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AN SN AR AEAS Y A Y BRG] ik RPN R
ANERVINIBE BT 240 i 2R BV-2 20 i, A iR 2 0 A = R IR T
(LPS/ATP) BA575 5 7 =07 BV-2 RAEBLA, CCK-8
R AS [ v B2 (0,10 .20 .40 .80 pumol/L) i) a-mangostin X
LPS/ATP T 1) 20 A8 5705 3 52 0 LA B 8 38 1Y o-man-
gostin Y& JE 5 Bl ; % BV-2 4 i 434 Curl 41\ LPS/ATP 44 .40
pwmol/L o-mangostin 2 FIA R BE (10,20 .40 wmol/L) 1Y a-
mangostin T 41 (4> #3c & LPS/ATP + 10 pmol/L a-man-
gostin 41, LPS/ATP + 20 wmol/L a-mangostin 4] 5 LPS/ATP
+40 wmol/L a-mangostin 2] ) . ELISA 5256 45 il 44 BV-2
A PR R N 5 4 R -6/18/18 (1L-6 | IL-1B | IL-18)
FIRIIRFE A 1 (TNF-o) 75 it , Western blot £6; il 45 2H 4 Jifd
i1 NOD #5Z /&% [ 3 (NLRP3) % i /MAFH E B [ NLRP3 |
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kB (NF-xB) 34211 p65 1 #BR k7K 7 (p-p65/p65 ) Fil BV-2
A% p65 Rk, BR 5 Cul AU LL, LPS/ATP 4040
L5835 7 W S BEAIR (P < 0. 05 ), {EfIR¥ i (10,20 140 pumol/
L) i) a-mangostin FJ & 3 Bt LPS/ATP X /I B J5t 41 3% 58
I RAHIAE R (P <0.05) , fH ¥ B (80 pmol/L) o-man-
gostin AT 1E LPS/ATP % /Mg SR AN A3 455 (P <0.05) . 5
Ctrl ZHAH EE ,40 umol/L a-mangostin £ /)M i J5i 411 il b 5 7
H4iE A F IL-6  IL-1B , IL-18 . TNF-o 75 5 F1 2 Jfid b NLRP3 |
ASC .cleaved caspase-1 IL-1B Fl p-p65/p65 Lt {E M 4l g 4% h
P65 AL Bk s (P >0.05) , i LPS/ATP 4 i 2 b
(P <0.05) ;5 LPS/ATP HAH Lt , AN[EHe & o-mangostin +
WigHrp 1.6 IL-1B . 1L-18 , TNF-o & & Fl BV-2 4 i tp NL-
RP3 | ASC cleaved caspase-1 ,IL-1B Fil p-p65/p635 Lt {E & 41l it
% p65 B 1335l a-mangostin ¥ B )3 1 AR IR BEAIG,
HA L LPS/ATP +40 pmol/L o-mangostin £ 1) F& I 7 BE ¢
NHE (P <0.01), £ o-mangostin A i NF-«B #1148
i BV-2 4t i NLRP3 58 1/ IMA IS £ i A 5 1 B 26 4% i
B
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(DIDR), dopamine receptor d2 (D2DR), dopamine receptor d3 (D3DR), dopamine receptor d5 ( DSDR) , in-
terleukin-13 (IL-1B), interleukin-6 (1L-6), tumour necrosis factor-a (TNF-a), monocyte chemoattractant pro-
tein-1 (MCP-1), alpha-smooth muscle actin (a-SMA) and smooth muscle protein 22-alpha (SM22a). Results
Compared to the control group, the BAPN group exhibited significant formation of TAA. Elastic fiber disruption was
also observed in the thoracic aortic wall, along with a significant decrease in the mRNA levels of DIDR and D5SDR.
The BAPN + FNDP group showed a significant reduction in the incidence of TAA formation and the rate of aneu-
rysm rupture compared to the BAPN group. The disruption and rupture of elastic fibers in the thoracic aortic wall
were significantly improved in the BAPN + FNDP group. The levels of MMP2 and MMP9 in the thoracic aortic wall
significantly decreased, and the enzymatic activity of MMP2 in the serum was significantly reduced. Moreover,
macrophage infiltration in the thoracic aortic wall was significantly reduced and the mRNA levels of IL-13, IL-6,
TNF-a and MCP-1 also significantly decreased after FNDP treatment. There was no statistically significant differ-
ence in the mRNA levels of a-SMA and SM22«. Conclusion FNDP shows an inhibitory effect on TAA progres-
sion in mice, suggesting a potential of FNDP as a therapeutic agent for TAA.

