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T HEE S S LB AR i R AR AR R N R,
Rz 20 2H S E T M Noteh 15 538 1 ) 52 1]

AR, RRIE®, ML, Mk

LM B2 RS IR R RSB, ) AR N TR TS XCOR RS 11145, 5101205 2. 79N i B2 25 K258 — W s B2 B

[(FE] BB TR LRI B s ks EAF 5 509405 JmAf s R AL o9 T FRAE A & =T &k 49 4F )
Ak, AR K60 X BALB/c A ALY A B4, BRAM . VRS, ERF+ LM LR A 5
M, FHI0R, BB RRAAEHEL IR, LHEFE, LM, EEZ+5808.)0 [ 534% T4
R4 1.95, 0.78, 2.73 ¢/ (kg-d) #EF, PREEAMELTFREASN Imy (kg-d) EEF, EFHBRAER
2T 10ml/ (kg-d) 44 KER, BB 1R, hEFAIN, HAEZMEDRE 4RI EHE LFRIKS% K%
FHLF 2 5meg R ZRBAE D REA, B8 TFEARG LA HLLFNETHEE, 46K, WELE
B R — AL, AR RARBATRE RE R A R E K (PASD #4, A4 (EBH) KRAXZE
BN LR EEAR G A 3 AE A 5 HE 3 & UL RO AR 20 2R 69 9% 22 5 K AL SF 347 Baker 7 45 ELISA 4%
mEmmmamahE6 (1L-6). g@mpix12 (IL-12), a@eix17 (1L-17). @ @edi~4x23 (1L-23)
4% Western Blot x4 K IRA L2 AP Z R AL S22 Bl R &G 14k (Notchl). Hes £7% BHLH # F B F 1
Ftk (Hesl). 459 37 Notch Beth 1404k (Jaggedl) E@ Rk, R HEwaki, AR LEL. H
AREF—MFILERE, KR TR R, %F A LMZHEEF, PASIFS . Bakeri#4 7t &, A
122 F 1L-6, IL-12, 1L-234 % & Notchl, Hesl & & &£ 7% (P<0.053% P<<0.01), HAEMZA LA, K
K, B, LR+ MM FREAMEDR —BREAKE, EHRamfs R RRRENRY,
PASI#F 4 A&, KRB P IL-6. 1L-12. 1L-23 4 FHE4% (P<0.053 P<0.01); &K%, LRF+54
4 P RIS K Baker E AR, EHE R+ LM T RS R Notchl, Hesl & & & KL (P<
0.05% P<0.01), 5 &K FM, Limki, LRF+2544 0 K PASI# 4. Baker 4 4% (P<<0.05);
5 XA mkdn, LR+ G4m0 RO LR P Notchl & & F ik B4k (P<<0.05); 5P RS LE, £
B LW REIAFEFH ARG FEL (P>0.05), & (E¥) KAXGT A S 2585+ 45 0 35
QALK 1.29(>1.15), AR LKRE, LR a kN AWMEIEZAER, &It LRE . LR T HR R -E45%
JE s R R B IR, HIT AR R i F AT, HAF R AU T AR5 Nocth 13 5 i858 . ) KE RO A %,
[ ] 4&FBm; LRE; B, FHBE; Notchfz Ti@¥%; R

B e — PRI PR R UL RAE T | SR
Bk, ol REIAHINA STk B R ZHE B R
AR S 28 G Y HRTERE R IR T 25 Y LA
IS . A, BIZE A MR AW

HEE&WME )R D EL /A H (20201130) ;)7 R4E h EZE
2 B% & T (YN2019QJ11. YN2019MJ06) ; |~ % 44 #F # it &
(2017B030314166) ; 45 # 4 4 v = Wil JiF [ 5% o o 52 30 == 700 H
(S720217751)

