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Kaixuan Jiedu Core Prescription Ameliorates Psoriasis Induced by IMQ Combined with
Restraint Stress in Mice by Regulating Neuro-immune Axis and
Inhibiting Skin Homing of Th17 Cells
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[Abstract] Objective: To observe the effect and therapeutic effect of Kaixuan Jiedu core prescription (KXJD) on skin
homing of Th17 cells in the mouse model of imiquimod (IMQ) combined with restraint stress-induced psoriasis-like skin damage,
and to explore its potential mechanism from the perspective of neuro-immune axis. Methods: Thirty male C57BL/6J mice were
randomly allocated into five groups (n=6) : Control, model (IMQ), restraint stress model (IMQ+RS), KXJD, and methotrexate
(MTX). The mouse model of psoriasis-like skin damage was established by 5% IMQ combined with restraint stress. At the same
time of modeling, each treatment group was treated with corresponding doses of drugs, and the control, IMQ, and IMQ+RS
groups were treated with the same amount of normal saline by gavage once a day for 5 days. Hematoxylin-eosin (HE) staining was
used to observe the pathological changes in the skin tissue and Baker scoring was performed. Serum levels of interleukin-18 (IL-18)
and angiopoietin-2 (Ang-2) were measured by enzyme-linked immunosorbent assay (ELISA). The levels of matrix
metalloproteinase-9 (MMP-9) , tissue inhibitor of metalloproteinase-1 (TIMP-1), C-C motif chemokine ligand 20 (CCL20), and
C-C motif chemokine receptor 6 (CCR6) in the skin tissue were determined. Immunohistochemistry (IHC) was employed to
determine the protein expression of cutaneous lymphocyte-associated antigen (CLA) , integrin «, (CD103) , cytokeratin 10
(CK10), and nuclear factor-kappa B (NF-«B) in the skin. Immunofluorescence double staining (DIF) was adopted to detect the
expression and co-localization of vascular endothelial cadherin ( VE-cadherin) and platelet-endothelial cell adhesion molecule
(CD31), CCR6, CD103, substance P (SP), calcitonin gene-related peptide (CGRP), and protein gene product 9.5 (PGP9.5) in
the skin tissue. Real-time PCR was employed to quantify the mRNA levels of IL-10, IL-17A, and IL-23. Results: Compared with
the control group, the IMQ group and IMQ+RS group showed significant inflammatory cell infiltration, abnormal proliferation of
epidermal cells, keratinization and other pathological changes in the skin tissue, and a significant increase in Baker score, elevated
levels of IL-18 and Ang-2 in the serum and MMP-9, CCL20 and CCR6 in the skin lesions, upregulated expression of CLA,
CD103, CK10, NF-«B, IL-17A mRNA, and IL-23 mRNA in the skin lesions, and downregulated expression of TIMP-1 and
IL-10 mRNA. In addition, the fluorescence intensities of VE-cadherin and CD31 co-localization, CCR6 and CD103
co-localization, SP and PGP9.5 co-localization, and CGRP and PGP9.5 co-localization were increased (P<0.05). Compared with
the IMQ group, the above indicators in the IMQ+RS group were further aggravated. Compared with the IMQ group, the above
indicators in the IMQ+RS group were further aggravated. Compared with the IMQ+RS group, KXJD and MTX significantly
alleviated the pathological damage of skin lesions, significantly decreased the Baker score, lowered the levels of IL-18 and Ang-2
in the serum and MMP-9, CCL20 and CCR6 in skin lesions, downregulated the expression of CLA, CD103, CK10, NF-«B,
IL-17A mRNA and IL-23 mRNA in skin lesions, and upregulated the expression of TIMP-1 and IL-10 mRNA. Furthermore, KXJD
and MTX reduced the fluorescence intensities of VE-cadherin and CD31 co-localization, CCR6 and CD103 co-localization, CGRP
and PGP9.5 co-localization, and SP and PGP9.5 co-localization (P<0.05). Conclusion: KXJD can significantly ameliorate the
psoriasis-like skin damage induced by IMQ combined with restraint stress in mice by regulating the neural-immune axis and
inhibiting the skin homing of Th17 cells.

