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[(BE] BM KABTHERZDETEREELT X (RA) 9 TaAERIG . Fik 72 2 Wistar 84 X AR
Py A EFHI2 RRERAO0 R, #AAKRL T EHF T RRBRER AR KRR DA B KAER
IRBRFEFHEFTE (CIA) BA, 2R AHISAKXR I, ARBAR G CLEHEAE. . SHZT4,
FEI2R, BELHEEAMK P HAFTES>ANLT2.2, 4.4, 8.8y (kgd) B HEHET, EFAFE
AT 4ml (kgd) 2REKREF, HELEF . HFRAREIRXARREZFHTLT EF5, WEKKA
2 HMBPREBE, ol fiE P BRI EF o (TNF-a), Ga@iei%6 (IL-6) mFi#H %y (IFN-y) KF,
X484 Notch2, DLL1 mRNA =& & &k K-F, R LHaEAaArkKk, HTHEIP. SN ZTLAXAAKRK
&, XF KESBAK, oF @R F INF-a, IL-6 42 [FN-y K-F 2 F &4k, % 414 Notch2, DLL1 & &
% mRNA &35 5 B8 (P<0.05% P<0.01), mMELR B =, B A . KHmpZiE, 2P BEBRFX
TRMEEEZEM, HSHOHRARANBTALR, L ERIP. SHTHAX T HARBILKEH LRI,
X KRS EAK, fiFmiaE F TNF-a. IL-6 A2 IFN-y K-+ 2 F %A%, % ¥ 2042 DLL1 mRNA #= Notch2 & & &
K EFERK (P<0.053%P<0.01), 5HTLHEATAZTAREK, GLHEEASAN A hF T @R T
TNF-o #= [L-6 K FF &, %% 2028 Notch2 mRNA &£ 7%, DLLI mRNA & ik B8 (P<0.01), &it BT
FERDTREERECIABER XK LY Kk, PHABARRME, LAEAMH TS 74 X5 42 Notch2/
DLLI‘Z5@% . AT B & emhse, B X miel-Fay ki A %,

[RfBiE] EREXTE; RAFFREATE;, BTHEZ; XEBEF; Notch2/DLL1 1z 5@ %

K XIB LT R (rheumatoid arthritis, RA) J&
—FhEZ RS 2N B S gE g, HAERE
ST R W ERI R A%, SRR . B
R, SRR WA YERAE R Z —, H
RIS MABREAC ", o EES A
(BB - ERIRMEHRIKIER ), . KGR, BKiE,
B, T, EXE, BicEEmEZ"Y, EiR
KB Z W GRS R, BB M
HOmyE 7 e as 2 ol RA BB B9 T ek, H
HRIEFMPTRECE 7. B O 0 IR 5 1%
KATR (CIA) /BRI ST S 0E A ik A I 35 ek

ELTH: HEH AR S (81904034) ; 1 74 445 IRl #F 5% 1 %I
(201901D211534) ; th PG P EE 25 K22 H F R = K F W H
(2021PY-QN-04) ; th 74 v [ 25 K 2= BL £ 18 fg 1 3% 5 3 4
(2021PY-JC-08) 5 LLI VG 1 = 2 K 2= 8+ 3 56 43 (2020BK02)
DAl HAEE :hhq@sxtem. edu. en, (0351)3179800

EH™, (BB C ¥ EATRYTY RA B SFE A 1F
=L, PR R, WA E T o
(TNF-a0) . P4 % 6(1L-6) FI T4 ZE vy (IFN-y)
LM TN T RASCTT IR IE, 7ERA
W EER BRI EEE MG, BAEMR D K
W, Notch {5538 [ 7E R AE AU YL 1 A2 op L5 T 5%
BEAEA, EE A S R AR TR R AN R RIE
N o H TS ANZETE N L s h e 4 R
s A% (731 (Notch1. Notch2. Notch3. Notch4) ,
3 Fh = AR B4R (DLL1 . DLL3 \DLL4), LK 2 F
BEAIRECIR (Jaggedl, Jagged2) '™, [HIL, ASHF
FEHEST CIA KERBEAY , R B5 O % 1€ 1% % Notch2/
DLLI 38 B rysme , DA B B O TR 7 RA
HIVE LS S AL T Il . ARSI 28 1L VE R B 2K
SRR ER S FAEL (S
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2019LL156) .
1 BERE5H®
1.1 ¥