Key words thoracic aortic aneurysm; dopamine receptors; fenoldopam; macrophages; inflammation; extracellu-

lar matrix degradation
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RS 75 T ARAE 1 KA I 0 i 25 2y R B et 1 464
5 T 2 A /0 2 TR A A S B 4 8 E
TR R AT B T BE R i 9K 52 . th NOD A%
{7 4 3 (NOD - like receptor pyrin domain containing
3, NLRP3) 4 G 4 28 Mt 5 S /MA i A28 7 3 00
Ui (e o I B 5, TR RAE A o i B AR, AT
SR A RO AT GE, R
AL, NLRP3 eV /IMA Y 1 A K- AL 5 1Y
RAIEH T LIB335 THE . X 78 NLRP3 /)
TRRTRES: 55 8 Bl A0 0 /)N 8 I 400 i A 5 B8 R E S
B o-fEHR T F (o-mangostin ) J A LA 5 B2
W Hz A R B £2 By 25 TR , BT 5% 48 7R, ae-mangostin 7]
AL NLRP3 5 M/ MA Y 15 ALK 16 7 2 7 A
‘@‘fﬁ‘fﬁ“_g] o SR, 1E B BE M 5, a-mangostin &
A AERERS T I NLRP3 58 M/ MA SR A /08 5 B 4
JRLE A& SN 1 AN AE o PRI IR 9 3 et 2 57 /)
JI2 5 241 AR 1 4R i A5 AU SR 35 o-mangostin 7 I K
FHICHLH

1 HREH®

L1 AREREMEZRF DR/ BV-2
W B R FE A A B A PR R, DMEM $5 5%
e R AT R R B R IR A W (£ E Hyclone
25 7]) 5 o-mangostin (T VL H 01 B} AE W) B 25 BF A FR
N s B 24 (lipopolysaccharide, LPS) A = 8§ R IR
F (adenosine triphosphate, ATP) ( 2% [E Sigma 7V
F) ) 5 A 98 PR A R - ( tumor necrosis factor-a,
TNF-a) . 4 4l fifg /> -1 (interleukin-18, IL-18) #
IL-6 71 1L-18 f) ELISA 305 & (AN BRFHE B 5ok
JBet A R 23 7)) 5 CCK-8 40 Jfd 3% 5 52 56 A6 ) 18 741) &
(AL ZREEREA R AR 5 et NLRP3 6 T4
Fe B S R 2R 9 (apoptosis-associated speck-like pro-
tein, ASC) . PrZLfERY caspase-1 ( cleaved caspase-3)
PL p65 \FLHEER 1L p6S (phosphorylated p65, p-p6S) |
YiZ p65 (nuclear p65) . $HT LaminB F{ {4 ( 3£ [ CST
5] s St GAPDH Hp {4 | BRAR ik 4801k 4 Tl A5 26K 1)
Pt fe — i (£ E Abcam A 7)) . ECL 5] \NE-
PER™ 4l i 4% 25 1 $2 B &5 ( 35 [ Thermo 2AH]) .
1.2 ZHREsEFRAAE SR 10% i 28 ML A
1% 5% 3R 1) DMEM 537 3L7E 37 °C 5% CO, /Y
BRFRAa b i R B2 A, 4 b 317 A R R
BV-2 4 g 5 O 6 4. 1E % K5 SR Y Cul 41 LPS &5