[Keywords] psoriasis; Kaixuan Jiedu prescription (KXJD) ; restraint stress; immunity; neuroinflammation; Th17 cells;
homing; mice
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Fig. 1 Experimental procedure for studying action of KXJD in psoriasis-like mice
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VE-cadherin, CD31, CCR6. CD103. SP. CGRP #I
PGP9.5 —$i (1:200, 1: 200, 1: 300, 1: 200, 1: 150,
1:200,1:250) ,4 °CHEF & & , ¥ H B U] fv, PBS
PR 3 U I AR R A B (1:200) , 18 £ kY
# 30 min, PBS 11 & 3 IR BE ML Bt 14 , DAPT 42 4% 44 Jifd
¥, BEEEE 10 min, BUE KB, T9O6 BB T
WA I8 R o BB ML I3 SR (< 100) 54T 42
1140 1 , 8 i Image-Pro Plus 6.0 4% 1% 23 #r &5 4~ L B
(V- S5 G B, X S 8 O A R AT E & 43 A .
2.7 Real-time PCR Al j¢ ik ZH 24 rp IL-10 . IL-17A |
IL-23 %35 B 41/ A% B2 k20 21 100 mg, IL-10,
IL-17A IL-23 mRNA 5 P92 58 R H- 71 7 - 3-8 1 it L il
. 59 .
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(GAPDH) 5| ¥ i Ff| Primer 5.0 443, B T4 T ST RGE T I 2 .

(R R ABRA R G . 5190741435 R (IL-10, 3 &R

81 bp, -3 5-AATAAGCTCCAAGACCAAGGTGT-3",
N % 5'-CATCATGTATGCTTCTATGCAGTTG-3" ;
IL-17A,104 bp, [-3i7-5' CCATGTGCCTGATGCTGTTG-3' ,
N % 5'-GTTATTGGCCTCGGCGTTTG-3" ; IL-23,
121 bp, 1% 5'-CAAAGGATCCGCCAAGGTCT-3',
T 5'-GGCCCAGTAGGGAGGTATGA-3";GAPDH,
156 bp, F-ii# 5 -CAACTCCCTCAAGATTGTCAGCAA-3',
T 5 -GGCATGGACTGTGGTCATGA-3" ), % IR ik
7 &5 d B R IROEL RNA JF 3 5% 5% cDNA. PCR Jx
PR ZR (20 WL) 4% : cDNA 2 pL, | FiF 5| ¥4
0.8 WL, WFE/K 6.4 wL. ¥ HI4AF:95 °CHIALYE 3 min;
95 °CAEM: 20 5,58 °Cil 4k 30 5,72 °CHE{H 30 s, 3t 404~
PEIR . I 38 2k 23k 4381 45 B i B 9 £ mRNA
AR XS I8 B

2.8 Hiit )ik i SPSS 25.0 4 9k 17 K ¥ 4k
PR PR X + s Rox IR 7 2551k
3 AT 2H ) L R B R 3R 5 22 43 B (ANOVA)
NFFG T 22 55 Wy 2 4 57 FE A R JH Kruskal-
Wallis H(Dunn) Bk fIKG 55 . P<0.05 #m 5 B A5
it L, %M GraphPad Prism 8.0 4% 4 ik 17 5% 4%

3.1 KXID /N B — A 000 K Bz 45 38 A il A 1 5
M OEE LN BT OB R W R . 45
AR A /)N BT B A TR 48 S O [ R B AT B L% i
R S R B, H A IMQ+RS 41 7 1R B B ™
& oAb, IE 4 IMQ 2/ BRUAL A & 2/
B S 4 17 38 A BROAS [R) RR EE  RE E
PR AR N R o AT . 5 IMQ 4
Je IMQ+RS 41 %%, KXID 40 5 MTX 4/ B ik
iE PR 3475 ) B 35 0 . B8 KXID W) A s /N iR
BB RE R . TE AN B S R R R LB il A
Yook Fe i o A% 3 AR A /N BRE S R MR 389 B A HR T
L 1 1 AR A, 2% B g Jr 8 B K I A O Vi A T DL B
A [ R 5 ) 5/ T 7 i, 4 R A B 4N M.
B K S5, H A IMQ+RS 21 i A8 5 v fix
S 3ROz G A L XK 45 il 45k
KRN H5AERALE KXIDAS MTX 41/ R
T B IR 1 4 ke 5 T o A 4 R AR AT
Ui 45 S H R T AR & B R R RS B . HR
KXTD W] A5 30 2% fft AR T o e 1z 45 vin e B ) L 785 5
Mo UL 2,