D IHEH £ 13610241754@163. com, (020)39318571

8, (HIXLELGYIIFAE—Fh el B M AN R, 4
EREIE L L B R AFEREMESE Y, BRI
T HAENR IR RN o B2 AEI6 7 LA 7
ROY), R TESR T AR [ I 4 R T R R AR A
UL SRR, T, L L Bl K
2, BAS . Win . An, RWSEIRG SAR%
RH W, PEF, I B2, BAWE. BRIE.
AT IR, AR R LR B IR R
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JEe o AR RIS T R, SRR
FIREEA RO AT R, RS8R R,
SR R AR T B AILE] w AR IIA . ASBIFFE 40038 5 DK
WE BLRES S AR B /N BB, ISR R AR . il
KRR HAPRGITER , IERFE LT R
YERALED, DIHR “ EIRZE - 25X 7E4R B
Il ARG A N FH B P S e . AMER A ARA
BB EEZE G bl (HEHEYS . 2018040)
1 MEEFZE
1.1 4

SPF 2% I BALB/c /NERL 60 H, 6~8 Jil#%, 14k
[t 20~25 ¢, W H T ARELLSY L, LK
PP ATIES . SYXK (M) 2018-0094. SEu61
] R AR T s 2R B s ks ) by K Rkr, 2hi
Pr UL B X, PRBE IR AE 22~26 °C, TR
50%~70%, H HKKFIRE, 12 h %R B w1
AT
1.2 %4

AR (= )P, fibS e 170812511), &
Mg (=d. Ui, S 141212171), 0 HFESE
A A BR AR . BB RS e £ IRE
39g. GF15.6 g, TIRE39 o+ 51 15.6 g, fIA
105K, Bi0.5h)5, sACEM, T30k
Lh, o3&, WM, 25/ 10 M5 8K &S
KA 45 min, SuE, IR, G IFMIIRE
W, HIRE+oME, B Sl g E
0.20. 0.08. 0.27 ¢/ml, #&H. PKMERRRZLE (it
5 : 18070140, PUNBIRKZ5 AR TTAEAF]); H
U (S 120306, RIS A R
wl), (AT INZEK B #E AL 0. 1 mg/ml.
1.3 EZEZEXANEMNSE

HAM A £ 6 (IL-6) ELISAKH & (H#t 5.
M16016447), ®IVEEEYRIHARAE; HH
A Z 12(1L-12) ELISA {57 & (k5 . M150907-
006c) , RYIKIHEREDRHEA RAF ;. i
% 17 (IL-17) ELISA L& (dt5 . P246583) .
40 A R 23 (1L-23) ELISA XAl & (4t .
P233084), R&D Systems A1) 5 FZRIEMEAT Sk 1
YR 150 (Notchl, $25: 3608) . Hes Z Ik
BHLH #% 5 R F 1 ik (Hesl, %25 11988) . 4%
Y L8 Notch B 1 HUR (Jaggedl, 5845 : 70109) .
B-actin FLIK (F8%5 . 4970s), Cell Signaling Tech-
nology 72 F) 5 BCA & 11l % 37 & (b5 : 23227) ,

Thermo Scientific 2~ 7 3 ECLAL2E &G & (it
5. 2017802), EMD Millipore /A ) 5 4% 2 % H %
(#t5 :20170418) , Solarbio /A fl ; # A ks - P 4T
(HE) Jefail#] & (5. 042415), Leica /A Al ;
RIPA 2 (525 POOI3B), 3| RAWFARA
RS WD B R 400 P i A T2 ) 1L SR T S T
(#t5: BST17C18B17D54), {1 k¥4 KA R
ANF] R AER G5 Y70720), )M EAE
BHEA AR TBS (185 . #170-6435), 3EH
Bio-Rad 2\ ] o

BT125D BUHL + KF-, dbmFE 2 R ES R 48
HIRAT]; LeicaTP1020 BUfi /K HL . LeicaEG1160 7
FLHEHL . LeicaSM2000 ¥ sh 4] F L, 4 ok A
A RRAF; BXS3 A F R, HZ Olympus
25wl 5418R BUIKIR 50 ML, £ Eppendorf A F
M1000pro W Z I REBEARIY , Fii+ Tecan /A d) 5 T10
IKASJHAL, TEETKA /Al PowerPac HC RS HLI
FE, 3K . Trans-Blot SD Cell - T &4 . Chemi-
Doc XRS-Tb24 & NCUE 280, FEE Bio-Rad 23 Al .
1.4 Sh¥oaRkTRr*x

