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[ Abstract]
intermittent cold exposure combined with imiquimod (IMQ) , and to evaluate the interventional effects of Kaixuan Jiedu core

Objective: To establish the mouse models of psoriasis-like lesions induced by continuous cold exposure or

prescription (KXJD) on the two models. Methods: Male C57BL/6J mice were selected and classified into two experimental
batches. The first batch of 36 mice was randomized into a room temperature group, a continuous cold exposure (10 °C/24 h)
group, and an intermittent cold exposure (10 °C/6 h) group. Each group was further divided into a normal subgroup and a model
subgroup (topical application of IMQ to induce skin lesions) , with 6 mice in each subgroup, for modeling and evaluation. The
second batch of 54 mice, with 6 in each group, were subjected to the same temperature grouping with an additional KXJD
(30.42 g-kg"', continuous gavage for 5 days) group. Comprehensive evaluation of model characteristics and KXJD efficacy was
conducted through Psoriasis Area and Severity Index (PASI) scoring, skin temperature measurement by infrared thermography,
histopathological observation by hematoxylin-eosin (HE) staining, detection of vascular endothelial growth factor (VEGF) and
platelet endothelial cell adhesion molecule 1 (CD31) by immunohistochemistry, detection of Claudin-1 and Occludin by
immunofluorescence assay, determination of serum levels of tumor necrosis factor-a (TNF-a) and interleukin (IL)-10 by enzyme-
linked immunosorbent assay (ELISA) , and quantification of mRNA levels of IL-17A, IL-23, IL-6, and chemokine ligand 20
(CCL20) in skin lesions by quantitative Real-time polymerase chain reaction (Real-time PCR). Results: Model mice in all
temperature groups exhibited typical psoriasis-like skin lesions. Compared with the normal groups, the model groups showed
increased PASI scores, decreased skin temperatures (P<0.05) , obvious epidermal thickening, parakeratosis, and dermal
inflammatory cell infiltration, as well as elevated mRNA levels of IL-17A, IL-23, IL-6, and CCL20 (P<0.05). Cold exposure
further aggravated psoriasis. The total PASI score of the intermittent cold exposure model group was higher than that of the room
temperature model group (P<0.05). The serum IL-10 did not show a compensatory elevation, and the blood vessels presented a
characteristic of elevated CD31 expression (P<0.05) without a synchronous increase in VEGF. The continuous cold exposure model
group exhibited more significant dermal capillary tortuosity and dilation, with the highest mRNA levels of IL-17A, IL-23, IL-6,
and CCL20 among all groups. Compared with the respective model groups, KXJD intervention alleviated skin lesions, reduced
epidermal thickness and inflammatory cell infiltration, and increased skin temperature, with the temperature increase being
particularly significant in the intermittent cold exposure+KXJD group (P<0.05). Furthermore, KXJD down-regulated the
expression of VEGF and CD31, restored the expression of Claudin-1 and Occludin, decreased the mRNA levels of IL-17A and
IL-23 (P<0.05), and reduced the serum TNF-« level. Conclusion: This study successfully established compound psoriasis-like
mouse models induced by cold exposure combined with IMQ. It confirms that cold aggravates the severity of psoriasis by
exacerbating the closure of Xuanfu (sweat pores) , microcirculation disorders, and immune imbalance. Moreover, different cold
exposure patterns have distinct mechanism differences. Continuous cold exposure focuses on enhancing the inflammatory response
via the IL-23/IL-17 axis and angiogenesis, simulating chronic aggravation under a long-term cold environment. Intermittent cold
exposure tends to impair immune regulation and induce microvascular endothelial stress, corresponding to acute exacerbations
caused by sudden temperature drops. KXJD can effectively alleviate psoriasis-like skin lesions under cold conditions by unblocking
Xuanfu, regulating vasomotor function, and correcting abnormal immune-inflammatory responses.
[Keywords] cold exposure; temperature variation; psoriasis; Kaixuan Jiedu core prescription; model construction
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J7 2T o AR A AT AT 5%, KXID B 2 £ 55 2505
T 0 ) A 2 R R A, B KXUD 4/ B 25 )
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P2 T SR AR /DN BT T B 5 S SR 300 DX 8l i 41 4 4
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2.7 g 2H AR K I B 45 2H 21 VEGF . CD31 K3k
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1) B 090 R e i s K Ak B Bt IR A I L A8 3% i
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Jo L A 20 e 1 2 R (EDTA) 28 wh i ok 17 A &
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ATV YU R 59O S EE RN E 1 h.
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PBS & Ut , 5 Jo (i FH TGV K B 5] B [, G (.45
T 20 WA T MO RAE KR .

