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FE B IR E ZE (NOB) 4 534k RNA RAS p21 25 1 #06 H T 2
(circRASA2) X ig Z W% (LPS) 5 5 N ZF J& KL 40 s hPDLCs 1 75 FH B FL Ll
Fii&  KhPDLCs 45 A%t B2 BERIZH (hPDLCs 4L) 10 pg - mL~" LPS 4b
124 h) .NOB - H éﬁ(ﬁ?ﬁﬁﬂéﬂ 4 F 20 pmol + L™ NOB b ¥ 24 h) NOB +
oe = NCZ{(20 pmol - L™ NOB 4b P Yt oe — NC BRI 4] hPDLCs 41 g ) 11
NOB + oe — circRASA2 41 (20 wmol + L™' NOB AZbFRFE YL oe — circRASA2 21
hPDLCs U o FHSEH 5 5 S 2 S 3R 6 I B I 3 K6 I cireRASA2. [ A % 26 3%
IR, Tl H 5 R o 3 Y2 A 0 4 i A 5G PR 7 14 430 7K T, VAR 11 T B0 0 32 A
I SLIT [R1J54 2 (Shi2 ) / 22 54 J5 36 A0 28 1T ( MAPK) {5538 5 AH OC 2 1 AE %
TR, R ONIEL BRI NOB — H 4179 circRASA2 X 36 15 7K - 43
Bk 1.00 £0.15.2.83 +0.50 1 1.36 =0.27, A4 AR 2] NOB - H 4],
NOB + oe - NCZHHI NOB + oe — circRASA2 41 {1 140 i A+ 2 — 1B /K F 40 3y
(144.82 +24.89) (367.54 +65.73) . (228.51 +40.24) . (219.78 +36.94) i
(324.25 +61.57)mg - mL ™", I - 18 K454 (167.50 +27.33) |
(394.68 +74.96) . (212.47 £39.51) ,(205.93 =+ 41.18) f1(358. 11 = 66.27)
mg - mL™", S AR X 3R 5K K P 48 5 1,00 £ 0.18, 2.35£0.41,
1.61 £0.29 1.57 +0.27 F12. 14 +0. 38, B R fk — p38 22 24 J53E (L 7H (4 i/ p38
2 BLIEE AL B e A B 4 B0 1,00 £ 0.16,2.08 £0.37 ,1.39 0. 25,
1.33 £0.21 F1. 92 £0. 34, AR LR HR 50 J4 4, NOB - H 441 |-
RFEHT S ML H 35, NOB + oe — circRASA2 411 R #5455 NOB + oe — NC 41
W gt E R R ARSI E R L (HP<0.05), it NOB it 0l
circRASA23%35 , Y% LPS 175519 hPDLCs 4l 4 5E /K -, 0kl 2B M fE T, v e
AR Slit2/ MAPK {5538 P& S 9L

KR : IR R 35 Pk RNA RAS p21 25 8006 BRI F 2 2F JA B4 M s 4 i T
SLIT [F1J54) 2/ 22 345 15 A0 28 1 B A5 5 3 it
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Abstract; Objective
RNA RAS p21 protein activator 2 ( circRASA2) mediated by nobiletin
(NOB) on lipopolysaccharide ( LPS) - induced hPDLCs in periodontal
ligament cells. Methods

To explore the effect and mechanism of circular

hPDLCs cells were divided into control group,
model group ( hPDLCs cells were treated with 10 pg « mL~' LPS for
24 h), NOB - H group (Based on the model group, 20 pumol + L.~' NOB
was given for 24 h), NOB + oe — NC group ( hPDLCs cells transfected