SPF 2% Mt Pk Wistar KEL 72 K, A& (160+
10) g, 6~8JAW, WAL BHEILFMY,
YA IE S . SCXK(5)2019-0010, 455 4%

e 12 GRS AR, ARt E . ok, BE
(22+2)C, AHXHESE 50% ~ 60%.
1.2 %4

o mbiC . mE, HAR, HERE4:
5:3:2MBIEME, BiE . B, AR H ZRUE
P25 IR A RRA T, H W B L8 =M T
e R R T, SRR GK R R Z,

1.3 XA BZALE

A= 11 R B (4165 190306) , € [E Chondrex
ol St Al IRAE RIS 5E 2 o IRIE R (L5
SLBR3877V. SLBM9362V), [ Sigma/AF]; TNF-«
(#it %5 BG200713RAC) . IL-6 (4t %5 BG200713
RAC) A1 IFN-vy ELISA i %] & (4t 5 BG200720
RAC), i BLUEGENE 23 /] ; By fiR A i bk w1k
A& (A5 BH-S63713), i1 A= ¥kl i f
FRZSH] s RNA RGN & (4% B511321), Eifg
A TAEY TREAR MRS AR TR ; One-Step gDNA
Removal and ¢DNA Synthesis SuperMix ( it 5
AT311) . Top Green qRT-PCR SuperMix ( #t 5
AQ131) . pEASY®-TI Cloning Vector i 7 & (L5
CT101), bt e2XE&EWHERARA A ; ol
Notch2 ik (5 bs-21664R), Jb5T Bioss 4= ¥ 4%
RAMRNF; Hbt DLL1 Filk (b5 A14277), i
W ABclonal ARG A PR Rl 5 A HT B-Actin PLIA
(#t*5 bs-0061R-HRP) , b3 18 28 A= Wy 4 R A FR
v H] 3 Masson B IR0 & (5 G1340) . BT
AALPEE (HRP) #rid thFEPife 1eC Zht (it
SE134) . BCA # (1 ik & & ik 7l & (it =
PC0020) . ECLE i (4t PE0010) . DAB
A (5 DA1015) . FRARKG G 5] (45 H8070),
W RFEERA R A A AR Sl
5 KL131119), FigREBAYRHCARATF

YA HL (B5 RM2235 cwEU), fEE LEICA 23
Al BIEYOLEMEE (55 Ts2R-FL), JEREHK
oAt mHERRE.ONL (B 5804R), fE[E Ep-
pendorf & 53 A F] 5 %6 i PCRAYL (445 Quant-
Studio 5), #NIK Life Technologies 23 7l 3 fh22 %G

AR 288 (B1S ChemiDoc), 3% [E Bio-Rad 2
Al — R AKIL (B15 LabTower EDI 15) | i
PRI (5 51119600C), SEFEZERBR KAF].
1.4 #hihpia, #ERLH

72 R REE PR 3R 1R R BB e ik
A M IEE AL 12 H s iEg] 60 H o oK 2F T30 B i
WASES I RAAEF 1 2 1 (W) BE, AR
HY1, T O RAERERA K BRI A H4% 0. 5 ml/
ST 2 NS TR, Kot e ih KA
e A 5E 42 3 FRAAE TR, 44 0.3 ml/ FUIE i 33 5 Jin 5
B LR 14K, MEEBHRREN R E
WL, ISR RAGEAT5r 1, 1P =450
RAERL ST Y, 48 HOR R RIAL Yy ,  He B AILEL T
FIEI MRAL KB O Ak, b m AR,
RAH12H. B14ARFFRGZ, BicEEHIK, .
A B IR 2.2, 4.4, 8.8 ¢f (kgod)
B, BH2%k, Hh4. 49 (kgrd) N (2
HREGE J aE) NN BRI R R TR AR R R
560 kg MU MY SRR . IE H 4RI 4 45 T
4ml/ (kg-d) AFERKHEN, BH2WK. S4KR
YIS 6 A
1.5 #HARE