60 - BALB/c /|y AR 95 44 5 8 R FH B AL 07 3=
A NIER A, BRI a8, RIRE+E
MEdl . AR O, Al 10 L. KA 44
INEARATTRPELG 253 K, S8 (P25 25 B9 )7
B, B EAREA . Sl B+ S
BRI R 7 PR IR AR RGRIE 15, 6. 21 ¢
Oy B AL /N B 25 R i 1,95, 0.78, 2.73 of
(kg+d), H AWML/ TH 2R A 1 my
(kg-d) HEH, IEFHLERAELT 10 ml/ (kg-d)
aigokiEE , MH 1R, BRIEWA, HpLd/h
BT EAAT— H A B, B2 cmx3 em K/
MR R R X o 26 4 RITIR A H B A/ NS0
JoR 2 8 X TR K 5% PRI BERRFLE 62. 5 mg, HEOT4R
JER /NS > DL X I LB )2
REEEE D . FEHCRISIR I | R E R RN
TERERNIN o B H N 45 8 2y L Ak Sl T 1 45 2
FlEEE, IEW AR T 10 ml/ (kg-d) 4l
HOKHEY, MHI1K, HLE6K,
1.5 MEIGAFE Ty ik
1L.5.1 —f&EAL FHEEDNRO—BEL,
WOFHEATIE %, BEEMEBROLEE . HHRE .
R K/MES
1.5.2 4§ k@ AR Fe = 42 35 £ (PASID) +F 4
B HOWES/IN BT BB R A, el sciik [9] xF
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B A THRRURI K 450 ™ AR BE A T A o AR IR IX Y
CIBE ., 5 S G AR B A T A ST PPAL AT
SRR 0~4 57 (04, Tos 140, BE; 247,
R 34y, EFE; 44y, MR, #3TTSR
11455 PAST 45

1.5.3 XX LaEfaEREN " T
TR . BRI ROE R EA I EER, Bk
A PASIIE M I % (E), Euu= (PASTIPF 30—
PASE 3T 43, ) /PASI I 43 X100%, 2 J5 2K FH 42
(IE¥)) RARIBHIEE QME.

Q=E,./ (E+E,~E,-E,)

E., MEBEGHZZ 800, E,. B2 A 24
B2y 2 Z 800 . QMHEE X : 0.85<Q=<1.15
FEALARN (+); Q>1.15 MM (++); Q<
0. 85 M4libt (), QMK PHEHGRAE B
1.5.4 ERARMLRBE LN LIEH 10K, JFREE
AbFE BALB/e /NER, WAE S A1 20, N R i 2
24y, VI E T 4% 22 5 I i v T
K, 55 1 R AE T-80 “CokAa T TR H T 5
Notch 551 B AH G AR R 8 BAG I

K HIBEALEL 7 vk AR AL e B 6 H/IN B #4140
TE 4% 2 W E W P B2 24 h, T4 Ak
LA HEATRE EE K S B TR A s i T, fF
ISR HE VI3 pm JEEEAY) -, #F7 HE 4L 0,
B TEIES N WL, MIRIETT Baker 1743 1
P RdE: 1) fAFZE: Munro APt 24, iR
14y, Mkt EE0. 548 2) RIKE. £
THERR SRR . . EmEHIH0.5. 1.0, 1547,
PR ER R . . w2 NH0.5. 1.0 1.5
gy, WORLZWERIT0.55r; 3) HLZE: RAME
TR . . wEESSIITF0.5. 1.0, 1.54r, K
B LA BRI AS 14 ik MR AR A . b SR
S3F0.5. 1.0, 1.5%3
1.5.5 ELISA A4 A MAR Y XERTFEF