with oe — NC were treated with 20 pmol - L"' NOB) and NOB +
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oe — circRASA2 group (hPDLCs cells transfected with oe — circRASA2 were treated with 20 wmol + L™' NOB).
Quantitative real time polymerase chain reaction was used to detect the mRNA expression levels of circRASA2. The
secretion levels of inflammation — related factors were detected by enzyme — linked immunosorbent assay. Western blot
analysis of slit homolog 2 ( Slit2 ) /mitogen — activated protein kinase ( MAPK) signaling pathway related protein
expression levels. Results The relative expression levels of circRASA2 in control group, model group and NOB — H
group were 1. 00 £0. 15, 2. 83 £0. 50 and 1. 36 £0. 27, respectively. The levels of interleukin — 18 in control group,
model group, NOB — H group, NOB + oe — NC group and NOB + oe — circRASA2 group were (144.82 +24.89),
(367.54 £65.73), (228.51 +40.24), (219.78 +36.94) and (324.25 +61.57) mg - mL™", respectively;
interleukin — 18 levels were (167.50 +27.33), (394.68 +74.96), (212.47 +39.51), (205.93 +£41.18) and
(358.11 +66.27) mg - mL™", respectively; the relative expression levels of Slit2 protein were 1.00 = 0. 18,
2.35+0.41, 1.61 £0.29, 1.57 +£0.27 and 2.14 £0. 38, respectively; the ratios of phospho — p38 mitogen —
activated protein kinase/p38 mitogen — activated protein kinase protein were 1. 00 £0. 16, 2. 08 £0. 37, 1. 39 £0. 25,
1.33 £0.21 and 1.92 +0. 34, respectively. The above indexes in the model group were compared with the control
group, the NOB — H group was compared with the model group, and the NOB + oe — circRASA2 group was compared
with the NOB + oe — NC group, and the differences were statistically significant (all P <0.05). Conclusion NOB
alleviates LLPS — induced inflammation and inhibits pyroptosis in hPDLCs cells by inhibiting circRASA2 expression,
possibly by inhibiting Slit2/MAPK signaling pathway.

Key words: nobiletin; circular RNA RAS p21 protein activator 2 ; periodontal ligament cell ; pyroptosis; slit homolog 2/

mitogen — activated protein kinase pathway

R W PR Y S 2 R IR S B, 2
BCAE N ZF 1A 4 5l 0 VE i R, BOA O
MARAEEFWLH™EN D ERWNZ — RN
ONPS R o = R 27 N AV < i N (2
' . B8 Z i (lipopolysaccharide,, LPS) £ H
PEMAY I FE NI Z —, Re 885 5 F 5 I 4
JHL 7= A R E R, i T AR R R m R RE L
ok, B W5 I8 1, Bk RNA ( circular RNA
circRNA) 1y — 28 H AT S A0 M1 & 4540 19 3F 4% 4
RNA 73, 76 Al 58 i Bt R vh 2 5 A0 SO; 4 i
T BB AR U Ok 5 A R 42 1 A B 3 (nobiletin,,
NOB) & — il 3 S A7 12 TG 2R K R b iy 2 B &
LB , Gk A ok B 3 B AL PR KR
SEEVET % 20 H . A WS K B, NOB 6
T 22 Bl 58 RE A BT B, U A U, BT
RAE AL 5 3 % K7 «B 22 23 46 iR
H #% ¥ ( mitogen - activated protein kinase,
MAPK) %5 {5 53 B 0 TG AL B oA oG . Ak ge
B TER T NOB 3@ i /b 3 circRAS p21 & 1 i
A -F 2 ( RAS p21 protein activator 2, RASA2 ) i
2 SLIT [&] J8 % 2 ( slit homolog 2, Slit2 ) /MAPK
15 5 8 B X LPS 5 5 1 2 Jal I 40 g i 1 2 4
50 AR T AL, DU O 2R R 48 B B IR 4 A
B SR s AR B