HAIEH 41, BIMQ 4 ; C.IMQ+RS 4 ; D.KXJID 41 ; EMTX 41 (/& 3-8 Al )

B2 FZEEZOTTRE /R R E AL & 00

Fig.2 Effect of KXJD core recipe on blood vessels in skin lesions of psoriasis-like mice

3.2 KXID X/ EURz Bk 20 20 HE 4 £ 995 B 24 08 285 [
Baker P4 OS2I 1 4 /0N BURE IR 4% J2 45 1 5F 4%
TH M, 3R 5 A R R B 2] 2o W, B e E S
R, R DLW AR A R 5 OE R 4 A, IMQ
ZH A IMQ+RS 4 /)N B3R B S i 19 AE A B2 T LR
AL BE R A AS A 0 fR T 40 D 2 R RE B G
YR, 3R AT S E K AR, B2 R B R R A i
N, 5 BE R 5B 2, Baker PE4 W L TH 5 (P<0.05)
5 IMQ 4 He 5, IMQ+RS 41 Bz JHk s B e 28 gk — 2
il s 5 IMQ+RS 41 b &%, KXJID 41 fil MTX 41 /) Bl I
R H A R A5 B W] AR BE 2k | Baker PF 43 B i
T (P<0.05), Hirp KXID H I8 R e g i . &
. 60 .

W1 KXID A A A4 ek 4 B o i A /DN Bz Jok 4 4 1 e
L K3 FE L,

3.3 KXJID Xf /) [ AL 55 IL-18. Ang-2 /K “F /Y 5%
W 5 0F 4, IMQ 41/ BRI T TL-18. Ang-2
AKOF W BT, 22 5 BA gt 2E L (P<0.05), 5
IMQ 41 L% , IMQ+RS 41 /)N BRI ¥ IL-18. Ang-2 7K
SEI i TF(P<0.05) . 5 IMQ+RS 41 Lb 48, & 44 25
ZH /I8 BRI 35 TL-18 . Ang-2 7K SF B & % 1% (P<0.05) .
$E7R KXID A ol 5 48 T 9 A /0N BRUARE 4R A1 Joit 43 i B i
B, W2,

3.4  KXID X /b BUEz 5t 41 41 MMP-9, TIMP-1,
CCL20.CCR6 K P52 5 1E % 41 i, IMQ 4
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B3 AZXBEZOFMREFENREKARREREHM (HE,*x200)
Fig.3 Effect of KXJD on pathological morphology of skin tissue in psoriasis-like mice (HE, x200)

F1 FARBHZOFIREFENR Baker BRI (X + 5,0=6)

Table 1 Effect of KXJD on Baker score in psoriasis-like mice

(x+s,n=6)
211 5 5 Baker/4)
IMQ 4 7.95+0.46"
IMQ+RS % 8.98+0.53"%
KXID 4 30.42 g- kg 4.83+0.67%Y
MTX 21 1 mg kg 5.79+0.58"

TE  IE % 41/ B Baker ¥F43 0y 05 5 163 41 He 4% 1V P<0.055 5 IMQ
21 15 Y P<0.05; 5 IMQ+RS 41 [k 4% ¥ P<0.05