2.9 ELISA K L% TNF-a MIIL-10 &% & REMW
I3 5 IR B 2 h, 3 000 remin™, 4 °CES 0> 15 min( &
O2FAE 12 cm) B E 3 ELISA I 52 /) BUML T TNF-a
FTL-10 25 o, MR 45 35700 2 150 B 5 42 (1L 0 25 BR R A7 45
Y, e P ALAR B T B AR A, I 2 7 450 nm S A0 45
LB OB .

2.10 Real-time PCR & I fz Bk 41 21 IL-17A.
IL-23.1L-6 ., ¥4 1k A F B & 20 (CCL20) # mRNA 5
ik I S RNA #8200 & 2E 17 AR 5 RNA 1Y 2
TR, Bt i o6 L33 s 53 AR cDNA 38 FH H I 7 - 3 - Wi R it
AW (GAPDH)E B N %, #47 Real-time PCR &l .
Wi A9 PCR ¢ 386 B2 5+ 95 °C #il 28 4 2 min, 95 °C .
155,60 °C 155,72 °CiE Kk 15 5,40 MG, BEAFEAR
K 3452 L, F 2k 34T mRNA FH X 5 53 #7 .
1YL R R AR A IR AR A R, LR 1,

x1 5lF3

Table 1 Primer sequences

519 JFHI(5"-3") K /bp

GAPDH i TGATGGGTGTGAACCACGAG 202
T it AGTGATGGCATGGACTGTGG

IL-17A ¥ TCTCCACCGCAATGAAGACC 151
T CACACCCACCAGCATCTTCT

IL-23 ¥ ATCTTCAAAGGGGAGCCTGC 178
T GCTGCCACTGCTGACTAGAA

IL-6 |- CTCTGGAGCCCACCAAGAAC 180
T if GACAGGTCTGTTGGGAGTGG

CCL20 |- f ATGGCCGATGAAGCTTGTGA 152

Fif CTCCTTGGGCTGTGTCCAAT

211 Sl #r  {#i H GraphPad Prism 10.6.0 %%
PFAT R Gt . iTERR D Y+ s K. Z40H
bR B R 7 22 43 BT (One-way ANOVA) |, 4[]
P L 28R ) i /N I 35 P 25 S ik (LSD) K B, P<
0.05 8 2R A Gt #E Lo F IR 73 Wk

2 HEHMEWREFRENRPASIIES (E5K)MEIE (x£s,n=6)

PEAT 158 R F A ST BEAR ¢ K 56 6 L R L Uk A TR
A3 20 (IE H 41 Je SRV ) 1) B B SR F5 b, 45 3R Bom
UK 18] 22 53 JC G 112 78 S0, 0K PR AL U B R AT A
I Bt ARSI e 3 54 se