ATP AbHfF) LPS/ATP 4H B 40 pumol/L a-mangos-
tin XbFEZ (40 pwmol/ L a-mangostin 21 ) FIAS [a] ¥ &
(10,20 .40 pwmol/L) i) a-mangostin T4 , 43 HiC
A LPS/ATP + 10 wmol/L a-mangostin \LPS/ATP + 20
pwmol/L a-mangostin 5 LPS/ATP + 40 pmol/L «-
mangostin, BV-2 I 532 AL AT, #2 5 x 10* /fL
Hefh 2 96 fLAR,37 °C 5% CO, WyIGFA P~
WG JINAAF M JE o-mangostin (10,20 40 pmol/
L) AbFE 4 h 5, B2 2% S0 5 AR UOR T 1 g/
ml /) LPS #4bFH 5.5 h A1 5 mmol/L [y ATP 4b3H 0. 5
h DLEEST BV-2 i e

1.3 CCK-8 iZHiMMpgEE S PUAEKRER
G BV-2 4iifi,5 x 10" A~/ fL45Fh 22 96 fLA P, i
S R B AN [R] 36 B a-mangostin (10, 20,40, 80
wmol/L) AbFRAAE 4 h 5, B:fLINA 10 pl Ay CCK-8
AR S AE ARG TR AE I 2 h, AR5 MR R &
Wi 5 7 EETE RO I A F I B AL AE 450 nm 4k
I G . AR5 FRAR A 1.2 3 1) 7 ik X BV -2
AN IEAT o> AL R ¥ AT 3k Ty 32 0 o A 2H 40 i A
450 nm LAY G REAE . 2 20 M ) IR O B A A A
LR HEBE S T o

1.4 ELISA L3641 BV2 4 1555 Lig
W ,4 CF 2240 r/min .0 10 min |5, EFRIEJZUT
UE , 2R ] ELISA 130 @ )+ 2 5 Uil W] - 05 i& I 3
VY 116 IL-1@ IL-18 Fl TNF-o £ 4%

1.5 Western blot L3 435/ >k H & 4 & (1 Eg 41
TS P i) RIPA 2L 22 1 NE-PER™ i 7] £ 2
A BY -2 M S A iR R Y B B, BCA ¥k
D E AR I, 30 g At 28 A FE Abid ) 10%
SDS-PAGE BEBEHEAT 73185 , W05 102 56 7% 28 3% i — 9RC
IR )R 5% BT B A TR AT . AR RS IS
M —PLE T 4 CIEFE SR, —ts3 0 : NLRP3 (1
£500) L ASC (1:1000) IL-1B (1 : 500) . cleaved
caspase-1 (1 @ 800 ), p65 (1:1000 ), p-p65
(1:1000 ), LaminB ( 1:2000 ) #1 GAPDH
(1:2000), ¥HMABAR S ALY BFED R 1L
Lo —Hi(1:5000) , FF7EZER FFEF 1 ho fJ5HM
A ECL G 7EBEE LR Z 48 vh o0 A7 al #4k, OF
43 BIEL GAPDH F1 LaminB {5 iy i J5% F1 A% 28 (4 1
N2, FIHT Image] #AF 534 35 H 45407 K BEAH

1.6 Zit=4b38 R GraphPad 7.0 AT 5E
ot e AR AR B 5 3 WK, BT Ay
BB LIE = b2 (v £5) R, ] K-S Bk
Btk 1 TE AT SR BN 2R 07 22 0 Mk iy 28 551k o
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JIr A B SIS HoJ5 2255, 4l 18] 25 5k o
R 7 2 43 M1 M Tukey-kramer £ 5 H %8, DA P <
0.05 WESASIE X,