Hi56 K, FARREEISR, 3%GE 2
45 mg/kg T 5 RIS A SE R B, 18 3 Bl TR
1fil, 37°C. 3000 r/minZ.0>10 min, 016 em,
AR M o BAEBRCT, WARRAE, BUABCT,
49 22 5 W RE [ 5
1.6 MIEIGAFE Ty ik
1.6.1 WHREETREAY LIHFS  BHICHERR
MR T T RIGHOF4r "0 K RIGEOT
ArEARSEEE S 5 N B i 0 AR R R DU i DT A
Ji P AR AT PAT B R BRI OGB4 A
B 165y VEOMRAEN 04 TCRATLLM; 145
BRI SR BERYRREE LT M 24y BROCT R AL
s 343 AFRRESCTEENA R B 447
2RI LL TSI . DI RERREAG .
1.6.2 XPUALBEBLE KEBEXYHEI0Z
RWEEEE 2405, B8, BiKOHE, A
M, YIRJEE R 4 pm Yl R, #47T Masson Je 8, {2
e AR
1.6.3 2% TNF-o. IL-6 = [FN-vy &K F fifi [
ELISA i % & % IfiL 7 TNF-a. IL-6 1 IFN-vy (1) &35
AKF AT i, ol F AR A AE 450 nm i 4 A0 I
JCEE R, ARPEFRE LRI E R
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1.6.4 %42 Notch2, DLLI mRNA &k #R¥%
NCBI GenBank 2\ 7 i Notch2 1 DLL1 ¢DNA ¥ 51 ,
| H Primer Premier 5. 0311514, ML EERLHHIL
HEYEARARA GG 519F5]: Notch2: Liif
TCTGATCCGCAACCGAGTAA; K i CAGTGGAGG
GCAGATTTTCC, =% K /262 bp; DLL1: L
GGGGACGATGTTCGGATAA; R TCGGCACAGG-
TAGGAGTTG, F=¥IK/NT2 bpo $& A [E] 52 5 41
KEKETHLUDRNA, R A A A iU sk
F &AM cDNA, 20 wl LSRR R . BARNA 1 pl,
BE ML 51 ¥ 1l 2XES Reactin Mix 10 wl, RT/RI
Enzyme Mix 1 pl. gDNA 1 pl, ddH,0 1pl. F%
R4 42°C 15 min, 85 °C 5s. S MBUBHIEER
P AR ) & 156 WA % Notch2 . DLL1 PCR 471 7
Yyaife 5 B, $% 8 pEASY®-T1 Cloning Vector i
& Ui R [R1URC A DNA R B 3% 3 % pEASY®-TI
Cloning-Vector, JfH#£MUTTRL DNA, 55 Bk $5 I
B, METCRIBRAESY, SR RE AR E Lk .
qRT-PCR 5l Notch2, DLL1 mRNA 7K3F, 20
wl K2 WA % . qRT-PCR Mix 10 wl. 1F K20 514 4%
0.5 pl, ¢cDNA 2 pl, ddH,0 7 pl, A 95 C
10s, 95°C5s, H40MIEI . ARG XS 2 1 FkL
o ot I S (4 DLk RS BB AR, TR RO
FRUEFLH 3 DR, S A B4 EARvE 2
B IR Noteh2 . DLL1 mRNA 4%} ik,
1.6.5 Western blot i&# M % 3 20472 Notch2. DLLI
Faxik PRPCKREOCTHLURER, KIEN
WeRE, HISDS-PAGE 4y B 4485 % PVDF . 5% Mt
SR E A 2 h, JETE4 CH BN A St Noteh2 41
& (1:1000) . #¥i DLL1Hi& (1: 1000) Fif
PUB-Actin iR (1:1500) #FF 12~ 16 h, HIALL
PR IgC B (1 :3000) J&, 20 CHFE1h,
1T . Bt R Gelpro 32 44 % 't % FEAH.
B A X Rk i
1.6.6 % 9% 48 224 2 sk 4 ] % % 48 22 Notch2.
DLL1 & & & ik KRBT AL 7 ik