/N BB IR 4141 MMP-9 . CCL20 ,CCR6 % = B i [ 7}
(P<0.05), TIMP-1 7 & W] 1 B AL (P<0.05) ; H A 4K
IMQ 41, IMQ+RS 41 /]y B I 35 Kz Bk 41 41 MMP-9
CCL20.CCR6.IMP-1 % it B & Tt & (P<0.05) . 5
IMQ+RS 41 b 5, & 45 25 4 J¢ ik 44 21 MMP-9,

Table 3 Effect of KXJD on levels of MMP-9, TIMP-1, CCL20 and CCR6 in skin tissues of psoriasis-like mice (x+s,n=6)

®2 AZXBEZOAXRERFE/NRME IL-18.Ang-2 K FH 5

Ml (x+s,n=6)

Table 2 Effect of KXJD on serum IL-18 and Ang-2 levels in

psoriasis-like mice (x+s,n=6)

451 IL-18/ng-L" Ang-2/pg-L"
E A 0.73+0.35 0.99+0.29
IMQ 41 3.50+1.92" 2.51+0.28"
IMQ+RS 41 5.69+0.78> 3.75£0.26
KXID 2 30.42 g-kg! 1.60+0.57> 1.6240.31%
MTX 4l 1 mg-kg'  2.9242.07" 1.86+0.26%

T 5 OE 4 L 8V P<0.05; 5 IMQ 41 Lk &8 Y P<0.05; 5 IMQ+
RS 4 H %Y P<0.05(F 3-% 6[7)
CCL20 7K “F- B & F& A% , TIMP-1 & & 8 & JI & (P<
0.05) . &7 KXID ] 3 5 42 )5 o B /0N BR 40 i A 3
T R f AR S A5 5 0 PR, L3R 3.

R3 FZXBEROCANBEBHRENEEBEAL MMP-9,. TIMP-1,CCL20,CCR6 /K ER & (X+s,n=6)

2151 bR MMP-9/pg-L" TIMP-1/ng-L" CCL20/ng- L™ CCR6/pg-L"!
ERA 1.3240.52 181.65+25.50 11.75+3.37 1.05+0.08
IMQ# 5.93+1.03" 26.54+5.88" 114.09+16.41" 2.08+0.14"
IMQ+RS 4 7.14+0.82% 58.63+7.44% 232.61+28.60 2.28+0.38%
KXID 2] 30.42 g-kg! 3.64+0.99" 160.18+26.94 67.23+12.76> 1.79+0.08>
MTX 20 I mg kg 4.56+0.98” 158.70+19.06> 75.52+14.97” 2.06+0.23

3.5 KXID X}/ BB ik 4141 CLA . CD103.CK10,
NF-«B # [ £k K- Fry5Zm  CLA.CD103.CK10,
NF-«B FHPEAE 5 s b 8 8 2458 4, CLA .CD103
I8 THAR , CK10 K35 T K ,NF-«xB % ik T 41 i
A M . 5 E R AL H A, IMQ L/ BB Tk 41 4
CLA.CDI103.CK10 NF-«kB £ ik B Il &, 2 5

HA S8 X (P<0.05) . 5IMQ4LL#,IMQ+
RS 21/ k4141 CLA .CD103 ,CK10 NF-«xB #
kit — Tt m, Z R BA RIS R L(P<0.05). 5
IMQ+RS 4 b & , 4 %47 25 4 K Ik 4 21N CLA.
CD103,CK10 .NF-«B % ik B & [ (K (P<0.05) . UL

x4 K4,

F4 FRB/EZOFNBRBERFENREKEAL CLACD103.CKI10.NF-xBE A RIEMHEMN (rts,n=3)
Table 4 Effect of KXJD on expression of CLA,CD103,CK10,NF-«B in skin tissue of psoriasis-like mices (x+s,n=3)

205 7 CLA CD103 CK10 NF-«B
EEA 35.19+3.87 44214571 70.23+8.93 38.59+5.08
IMQ#H 73.82+6.21" 87.35+7.92" 193.67+13.92" 97.89+12.35"
IMQ+RS 41 92.65+6.92% 98.23+8.12% 237.56+15.33 122.97+13.76%
KXID #1 30.42 g kg 53.85+5.28” 60.23+6.14% 128.14+10.78" 68.92+8.82>
MTX 21 1 mg kg 57.11+4.97Y 57.29+5.88% 141.88+11.74% 72.78+7.65>

