W e B2, SR A
PEIf AR AEAT N REAR , I BE AR 1E 3 L . 2009 4F,
Galijasevic 55 R & AE Y 4-%-2,2,6,6-11
F 3 — K DRI (4-amino-TEMPO ) il il MPO 1+ 1
L2 A AL 77 A= HCIO B9 1Cs {23 510 24 1 wmol/L
16 wmol/L,
3.4 AVRRAUHIR I 64 R AR = 2 R IR b MPO ) 7
R 1 LA B PIZEIIRGR A0 , by — e /e AL AN
WA 1 AR P 3R B HH MPO IR V6 4, 4 R
/INBER (demethyleneberberine , DMB) \4-H JE-E -2
1 (4 -methylesculetin, 4-ME) | N - B J& ff i g (N -
methyleytisine, NMC) % (&1 6) . DMB J& —F K S8
2 DAL NI = R il = S R i ey 1 1 St
ZERS  Chen 55 & BULE R FEME A% (inflammato-
ry bowel disease, IBD)H*, DMB 1] DAREAIL MPO 75 £,
0GR AT DR, 98D A L/ 2R -6 (interleukin-
6, 1L-6) Fl 1988 IR HE [H F-- o (tumor necrosis factor-at,
TNF-c) SE0E A AR 507 A, FFAm i T 1% R 5« B
(nuclear factor kappa-B, NF-«kB) {5 518 #% 19 35075 M
MM HRIESN . 4-ME 2 &/ SR AWz —, BA
AR5 PR FIPTAR I . Witaicenis 55 iEH]
TE A BB R 4 (dextran sulfate sodium salt, DSS )5
T IBD AL 4-ME 7] RAREAIR MPO T 14 , BEAR T
45l 1L-6 B ZKF-, FFHRIE T 40 Bt T K (glutathione,
GSH)HITHFE. NMC 2 SRR 2 1 1~ 4 B
() = PR RS A WD, BLAT 2R 2 RS A , R I
B BEOR LA TG M . DSSIE SN I AR
NMC 7] LA R 6 MPO {5 Pk 1) 2 235, 9D Jmy &
RIE

%@o
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Figure 5 Representative MPO inhibitors that promote the accumulation of compound 1I
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