K BEVLE T R vk A A vEEL S H/N R A4
50 mg, BT RVAEHEFRE, B, A 500 wl
RIPA 24, BTk b, {85 RAGHTT 58500
J# ., #F4°C. 5000 g 4504 0 10 min, B EIEW,
i ELISA 2050 & 10 W1 5 454, A6 D Je 2 4 21
IL-6, IL-12, IL-17. IL-23 &4,

1.5.6 Western Blot & # | & 31 20 2% F Notch 13 5
BIAR K BB RE RN R AR
SUNBRBZ A4 50 mg, FH RIPA M R B Al 21 40
M, e IR S Ui T A5 BCA ¥ i S8R vk

J& . 45 10% SDS-PAGE BEfi, FAES0 pg, 70V
Bk 0.5 h, 100 VHL K 2 h ZHR 71T BEER A
Wiy DRIBEE (15V, 25 min) KEAEHE
PVDF i I, % 5% 4F 1L 11 8 11 () TBS-Tween-20
ZEoh (TBST) HHI1h, #1 : 1000 BB A
Pl Notchl ., Hesl, Jaggedl. B-actin—¥r, T4 °C
WEE AR, FF—P0; FTBST bk seik 3k,
T B E AL BRI A L P e L= IR S
2 h, TBSTZ M VEY 3K, ECL M IRAEH G 1
FEREME, Ll B-actin EHENHAS XTI, 75
1148 Notchl, Hesl. Jaggedl £ [ AT F ik i3,
1.6 %it®rk

K HI SPSS 21. 0 BAF AT 8 b, HEEdE
A IESI A A BArfE 2 (x2s) Fon, Z40H
PR R 27 2201, PR LA 7 2555 R
HLSD R, J7 22 A5 MR A Dunnetts TR 5%, LA
P<0.05 HZEFAGI2EE L.
2 H#R
2.1 &w R— ALk

IEFEA/NREREAALE, HRERL.
BRI/ NRE A . THIJOGE, ARE, 20%/)
BUH IR Rh 2R NG . SRR P, AR
HRE+ AR B R . A5, KiRER
Ufs gL F AR AN AT B R,
RS R, £4/NRIRE S K/MESIES .
2.2 B ORI KARILE R PASIHF 4 L8

IEH AN R, BESMIRE 6.
BEAR 20 /N B AZ 1Rz Bk B LR (Y R S A R 8, 41
BE, AR S 5 BEHOR SR Rk
HEIR, SRR, AR + ] A
W4 4 /N B I B BN PR 4T (0 B o5 . 8 408 Ak f g 4 i
Y/, BERZEAEWE R, R ERE R, HIRE
RN DML /N R PR B P 2158 . kb, Bk
R 5 J BRIG R AR A o 2R

R, SEWHE, SAEIG /N B
PASIPF/rFHiEr (P<0.01); SEIRIZ i, HA
WAL HIRE+ A . IR SR
KA L PASIIF /3 AL (P<<0. 055 P<<0.01);
HHREA . AR, HIRE+SHfd . HE
WA 2H /)N B S 4 20 PASTRE A BRI (P<<0.05) ;
FHZ RIS | T ARZS + Mg 2 B i 2 4L PASTIT 43 LE
BERIGITFEL (P>0.05),
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T BU/DNEZIHAL PASITESS L (45, x+s)

4 Rk PASI P4}
IEH A 10 0
BORAL 10 9.000. 82"
‘?ﬁ@%"@ﬁﬂ 10 4. 40+0. 84h) ) e)
TR+ i 10 4.20£0. 427 9 *
LA 10 6. 60+0. 84"
Sl 10 7.20£0.79°

Ve PASL, 45 i T AR ™ B PR B HE A

a) SIEWHE, P<0.01; b) SEAI4 LS, P<0.01;
c) SRR LILER, P<0.05; d) 5 HREAHLE, P<0.05; e)
5ol kg, P<0.05.
2.3 EHRX. LagmEERFNER