17 N = P T ol N OO 3 o1 ) | NG 71
Notch2 Hf& (1 :100) . %$i DLLI Fitfk (1 : 100)
5 12~ 16 h, 37 CIHE 20 min, 37 °CF /il HRPF5
IR =H0, HIE 20 min, A DABH# TR A, HJE
AKEXT AL G . BT B, D0 gL,
1.7 %it¥Fi*k

fifi FH SPSS 23. 0 #4748t /M, T BRI AT
BIEBSAHIT 25, Li(F +s)Fm, HPHE 2%
ST b AT Z A A, LSD TR R . P<
0.05 WERAGIE XL
2 H#R
2.1 ZBARARE KR EFXT KIBRTFLH
1682

R, HA2KI, BERIARTERERT
EH4 (P<0.058¢P<<0.01), Bic & &
SR R B TR ALY (P<<0. 055K P<<0.01);
B4R, BB, PR AR RS
THIRIAH (P<0.058{P<0.01), F£2/K~, 49K
R, BiC M. . mRlE g T RIFEOT
SR TACRIZE (P<<0.058( P<<0.01), #i56K,
Bic Bz . R4 RIGEOTE MR TR &
FRAEH A (P<0.05).
2.2 BUARXRAXTHBEARARELER

B (A SC R CE D) v, IE# 4
KERBROC T 4509 IE 7, 0 AR M 40 i 122 i 0 2 i 1l
o BRI K BB B OG0 S SURN M B2 rh 3R
HE I P R T A BRI T RN A A, B P R
IR B ST B RO T [ Bz . SARIZE K
FULER, By C s s R A 7O e 4t
T2 R RPEAIEE, BiC ¥ Ew . milEd
G T AT B SR U 2 A W A | R
SRR . OCT B BURIOC TS (R BRAE %S
2.3 B2AK K fFH TNF-a, IL-6, TFN-y7R-F ik

F3R, SIEFHLE, BRI TNF-a, IL-6
FIFN-y K 8 T+ E (P<0.01). SHIRIA]

T KRR a4 5 & b 3% (g, X+s)
4151 e $1ax B2l K Hi28 K Hi35K B4R B 49K %556 K
EH 4 12 239.946.6  259.1+9.9  272.5+12.6 274.6x19.1 278.8+28.1  294.9+28.7 299. 3%29.2
BT ZH 12 233.2+14.6  252.8+22.7 256.7+11.1 258.0+13.6 257.4+14.5”  259.8+8.4" 265.3+7. 4"
Bic i IC A A4 12 247.8+15.6 249.9+9.3  263.8+11.2 266.6+11.5 274.3%9.2 281.8+12.6" < 283.0+8.6" ¢
BiC e A4l 12 234.4%19.2  244.1£17.2  255.8+16.1 258.5+15.4 264.0+15.4  278.5+10.5” ¢  290.9+5.5” ¢
BT S m A4l 12 244.3x11.3  247.1+11.9 260.8+13.4 267.7+16.6 276.3x13.4”  286.9+10.4” ¥  284.0£10.0"

H:oa) SIEWAIHE, P<0.05; b) HIEW4IE, P<0.01; ¢) SHEMAHEK, P<0.05; d) SHEBA LK, P<0.01,
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T2 AHKEAF ST R (Jr, ©xs)

41 BE 14X ERIPS H28 K #i35K H 42K H 49K Hi56K

EH A 12 — — — — — — —

REARIZH 12 7.50%1.647 8.17+1.17"  9.00£1.90"  11.00+1.10”  11.17+1.83" 11.50%2.07"  10.17+1.17"

Bic SRR 12 7.6722.34Y 9.00£1.90°  10.33+1.37"  10.33=1.63”  10.0022.00°  9.67+1.03" "  8.33x1.51""

it BRI 12 6.8320.75 7.83%1.94”  9.50£1.76"  10.00£2.00”  11.00x1.41  9.00£0.63" “  6.50£1.05" < ¢

Bic B mAEA 12 7.0021.79Y  9.67+1.37"  10.33%1.37"  10.67=1.21Y  11.3321.86"  8.33%1.63"°  6.50+1.52" < ¢

e =" ARPEATRI .

