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ZHE Z1HT Notchl/Hes BN S HEESH
&Nk AR IR PR LT HE LAY S N

FRES X REH HE AR EE R
(PR R 6 2 2530, B AL 210000; 2R 5T ARG 4R, B 210000,
R T R R B 0 SR =, e A 210000)

e % 3§ 4Kt £ % % (curcumin, Cur)i ¥ Notchl/Hes i 34t 542 (HG) #3495
DR Z R IO ey RS rh . CCK-87% ih it CurtE AR E. F HBZY-14mle 45 7 4 BB (NG)
. FHEMR(NGHM)ZE. HGZA. Curf&RE (HG+Cur-L)2H. CurRE (HG+Cur-H)28. Notchl
¥4 % DAPT(HG+DAPT)#E. Notchl# % 7| Jagged1(HG+Jagged1)4L. Cur-H+Notch ¥ % 7
Jagged1 (HG+Cur-H+Jagged1)28. EdUZ &4 4m .38 74 1% 5L ; Western blot#= %95 5% K4 &) &
E 8 &AL ELISAY N & @ e/~ -1B(IL-1B). APIE3RLE F -o( TNF-a). 1L-6% F4% 4 it As
&G -1(MCP-1)7K-F ; K75 &0 2 A =8 (MDA). #2 84t4y 3 1LBs (SOD). 2MH kit ffbdh
B4 (GSH-Px)7K-F ; qRT-PCRM|Z Notchl. Hes] mRNAK-F. 5 NGZE , HGZAEJU A £ A 5
(P<0.05); 4 4EA0AE K 4547 0T MLILE) & & (a-SMA). 25404 KB F -BI(TGF-B1). 1R IR E 4
(collagen I). 4 4i%42% & (FN)& @ &L K-F Za-SMA. collagen I3 5% K32 B 3 (P<0.05); £
JE 3B AEAFIL-1B TNF-a.. IL-6. MCP-1 2 MDA K-F &, 7 SOD. GSH-Px/K-F F&1%(P<0.05);
i@ 94AR % 5-F Notchl. Hes] mRNAZ Notchl. NotchZm LA 25 #)3% (NICD). Hesl % & & & K-FF+
% (P<0.05). NG+M#L5NGL A2 F £ 5. HG+Cur-L. HG+Cur-HZE. HG+DAPT414HG#H ki
Fw I ARAE R4 HHG+Cur-HZEBOR 48, Notch 1347 7 Jagged 1 7T R % An & HG% -3 49 4m 47
1, H3 18 5% Z 0 Curtt HG A F HBZY-148/i089 4% 37 35 . Cur™T A3 it 47 4| Notch1/Hes1 &
HOREHGY - 4IHBZY-1 4 ll 41 4k, 3+ M 5 KIER S 5 B K.
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Abstract
sis in rat glomerular mesangial cells (HBZY-1) via modulating the Notch1/Hes1 pathway. CCK-8 assay was used to

This study aims to investigate the effect of Cur (curcumin) on HG (high glucose)-induced fibro-

screen the appropriate concentration of Cur. HBZY-1 cells were divided into normal control (NG) group, hyperosmotic
control (NG+M) group, HG group, Cur low-concentration (HG+Cur-L) group, Cur high-concentration (HG+Cur-
H) group, Notchl inhibitor DAPT (HG+DAPT) group, Notchl activator Jaggedl (HG+Jaggedl) group, and Cur-
H-+Notchl activator Jaggedl (HG+Cur-H+Jaggedl) group. Cell proliferation was assessed by EdU staining; protein
expression was determined by Western blot and immunofluorescence staining; levels of IL-1p (interleukin-1p), TNF-o
(tumor necrosis factor-a), IL-6, and MCP-1 (monocyte chemoattractant protein-1) were detected by ELISA; levels of
MDA (malondialdehyde), SOD (superoxide dismutase), and GSH-Px (glutathione peroxidase) were measured using
assay kits; and mRNA levels of Notchl and Hesl were quantified by qRT-PCR. Compared with the NG group, the HG
group showed a significant increase in EdU-positive rate (P<0.05); elevated fibrosis-related indicators [protein expres-
sion of 0-SMA (a-smooth muscle actin), TGF-B1 (transforming growth factor-f1), collagen I, and FN (fibronectin), as
well as mean fluorescence intensity of a-SMA and collagen I (P<0.05)]; elevated levels of inflammatory or oxidative
stress indicators IL-1pB, TNF-a, IL-6, MCP-1, and MDA, and decreased levels of SOD and GSH-Px (P<0.05); and up-
regulated pathway-related molecules [Notchl and HesI mRNA levels, as well as protein expression of Notch1l, NICD
(Notch intracellular domain), and Hes1 (P<0.05)]. No significant differences were observed between the NG+M and
NG groups. Compared with the HG group, the above abnormal indicators were reversed to varying degrees in the
HG+Cur-L, HG+Cur-H, and HG+DAPT groups, with the HG+Cur-H group showing more pronounced effects. The
Notchl activator Jaggedl significantly aggravated HG-induced injury and partially reversed the cytoprotective effects
of high-concentration curcumin on HBZY-1 cells. Cur may alleviate HG-induced fibrosis in HBZY-1 cells by inhibit-
ing the Notchl/Hes1 pathway, mitigating associated inflammation and oxidative stress.