THE PASIF A 75 %, HIRES+ S B, N
53.33%., LAREHE,H26.67%. SHHE, A
20.00%, Q=E,/(E+E,~E,-E,) ~1.29, Q>1.15,
KU LARE | SR L B A P RIS
2.4 B4 FORARMLHE £ EmEER

Kl 1R CEERERIA SC 4053800, 1EH
/N R AR 5E 8, REEE, 2, 1T
LR 2, BOR 2O R AR, R BN
kTR, BRI/ R A e, RIEER
Fe S T A AR, R EE R, PURZETH

&, BEERAMRERE R EE L, HER kST
HHEAIQUIRTASILIE AR Y3 RINEN3 )iy =y N
4, BREREERGJRE, ELEZJE N R OL/ iEAE AN IR E
HiMEY 5k AR+ gL /N S R 5 i 1
&, FEZAA LA R AR . ARSI
MBUZ A, REZRERBETIE, BEE
FERGIE, R Z N AT WG R MR 5 s T
ik AN UR A, SRR R R R
JETNAE, B2 E RS, E RN IR 201
HIMAEY 5K

RK2m, HIEWH LR, AL/ 5 ZH 2
Baker PE43THE (P<<0.01). SHEAIL i, FE

F2 KAU/NREPL Baker P4 LA (43, ¥s)

21 51 FE Baker PES3
IEH 6 0.24+0. 18
HERIZH 6 7. 7320. 63
FH A4 2 6 2.7320. 31"
AR+ O 2H 6 2.83+0.23" V¢
TAREE A 6 5.310. 417
Ly HgeH 6 6. 69+0. 77

W oa) HIEWHNKE, P<0.01; b) SHEHHLE, P<
0.01; ¢) SHEAE, P<0.05; d) 5HEEHILE, P<
0.05; e) SO IbAE, P<0.05,

”‘&\*‘6.} .: (i
TR+ A

G

T HOHRIEMAEY K ROKBISMRIEE; BEFKERAEMITRIE.
Bl AA/NREHA HE Q@R (x200)
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WS HIRE+ Mg . HIRE A Baker 1433
FEA (P<<0.058¢ P<<0.01), Hj2H Baker PF-43 22
SEGI#E L (P>0.05), 5 HHEEH, S
bR, HARZE+ M4 . WA S 4 Baker BE 43
FEAL (P<<0.05); MM AH 5 HIR% + i
Baker P73 L 22 57 L4124 L (P>0.05) .
2.5 Bwm R AWMy P IL-6. IL-12, IL-17.
IL-23 42 it

F3m, SIEFAE, BRI/ A8
-6, 1L-12, 1L-23 & & Fhm (P<0.05 3¢ P<
0.01), SFIRIZ g, HEBMA, HIkE+5S
MEdl . HIRE A . S/ R B89 1L-6,
IL-12, IL-23 & & ¥R (P<<0.05 3% P<<0.01),
BEGWHZ A IL-6., TL-12, IL-23 & &I ZE ST
Git#FE X (P>0.05); 44 /NR Mg
IL-17 & i AR = R g2 2 L (P>0.05).
2.6 A4 RIR I L P Notch 12 5 1@ 34548 % &
B &8 kil i

Fam, SIEWHE, BRI/ B
1 Notch {5 538 [ AH 925 14 Notch 1, Hes1 [ #ik
T (P<0.058{ P<<0.01); SR HE, W&
WERSZH . B AR + A AL/ B B4 8L Notehl
Hesl 2 [ £ A AL (P<0.058 P<0.01); 5
AR A A, LRE + gL/ RO A 4
Notchl 25 A R AR (P<0.05) . 4540/ KL
A Jaggedl HIAREEF LA HFE L (P>
0.05) . 4/ BZILLL Notchl . Hesl, Jaggedl
A H K E DL E 2,
3 iTig