a) HIEWAILE, P<0.01; b) SEMAILE, P<0.05; o) SERALILE, P<0.01; d) S ERHEHRELE, P<0.05,

-7 1l o By S AR A

By S e AR A

e Wk TE I R A L OB EIR L RYEANRIRI . OGBS ST R PR AR A
Bl1 AR EBEHLURIIES (Masson Jefh, x100)

B, B KM, T mflEA TNF-a, 1L-6 Fil
IFN-y /K2 B K (P<<0.01)., 5B & &%
A g, B ¥R E4 TNF-a, 1L-6
FIFN-vy, B C 8 E ¥ ) & 20 1L-6 Fl IFN-y 7K °F-
WERIL (P<0.01). S5Bic w7l &l
B, B OB R ot i 4 TNF-o FTTL-6 7K 2 3 T
m (P<0.01).
2.4 B KR X2 Notch2, DLLI mRNA & &
1t

KR, SIEFHAILK, BAIZH Notch2, DLL1
mRNA %35 BT (P<<0.01)., SHAIL L,

£33  KHAKBUME TNF-a. 1L-6, IFN-y /KT

b7 O 5 1 1 45 77 42 2H Notch2 . DLL1 mRNA ik
WERIL (P<0.01). S5BC# AN &4
B, BjC % F 4 Notch2, DLLI mRNA %
ik, BiC B E A4 DLL] mRNA #3535 5%
FEAL (P<0.01)., HPic 8 & bRl sl b,
B & 8% 7 75 55 B 4 Notch2 mRNA 335 i #7HE
DLL1 mRNA ik B F R (P<0.01).
2.5 BKREF AL Notch2, DLL1 & & &k %
Ja LA LAA S A 45 RO

B2 (HARSC MR 7, fRa
68 Notch2, DLLI BHPEZNME . 452 R RSET Hh1y

(pgeml™, X +5)

20 51 AL TNF-a 1L-6 IFN-y
IEHA 12 83. 46+2. 06 89.75+5.92 108. 68+0. 89
AL 12 208. 22+8. 51" 260. 27+8. 87" 155.90+1. 35"
B O B A I 2 12 175. 46+1. 15" 228.75+4. 74V 144. 1127. 239 Y
B C 8 B i R A 12 112.92+4. 48" © 172.98+4. 36" Y < 108.92+2. 41" ¢
b7 O 8% B 1 e A 12 167. 60+2. 229 " ¥ 193. 62z4. 60" " 9 ¥ 112. 88+0. 97"

H: TNF-o, MORIRSEHF o; 1L-6, AN 6; IFN-y, TIHEy.
a) SIERAHE, P<0.01; b) SHEBAHE, P<0.01; ¢) SPC#EEHIGNEALE, P<0.01; d) 5P # s TR K,
P<0.01,

R4 BHRBFENAL Notch2 . DLL1 mRNA FEik iz

(copies'p,l", X+s)

21 B Notch2 DLLI
B4 12 4016.3326. 43 1328. 67+4. 73
L SIEE | 12 10663. 33+215. 56" 3814. 67+13. 32"
Bjj 8 A I Al 12 4741.67+17. 62 2749. 00+17. 78" "
i C B s Al 12 2568.33+14. 054 1666. 00£11. 534
b7 O 8 B 7 i A 12 4829.33£28. 87 " ¥ 1584.33£5. 699 P < @

{E: a) SIEFHILE, P<0.01; b) SHRAILE, P<0.01; o) SHCEKHIGRALLE, P<0.01; d) SHCHEKH TR
#, P<0.01,
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] ; / ’ ey Y \ ‘:l Al\\“’ / :
E o / & il j’“‘ = b
97/ av: : i j
SR R
S oiles . )\ R
E T B L B AR 4L BEREHARA  OREERRA

e ik e 4 Notch2 . DLLI P41

B2 KAKEET AL Notch2. DLLI B AFE (FaEd gk, x200)