Keywords  curcumin; Notch1/Hes1 pathway; high glucose; glomerular mesangial cells; fibrosis; inflamma-

tion; oxidative stress

B PRI73 ' 93 (diabetic nephropathy, DN)/E ki hR 95
F BRI FHAIE , A& 43R Bl A 2 A B 1 3
SR OB FAFIE R I B N BRGS0, HF
T A B /N BRI SR TS ) 5 B 47k FESEd R,
B /INBR R AN B AE =7 8E (high glucose, HG)% S5 N 4
WAL HETE, RS AN AN R U, 2R BN S
YA AZ IR B L, IRAIR AL HGTH S
B /NIRRT 45303 P 70T LR, 0 TR DNTRYT 38
W B 2R . T E (curcumin, Cur)E NZE T H
SR — MR Z Wy, R T ZEIEN, AT 2
BT LB KRBT YA S 25 BTG VE B BE AR
W, CurfE 2 5 IR B R B L DR AR T B, {5
HAEDNE R T, W HTHGHTEUE /INER R B 2T 4E4L
PR TR AR 5242 B . Notchl(neurogenic
locus notch homolog protein 1)/Hes1(hairy and enhancer
of split-1){& 5 W ER 7 B 4T YA HERE T R 35 4 B 21
FAERY . @B R SR, et bR A i
1 S IR 44 55 1 (fibronectin, FN) A IRY i J5L 25

1 (collagen T)Z54H M 7135 51 17 B & S UTRR, AT
I B AP YRR P, R /DR R LI, Notchif
S i PO AT AR A MG A S AR e R A HG
BN R B0 A Notchifi B8 AH 5¢ 70+ M e Ab A K B
¥ -B1(transforming growth factor-B1, TGF-B1)31x i,
1M y-73- B 7 DAPT RT BT Noteh 5 5 4] i
PREAFLEA IR T AR 0 BRI, #E ) 1 Notch1/Hes 1
T A — AN LERR YT 7 A I A SRR
CurfE B AR A ] 4% Notch 1 22 Hes1 3214 112 (H
Notch1/Hes1i# ¥ 7E HG5 3 (1) 15 /NER R JEGH M 41 44k
HRENS T CurlIPUA4Eb 8, HEihsh = Bk
(A RS IE . A FT B 7E TR Curkt HGIRE R B /)N
BRA R LT AL s, FER AR R i 5 s
Notchl/Hes {5 50K A K o