RS A%
1 #Fel
YHRE AT JE AN A hPDLCs, ) B 27 38 0
YR RAF,

Hm 5 F  NOB, BAK: B S0 mg, it 5.
87257, 44 Ji¥ . 98. 29% , 3% [E MedChemExpress /2 &) 4=
7o LPS, HL#&: & 10 mg, #it 5. 123322, 3%
MedChemExpress /2y &) A= 72, 20 ffl i1 50 7 — 8 (cell
counting kit -8,CCK -8)iz{jfl & , Bl ZAMBIHHA
BRZS W) A2 77 s SYBR Green SN E 1 [ i s 5 B i S
J ( quantitative real time polymerase chain reaction,qRT
— PCR) 1800 &, U nt i BRI R A IR AW AR F
A2 - 1B (interleukin — 18, 1L — 1) I 28 1% Fff
8% ( enzyme — linked immunosorbent assay , ELISA ) /5]
&, DR SRR RA G A SN R -
18 (interleukin — 18, 1L — 18) ELISA iK% &, FigWFRc
HEWIHARA BRA w AR 7 5 FLIR I U (lactate dehydro-
genase, LDH) ELISA 3051 & , % A BAE YR ( B
ARAF 2,7 - ZR/IOCR CRER (27,7 -
dichlorodihydrofluorescein diacetate, DCFH — DA ) i ¥4
A (reactive oxygen species, ROS) % a4, b ¥ D1 {8
AP AT R 2 B A2 775 Gasdermin D — N S Fr Bt
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(Gasdermin D N — terminal domain, GSDMD — NT) ,p38
22 B3R5 AL B B (p38 mitogen — activated protein
kinase,p38 MAPK) R 1k — p38 22 3¢ J5iG 1k £ i
fiff ( phospho — p38 mitogen — activated protein kinase,
b~ P38 MAPK) | FHiMfiE 3 - BRI U ( glyceralde-
hyde —3 — phosphate dehydrogenase, GAPDH) $ii {4, 13
HUE[E Abcam 2y F AR

2§ SPectra Max M2 Z I fEMEHRAL, K4 70T
08 (i) A7 BR 2 w7 il s CFX96 5 E 73 A,
15 Bio — Rad 237" il s CKX41SF A= ¥ RAER , H A
Olympus 23 F] 7= i o
2 KBHE
2.1 @mER" AR ASHHHE

A& 10% Jig 4= 1035 1) RPMI1640 5% 42 3% 55 L 7E
37 C.5% CO,}EF46 W MEEF: hPDLCs 4l L, ¢
hPDLCs 413k %) R B AIZH (NOB - L 41 \NOB - M
H.NOB - H 24, NOB + oe — NC 24 1 NOB +
oe — circRASA2 2, %JHBZH hPDLCs 40 IE & 5557, A
fifab 3 5 5720 hPDLCs 4fi il LA 10 pg + mL ™" LPS /b
FE24 h; NOB - L 4 76 £ & 41 09 & fili b, 45 7
5 wmol + L™" NOB b3 24 h;NOB — M £ 76 4 % 26 i)
el b, 45710 wmol - L™' NOB 4b¥H 24 h; NOB - H
AAERERIA 1 FE 6 25T 20 umol - L™' NOB 4b 3
24 h;NOB +o0e — NC 21 /{§ 20 pmol - L' NOB 4b#i%
Ju oe — NC By # % 4 hPDLCs 40 Jitd; NOB +
oe — circRASA2 20 Ffj 20 wmol - L™" NOB /b B %% Ju
oe — circRASA2 #7120 hPDLCs 4HJitd o
2.2 CCK-8 %iil&AmmEER"

¥ hPDLCs 41 Jfid #% 3 000 > 1 %5 J& 45 #h T 96
LR, BT 10% 628 M35 35 3= A b 76 37 C
5% CO,MyEEFRMh 837 24 ho a0 I BE S , 2%
AN 45 A 5 .10 .20 wmol - L™' NOB b B , 4k 42
FigR24 b, A6 MRS, HREME, W
R sk, BT mA 10% CCK -8 TAEH 100 pL,
37 CHEOECHEE 2 h, HIEEFR{XAE 450 nm P AL I
E G (optical density, OD) , 7 LLaS H4 (G4
M AL) % AAFTE A (%) = (S84 OD fH -
25 ODA{H) /(X B84 OD fH - 25 (41 OD fH) x
100% |
2.3 qRT -PCR £l circRASA2 | R JE B AL ML 3
T HAX mRNA fyRiLiER