A6 30 AS [5] B2 BE (9 Noteh2 . DLL1 FAPE4B ML, 1F %
ARG ER, KA BZE Notch2 . DLL1
PR 20 /b o BERIA K ROC T dh kit ™, X
A5 IR ZH LS 2 Noteh2 . DLL1 B4 40 it i 3 5%
Z. SRR E, Bic SN AR RO
B 2R W 2 Noteh2 . DLLIT BHPEZH MO 5 By
CE TP . mR ALK RO 040 7 R R
ik, KATERA LU B2 Notch2 . DLL1 BH 14 41 g
R
2.6 ALK R#P ML Notch2, DLL1 & & & &
Western blot &4 ] 25 3Rtk 42

K3, 5/, SIEWALE, AL Notch2,
DLL1 & (R E B ETHE (P<0.01). S5HA4
B, B OB AR 4] Noteh2 B (1 R B 2 7T
it B L (P>0.05), DLL1ZE 1%k & [
it (P<0.01); Bic# K& . miflia 4l Notch2 .,
DLL1 i R IA Y B Z L (P<0.01). HPic #
B Ed i, oEEs . milad
Notch2 2 [ £ B B FHL (P<0.01).

Notch2 | S— — 262 kD

DLLI | — 78 kD

Pactin |W— e P w— G | 42 <D

B3 LKA AL Noteh2, DLLI
EHFB LR

3 itig

FR 8 RA I PAE R A AR AIE A] K 05 Sk v = 2
CEGE” JEBE . WP ER, PR ZGHEGE RAGEIR |
FEZE RA MRS nl LU E R EAEH 7, (R
M - g 5 “KIER="K&ZE, SN NE

R5 FUHKRFETAL Noteh2, DLLIEHFKIA
Western blotiEKMZ5 R LA OB, x+5)

215 AL Notch2 DLL1
IEH4 12 0.18+0. 01 0. 28+0. 02
T2 12 0. 50+0. 14" 1. 14+0. 23"
B 3% A I 2 12 0. 44+0. 05" 0.25+0. 01"
By O 8 fE 7 h Rl A 12 0.22+0.02" < 0.19+0. 01"
7 2 8 B 7 i 7 2 12 0.13+0.03” < 0.19+0. 06"

W oa) SIEWHLKE, P<0.01; b) SHEEALE, P<
0.01; ¢) SBiC WU LE, P<0.01,
" (iZEIe) #ifr . KB, SR
W, KU AN, o AR s 6 I IR
MELZHNH BRI JE | WRREEUR, PURE T
ZEARMIE RA BRI — N EHERE ™, Pio
BB . ARG HR . BiC KR
s Bic . BMEMEMEG, BRREBmAEIE, 4%
A RTINS s H B AR RS AR . 12
fh, XS EMEREITH, $RIE SR, X
MAEZ:, WIEARR. ARG REN, B EES
AL G IR B T i, 2 CIA KR 56T R AE
R, B @REIETRCR AR, UESE TR O B
A RA BRI AR . ST B O3 A TE RA IR IR
HIT T MBS Y TR R IR, ARG
AL BHPEXT HE A

Y1 B [ - F RA R BE AR B R % 8 O 2
HIVEF, 2 9 4t A PR AT SR80 B 8 AR B 1Y) 9
Rk, IR v A0 R 18 K7 R LR RA G 46
JEEFRE ", TNF-a, IL-6 Il IFN-y ZE 40 I [ 74
B TS M4 R RIAE, J&2 RATRYT 1Y 5 240
b 20 ASHIF S 3E i R I CTA R BRI Y TNF-ar
IL-6 T IFN-y 7K F-, & BAS [R5 42 B 9 1€ Al LA
flt X e R AN R FKF 2 R R, B2k
Seteft, UL C B R AT i i SRR

RA ) & A= Fl & Jée AT Besm iy B B S 1oy,
il =2 Y07 T B G e R Lk S e AL 25 D)
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MHEAER, RIS MO RAE ™. Notch {551 %