3 &R

3.0 FELBRBIA IMQIE T MY /N BUH JE W Bk 4
AR 11 8 7 S A

3.0 BEAUHE /N BB TR N B R
J G SRR L AE R IMQ 5 T A A i AR
Hh A A 0N B R R AR BRI, B 5 3 R
BT i Y BT 858 S SRR T e e A, LI 1.
554 T B OE AL LR R R R A R £ JE Ve A
4 | [R) Bk TE Ve RS R 41 M 7R 4T BE 3R 5% O 4 K
PAST /3 b W 5 TF 5 (P<0.05) , 3271 45 8 9 /)N BB
R IR ) o 5 H IR AL 21 L A (] R E v AR AR
21 B JR IR B PAST R PF 43 B i TH &7 (P<0.05) , 7E
CLBES EE TS E S EGITFE . 5
TR AR R A H A 5 22 9E v B R 41N T O 4 B g
# (P<0.05) , PASTE P43 Thimi , 22 5 B4 i & XL,
LLBE S B VE Ay 25 RGO R S, AR 2 /1
3.2 BREARYEE X /N R R R B s e 21 4b
AR EE /N BRI B X 3, 45 R R, SRR
YL RS FEV IR W 4 ) Bk TE VS I W A A T
HH 8 B I (P<0.05) 5 5 2% B 1E 5 4 b A, 4 g A5 76
ZH /N BRI 2 B B AR (P<0.05) . WLET 2 . 363,
3.3 AR RURY AT N B R4 4 IL-17A (TL-23
IL-6,CCL20 mRNA 35 /K P52 m 2% 4l
o, 5 IE R AL R R AL /N B R AL 4T IL-17A
IL-23.IL-6 .CCL20 mRNA [ % ik 7K V-8 8 7F 5 (P<
0.05). 5w IRBIAIA KL I BRI L 4, H] Bk
FEV BER 2]/ R R 4 20 IL-17A (IL-23 ,CCL20
mRNA [ 1k K- 81 2 T 55 (P<0.05) . W3 4.
3.1.4 TR /N BRI R B A 0 A AT i sk AR
FEMRZ M WL/ B IS B R AR AL

Table 2 Effect of model establishment on PASI score of psoriasis-like mice (Day 5) (¥+s,n=6) an
2157 21 BEVE o [elEN 3% )5 DT 43 PASI &4y
AR R 4 3.33+0.51" 2.67+0.82" 3.17+£0.41" 9.17+0.98"
FREEIE IEH A 0.00+0.00 0.00+0.00 0.00+0.00 0.00+0.00
FRLLIE R IR 4] 3.33+0.51"Y 3.83+0.40"% 3.17+0.41"Y 10.33+0.81"
[I8] B} FE V8 1E 4 0.00+0.00 0.00+0.00 0.00+0.00 0.00+0.00
i) B S ¥4 A D 2 3.67+0.52"% 3.83+0.40"% 3.33+0.52"% 10.83+0.75"2:9

TE R IRLE M T3 1 043 5 5 8 IR I 3 41 HL A 1 P<0.05 5 5 A IRAR 21 H A Y P<0.05 5 5 R 4 98 VA IE W 21 HL A P P<0.05 ;5 4 98

VR L8 P<0.05 3 55 (0] BRIE S IE # 4 Ho 852 P<0.05(3K% 3 . F6 4 7))

.73.
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A B G D E F
VE ALK IRIE 4B W BT A C AR S TR IE 4L D. i
FEVR IR 5 . 18] BIE Y TE % 41 5 F. 18 B IE R BEmI 41 (181 2 &1 3 1H])
B1 EEgENRERNEm

Fig. 1 Effect of model establishment on skin lesions in mice

2 EEEI/NRE B BRI E R R

Fig. 2 Effect of model establishment on dorsal skin temperature

in mice
F3 BREMENNREBEKBEHRIN (X+s,n=3)
Table 3 Effect of model establishment on dorsal skin temperature

in mice (x+s,n=3)

F4 HEMEXNR K BKELRF IL-17A,1L-23,1L-6,CCL20 iJ
mRNA RiEKFHZI (+s,n=3)

Table 4 Effect of model establishment on mRNA expression levels
of IL-17A, 1IL-23, IL-6, and CCL20 in skin tissues of mice (x+s,
n=3)

2 541 IL-17A IL-23 IL-6 CCL20
WL A 1.00+0.00 1.00+0.00 1.00£0.00  1.00+0.00
B IR 2H 266+038"  2.76+034"”  377+0.62" 3.29+039"
FRELTER EH AL 143£025 1.49+0.25 1412028 1.52+0.11
PR FER RG] 496£0.74%Y  522+4046>%Y 47940697 6.05+0.86>>
[FIERFER IE R 4] 1.40+0.31 1.19+0.12 1.18£025 1.27+0.18
[ BRIESRERIZE 3.14£046”  3.42+0.63”  437+0.56% 4.25+0.637