WCHE A 4 20 i, 26 O 42 BUEL RNA, 06 5% 5
cDNA SRS AT R S . 7Ry - WAE 95 °C,
2 min;A8M: 95 °C,15 s, 1B K/ FEf 95 °C ,20 5,45

%o LLGAPDH g2, 274 i3 cireRASA2
Toll #3744 2(Toll - like receptor 2, TLR —2) \TLR -4,
NOD #£32 (R 42 11 45 44 30AH ¢ 22 11 3 (NOD - like
receptor family pyrin domain containing 3, NLRP3) | &
CARD ()4 T AH 5 B 504 25 11 (apoptosis — associated
speck — like protein containing a CARD,ASC) | Jit K&
HE - 1., 48 & 4k ¥ Ak B ( superoxide dismutase,
SOD) FHR ik K-
2.4 ELISA Z#® K AEMHEXEFSE LDH B 57 ik
7k3|_7_[6]

$645 20 hPDLCs 0L 1.2 x 10* © + min ™" B0
10 min, 23 BRANMERE A KR 5T, IR TR B R AF T
-80 CA Mo +Z BRAHNY. ELISA 127 &40 L - 18
IL — 18 5 LDH Y 7KF- - 781 56 F B o4 it A 6 815G 1
JERRRE , B S 2T AR 37 Colt B & 45 min, U
VRIS TR S WG, B AL A B 6RO R
JE1S min, 2 (R Z (R BB, HIEEARAXAE 450 nm 4F
Wi7E OD, i o A 1 il £ 71 53 A A v 50 B 1 Je
LDH ¥ £ .
2.5 DCFH - DA #3¢#R$H %4 ROS 7k F7

¥ hPDLCs 411 ff LA 45 5L 5 x 10° A4~ 119 %5 Ji 42 b
F6 fLH, THE 37 C 5% CO,7E % 10% Jifi 2F Ifi 7
MR SR B 97 24 h B 400G RE . FF s B IR 2L
HALINA S 10 pmol + L™" DCFH - DA JEEHEH 1Y
JC I B SR Ak, 37 C L F 30 min, FF L K4
VR, TV W TR 6 22 nP IR WUR R DR 3 IR £ B
RWACRET . 7O BB WL, BEHLZE S L
Pk ek OO RS . H Tmage J B4 E 73 M 52
IR,
2.6 FEAMRENEEEN GSDMD - NT . Slit2/ MAPK
EEEREXEARIAKEY

Fe 45 21 hPDLCs 2 MY 57 25 85 5% 2, BV ok i
3WE AR VK B 2% 30 min, 4@ MR AR
H,EREBEARE, WEEEH (30 pg) £+
e BE BT R G — 5 PN R T i 8 e P Uk 20 8 0, T e v
MR m W O, 5% A4 U= IRE A 1 h,
IMA—PT 4 CWEF B, VEME 3 I, A i i
JEE 1 h, A2 ROC W, ] Image J 5440 H7 4541
JKIEAE , LA GAPDH 2y P 2 15345 8 [ H X 3k
K
3 GritEAeiE

Ji SPSS 24.0 A HEAT ST o . A RBORHH
x 53,2 IR BTN, REAS ¢ K30, 22 20 ] HL 3K
AR T 225007
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1 NOB 3t#& 8 hPDLCs 40 ffl 7% 14 B9 2 i

XfREZH hPDLCs 20 i 1E 5 55 5% , AN Ab B 5 BRI 24
hPDLCs 4Hififg1) 10 pg + mL~" LPS 4b ¥ 24 h;NOB - L
AFETHALL, 45T 5 pmol - L' NOB Ab 3 24 h;
NOB - M £H K TR, 45F 10 wmol - L™ NOB 4t
124 h;NOB - H 41 3L FAERIZ, 457 20 pmol - L7
NOB 4b ¥ 24 h,