1 MRS E
1.1 4RSI
KEVENER R LI HBZY-1(575 : CL-0092)
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W B B Ve B ar BRI A ] Cur(B5
C805205)I [ -3 22 se AL BB B BR 24 7]
Notch1 I DAPT. Notchl#i% 7] Jaggedl .
J5 Notchl —47 (185 : HY-13027. HY-P1846. HY-
P86591)I H EE MCEA A ; CCK-8R7A (175 :
CP20)WH BW = BEAMRHEL AR A ; EdUIRK
I (B85 0 CO0718) H g3 = RAEMHA M
WAER AR, W3 & . SYBR Green Master
Mix(525 : 11141ES. 11201ES50)04 [ 3= &4}
H (OB ERAE ; A4/ -1B(interleukin-
1B, IL-1B)~ JHJRIAFE A F--a(tumor necrosis factor-o,
TNF-a). IL-6 /2 5% 40 L 5 B -1(monocyte
chemoattractant protein-1, MCP-1) ELISAR & (17
51 JL20884. JL13202. JL20896. JL11450)/HH I
WIS RHA PR A ) ; 7N = (malondialdehyde,
MDA). #HE Y E AL (superoxide dismutase,
SOD). it H ki S A4 (glutathione peroxidase,
GSH-Px)it & (525 : A003-1-2. A001-3-2. A005-
1-1)J6 B 7 5 2 A CAREB T RT 5 RE a-~FIE L
W8 % F (a-smooth muscle actin, a-SMA). TGF-B1.
collagen I. FN. Hesl. GAPDH—$t LBt IL AL
VIBEPRIC I E 5T %R PP 5 ab124964 . ab215715,
ab270993. ab45688. ab108937. ab181602.
ab205718)I [ 7% [E Abcam A 7] ; %I Notch4i fil iy
45 #18(Notch intracellular domain, NICD)—#i (% 5
4147 A L ECSTA ] .
1.2 4pEiE TR B CurlE K E ik

HBZY- 141l 1 & 10% 621 L5 K 1%75 %3 6k
FH R DMEM/F125¢ 5972, 137 °C. 5% COMf
AL SR AE N B AL AR TR . DO BUE K], RS
R R AR LA T SE 56 . DA TEAl Curk) IE 541
PRSETEE R RS2, A5 4 AR AL L) S} 10 L
BIS T 96 LIk, FrA RGBS, Sl I N 283k
FEA1L 5 105 204 40 pumol/LI¥) Curkb i iE# 41l .
FHERR Curds B 6} 1E 5 41 L £F 4E A0 br 4 S Notchfd
5 R B E R IE I AE RS, 5315220 pmol/L Curkh
FiZH | K H Western blot#& il o-SMA. FN. Notchl.
NICD J% Hes1 [ 8z 13815 Ko ATk CurfE HGIR
TN BAERIRIE, BB LT IEE X R (NG)AH
(5.5 mmol/LE & FE). i3t H(ING+M)ZH (5.5 mmol/L
il %% +24.5 mmol/L H #&1% ). HGZH (30 mmol/L# %
BERS, DURAEHGEERS E2r AT 54 10+ 20+ 40

umol/LEEA [ 23K & Cur )74 . Foh, CurBE LA
- HIFE AR (dimethyl sulfoxide, DMSO)FL i, Hfi {75
fLH DMSOMI ik B — S H AL 0.1%. 4Hfe T4t
HRAAPE R 4k 85 7748 WS, BEFLIN10 pL CCK-8¥AHA,
37 CCHEEIFE2 he A HBEARUAESS0 nm A< AR E
FALI R (DYE . &, RIS 77 LA AL R 20 1)
S5 DAE &5 1E 6 BB 20 P35 DI H F 4y b o, 5
AN CV=[(Dsaprn—De i) (Diegsean—Drs e14)]%100%;
CVERAMBIE T7

1.3 5%

HBZY-141f1 4 N NG (5.5 mmol/L %] %4 )
NG+M#A (5.5 mmol/L#i % #% +24.5 mmol/L H & ).
HGZH (30 mmol/L# % $#) Curf{fi# % (HG+Cur-L)ZH(30
mmol/L 7 % ## +5 umol/L Cur). Curiiik /% (HG+Cur-
H)ZH (30 mmol/L7 %] ## +20 umol/L Cur). Notch1#]l
#l57 (HG+DAPT)41(30 mmol/L % % ¥# +10 pmol/L
DAPT!™), Notch1i#i 71l Jagged 1 (HG+agged1)4 (30
mmol/L7 &) # +2 ng/mLE 2 Jagged1 & 1) Curfifk
J& +Notch 137571 Jagged 1 (HG+Cur-H+Jagged )41 (30
mmol/L 7] & F#+20 pmol/L Cur+2 pg/mL = 2 Jagged1 &
). HrJaggedl TARWREE2 pg/mLZHSCHR[15]9F 4
TRELIGIRAE . TSLI6BE0.5. 1. 24 4 ug/mLIKJERE
WFEHG T FIHBZY- 1411, £ MINICDZIE 17 5 LA
M AR, 45 R 7R 2 pg/mLED ] 2 E S NICD#R
ik, WU S8k  Jagged ] TARIRE N2 ng/mL. ff
A AP 5 10% 86 4 ML7E R DMEM/F12 58 4235 57
B, 7E£37 °C. 5% CO %M1 FHE 7748 h, HAf{R 555
ZH HH DMS OV I [ 28 B — (< 0.1%)