WIBW B AN CHIRT, 2R E LA
PELTBEEEJE T o, LAk B4 B sk 9
PEZEACEEE, B N UL S AR
WM RRE . HET, HIERR RIS, &

R4 BRI L Notch 15518 A G

HEHARB R (/B-actin, x+s)
2051 Rk Notch1 Hesl Jaggedl

EH 4L 3 1.00%0. 00 1.00£0.00  1.00+0. 00
FLAIZH 3 1.39+0.01°  1.33x0.10” 1.200.37
M 2 3 1.1320.16°  1.08x0. 16" 1.21+0.24
TR+ EH 3 1.0120.057 ¢ 1.0620. 107 1.2520. 32
TAREEH 3 1.57+0.28 1.27+0.20  1.10=0. 30
e vt 3 1.2320.24 1.09+0. 14 1.26%0.36

. Notchl, FHZYEMEASE O RS 1; Hesl, Hes K%
BHLH #%5%[HF 1; Jaggedl, 4&05LRI Notch Bl 1,

a) HSIEW4ALiK, P<0.01; b) SIE®ALLLE, P<0.05;
¢) SEAIZLE, P<0.01; d) SEAIALLE, P<0.05; ¢) 5
HARE A L, P<<0.05,

Jagged] |- w—— i e s 130 kDa
Notch! |ame () WS e @D @ |-120kD:

o T —— D — - )

IR YA if%‘iﬁ&éﬂ Lo
4

"

S Y 627

F: Notchl, #ZUEMEAL S BT FRIVEAE M 1; Hesl, Hes K%
BHLH# S T 15 Jaggedl, 4R 417 Notch A& 1,

B2 £41/NRIZ 2 Notch 15530 A 56 26 H HL K B
BSINSREEU (SE 78 AN 2 S SR P v =
KAEALGE ISR BHIER R b 740 R fif
PRI . O . L STRIN A Z RS IR WAL,
HL Il PR B o B2 24 B v AR R e 2 RS T R AT
R R E R B E R S AR BN A G,
HITAEREIRA R, FEMRANE, R,
SUMEERT, E DRI ARG, IRUEE R AREE
Gy ORIT . (RFIES) #: “TRE, FhiRE
M, BEAZET, L8 Kb 2 IR AT ) AL B R A3

B-actin

3 HAUNREBRAL R IL-6. 1L-12, 1L-17., IL-23 & (%s)

21 5] FRUE IL-6/ng-ml! I1-12/ng*ml™ IL-17/pg-ml™ IL-23/pg+ml™
EH 4 5 56.11%22. 15 0.93+0.27 26.32+3.70 400. 86+35. 30
BT ZH 5 386. 11x111. 527 2.730. 32" 25.47+1.96 892. 53+41. 36"
A % 2 5 81.25+14.23" 0. 47+0. 06" 24. 62+4. 31 222.97+16. 90°
SR+ 5 72.22+34.70° 0. 640, 18" 26.22+5. 17 268. 85+30. 20°
AR 5 77.78+35. 93" 0.79+0. 20" 27.61+2. 66 285. 47+26. 90
L tgd 5 86. 11+6. 36" 0. 52+0. 08" 32.74+6. 58 322.53+26. 90