2 H#R

2.1 o-mangostin {37 LPS/ATP S8/ 40
BafRf  CCK-8 A0 45 SR 2 2% 4 18] 14 4 it 184 5
G 2R A G AE L (F =112. 615 327. 196, P
<0.05), 5 Cul 414, lRHE (10,20 .40 wmol/
L) i) a-mangostin X /)N 58 J57 200 g 1 58 1% ) To W s
M (P >0.05) , 1 = e B (80 wmol/L) fiY) a-mangostin
A A 2 AT AN L ) S BB J) (P <0.05) 555 Curl 2
FHLE, LPS/ATP 41 4 Jifd 38 5 3% J1 B W B4R (P <
0.05) ,fHAKHE (10,20 .40 wmol/L) Ay a-mangostin
Al 5 A3 LPS/ATP Xof /)N GG J5T 240 Jf 33 5 136 3 1) 410
HHERH (P <0.05) , =k (80 pwmol/L) a-mangostin
AT HE LPS/ATP X /)N Jot 48 i i) 452 #5 (P < 0. 05)
DL 1, T 1,40 pmol/L ) a-mangostin X 4 ffd
TEFEE, (H XS LPS/ATP 175 5 1 458 1 ) £ 47 1 ] B
g, R oc-mangostin A FRZH g F 40 wmol/ L,

2.2 FBHPMKBRHABPRERFHIFRIE ELSA
Aoy
1.0 |
T - —
R I *
i 0.8
= T
0.6 |
=
5] 04r
0.2 F
0
Ctrl 10 20 40 80

o-mangostin(umol/L)

K2t R R, 25 4 6] 1L-6 (IL-18 . IL-18 F1 TNF-«
ME R EZRSWAESIT%E X (F = 426.184
268. 545 414. 872 321.368 ,P <0.05) , 5 Cul 4HAH
I ,40 pwmol/L a-mangostin 2H /)N it 5t 411 it I 3 ¥R
SIE R T TL-6 IL-1B IL-18 H1 TNF-o 5 H 3 JCH ik
s (P >0.05) 1l LPS/ATP 20 i b i b 14 i 3%
HfN(P <0.05) ; 5 LPS/ATP 2 AH [t , A [F) v B -
mangostin T FZL 133 469 P F 1.6 IL-1 B 1L
18 F TNF-o & il a-mangostin ¥ JF [ 34 A& 7%
FAR, Forp L LPS/ATP + 40 pmol/L a-mangostin £
FEARFEEE B W R (P <0.01) . Wk 1,
2.3 JHEMNKBRAMHP NLRP3 2 fE /MK E) R IE
Western blot £l 2% %L i 7% , 45 2H [8] NLRP3 | ASC |
cleaved caspase-1 Fl IL-18 F) KK 2 56 4t
FE L (F =594.310.392. 621 ,511. 531 416. 508,
P<0.05), 5 Cul 441,40 wmol/L a-mangostin
/N BT NLRP3 S5 /MR G H 11 NLRP3
ASC .cleaved caspase-1 fl IL-1B A G I 22 5%
(P >0.05), LPS/ATP 4] /N fig 5 41 Jifd H NLRP3
ASC .cleaved caspase-1 Fl IL-1B A4 [ 15 B &
T (P <0.01); 5LPS/ATPZHAH L , A [a] v J&

Bs,

1.0

0.8

0.6 | * o #

N M G B
—] =

04

0.2 F

0
Ctrl LPS/ATP 10 20 40 80

LPS/ATP+a-mangostin(pumol/L)

1 CCK-8 #ill & A/ R4 B R IETETE 71
A : CCK-8 Kl cc-mangostin X /)M 57 41 iU 3456 11 &2 i 5 B : CCK-8 #6:ill ce-mangostin Xt LPS/ATP 175 5 Y /)N i 5t 41 Bt #6345 B - 9 4E i 5 5 Cul
YlH#E . * P <0.05; 5 LPS/ATP 4 4. #P <0. 05

F1 SHMERMEM S RERF IL-6.IL-18,IL-18 F1 TNF-a §EMILLE (pg/ml,n =3, x +5)

21 3] IL-6 IL-1B8 IL-18 TNF-«
Cirl 162.15 +19. 14 74.01 £11.79 148.36 +19. 11 103.12 +16.30
a-mangostin 40 pwmol/L 170.31 +21.24 69.25 +14.81 152.07 +17.41 94.75 £10.94