415 - 43R /°C
W RLE 4L 36.77+0.23
B IR 4 34.53+0.15"
RO S I 4l 34.03+0.67"
PRI IR A 32.73+0.15%
7] i 5 ¥4 1 AL 34.60+0.10"
TFI] i ¥4 A R 441 32.97+0.68"

D ZH /)N BUAH 8T T 0 20 8 Bt 3 Y L B A
i A T i Ak B b R 2 T Ve B 4 P Y Rk
FEVS IE W 20 FL B B A0 il A Tl i sk R B T B v T
B AE R AL W] AR TE v AE A RN 2 FE Ve BT A
.74.

T £ FE Ve WY A L B T A i A it T sk R R B R
o T IR R A 5 [ BV B o DLIRT 3

D E F
B3 HEHENNREEEADNETHT KEENZN
Fig. 3 Effect of model establishment on degree of

capillarytortuosity and dilation in mice

3.2 KXJID XF4R & 9 /N BRI 97 20T
3.2.1  KXID XHAR B K/ BUZ B A 52 me e ik 2 41
o B2 R AR A TR AL D, 5O R AL R B R A
JIN B B TR R X B S BN, O AR AT 2 B A B A Ak K
AN A, 2 W] 4G R R R R A A 4
¥R, 3R R U BN e i 5 RS RN 4 b
KXJID 20 35 5 90 1 3 F T2 B8 W 4ab ol /0, o )2 722 3 e
N R BT A S 1 B/ € Ry iV E SRS o
A LLHR /N B TR A 3R e TR B 3% B B A Ak B A
fEARS BRI R D o . WE 4,
3.2.2 KXID X 4R JB ik #E /N BT F0 B ok IR Y 5
AN AR T 45 R B  TE R IR S R =N A
w5 R 4 A, KXTD 20 /0 B 38 R ok T 1 7
FAZES G ¥ L. 5EBRFER A b,
(] B TE ¥ KXTD 2H /)N B % B bk i R ) & 7t s (P<
0.05), WL.KI5.%5.
3.2.3  KXID X4 9 #F /s B AR AE R 3k 7K
B 520 A T RE 2 b, 5 R A LA, KXID 411
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G H I
TE:ACHRLIE® 4 Bow BT 20 5 C.% il KXID 4 D f5 42 98
IR E AR SR IE A MR S FL AR 22 984 KXID 415 G ] B9 ¥ 1F
T AL HL ) BR €V AL A S 1 A) BRI Ve KXTD 2 ([ 5 )
B4 KXIDMREBEFREDMNREKEAAFREZZTLHEZMW
(HE, x200)
Fig. 4 Effect of KXJD core formula on histopathological changes

in skin of psoriasis-like mice (HE, x200)

Es5 KXIDXRBHFHNREESEKEENZM

Fig. 5 Effect of KXJD core formula on dorsal skin temperature

in psoriasis-like mice

£5 KXIDXMREFBNREBEKBENZIN (F+s,n=3)
Table 5 Effect of KXJD core formula on dorsal skin temperature

in psoriasis-like mice (x+s5,n=3)

4 51 Mkt /g ke - 3 B /°C
TR AR 4 34.53+0.15
R KXID 21 30.42 34.77+0.21
FREFE BRI 32.73+0.15
FrLJE% KXID 41 30.42 34.03+0.50
(] B € ¥ AU 241 32.97+0.68
[i] Bk 9 ¥4 KXID 4 30.42 36.47+1.45"

T 5 ] RS A B R 4 LR T P<0.05

IL-17A 5 1L-23 mRNA % ik & ¥ B & [% fik (P<
0.05), L% 6. ELISAZS R B/R  fEWIRAT, 5IE
WA R, W R RS FER B 4] /N B TNF-a K
IL-10 9 ¢35 1t B 5 T 55 (P<0.05) 5[] Bk 9 ¥4 A58 70 24
/N B TNF-o 19 35 5 W] i A5 (P<0.05) , IL-10 Ay 3
R EREMER WG T8 X, FRELA P, 5% E
MR H A, i KXID 419 TNF-a & IL-10 [ # 1k
i B 5 R B (P<0.05) 5 FF 229878 KXID 41 1 TNF-«a
() 363k B B B T (P<0.05) ,TL-10 1Y 3k &8 T [F(H
2 LG B X Rl CIE ¥ KXID 2 1) TNF-a 5
IL-10 W # ik FEAZR LRI E L. 5%k
LAY 20 [b AL, ) Bk FE Ve 1S AL 4 TL-10 W] & [ IR (P<
0.05). WL#E7.