- 61 -
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CLA &

CD103

CK10

NF-xB ‘

A B
B4 FXBEZOFIRBHEENREKAL CLA.CD103.CK10.NF-«B & B MR IX B # I (IHC, x200)
Fig. 4 Effect of KXJD on expression of CLA,CD103,CK10,NF-«B in skin tissue of psoriasis-like mices (IHC, x200)

3.6 KXIJD Xf /N B Ez jk 20 41 VE-cadherin #1 CD31,
CCR6 fil CD103, PGP9.5 5 SP Fl CGRP & ik i 5%
W IEH 4R BR 421, VE-cadherin 5 CD31 3L 2
A7 TN AE P B 20 B 3 e ik 5 LS, 22 AR 5 i 22
Hiog E#5) . IMQ 41 /) B K #1 X 3k VE-cadherin*
CD31*AUPHPEAR 5 b 3 4 o, 1 34 2 O 3 B 38 0F
20 W g 5 (P<0.05) , {H R 2 7 A 3% 2 M 3% ik
W, 5 IMQ 4 Fe#¢ , IMQ+RS 21 - 34 ¢ 't 5tk JiE 15 @
9 (P<0.05) , PFHPE 38 Xl AL E — 29 kL (H
I AN BT SURL R B BE IR 1Y SR oL R
I A8 PN B2 78 B 372 422 445 4 T 3 B O 4R OR 4% 1 R A
N B B O R 3% 2R AL SR AR I S A
Ao 5 IMQ+RS 4 W, & 45 25 41 1 ¥ 9Ot i
K4y A 3 L34 A B A 5 (P<0.05) . R IAZ YT
TR AR HE U045 P B A5 A E I i EE M a4 A=
Mo WLES,

E S 2H Rz TR 5 2 WALFE CCR6*CD 1033
PHPE 40 . IMQ 20 B2 IMQ+RS 4H /)y Bz 45w XU BH
PEYH A R R, B A T R 2Lk R M g A
Pl LA %5 B2 5 P 3 9O B B IE W A I e 1
TFH(P<0.05) , 54 CCL20-CCR6 i 4 5K 5/ 1Y Th17 41
JL Rz Bk I 55 )R O b A BRARAE . S A ALY
AEWH /> CCR6'CD103 41 il R 4, FHM: 41 4k H 5 °F
9 6 % B 55 IMQ-RS ZH 4 B g R [ (P<0.05) , 42
7 KXTID ] 4104 ¢ ok Je 38 o A 8 RAE o ULIET 6.

1E 5 41 B ik, SPAIl CGRP43 1l 5 PGP9.5+ 1
AR pi 28 2 4E R B AT R R )ZE . IMQ 4 K

.62 -

IMQ+RS 41 /N FURZ 183 P — 3 S s 1 o 28 &7 4k %% 13 I
S5 O 5 RE (B B OE R AL ) 1 5 (P<0.05) , 4F 4t
TEAIGH 53 33 £, I 1) 3R K 5 1) S ifr, 3R BB
P2 T Y SR BG AR R b 28 IR I TR M RS R L A
IMQ+RS 41 v, [ 3 55 el A8 1k — 25 i i, #ft 22 4F 4
w5 OF ¥ 98Ot iR B R IMQ B W
(P<0.05). 5 IMQ+RS 4l H#¢, 4% 45 24 4 /)N B Bz 4
AR Bl 28 2 4 1 %5 T 5 1 1 9 O i B B B B AIT
(P<0.05) , #& 7~ KXJID W] fig 38 iz $ fil] J2% ot pft 28 2F 4
149 S5 R 0 Ak SR 2 TR O 4 et 28 VR P AR R S 1
AR B R S A E R R . LR 7 BT 8 LK S
3.7 KXID XF & 41 /) BBz ik 20 24U IL-10, IL-17A,
IL-23 mRNA £IKH#m  5IE% H A, 51E%
2H R, IMQ 41/ BURZ IR 41 21 TL-17A, 1L-23 £ 3K 7K
ST B IL-10 RIA KB T FE(P<0.05) . 5
IMQ 41t 4, IMQ+RS 4 /) Bz Bk 41 41 IL-17A,
IL-23 2 3k K F b Fb, IL-10 % 35 K F 8] B F %
(P<0.05). 5 IMQ+RS 4 b5, 4 45 265 4 5z ik 41 41
WIL-17A, 1L-23 Rk K F BT T B, IL-10 33k K
B W T (P<0.05) , 2 % A S ¥ R X,
6.
4 itip