1.4 EdU%&

5 HUE KW HBZ Y- 140 i PAEE L 5% 103~
AT 96FLIR , AR S, INANEIRE RN 10
umol/LIEdUE; 773137 °CiFE2 ho 4T =i T
2 4%% JE W[ 52 20 minA10.5% Triton X-100i%E 1k
15 minJ&, {4 F Apollo™ e i Jx MR AT % ehric, I
FIDAPIE Jediiffii%. T 26 R NRabLE I 2D
SANLET, 38 Imaged P TH 5T EAURH M40 it (40 8. 2¢
J6) S 2 B (I €58 ) T 3 b, BPEJUBHPESR
1.5 Western blot

WS AP S , 14 F RIPAZMRR LS R A,
BCAVLHHAT 8. HU5F & & AR 4T SDS-ZE N
A5 T J 5 S PR WK 2 5, B S R R R 1 L RS &
PVDFAE bo FHE 5% 954 (1 TrisZ i 2515 2 0



2144

BRI

H1 h, 2GS —dt4 CCREE R BT
—PiHE: a-SMA. TGF-B1. collagenI. FN. Notchl.
NICD. Hesl(FiRE L5374 1:1 000) 12 4 255 1 GAP-
DH(1:2 000)/IEFHPiiAk. RH, S TrisZrh Ehya vt
BJa , BRI S AR AR L IR AR R, — BT (1:5 000)=
I E 1 he Ha, AR RO T YK
TG Z2 4 ERIFRERIE . IGAPDHANZ, K
F Image A3t H AR s& i K AR, THR H st B
5N SR UK AR LA LA T AR XS 3 AT
1.6 BERRAEE

V4% 20 HBZY- 1 40 i LA B %5 8 e Foh T i0 e 3t
BRI, I NGRE 2 A N AN )5, 35 ks
TR, A FH TR 1) 4% % 5 B & k19 72 15 mino 13
PR £ 2% v Ve JG , LL0.5% Triton X-100% 7k = i
AL 20 mine BEJS, I 5% 9F H & E 3 A
W= FHEW 1 hIERIAER RIS FEE
VL, ANV, B0 FH DU A R I A 11 /N B e
o-SMA FL T FEHTAA (1:200) K S i collagen 122 e FE T
P(1:200)8 & TR, B TR&ET4 CHEIHR. &
H, FBEIR Eh 22 piil 78 0 B idk, TN RL 6 AR
PC 1L AP/ R IgG(1:400)(Alexa Fluor 488, 4% (175 )t)
Fe il 2P %1gG(1:400)(Alexa Fluor 594, 415 ) —
PURA TAEW, ZIREEIE 1 ho FRABER LS
MREEE S, 16 & DAPL LI S K 3 7 7l
DIARICdifiiZ. e, THoetRERME T, 1E4H
A O GR35 5 MRS E T WS IR BIA,
F£4% ] Image-Pro Plus 44} 5 & 1018 (a-SMAXT B
488 nmig kN, collagen IXf N.594 nm¥E k%) T 1)~
B nm AT 5 BT
1.7 RIEEFRE MW IErRE N

WS % AL A 35 9% 3G, 8 F RS a4k ELISA
GG, R AR L ] B R E AR, AU IL-1B
TNF-a. IL-6% MCP-11f1iRJE . A2 N KrE
a5 AR E S TRELHE BU AR R B bR iR 1, 37 °CiF &
90 min, YER G IMANAEY RN, 37 °CiFE
60 min, Pk M0 BRI 8 A P i A i 1) 1
AR, 37 °CE A 30 min, Vel o TN R YDA LT (&
ME 450 nmigk KAL) DA, AR br i th 25 &
TIRIE (pg/mL). HUCEN, RMRIEE R,
BCAVEN & 8 R E LA — 40 . RABAR B L2 1R
L E MDA 5, i 5 N e S AL B2 5E SODIE
PE, FEE T B H IR A FE 3 %3250 %8 GSH-Px i