Fz6 KXIDXRBHEHFNREKEAL AP IL-17A,1L-23 mRNA &
EAFERIBI (Fes,n=3)

Table 6 Effect of KXJD core formula on mRNA expression levels

of IL-17A and IL-23 in skin tissue of psoriasis-like mice (x+s,n=3)

215 /g ke IL-17A IL-23
B A AL 4 2.66+0.38 2.76+0.34
WIRKXID 4 30.42 1.73+0.34" 1.77+0.07"
R JER IR 4L 4.96+0.74 5.22+0.46
&Y KXID 4L 30.42 2.92+0.30” 3.37£0.15%
[ B FE Ve A AU 241 3.14+0.46 3.42+0.63
[ia] Bk FE ¥ KXID 20 30.42 2.28+0.27" 2.59+0.32

T AR T 4] LAV P<0.05; 5 R SV BRI A T R Y P<
0.05 ;5 [H] B FE W TR 4 45 Y P<0.05

£7 KXIDIRBEHFENRKEREFREKFEHEM (+s,1=6)

Table 7 Effect of KXJD core formula on expression levels of

inflammatory factors in psoriasis-like mice (x+s,n=6) ng-L"
2 5] F /g ke TNF-a IL-10
I E H 4 50.77£17.16  82.94+43.66
B R R 2] 13713277 206.3+73.34"
HR KXID 4 30.42 80.53+14.01%  30.51+22.72%
FREEE IR A 71.42£11.23  97.49+14.32
FRELIE R IR 4] 170.10+11.26"  105.1+22.61
FREEFER KXID A 30.42 107.10£10.86*  25.71+11.63
[i] B FE V2 1E 2 33.50+£11.58  91.85+31.39
[ g SR ¥ A 280 2 181.80+21.15%  59.46+11.88%

] Bk I ¥ KXID 41 30.42 144.40£20.18  19.57+7.55

5RO 4 RV P<0.05; 5 8 IR R R 2H T B Y P<0.05;
SR E IR IE W AL L Y P<0.05; 5 15 4 S5 B BRI 4 L 45 Y P<0.05;
5 ) BRFE VS IE A A HU A Y P<0.05 5 5 ] B JE Ve A TR 4 LA O P<0.05

3.2.4  KXJD XF4R Bk BE /N B BR B B A 52 ) IE
# 40 1Y Claudin-1 1 Occludin /& i & 42 IF i 48 41

b 2 3k T2 B BORLJZ B #A BOE BN =2 18], JE RER
. 75 .
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L5 20 M B A R G5 R R N D R . 7
BARE A rp B2 Claudin-1 Al 0cc1udinﬁ%ﬁ*ﬁ}§
B 2R M T S R HT IR o0 A AR 2Bk i R AR AR OR %

s
>

Claudin-1 §

Occludin

Wr 24 Br A Al 52 ASUR  BREBRIR 4 A, 8 O 5 U 55
oAy s, S, KXIDAR®HET
Claudin-1 #1 Occludin 1y 1k

B, WK 6.