362.18 £33.67 "~
240.55 £23.41*
180.19 =17.73*
146.35 £ 18. 12%#
321.368
<0.001

LPS/ATP

LPS/ATP + 10 pmol/L a-mangostin
LPS/ATP +20 pmol/L a-mangostin 429.45 £56.01%
LPS/ATP +40 pmol/L a-mangostin 366.89 +41.84%
F Y 426.184

P1E <0.001

223.62 +25.35"*
174.36 £19.44*
153.28 +21.02*
121.65 +18.77%
268. 545
<0.001

405.18 +41.09 * *
332.76 +28.50%
276.35 +20.51*
198.32 +22.74%
414.872
<0.001

762.54 +43.58 " "
607.10 =68. 59"

5 Cul 411b%: * P <0.05, * * P <0.01;15 LPS/ATP # L% *P <0.05,% P <0. 01
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a-mangostin T i1 ZH H NLRP3 , ASC . cleaved caspase-
1 A IL-1B B8R 4618 52 a-mangostin ¥ A M 1M
WA (P <0.05) , L LPS/ATP +40 pmol/L a-
mangostin ZH IR ECH B (P <0.01) , ILIE] 2,

A
NLRP3
ASC
cleaved caspase-1
IL-1B

GAPDH
B oo

05

NLRP3 ASC

cleaved caspase-1 IL-1fB

B2 FHNRRAM B NLRP3 /MMEE X
ZE B NLRP3 ,ASC,cleaved caspase-1 #1 IL-1p By &R i&

A& 2H /)N B 5T AR i NLRP3 /] & 8 56 2 11 NLRP3 | ASC,
cleaved caspase-1 il IL-1@ Fik 1) Western blot ¥ ; B . £ 2H /NI 5 41
Jfirf NLRP3 /MAAH 26 2 11 NLRP3 | ASC | cleaved caspase-1 #1 IL-18
FIRME B Hr;a: Cal 41;b: 40 wmol/L a-mangostin 41 ; c: LPS/
ATP;d:LPS/ATP + 10 pwmol/L a-mangostin 2 ;e:LPS/ATP +20 pmol/
L a-mangostin £ ;f: LPS/ATP + 40 wmol/L a-mangostin 4 ; 5 Ctrl 44
Fedg: * * P <0.01;5 LPS/ATP 4[4 :*P <0.05,%P <0. 01

2.4 FJBHAMNRFEAMP NF-xB EREHRIE
Western blot £l 45 5 7 , £ 41 [7] p-p65/p65 L fH
DL ARMIA% h p65 HYZRIBIKF-22 R A G it 5 X
(F=501.839.514.842,P <0.05), 5 Cul ZH#H 1L,
40 pmol/L a-mangostin ZH /)N i 5t 41 ifd ' p-p65/p65
FAHTEW] A2 4k (P >0.05) , LPS/ATP ZH /)N JBi 24
g p-p65/p65 HLAE &3 T (P <0.05) ;5 LPS/
ATP A , AT E a-mangostin T2 Hh p-p65/
p65 HUABBH o-mangostin ¥ BE TH & 177 2 2 FEAK (P <
0.05) , i L LPS/ATP +40 pmol/L a-mangostin 2
M REAR Sty W2 (P <0.01) , WK 3A 3B,
J& , BRI Western blot £/ i Jot 4 Ml A% Hr p6S
A g R BN, 5 Col 240 H,40 wmol/L ac-man-
gostin ZH /N i Jow 48 i A% p6S o W] W Bl AR (P >

0.05) , LPS/ATP £/]MK B 40 g #% b p65 53k i 3%
FE (P <0.01) ;5 LPS/ATP 4040 e, AR B o-
mangostin 2 7 p65 15 i F A (P <0.05) , H L)
LPS/ATP +40 pmol/L o-mangostin ZH 1[5 A 5z A BH
B(P<0.01), WK 4A 4B,