P, B TR BRAST I 5 P A AR AF B & 1 B AT
MDA % & Pl nmol/mg prot#& 7, SOD & GSH-Pxif 14
PAU/mg prot& i
1.8 qRT-PCR

f81 H TRIzoliak 71 412 B % 41 241 ffa 1) 2L RN A, K
FA R 53 D6 )6 BE v 8 Fk B2 5 4 FE (Daso/ DasolE
1E1.8~2.0Z A AL AAEHE ). B pngid RNA, i8I
el n & W& e — 8 cDNA. f§ FH Primer
Premier 5.0%K ¥ tH A il Notchl. Hesl J N 5%
GAPDHWIRs VLI F 41 . 51T 414 Notchl
EIA 514 5'-GCC AGC AAG AAG AAG CGG AGA
G-3', k[ 5[#5'-CCA CTC GTT CTG ATT GTC
GTC CAT C-3'; HesI1E[n 5% 5'-CTA ACG CAG
TGT CGC CTT CCA G-3', k[ 51#5'-AGA GAG
GTG GGC TAG GGA GTT TAT G-3'; GAPDHIE [/} 5]
¥)5'-ACG GCA AGT TCA ACG GCA CAG-3', X[
5141 5'-CGA CAT ACT CAG CAC CAG CAT CAC-
3'. qRT-PCR MK % : 10 uL SYBR Green Master
Mix. 1EXFA5I#)4%0.5 pL. 2 pL cDNAFEHR, #Min
ddH20%20 pL. TSEM 981 & PCRAX EiFATY
W, N RE N 95 °CTAS T30 s; B 5 #1740
ANMIEFRI95 °CAEES 5. 60 °CIB K/FEH30 s; 5t Jim 1
AT A Hh 2 23 M AR UE S 38 = WD B RS e ko SRR DA
GAPDH W%, K 27 2°E 5 B AFE N AR %
BKF
1.9 Giit¥ ot

BT A $4 £2)°K | GraphPad Prism 9.03E 4T 4811
3T, 3T CASAE bR UE 22 o) T R E R . X Bd i3t
7 IEZSPEAG 56 (U Shapiro- WLk 56 ) Rl 7 22 575 VE G 56
(WLevenett i), 2 41 IA] LA AT IR 25 77 22 0 #, Bl
J& UA BonferroniVA T H J5 £ EILEK . P<0.05%K 7~
ERA GRS

2 H#R
2.1 CurXtHGI%ESHIHBZY-140185E A S0
CCK-84 R EIx, 50 umol/L Curflt, 1.
5. 10, 20. 40 pmol/L CurX} IE# ¥55% N HBZY-1
TS J11(101.23£6.21)%. (103.49£7.23)%-
(106.96+8.15)%. (111.24+8.87)%. (109.42£10.65)%
vs (99.68+3.49)%, P{E 4374 0.999. 0.955. 0.590.
0.134. 0.28017C B 252, 3% B Cur S & To 40 f 25 1% -
HE— 5K I NG+Cur4l (20 pumol/L Cur)K ¥, 5 NG
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AR, CurB BT FIUA 2 Notch1. NICD+ Hesl .
a-SMA M FN#) & 1 RIEKF (P58 0.172,
0.512. 0.204. 0.172. 0.114, 1), HEER T CurktiE
WA F IR TR AR HE A R o

K257, 5NGAM L, HGAL IS /1 B 2% Tt
1(P<0.05), RIHGHI AT 1 40 B2 5E, 140
T DN E O . 8 H R B RINGMZH 41 i
11 5 NG B2 2 57 (P=1.000), HEF 7 i2iE )RR
TP Cur T EIFEMKHERLS . 1 umol/L Cur
X HG 5 3 (1 40 M 386 5 JC {2 32 #0114 FH (P=1.000); 5+
10, 20 pmol/L Curyfe &2 Wi %% HG 5|k i 40 i i
J1TH T (PIE 5 5178 0.006. <0.001. <0.001), HHH20
umol/L CurBUR % 2.2 ; 40 pmol/LIN 2R A & 1]
(P<0.05, {HHAHAEE 715 20 umol/LA L& % 5H ).
Rt JE 45288 6 5 5 pmol/LAI 20 pmol/L4y HI1E K
Curf&(Cur-L). = (Cur-H)iRZ .