PR NG A B 2 A AN R, A e 4

ML) & E MYgeh B E RN, RRERGHE

BH 5K P IR RA S5 RAETESNR 1 & AL

rR 2 CEEVEF 7, Noteh {5 538 [ ml AR 22

YRR P07 A, A Noteh {5 538 6 AT 9% R

FEPE G R ERRE P L, 9 Notch (55

i B E AN O R IR T RA AT BB T IE 2

— 220 AR Notch2/DLLI1 7E Notch {5 53 # 4

T B G B A4 B A R ) 3 SR AE T AT S S b

DLL1 i i3 Notch2 7 DA #F il 1 4 g A= g ™7 A<

R kB, CIA K25l 6 AP C 8 &g hfl &+

i Notch2 . DLL1 kK V2% TR, UHBiC

B PR T REE L 1 Notch2/DLL1 {553 %

MRk, BEIRERANM T, el ey Rk,

ML PT BE -5 FHLWT DLL1 F1 Notch2 B9AH HAE A 5%

2 b, AR R B C B Th AR X CIA K
A RAFAIRIT RO, Al 2 ol 50 RAEAR
HHLHI AT BE 54 H] Noteh2/DLL1 {5 5@ i, #6745 A
SO UIae,  FRAR LI A2 R 41 R A KA
Ko ZBIBBFIMEIET ZiE% . 2SR, B
BE— 2B B UE I ] Noteh2/DLL1 X T 718 #% 7™ A= il 5%
M, R AT HAE FALE]

e
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Effect of Fangji Huanggqi Decoction (i C # ) on Notch2 /DLL1 Pathway in Joint Tissues of Collagen-
induced Arthritis Model Rats

GAO Yuting, LI Zhen, ZHAO Yuwei, ZHAO Caihong, LIU Jin, HAO Huigin

College of Basic Medical Sciences, 030619

ABSTRACT Objective To explore the possible mechanism of Fangji Huangqi Decoction (i€ #1% , FHD) in
the treatment of rheumatoid arthritis (RA). Methods

Shanxi University of Chinese Medicine, Jinzhong,

Seventy-two female Wistar rats were randomly divided into
normal group (n=12) and modeling group (n=60). Rats in the modeling group were given bovine type Il collagen solu-
tion and complete/incomplete Freund’s adjuvant to establish the rat model of collagen-induced arthritis (CIA). Forty-
eight successfully modeled rats were randomly divided into a model group, and FHD low, medium and high dose
groups, with 12 rats in each group. FDH at the concentration of 2. 2, 4. 4, 8. 8 g/(kg*d) by gavage was given to FDH
low, medium and high dose groups, respectively, while 4 mL/(kg*d) normal saline by gavage was given to the the
normal group and model group; the interventions were administered for six weeks in all the groups. The weight of rats
and the score of arthritis were assessed every week; the pathological morphology of joint tissues were observed; the
levels of tumor necrosis factor-a (TNF-a) , interleukin-6 (IL-6) and interferon-y (IFN-vy) in serum, as well as the
Notch2 and DLLL1 mRNA and protein expression in the joint tissues were detected. Results Compared to those in
the model group, the weight of rats in the FHD medium and high dose groups increased; the score of arthritis was re-
duced; the expression of cytokines TNF-a, IL-6 and IFN-+y in serum significantly decreased; the expression of
Notch2, DLL1 mRNA and protein in joints were significantly reduced (P<<0. 05 or P<<0.01). The pathological re-
sults showed that synovial hyperplasia, inflammatory cell infiltration, pannus formation and narrowing of joint space
were significantly alleviated. Compared to the FHD low dose group, the medium and high dose groups improved the
pathological damage of joint tissues; the arthritis score decreased; the expression of cytokines TNF-a, 1L-6 and IFN-
v in serum were significantly reduced; the expression of DLL1 mRNA and Notch2 protein in the joint tissues de-
creased significantly (P<<0.05 or P<<0.01). Compared to those in the FHD medium dose group, the expression of
serum cytokines TNF-a and IL-6 in the high dose group significantly increased; the expression of Notch2 mRNA was
significantly up-leveled; and the expression of DLLL1 mRNA was significantly reduced. Conclusion FHD can signi-
ficantly improve the arthritis symptoms of CIA model rats, and the medium dose works best. The mechanism may be
related to its function of inhibiting Notch2/DLL1 signaling pathway, regulating autoimmune function and reducing the
expression of proinflammatory cytokines.

Keywords rheumatoid arthritis; collagen-induced arthritis; Fangji Huangqi Decoction (i C. % % ) ; inflammatory

factors; Notch2/DLIL1 signaling pathway
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