A a b c d e f
p-p65
p65

GAPDH

1.5 #

p-p65/p65
=

##

a b c d e f
3 HENEKFRMAREH p-p65/p6s LLETH

A AN p-p65 . p65 B H AN Western blot 45 ;
B & /N BTAIHL R p-p65 p65 H H Ik M E 7T sa: Col 25 b:
40 pmol/L a-mangostin 2 ; c: LPS/ATP; d: LPS/ATP + 10 pmol/L «-
mangostin 2] ;e: LPS/ATP + 20 pmol/L «-mangostin 44 ;f; LPS/ATP +
40 wmol/L a-mangostin 41 ; 5 Cul 4 [b%¢: * * P <0.01; 5 LPS/ATP
HEH:"P <0.05,"P <0.01

3 it

a-mangostin ELAT Z A W16 MR 25 BEAE L (2
AR AT LU NLRP3 SR /MR G112 &
W58 8. 7~ , a-mangostin ] 3 1 T 9 /1N JiE T 41 A
NF-kB 5538 % K FE I NLRP3 485 /A 1 3876 7K
-, AT LPS/ATP 175 5 /) it J5T 24 Ji 4% 9 S v o
X F W] a-mangostin A GE A M35 il 28 S IE B4 1
BOR

NLRP3 45 /IMATE 22 Fh 58 5iE P 5 o v O 5
YERT, A5 A 2295 728 R0 HA Pl 22 R GEAH G o Al
ZRIEII T3 NLRP3 (1) 558 80 , AT e 5 0 B2 AR
SR A A At A B ) 38/ R S5 400 LT Ak S 1 A A
St o i e S R AR R R 9 O
Ak, SR Z TS SRR A AT R . A
R 45 R R, il i IR NLRP3 | ASC Al cleaved
caspase-1 [ 3¢ 3K 7K F-, I 400 il 42 4 40 At A 5 1
4, a-mangostin fJI] T LPS F1 ATP BX&5 S/ N
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A a b c d e f
Nuclear p65

Lamin B
Bis.
m
g0 .
2 I .
- T "
L3} T
< 0.5 F

T

g T

0

a b c d e f

4 FHNEFRMAREZE p6s Fik
A A A/INE AR AE A AZ p6S 3R 1K1Y Western blot Kl ;
B & LU/ N AL b AN p65 I FE N E B AT a: Cul 415 b:
40 pmol/L a-mangostin 41 ; ¢c: LPS/ATP; d: LPS/ATP + 10 pmol/L a-
mangostin 4 ;e: LPS/ATP + 20 pmol/L a-mangostin 4 ;f: LPS/ATP +
40 wmol/L a-mangostin £ ; 5 Cul £ [L#&: * * P <0.01; 5 LPS/ATP
41E#E ¥ P <0.05,%P <0.01

AL NLRP3 58 i /IMA B0 o 2 FiF A F 98t 52
F T a-mangostin J7 /MBS B 40 i A1 NLRP3 48 5E /]
TREIESERIRE™ " . N, ABFFEIEW T a-man-
gostin J& 3 P /NE BT AN % NLRP3 5 5E /)MA )
WO WGE T M ARIEBIRAE N . X {13 o-man-
gostin JRA T8 7E 16 T #l 48 98 0 14 953 i 114 24 ) 1ok
5o

NF-kB 1% 7% ft /& NLRP3 4 i /) A 0 1 ¢
BT TR NF-kB A /N2 I 200 MDA 0 ol 28 5
b KA E R AR, AP BR a-mangos-
tin A] D) S 25 40 LPS/ATP A5 HTTF /N I JoT 4 Jfd
NF-kB {5 %5 i % 09 #0E , IF HX A SHER S o-
mangostin YK B2 AH 3G , Bl e B A4 i, %) NF-«B
PR R R A 2 . X5 PART & F a-mangostin $T
RAE I BE 58— 2. B0, Guan et al™ §i73# a-
mangostin i i #0 il LPS 353 i Toll #3214 4 3%
KA NF-kB 0 ok 9 /I 5t 40 A 5 1) bl 22
RAE o Zuo et al MRS A FUBERL h & B,
a-mangostin 7] ) i} 2 FEAL NF-«B 3@ B+ & B A
(IR AR AL, M p65 1A% 5 A, T R FE T 58
IIRE, e A AR . LA EBRST K, a-man-
gostin 1] L 4] NF-xB (307 , M0 ) /) i
A NLRP3 JRAE/IMA G AL