KI3E/~, HGA EAdUMH M % &3 = T NG4
(P<0.05); 5 HGA H#%, HG+Cur-L4 . HG+Cur-HZH .
HG+DAPT EdU[H M2 T % (P<0.05), H HG+Cur-H
R B T HGH+Cur-L41(P<0.05), MTHG+lagged]
H EAU A2 T8 (P<0.05); 5 HG+Cur-HZ EL %,
HG+Cur-H+Jagged 1 ZHEdUBH P % T+ 51(P<0.05) ..

2.2 CurXfHGIESHIHBZY-14004F 4 1L B3 Ma

K 4F11 557~ , HG41 0a-SMA. TGF-B1. colla-
gen I. FNZRH#RIAKF Ja-SMA. collagen I°F15)%%
J6 5 1 = TNGHL(P<0.05); SHGLHL#, HG+Cur-
L4, HG+Cur-H41. HG+DAPT4l0-SMA. TGF-1.
collagen I. FN# [ #KIAKF K& a-SMA. collagen I
ST ERE Y T B (P<0.05), H HG+Cur-HZH X R
& E T HG+Cur-L41 (P<0.05), 1 HG+Jagged1 41
a-SMA. TGF-B1. collagen I. FNZ HRIEK K
0-SMA. collagen I35 G50 5 5171 15 (P<0.05); 5

<
(4) o &
< <
Notchl | sse— s 120 kDa
NICD = s s 110 kDa
Hesl = s s 28 kDa
0-SMA s s 42 kDa
FN s s 069 kDa
GAPDH M S 7 0.
(B)
0.4 =
— Hl NG
4
2 = NG+Cur
£ 03
2
2
5
g 027
[}
5]
=
(]
Z 0.1
=
o
~
0—
Notchl NICD Hesl o-SMA FN

A: Western blot3Z 36k Notchl. NICD. Hesl. o-SMARIFN# [HR AN B: A EAXREEILK. Xts, n=6.
A: Western blot detection of Notchl, NICD, Hes1, a-SMA and FN protein expression; B: comparison of protein expression levels among groups. X£s, n=6.

Bl Notchl, NICD. Hesl. a-SMAMFNEAREERN R SHEEARILSLLE
Fig.1 Detection of Notchl, NICD, Hes1, a-SMA and FN protein expression and comparison of protein expression levels in each group
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& Qé‘ Q& &
Y OY @Y ¥ oF
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Q‘Q *2*6 Q»@X Q»C)X dex

*P<0.05, 5NGAHAMEL; *P<0.05, SHGZHAHLL . X£s, n=6.

*P<(.05 compared with the NG group; “P<0.05 compared with the HG group. X=s, n=6.
B2 FHMIE LR

Fig.2 Comparison of cell viability among different groups

HG+Cur-HZ Lt %, HG+Cur-H+Jagged1 41 a-SMA .
TGF-B1. collagen I. FN#& R IE KT K& a-SMA.
collagen I°F-45)%% Yt o & 45) FF /=1 (P<0.05)
2.3 CurXHGIFESHIHBZY-140 5 RE TR S0

K 65o~, HGAHIL-1B. TNF-a. IL-6. MCP-1
KF T NG (P<0.05); 5 HGAL L, HG+Cur-L
0. HG+Cur-HZ4. HG+DAPT#4IL-1B. TNF-a.
IL-6. MCP-17KF R[4 (P<0.05), H HG+Cur-HZH 3k
BB EMN T HG+Cur-L4L (P<0.05), i HG+Jagged1
ZHIL-1B. TNF-a. IL-6. MCP-17KF-T} & (P<0.05);
5 HG+Cur-H4L %, HG+Cur-H+Jagged1 41 1L-1B.
TNF-0. IL-6. MCP-1/KFFF&(P<0.05).
2.4 CurttHGIESAIHBZY-14AME (LRI IERR
A