BB SR — R T 40 MR R TR B AR
Bz A RECIR 2 G T8 by 4R AIE 08 8 T R IR o
O R AR S ME LU YR V25 50 2 R R R, Uk
BN ANBCRIRRAE " o BR G2 I8 15 58 i8G5 Bk
Fe b R AL e i R A, 0 B g 55 600 1 26 L
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VE-cadherin

CD31

DAPI

ZOOM

A B C D E
5 FRFEHEZOHXRBHFEEN R KEBKELR VE-cadherin i1 CD31 7K F &M\ (IF,x100,%200)
Fig. 5 Effect of KXJD on VE-cadherin and CD31 levels in skin tissue of psoriasis-like mices (IF,x100,x200)

CD103

CCR6

DAPI

Merge

6 FRBHEZOTWRBHBEENREKAL CCR6F CD1037KF R0 (IF, x100,%200)
Fig. 6 Effect of KXJD on CCR6 and CD103 levels in skin tissue of psoriasis-like mices (IF,x100,%200)

PR PE T B 25 WA L 32 2 5E A R Y £ - E%ﬂw LI R R AT A S J P AR
G LA A2 2 JRE R, O B e A AR SR AR, X R AR el R 4 A S R Bl 2
. 63 .
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B7 AZXBEZOHTRBEHENREKELRSP I PGPI. 57K F M (IF, <100, x200)
Fig. 7 Effect of KXJD on SP and PGP9Y. 5 levels in skin tissue of psoriasis-like mices (IF,x100,x200)

A C D

B8 FZXBE#ZOFXMIRBRENREKAL CGRP I PGPI. 57K F &M (IF,x100,x200)

Fig.8 Effect of KXJD on CGRP and PGPY. 5 levels in skin tissue of psoriasis-like mices (IF,x100,x200)

.64.
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x5 FEXMBEROFIRBHBHENFREKAL VE-cadherin/CD31,CCR6/CD103.PGPI.5/SP.PGPY.5/CGRP £ RiAEEHIFM (% £ 5,1=3)
Table 5 Quantitative effect of KXJD on co-expression of VE-cadherin/CD31, CCR6/CD103, PGP9.5/SP, PGP9.5/CGRP in psoriases-like

mice skin tissues (x+s,n=3)

20 5 I 4 VE-cadherin/CD31 CCR6/CD103 SP/PGP9.5 CGRP/PGP9.5
IEH 4l 1.12+0.18 0.11£0.03 0.27+0.06 0.23+0.09
IMQ 4 3.35+0.32" 1.51£0.13" 3.62+0.52" 2.93+0.42"
IMQ+RS 41 4.96+0.517 2.09+0.16 4.16+0.43 3.95+0.38%
KXID #H 30.42 g-kg! 2.15+0.14Y 0.35+0.08" 1.63+0.24” 1.36+0.29”
MTX 2] 1 mg-kg 2.08+0.13Y 0.41+0.07" 2.13£0.31% 1.5240.17%

F6 FAXMEBZOFINREFENREKERIL-10.IL-17A,
IL-23 mRNA RIZEZ M (x+s,n=6)
Table 6 Effect of KXJD on mRNA expression of IL-10, IL-17A,

IL-23 in shin tissue of psoriasis mice (x+s,7=6)