W ALK IRIE R4 ;B HIRBI R C% IR KXID 4 ;D 8 FER BT AL B FFEL 381 KXID 41 5 F. [A] B FE R BT 4 5 G. ] B FE€ 1% KXID 41

(& 718]) ; 8 (4 DAPI; 48 {54 Claudin-1; £ {24 Occludin

E6 KXJDXH4RBHEE/NREHR P Claudin-1.0ccludin FiE BB (5590, x200)

Fig. 6 Effect of KXJD core formula on expression of Claudin-1 and Occludin in skin lesions of psoriasis-like mice (IF,x200)

3.2.5 KXIDXFFER R AR /N R A i sgm 5
mﬁﬁéﬂﬁﬂﬁﬁéﬁtgﬂ@mmﬁ\]§?ﬂiﬂ@ VEGF 5
CD31 Rikitidih, 7EW Al 5 IEN R4,
Eﬁﬁﬁﬁéﬁttﬁﬁ%ﬂéﬂ*VEGF\CD31?%LEEU3
TR (P<0.05) ; S AL 4] L4, KXID 41 VEGF,

CD31

V\

7 KXJDXRBRRH /MR EH H CD31.VEGF &ki%

F8 KXJD M REHE/NR KB B VEGF.CD31 R i& 8§15
(x+s,n=6)
Table 8 Effect of KXJD core formula on VEGF and CD31

expression in skin lesions of psoriasis-like mice (x+s,n=6)

4151 Mg ke VEGF #8147 CD31”I5E!‘T$
VEG 157 4N i &5 /4
R I 4L 37.72+0.89 53.33+7.02
TR AR 21 89.66+8.01"  179.30+7.10"
FRKXID 4 30.42 20.84+11.407  82.67+24.13Y
FRE 2 i A 24 115.5421.47"  174.33+63.97"
FRE S KXID A 30.42 69.09+17.77  57.01x22.91%
1] B ¥4 A5 80 4 56.53+28.96 288.0+9.85'?
i) Bk 9 ¥4 KXID 41 30.42 67.13+12.89 126.3+35.92%

5 R R IE 4L Y P<0.05 5 5 H IR B 4 H B Y P<0.05;
55 5 25 FE VR MR 2 [ AL Y P<0.05 5 5 [R] B FE VB 2 [ AL Y P<0.05
. 76 .

CD31 3k B 598 /0 (P<0.05) , ML PN 2 200 JH %5 5 sk
%, M AT ik . 7 BRER BB, 5 IER
A RCH TR 2 LA [R] BRIE R BRI 4] CD31 & ik W
i T (P<0.05) ;5 1E & 20 8, (] ik J8 v A A 2
VEGF KL N HER TG E L. WK 7,388,

A (Fe etk , <200)
Fig.7 Effect of KXJD core formula on expression of CD31 and VEGF in skin lesions of psoriasis-like mice (IHC,x200)

4 g

BB R AE R — B BRI R R R S R A
SEMEME R REEER, IHRKRERLXHE
BUMRRE ., EAAMURZKRMBE LR, E R
e 18 5 AT SN A B R B A 85 . A ST AR 4

i TMQ 75 A 1> (1 Ll b B 1k o | A R 9K
{/\”’ﬁ“lEﬂ%’X%@/‘”ﬁﬂF%&(@ﬂ%EfiT 3 40K 3
JEEER IS RRBEA MRS 5, B AERAK
FE FE Ve PR 2 TR i s 1) 2 ) B H A= 2 AL

SYG AR WO, R RBINE T/ NRE R
PASI VY41 3R e 38 JE 7% B S A 0 2 L2 i, IR 55 1
I IR B 555 68 6% TR R S s RE R B . A R S R
2 R K 1A BT B A DR SE SR AR B
G EMRESFBOTLARE, HAZHAET
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K, E T ARA A AR L A A D) B R O % T DL 41
BEESE 5 TR S BB AR AN BUL R W
R AR | R A B 4 ) L 2 PR AR AR AR T 2 30 X
AR A, FABE 2457 0 AR ) 2 R B