K787, 5NGALE, HGA MDA KFF
51, SOD. GSH-Px/K-FF#{IK (P<0.05); 5 HGALLLAL,
HG+Cur-L41. HG+Cur-H41. HG+DAPTZ4IMDA/K
F#M%, SOD. GSH-Px/KF-Ft 51 (P<0.05), HHG+Cur-H
AR B ER THGHCur-L41(P<0.05), MHG+]agged1
I MDA/KF- T+, SOD. GSH-Px/KF-F#1I% (P<0.05);
5HG+Cur-H4 L4, HG+Cur-H+Jagged 141 MDA /K-
JHE, SOD. GSH-Px/K-F- (% (P<0.05).
2.5 CurXtHGIESHIHBZY-14085F Notch1/Hes1
BB HE K 7 FRIE RIS

Kl 8%, 5 NGALILEL, HGH Notchl . Hesl

mRNA } Notchl. NICD. Hesl# [ iA/KT#%)7F
1 (P<0.05); 5 HG4LELE, HG+Cur-L4. HG+Cur-
H#H. HG+DAPT# Notchl. Hesl mRNA }; Notchl
NICD. Hesl# FREKF T (P<0.05), H
HG+Cur-HH 3 3 2 Z L T HG+Cur-L4 (P<0.05),
M HG+Jagged14H Notchl. Hesl mRNA % Notchl .
NICD. Hesl# H&IEKF¥F 5 (P<0.05); 5
HG+Cur-H41 b , HG+Cur-H+Jagged 14l Notchl .
Hesl mRNA K Notchl. NICD. Hesl# [1#iA/KF
BTt (P<0.05).

3 g

HGH B2 SR IIRE R EL. 5 ids
HAE B U AL O R, TERE R A OGO RORE HEAR
HOR IR SR BE IR SR U1, FEAREF R, HG T TR
Y S ) B T, EAUBH RN, 3278 HGR I
ST AR BRI S R, B A R R
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A: EdU staining for detecting cell proliferation; B: comparison of EdU-positive rate among groups. *P<0.05 compared with the NG group; “P<0.05
compared with the HG group; “P<0.05 compared with the HG+Cur-L group; “P<0.05 compared with the HG+Cur-H group. X+s, n=6.
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Fig.3 EdU staining for detecting cell proliferation and comparison of EdU-positive rate among groups
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[k; ©P<0.05, HHG+Cur-LAAM L; ©P<0.05, 5HG+Cur-HZAHM L . Xts, n=6.

A: Western blot detection of a-SMA, TGF-B1, collagen I and FN protein expression; B: comparison of protein expression levels among groups.
*P<(.05 compared with the NG group; “P<0.05 compared with the HG group; “P<0.05 compared with the HG+Cur-L group; “P<0.05 compared with

the HG+Cur-H group. X=£s, n=6.
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Fig.4 Detection of a-SMA, TGF-$1, collagen I and FN protein expression and comparison of protein expression levels in each group
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A: immunofluorescence staining for detecting a-SMA and collagen I expression; B: comparison of mean fluorescence intensity of a-SMA and collagen I
among groups. *P<0.05 compared with the NG group; "P<0.05 compared with the HG group; “P<0.05 compared with the HG+Cur-L group; “P<0.05
compared with the HG+Cur-H group. X+s, n=6.
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Fig.5 Immunofluorescence staining for detecting a-SMA and collagen I expression and comparison of their mean fluorescence
intensity among groups
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#P<0.05, 5SNGHALL; “P<0.05, SHGAALL; “P<0.05, 5HG+Cur-LAMLL; “P<0.05, SHG+Cur-HAM L . x5, n=6.
*P<(.05 compared with the NG group; “P<0.05 compared with the HG group; “P<0.05 compared with the HG+Cur-L group; “P<0.05 compared with
the HG+Cur-H group. X=£s, n=6.
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Fig.6 Comparison of IL-1p, TNF-a, IL-6, and MCP-1 levels in HBZY-1 cells among groups
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*P<(.05 compared with the NG group; *P<0.05 compared with the HG group; “P<0.05 compared with the HG+Cur-L group; “P<0.05 compared with

the HG+Cur-H group. X+s, n=6.
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Fig.7 Comparison of MDA, SOD and GSH-Px levels in HBZY-1 cells among groups
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A: Western blot detection of Notchl, NICD and Hesl protein expression; B: comparison of Notchl and Hes! mRNA levels; C: comparison of protein
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Fig.8 Comparison of Notchl, NICD, Hes1 protein and Notchl, Hes] mRNA expression among groups
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