25 EPNR , a-mangostin Sl i ] NF-xB- B35
T T /NG 5T 4t L H NLRP3 58 hE /NMAS (14 15 L o

I, cc-mangostin W] B35 25 98 S /)N S J5T 240 i 1 4%
FEPES )10 o-mangostin £ A GE By B I6 4k K PR
HEH 7 B RV A IR R 24590 -
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o-mangostin inhibits LPS/ATP-induced NLRP3 inflammasome

activation in microglia via the NF-kB pathway
Chen Min, Tao Jing, Zhu Huiyan
( Dept of Rehabilitation Medicine, Xinjiang Uygur Autonomous Region People's Hospital, Urumgi 830001 )

Abstract Objective To investigate the effects and underlying mechanisms of a-mangostin in a spinal cord injury
model of microglial cell inflammation. Methods Mouse microglial cell line BV-2 was cultured in vitro, and an in-
flammation model was established by co-treatment with lipopolysaccharide and adenosine triphosphate ( LPS/ATP).
The CCK-8 assay was used to test the influence of different concentrations (0, 10, 20, 40, 80 pmol/L) of a-man-
gostin on cell proliferation vitality under LPS/ATP stimulation to select an appropriate concentration range of a-
mangostin; BV-2 cells were divided into Ctrl group, LPS/ATP group, 40 pmol/L «-mangostin group, and inter-
vention groups with different concentrations (10, 20, 40 pwmol/L) of a-mangostin ( designated as LPS/ATP + 10
pmol/L a-mangostin group, LPS/ATP +20 pwmol/L a-mangostin group, and LPS/ATP +40 pmol/L «-mangostin
group, respectively). ELISA experiments were conducted to detect the levels of pro-inflammatory cytokines inter-
leukin-6/13/18 (IL-6, IL-13, IL-18) and tumor necrosis factor (TNF-a) in the supernatants of each group, and
Western blot was used to detect the expression of NLRP3, ASC, cleaved caspase-1, IL-18, and the phosphoryla-
tion levels of p65 (p-p65/p65) in the NF-kB pathway, as well as the expression of p65 in the nuclei of BV-2
cells. Results Compared with the Ctrl group, cell proliferation vitality in the LPS/ATP group was significantly re-
duced (P <0.05), but low concentrations (10, 20, 40 wmol/L) of a-mangostin significantly improved the inhibi-
tory effect of LPS/ATP on microglial cell proliferation vitality (P <0.05), while a high concentration (80 pwmol/
L) of a-mangostin exacerbated the damage to microglial cells caused by LPS/ATP (P <0.05). Compared with the
Ctrl group, the levels of inflammatory factors 1L-6, IL-1B, IL-18, TNF-a, and the expression of NLRP3, ASC,
cleaved caspase-1, IL-13, and the p-p65/p65 ratio in the 40 pwmol/L «-mangostin group, as well as the expression
of p65 protein in the nuclei, showed no significant changes (P >0.05), whereas these significantly increased in
the LPS/ATP group (P <0.05). Compared with the LPS/ATP group, the levels of IL-6, IL-13, IL-18, TNF-a,
and the expression of NLRP3, ASC, cleaved caspase-1, IL-1B, and the p-p65/p65 ratio in the intervention
groups, as well as the expression of p65 protein in the nuclei, decreased in a concentration-dependent manner with
increasing a-mangostin concentration, with the most significant reduction observed in the LPS/ATP +40 pmol/L «a-
mangostin group (P <0.01). Conclusion «-mangostin can inhibit the neuroinflammatory response mediated by
NLRP3 inflammasome activation in BV-2 cells through the NF-kB pathway.
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