BAL 4] 5 X B 4L A EE, 40 B A7 15 R 0 3 AR
(P<0.01) ; A[FAH A NOB AP T, SHEIRIZIAH L, 24
Yy Ab A L A0 A7 R AN TR RE B T v, Hof NOB - H
HERHE B E(P<0.05,P<0.01), 131,

K1 AFWRIEBR B % (NOB) Ak BE T 44 2H 40 M A7 35 R 1) L
B(xxs)
Table 1 Comparison of the cell survival rate of each group treated

with different concentrations of nobiletin ( NOB;x +5)

Group n Cell survival rate( % )
Control 6 100. 00 +1. 19
Model 6 60.17 +8.32* *
NOB - L 6 71.95 £9.16*
NOB - M 6 80.24 £12. 65*
NOB - H 6 90. 12 +16. 04"

Control group: hPDLCs cells were cultured normally without treatment;
Model group: hPDLCs cells were treated with 10 g + mL ™" lipopolysaccha-
ride for 24 h; NOB - L group: Based on the model group, 5 wmol + L.7*
NOB was given for 24 h; NOB - M group: Based on the model group,
10 pmol + L™" NOB was given for 24 h; NOB - H group: Based on the
model group, 20 wmol - L=' NOB was given for 24 h; Compared with the
control group, * * P <0.01; Compared with the model group, *P <0.05,
#pP<0.0L.

2 NOB 3t %40 hPDLCs 20}l th circRASA2 33k 7k
g A

XTHEZH MEETIZH NOB - L 41 NOB — M £f il NOB — H
ZHIY circRASA2 Ff % 2% 35 7K SF 43 51 k1. 00 £0. 15,
2.83 +0.50.2.25 +0.39 1. 67 0. 32 1 1.36 +0. 27,
FARUZH 55X REZHAH LE , cireRASA2 FHXS 36 IK7KF- 8 & Tt
o5 ST 2 AH L, A [F] Hk BE NOB Ab 3R, 4% 21
circRASA2 RN} 63K /K -2 g FRAIK (3 P <0.05) , H
Hi NOB — H 4125 585 i 3, 1% FH 20 pmol - L™' NOB
AT GBS
3 NOB & it circRASA2 04 28 hPDLCs ZH i1 2
fiE 7K

NOB + oe — NC £ ] 20 pmol - L ™" NOB 4b 4%
oe — NC f# # % #41 hPDLCs 40 Jfi; NOB +
oe — circRASA2 24 A} 20 pmol - L™' NOB 4b P %% Yu
oe — circRASA2 i I 2f] hPDLCs 4 ifd .

AU S5 X RRLIAH L, IL - 18 \IL - 18 5 LDH /K
PR R E TS (1) P <0.01) ;NOB - H 2 58RI ZH A
o, IL — 1R, IL-18 5 LDH 7K V3 i 2 A% (3
P <0.01) ;NOB + oe — circRASA2 4 5 NOB + oe — NC
UM, L - 1B 1L - 18 15 LDH /K73 5 3% F+ 5 (2
P<0.01), 052,

REFUZH X ARZH NOB — H 2 NOB + oe — NC 41 Fl
NOB + oe — circRASA2 20 TLR —2 mRNA AHX} ik
K435k 1.00 +0.17 ,3.83 +£0.70.2.05 +0.36,
1.97 +0.3 f13.59 0. 67, TLR —4 mRNA X} 3 ik 7K
SE43 5 k1,00 £0.16,3.27 + 0.59,1.82 + 0.34,
1.74 £0.31 0 2.91 £0.54, #EAI2H 5 %} B 40 A0 b,
TLR -2 TLR —4 mRNA FHX} B K V-3 8 T (3
P <0.01);NOB - H 2H 51 RIZH A L, TLR -2\ TLR -4
mRNA FHXF 3 38 K P 3 i 25 B (3 P < 0.001);
NOB + oe — circRASA2 4 5 NOB + oe - NC #H #H I,

x2 AT EAMRAZE -18(IL - 1) JIL - 18 FFLERM A (LDH) K- b (x = 5)
Table 2 Comparison of the levels of interleukin — 18(IL —18), IL — 18 and lactate dehydrogenase (LDH) in cells of each group (x %s)