215 7 IL-10 IL-17A IL-23
EE A 1.1840.03  1.06£0.09  1.12+0.08
IMQ 4 0.31+0.09" 2.83+0.46" 2.56+0.33"
IMQ+RS 41 0.19+0.12% 3.26+0.53” 2.85+0.41%
KXJID 4 30.42 g-kg'  0.68+0.117 1.94+025% 1.77+0.29%
MTX 21 1 mg-kg' 0.71£0.09 1.97+0.31% 1.85+0.24"

PR VAR 51 70 A O FEUBR 25 nT o 3 R i el
28 K RS B LY SP L CGRP 45 11 22 ik B8 ik , vl B 4% 4E
FH T Jri 350 4 928 440 L % ffy 5 0 40 L, 3% 5 TL-18 45
P 5 7 1 223k, BRI R B i B (E . T
H %) R 5 AR BIUORG B RS0 7 B 48t it — A5 TS )R
T A 28 - G B R U S [, o) e 2 VR S E T I M
LR it (B AEDG BR 2, LA B 9 A O Y R Gi
I K E (A0 &7 995 A8 45 ) v 8 55 4 B o b 8 e g
PR SRELAT O BT L0 B A B ik 2 G
B 5 B AR AR B 9 1 EOR LS b B AR R
TR 2052 ) 8 W KA 1005 5 2606 i

B VA S R R AR R VG RPN
ARG RO AE T KB , TR 2257, JF 4l i F
BT TR LN 8 R MO KRR
R RT3 o (A% 1 R 0, AR A BAFE Il IR
WLEE R R B, 332 32 KXID R 97 B9 HE 38 1 2 30 ok 3 1Y)
[vi) B 308 40 FB A B4 4 15 M B e 5 6 R IRt IR A5 2%
fift o 2 BB W0 B 7 5 AR A A R i AR
o ) B R, H AR B R A B KO R E IR B0
BEIAR SERTY R AR KRB AR . -
TE -7 i e = R A O, KXTD Y I AR 97 2 5
HXH ML 5 T8 B S PR T R AT 4y . RINAE A
SRR PR AL IS B 0 SO0 B T ] 2R R R A
RIEEZ M, B RSHLTH A S W HLIE 1 ) g
ZAR . A B AR W, AT S B M ALAR

7 AR WA ML HE 3T 51 R KON E R R B
BT K TE I\ ) B 28 L 3 45 0 9 0 O BEA BL AL
Pro ZRFRE R, D0 BH Ak AT T B 2 ] L AR 2 R
AN E WA K, KO . N
I, D0 9 R L LR O 3%, W0 UL 2 2 B L N 4
ik, Uit 2 BE i AN 8, L BE B RS RS B 4T
AR UK T BB - P - -3 T B IE A A . IMQ
J& Toll #£ 52 1A (TLR ) 7/8 (¥ 2 1) , Hoi55 = 19 Bz 4505
S A 205 B A4 R L R R R 5 N T
o B AEBL, BN A R e 2 ML R i i R Bl P A
— L e T M 4 N OO AR R R R kR I
AR AR IMQ I SRR P IRl I, 5%
SCHR Ay gk A AR R A T — R
A TR T g RIS BRUASE R B TR 48 O BN U R
M) 1 T s E AR I 2R e ML . S5 R BN S IER
A LG AL, A5 21 5 S 0 N O TR 2 /)N B S R
BRI T i R 2 4 g B 2 A A A 6 3R R IR R
FAZE AR B AN A LR R R R A MR
Baker P40 5 Th i . H 584 IMQ 5 5 Lk, 4%
R I I A AT N R AR AR e R R 4 ek A
HE—25 I, B AR B R R B 45 L AE R
1025 RAE . 5 SCHRRE — 30, R WIAR 8 7 R B2 R
B K L5 R A R AR R B R T . &
KXID T Wi , /I BB ik 4 4000 5 o 18 0 55 & 1k 12
e B S AR o R B 014 B A 8K 2% ik, Baker
G3BEAR . T /0N B AN 22 A5 N AT S R A A
WY I 2, 48 78 KXJID 76 4R 8 9 36 97 5 T 3 5 4t
&5 515 245 V8 19 Bl REA (H