e IL-6, AYIAZE6; 1L-12, AN 12; 1L-17, AAENZE17; 1023, AHEN %23,
a) HIEHWAIE:, P<0.01; b) HIEFALE, P<0.05; ¢) SHRILLE, P<0.01; d) SHERIYLE, P<0.05,
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W, HAREERIFAT TR, W IR R AARR
IR IR AZE AR, TP IEE e, EH LR
KRR, Mgy P2aary U g goR, HIR
2] R AR T 117 {5 5 3% e iR SR BE IR 7
I A AR DG SR BIIR YT SR VAR JE e 1 2
8o HARZE Y 2B A VA BT LA R 38 A0 T % B
Y H 17 (Th17) HHOCHAE BB 04 5 DK s B AR5
) BALB/c /IS B B 8 o R Rz k0t 43 70, dli i p38
22 385 Ak 5 R (p3SMAPK) #11 i TL-6 A1 TL-22
F4) 7 A T A i o A A K R A [
W WIS HaCaT 1 J50J% 540 19 434 5 5 5 1
gAY (MR ART L) BOMA RN E
Mo WS, SAFRELIRIENL. SR 1R
e, ARG R Y S B B
PraRAER 0, KSR o] 30461 g 22 b5 5 B
I 40 B P A 2 R A B P, AR Tl R R NOD AR A7
3 (NLRP3) . Toll ft%Z{k4 (TLR4) Fkxk%
S F kB (NF-kB) 81, iF i 30 6 5 5% 1Y &
Az AT ) G2 A T o 1 I PR IR
ARWFFEIESE, HARZS AT 5 2 A0t A i A AR Y
JINERRZ 0 X A 5 S 40 BT, BRI PASTIT4) . Baker
TEGr s Mg ] — o R DR R B e AR N Uz
XA E 520 5E, A PASIESY, {H Baker P43
Ak FARE AL A, HATUER S e 1 P 253
5%, PASITE4r5 Baker P43 34 550 B 1 4 g 2 P AIK
H5 PR RO Y . RS (IEF) [RAS
FERT PARES | SR, TR BER Y]
IR E . DL R ZERESE, RS Sy
ZIREA BEROCR, TR R 2 A
R L R R R 2 R A0 i R I 4 i A
1L-23, WS Th17 400005 Ak, 6400 T 4HR RS IL-6 |
IL-12, 1L-17 5 RYEQUE 1 22 18 B2 iR S e ik
WEET, A0 A i 3R] 7= AR 2 ) TL-23 FH:
fl g E . AR, AIMTE AL IL-23/Th17 1E
BROGIR, JNRIER JE R e M R i As i B 2, BRI,
RELVIr & A S 7 H ) SC A E IR - TL-6. 1L-12. 1L-17
FNIL-23 A AR B ATRIT . 735, RIERNA
i AL ¥ M Notch 15 538 % A9 3 7% , Notch {5 53
BALFE DUFPZ AR (Notch1-4) FIHFFIEK (Deltal .
3. 4 J Jagged1-2), SHEGAT T Kk 09 2R Kz AT
&, IFRFBE THZMBRZA, 25 MK
ML KT k. S5 T 9015 S 89 R X
N BRI A A L . 24 Noteh B 55 AH 4B 40 it 1)
Notch ZKZ5 &, SRR T 4L (TACE)

I y-12 o3 WA T UT BRI B A% AL {5 = B BT X
(NICD), NICD#% 241l #% )5 DNA 45 5 & A
CSLIE WU s 5 A1k, — 20 I B0 35 5] 41 Hees,
HSIL-6, 1L-12, 1L-17, 11L-23 55 508 H 7=,
RAE WA o AR A R B, SRR /N
Bz 4 2l L6, TL-12, TL-23 & & 8o,
Notchl, Hesl HHFRETH; AT HIRE S SHGH
2GS, BARIL-6, IL-12, IL-23 &AL, 2
Notchl, Hesl 25 FHFHEKPFEUA R E; HIRE
B2, TL-6. TL-12, TL-23 &5 M Notchl,
Hes1 85 [ R AHIREAL, H 5 XRG4 H 288
EZRTGEITFE L . SA/NFEHBAL P IL-17 5
WER TG EE L, iR ] fe SEAER D
AKX, BOZERANTH S bk, RAELL E2s
B, HEN - AREE L Mg G AR AT BE e A AR T
Notch {5 Fl i, 9/ RAE K FI201 , M & #52K
HAR BN/ B BVE R

i b, BARE . ST AT P R DR AR T i /)
R B2 SRR, 255005 PP X BE 24 P sy T
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Wu Mei (Fructus Mume) and Their Compatibility on

Inflammatory Factors and Notch Signaling Pathway in Skin Lesions of Psoriasis-like Model Mice

LIU Lijuan"?, WU Yayun®, ZHAO Ya’, ZHAO Ruizhi'’