Group n IL-1B(mg - mL™") IL-18(mg - mL™") LDH(ng + mL.™")
Control 6 144, 82 +24. 89 167. 50 £27. 33 45.61 +8. 45
Model 6 367.54 +65.73* * 394. 68 +74.96 * * 112.36 £20.65* *
NOB - H 6 228.51 £40. 24* 212.47 £39.51% 50.59 9. 18
NOB + oe — NC 6 219. 78 +36. 94 205.93 +41. 18 47.32 +9.26
NOB + oe — circRASA2 6 324.25 £61. 5744 358. 11 £66. 2744 96. 17 +15.2344

NOB + oe — NC group: hPDLCs cells transfected with oe — NC in model group were treated with 20 pmol + L.=! NOB; NOB + oe — circRASA2 group; hPDLCs

cells transfected with oe — circRASA2 in model group were treated with 20 pmol + L=! NOB; Compared with control group, * * P <0.01; Compared with the

model group, #P <0.01; Compared with NOB + oe = NC group, **P <0. 01.
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TLR -2 .TLR -4 mRNA %} ik
P<0.01),

4 NOB i it circRASA2 20 & 42 hPDLCs A il &
1 Rz K T

BT ZH 5 %) BRZEL AR LG, ROS 9% 558 8 58 3% T,
SOD mRNA FHX} 3k 7K F i 2 FEAR (¥ P <0.01) 5
NOB - H 41 5 # R 41 A L, ROS % Y65k i (8 35 FAAIK,
SOD mRNA A %} & 5 7K F & & JF & (P < 0.05,
P <0.01) ;NOB + oe — circRASA2 2 5 NOB + oe — NC
ZHAH L, ROS %5t B {2 25 T 51, SOD mRNA A %)
FIEKF B EREAM(P <0.05,P <0.01), %R
W3,

5 NOB i# T circRASA2 2448 hPDLCs 2 il &£
TK¥E

EARYZH 55 %) BRZH A B, NLRP3 (ASC it R 2 i — 1
mRNA FHX 235K 1 3 7 5 ; NOB — H 41 5 57
AL, NLRP3 (ASC | It K 5 [ i — 1 mRNA AH Xf
RRKFHEEFREAM(E P <0.01); NOB +
oe — circRASA2 2 5 NOB + oe- NC #H #H b,
NLRP3 ASC R - 1 mRNA A7 X} 3 1k K-
KR ET (P <0.01) L5k 4,

LR 2l 5 X BE 2 A0 tE , GSDMD — NT £ [ A5 %)
FIEAKF B E TR (P <0.01);NOB - H 4 5 #
RUZHAH LE, GSDMD — NT 2 [ A0 X} ik 7K °F 1 %
R (P <0.01) ;NOB + oe — circRASA2 44 5 NOB
+o0e — NC 41 4l ., GSDMD — NT %5 [ A X} %5 i 7K
%E%ﬂfg}@ <0.01),0L5& 4,

6 JIIFRE=1Eid circRASA2 /1 & Slit2/MAPK £ &
i B
FEAYZ X HR 41

K E R 2 T (3

.NOB - H 2 .NOB + oe - NC 2{ F

NOB + oe — circRASA2 41 {9 Slit2 25 FIAH X Rk K43
Bk 1.00 = 0.18,2.35 + 0.41, 1.61 = 0.29,
1.57 0. 27H12. 14 £0. 38, p — P38 MAPK/P38 MAPK
%5 R 1.00 £0.16, 2.08 + 0.37. 1.39 = 0.25,