TEAR B R B9 & R AL, Th7 408 04 5 ik )3 5
B 1 FE PR O JRRE TR i B, A TR T R
HAMAEE S RGP e K08 Z [l By A B AEH .
X — 3k FE S 3 1 AR ORI 06 BRIk L 4 A Y B
HANE , RO HLHI7E T CCR6-CCL20 #4 1k il i1 45
ST FIER . 3 i Th17 46 il 5 5K 35 CCRe6,
7R o 9 B 401 DX 3 1 # T 1 20 B 7 TL-17A 55 &%

. 65 .
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E PR 300 3R R 43 CCL20, T8 1t 25 1Y #a Ak B
BE NI 515 Th7 4 ffd 1) 36 Je e ) &> . (AR
TR R, 3R B2 - L B2 B B 1) Je 5 00 3R Sy bt ot R 4R 41t
TEEZRAM . W BN, 7E R E R, R BB
Ty 68 22 4 42 £ A 5% B 4N i RE ik TR G i A
CCL20, Jf- 7€ IL-17A A~ 5 19 1E SRS HL ] T #5282 A il
Y CCL20™ 33k — R ML 4 B T #a k15 5 1)
FRSEAEAE, 0 Th17 40 i 19 5 o] 38 4% A 3 7 A F 38
Bio AR S R T WA N R B R Y ) g 2R EL i —
AR HE T Th17 40ME 0B U o 16 35 rh () Th17 40 i 6
1t % R S PE A 9 CLA 5 1 Kz 40 i A 5 AR T, 0%
Ak 18 P9 B2 240 K5 B I Ang-2, 1% 3R VE-cadherin %5 N
B ¥ FE AR, DA 16 S 0 4 30 8 1 L 2F Th17 41
BB N R AR . RS R B Th7 40 il i 36 35
CD10) 3% F 1l 5 % B2 JE I 2 b i) E-45 26 2R 11
SV A AR Th17 40 78 Jm &6 1 W0 /1, 9F 401k
Jy TRM. TRM AJ 75 J Jik 25 Ab Ji 20 2 rp K A7 305
B [E] R A% 1 1 B4R 78 R O i AT e e 1 o g il
1212, AR R R K 90% LA i JE A
ORFHE, 5 Th17 40 A 5 13X — B 28 ()R 5 4
B BE LA ML OC R B I Al T R R AT A 5L
F A CCR6 Th17 4t ji 78 42 4 A+ i) il 33 K Al i)
R S RE A IR BB IR A R R . I IR AE R
B2 AR S 9 & s 4 401 B AT H B CCRG*T 41 it 37 B
135 1k, HoK P 5 T g S8 L, O 1 Bl B & SN E
Mm " Thi7 40 M e # B 2 F A+ & .
GOMEZ-MELERO %I\ 3 i #ill il CCR6-CCL20
ALk 2k, BT Th17 240 0 i ik 55 82 S5 4 15 Ja 0 i
BA AT R R S o R O R A — D
5h,DE JESUS-GIL % " HF 53 & BL, 7648 )8 5 47 0 1
B R A JME B R, Th 17 40 36 i v 4 ik i S M 2
RV S 32 4K CLA I B E O AMERIS A T A 7
ARKE IL-17TABE S S RAE R A FR4E+F . R BY
A CLA* T 40 M 250 i 55 48 o o T AR ™ 5 R B 8 4K
(PASDIT-43 52 IEARSC , W] AR Sy i PR YA 7 WA 1 F) A1 30 S
RE . BRI, 38 4 Thi7 40 2 ik U3 85, DO Sk BH W
0w M S IR I I HE ST S AR R A O AR B R IR YT
K A PR A ] 8 VA T TR W

AR, 41 28 5 0 AR L FH P AR 8 e % e i
PR S A A5 R o SR R A R R A
Lo AN AT AL 3 405 5 AR 5, 36 W]l 43 W SP.CGRP
S 28 BRI A T, T 5 R 5 bk 4 A A A s A i P
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