1. The Second Clinical Medical College of Guangzhou University of Chinese Medicine, Guangzhou, 510120; 2. The Second Affiliated
Hospital, Guangzhou University of Chinese Medicine

ABSTRACT Objective To investigate the intervention effect of Tu Fu Ling (Rhizoma Smilacis Glabrae) , Wu Mei
(Fructus Mume) and their compatibility on imiquimod-induced psoriasis-like model mice and the underlying mecha-
nism. Methods A total of 60 BALB/c mice were randomly divided into normal group, model group, methotrexate
group, combination (Tu Fu Ling plus Wu Mei) group, Tu Fu Ling group and Wu Mei group with 10 mice in each
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group. As prophylaxis, interventions were provided to the mice for three days. The corresponding herbal medicine at
a dose of 1.95, 0. 78 and 2. 73 g/(kg*d) was given to the mice by gavage in the Tu Fu Ling group, Wu Mei group and
the combination group, respectively; 1 mg/(kg-d) of methotrexate tablets was given to mice in the methotrexate group
by gavage; and 10 ml/(kg-d) of purified water was given by gavage to the mice in the normal group and model group ;
all interventions were provided once daily. Since the fourth day, mice in all groups but the model group were smeared
by 62.5 mg of 5% imiquimod cream every morning to establish the psoriasis-like mice model; the prophylaxis inter-
ventions were given continuously every afternoon for six consecutive days. The general conditions of mice in each
group were observed, and psoriasis area severity index (PASI) score in each group was compared. Quantitative analy-
sis in Jin's (Zheng jun) formula was performed to analyze the synergistic effect by the combination of Tu Fu Ling and
Wu Mei. Changes in the skin lesions of histopathology were observed with HE staining and evaluated by Baker score.
The levels of interleukin 6 (I1.-6) , interleukin 12 (I[.-12), interleukin 17 (I1.-17) and interleukin 23 (11.-23) in the
skin lesions was determined by ELISA. The protein expressions of Neurogenic locus Notch homologous protein 1 anti-
body (Notch1), Hes family BHLH transcription factor 1 antibody (Hes1) and Jagged canonical Notch ligand 1 anti-
body (Jaggedl) in the skin lesions were detected by western blotting. Results Compared to those in the normal
group, poor general condition of hair and mental state, obvious erythema, scales, and thickened skin lesions were ob-
served, and the PASI score, the Baker score, the levels of 11.-6, 1L-12 and 1L-23, and the protein expressions of
Notch1 and Hes]1 in the skin significantly increased in the model group (P<<0. 05 or P<<0.01). Compared to those in
the model group, the general condition of the mice was improved, and the erythema and scale of skin lesions of mice,
the PASI score, the levels of 1L-6, 1L-12 and IL-23 in the skin were significantly reduced in the Tu Fu Ling group,
Wu Mei group, combination group and methotrexate group (P<<0.05 or P<<0.01) ; the Baker score in the Tu Fu
Ling group, combination group and methotrexate group, and the protein expressions of Notchl and Hesl in the
combined group and methotrexate group significantly decreased (P<<0. 05 or P<<0.01). The combination group had
lower PASI score and Baker score than the Tu Fu Ling group and Wu Mei group (P<<0.05), as well as decreased
Notch1 expression than the Tu Fu Ling group (P<<0.05). There was no difference between the combined group and
methotrexate group in all the indicators (P>>0.05). A synergistic effect with Q value up to 1.29 ( >1.15) was
shown in the combination of Tu Fu Ling and Wu Mei with Jin's (Zheng jun) formula. Conclusion Tu Fu Ling in
combination with Wu Mei could improve the symptoms of skin lesions in psoriasis model mice with better effect
than used alone, and its mechanism might be related to regulation of Notchl signaling pathway and inhibition of
inflammatory response.
Keywords psoriasis; Tu Fu Ling (Rhizoma Smilacis Glabrae) ; Wu Mei (Fructus Mume) ; compatibility of Chinese
materia medica; Notch signaling pathway; synergy
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