b — 2 BT B, RS2 TE S R S R B IE S B
e I B O [ R o R 22 g€V B M T 9K 3
26 WLRR T 5 T % o 0 G I, B IR 414U H TL-17A
IL-23 . IL-6 }2 CCL20 mRNA ik K FEH T+ = i i,
P& 7 K IR IR PR 55 5 07 WS T IL-23/1L-17 Bl T 2
HE S E 20 M0 B BR VA B 7 IS SR T i 4 B
RCE N K=l EAI ST ETE IS IK-EF T
PER CD317 5 1% 3% 1M 4 D BB ) VEGF > &3k W] 4
R R BT RE S AR T B KR R AR P AR
Ao MZTF, [ ERIE R 2 88 5 B0 B2 45t PASTIT 43
e R L TL-10 B AREEPE TR 5 %, 457 [ Bk
FE VS F 5 W AT RE FE v P L ML A4 09 f 9% T R
I, BCEA R E R B TR 408 B IL-10 43
ZAMH . AR KA ER BRI, 5 A 3%
J2E 1) 1 B it 7 RO BT 4, 38 i B 8 7 25 1] AR 3 0
kA 7S T ] e R R S R I T
[i] B JE Vo 1A 20 S i R CD31 ik VEGF SRk 7
LA S AR, R RE A DR Ry B K I B S e P R
AE PN B AR I A R L B PR A, O HL ] R FE ¥ R R AR
LT RSBt it - PR 7 3k AR O dole ot - 1R 45
P 82 S 8O M A 51 R SORE RO, I X I
N R A AR 0 A K R A A 48 2R R T
J2 AR o, CD31 T iRy A 4EHR 9 B 40 A 57 3 1 sk
Z 5064, 2R B i i E R AT RE S E0)R
VEGF (1% PR 38 1 48 5 A L2 2 i

B X FE VR N AR B L KXID B T
WIVRIT 3 o A 7 TR B3 1) il Ak, 7 PR
BEE il T S S R R L 28 kLB BH AR,
THEAMERE T SRR IRERE S TS,
/0N BRUBZ TR S5 5 14 B BH 0 0 I N R E K A
W ks L X 5 2 H0 X TR B IR T R A i R
B RS oe 3] T — B s e a A kg 45
S EOULHLIE S T KXTD BE$2 TH 8 i 5 /N BRI 7538
T, 1 Bl TR IR I AR UE T W B B 2 i 1 e
JoR SOOI B8 1, 6 B FE VA 5] AR I A R AR ST
LI KXID — J5 TR T R R A B
FRCER g AR ol P 28 A EE A DL BE VT Bl
LA I 5 D5 — T TR A IO OO A o B M R e R
WU T Ry S A I B A

25 LTIk  AHIE ST N A T Hp 2 5 R] k2 Fh g

& B B A UK A IMQ 175 5 I AR B 5 /N BB L, AN
ENIE T “Z AR AT B 45 B R L, iR $8 R T
AN 7] S V8 B 2N 5 1 A FL IR 22 57 - FE L FE VR I
TR Ak TL-23/1L-17 14 5 19 58 i B 0y S e 1 1l 45 2E
A, AL 0 FE VA PR T R 18 i A A [ R E S
DU ) 458 5 38 1 ) BB O 75 e I A PN B B
X IO A R AR T B A e R A . KXID G Rl
JF RS I T AR M OE R S R A AR AR L AE 2
FEV T TR B Y vp 2 3¢ B S 35T 0, G X [ Bk 9
AT 1 R TR B AR S e 45 ke B . ABERCh
WRIER A EERWIGRR AL T LK, b
SRl ROKG M2 FH KXID IR Y7 AR i i $ A T Rk 2% S 8% o
AW GE 1 AF A — 7 0 Ja BR 1, IMQ A 1 5]
(62.5 mg) /55 (AR 8 9 T BE 7= A= “ RAEA RN 7, RN 245
WA B 75 AR T s B VE FH L 42230 B, 3 o 55 1 9E
Yo & I R 1 bR it S BER R E ST 22 R
ORI R . RO AT ] S RS IMQ
T AL AR IMLQ Ay FH ik B sl 301 k| LA A o™, 9 9
VAR T 9 1175 AR L 9 aE— 25 R A% X R A2
1A H 57 BH B 13 38 7 5 % MU 51 8( TRPMS) B I 3%
A EL A BH B 7 8 3 0 % VSR 1(TRPV 1) 2535 4
JERE T PR VR 48R R )2 B 4 T HLE
[(FIzEMzR] AXRALAATH B4R,
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