1.33 £0.21/11.92 £0. 34, #= R 21 5 %F B 41 4 L,

Slit2 & [ #H % & ik K F il p - P38 MAPK/P38
MAPK F{H 3 5 2 7+ & (¥ P <0.01) ;NOB - H
5 xF B OME L, Sl B [ OA X 3R 38 K -
p — P38 MAPK/P38 MAPK [ {fi 4 & 2 &k (15
P<0.01 ); NOB + oe - circRASA2 2 5
NOB + oe - NC4] #f I, Slit2 . p — P38 MAPK/P38
MAPK Wi # 2 7+ & (P <0.05,P<0.01),
LT,

R3 AN AT E A (ROS) AR X981 58 5 R A AL 1 1
LR (SOD) mRNA AR FE KA AL (% £ 5)

Table 3 Comparison of the relative fluorescence intensity of
reactive oxygen species ( ROS) and relative expression level of
superoxide dismutase ( SOD) mRNA in cells of each group

(x £5)

Relative fluorescence
Group SOD mRNA
intensity of ROS

Control 1.00 £0. 19 1.00 £0. 17
Model 1.78 £0.32* * 0.64 £0.08* *
NOB - H 1.31+0.25% 0.91 0. 15%
NOB + 0e — NC 1.26 £0.22 0.93 +0. 12
NOB + oe — circRASA2 1.72 £0.30% 0.70 0. 1144

Dose and n refer to tablet 2 ; Compared with control group, ** P <0.01;
Compared with model group, *P < 0.05, P < 0.01; Compared with

NOB + oe = NC group, P <0.05, **P <0.01.

R4 SAANME DTSR mRNA AXF IR KEFI Gasdermin D — N 3 J1BE( GSDMD — NT) 45 AR X 25 K-F- Y LA (v £ 5)

Table 4 Comparison of the relative mRNA expression levels of pyroptosis related genes and Relative expression levels of Gasdermin D

N — terminal domain (GSDMD - NT) protein in cells of each group(x +s)

Group NLRP3 mRNA ASC mRNA caspase —1 mRNA GSDMD - NT
Control 1.00 0. 18 1.00 £0. 20 1.00 +0. 17 1. 00 0. 20
Model 3.71£0.63* 4.96 £0.91* * 4.53£0.85"* 1.71 £0.28 * *
NOB - H 1.95 £0.37% 2. 11 0. 38" 1.64 +0. 27" 1.13 +0. 20"
NOB + oe — NC 2.04 0. 34 2.15 £0.42 1.71 £0.31 1.10 0. 17
NOB + oe — circRASA2 3.58 0. 6944 4.74 +0. 87 4.19 £0. 7444 1.67 £0.3144

Dose and n refer to tablet 2; NLRP3: NOD - like receptor family pyrin domain containing 3; ASC: Apoptosis — associated speck — like protein containing a

CARD; Compared with the control group, ** P <0.01; Compared with the model group, #P <0.01; Compared with NOB + oe - NC group, 2P <0. 01.
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Slit2 170 kDa

p-P38 MAPK 40 kDa
P38 MAPK

40 kDa

GAPDH 37 kDa

[N
w
EN
[

B 1 SgniErh SLIT [FJY) 2 (Shi2) /22 2505 AL i
(MAPK) {5538 85 1 /K 19 LA

Figure 1  Comparison of slit homolog 2 ( Slit2)/ mitogen —
activated protein kinase (MAPK) signaling pathway protein levels
in each group

Slit2: Slit homolog 2; p — P38 MAPK/P38 MAPK: Phospho — p38 mitogen —
activated protein kinase/p38 mitogen — activated protein kinase; 1: Control
aroup; 2: Model group; 3: NOB — H group; 4: NOB + oe — NC group;
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