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T JAKI/STAT3 {5 518 B ER 1 I iR th 4
SIEESXMEBRBOIERNG "

Foh  BATR R RFE ZBR]

LAt R R AR HT T BB, JLat 1007005 2. b4 P EERE, 14t B 4300735 3. ) JH i R 25 K2
BB BB/ T AR R IR, )T A )TN 510378

FEEE: B 09 3R Ao ok S MR8 B X ekok ﬁ%‘%?tg’(imiquimod cream, IMQ ) ¥ 5 & 48 /B /7 A% AL/ B R 36 97 16 L R HC AL

¥ 50 R BALB/c N RHA AN 5 A B @A AL R MFERTFA IR 4) B eFACURA) . FH= E%?k
FU(FHEA),F410 R, Za40REF B REBEHRL LM S0 mg, Ha4 A4 0 HRIK IMQ 50 mg LLEHE 6 h 547 ik 3K
A AR AR 50 mg, ek 4 SR R AR R ERAE LA F S0 mg, 5T d, T RFARBRAFEREE R
78 2k (psoriasis area and severity index,PASI) ¥ 2~ T 45 K J5 4 Z0 /N B0, BUN BUR B i X AT HE 26 MR L mE B A *
Ak,  ELISA 346 /N B i % & 40 jE /) & 6 (interleukin —6,IL - 6) | & 40 j /~ & 22 (interleukin — 22, 1L -22) B3R L FH F o
(tumor necrosis factor — o, TNF — o) #y 3 3k K F, qPCR 3£ AR B 471 40 4% o Bs & B2 3% B8 1 (janus kinase 1,JAK1) 5 4# § 5 # %
7% B F 3(signal transducer and activator of transcription 3,STAT3) B mRNA % ik /K °F, Western blot 3% 4 ] & 48 41 4 & JAK1 |

p - STAT3/STAT3 Survivin & A kA KT, %R .HE L FR LA EAAPR B AN BE ZEEIREALTL A
o3t & Munro f ik Y S 4R B R AR BE R GEA DA, T AR ERAH AL E L EE H PASIIF 99 B K, 2
Aok A PASI W KT R84, ELISA Rl £ R KA, S s a A, EAHIL-61IL-22 TNF —oa KFHEFEH(P<
0.05); 5 MR A A, &6 7 4 IL -6 1L -22 TNF - o AP 2 (K (P <0.05) s hmek 4 i 4l IL -6 AFARR T Fm4
(P<0.05) Aok 41 IL 22 AP0 BT HA 4 . 4 (P <0.05), qPCR #1 Western blot 5 2 % B, 578 g 4148 th, A A 41
JAKI .p — STAT3/STAT3 #1 Survivin % @ % 3 & F .JAKI mRNA STAT3 mRNA % ik K F 4 9 # 2 (P <0.05) ; 5 4 & 41 4
H,, % 337 41 JAK] .p — STAT3/STAT3 77 Survivin & @ % t A F JAKI mRNA STAT3 mRNA % ik A F 2 0 B J 6 (P <0.05) ;

Jmek 4 p — STAT3/STAT3 8 B 1% T34 41 (P <0.05) , Ansk 4 JAKI mRNA K3k K-FH B KT FE4(P<0.05), £k
S E B T AR R B R A AN RO R H’Jf’iéﬁzﬁﬂ?&ﬁﬁﬁﬁ%% BT A E T, AN TG R
IL -6 IL —22 TNF — o % 3% M 20 i ) F B & 3k 30 %] JAK1/STAT3 15 5 # 2 X B 40 4] & & Survivin 8y F 3k H %,

SKABIA 4B O 5 AR AR U R B 3R M 48 M I F 5 JAKL/STAT3 3 % ; Survivin
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Abstract; Objective ; To investigate the therapeutic effects and mechanism of Diyu Qingbi Ointment on imiquimod cream (IMQ) — in-
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duced psoriasis model mice. Methods : Fifty BALB/¢ mice were randomly divided into five groups:blank group,model group, modified
Jiawei Qingbi group ( treated with modified Diyu Qingbi Ointment) ,Diyu group ( treated with Diyu Qingbi Ointment) ,and Calcipotriol
ointment group. Each group contained 10 mice. The blank group received daily application of Vaseline ointment, while the remaining
groups were subjected to daily 5% IMQ application to induce the model,followed 6 hours later by the corresponding drug intervention,
continuously for 7 days. On day 7, psoriasis lesion area and severity index (PASI) scores were recorded;after the intervention, mice
were sacrificed , psoriatic lesions were collected for HE staining to observe pathological morphological changes. ELISA was used to detect
serum expression levels of interleukin —6 (IL -6) ,interleukin =22 (IL —22) ,and tumor necrosis factor — alpha (TNF -« ). qPCR
was used to detect mRNA expression levels of Janus kinase 1 (JAK1) and signal transducer and activator of transcription 3 (STAT3)
in lesion tissues; Western blot analysis was used to detect the expression levels of JAK1,p — STAT3/STAT3, and Survivin proteins in
psoriatic lesions. Results: HE staining results showed that mice in the model group exhibited erythema, scaling, infiltrative lesions, as
well as abnormal keratinization , hyperkeratosis, and Munro microabscesses, indicating psoriasis — like pathological changes. Compared
with the model group,the pathological manifestations of each treatment group were alleviated to varying degrees,and PASI scores were
significantly reduced , with the modified formula group showing lower PASI scores than the calcipotriol group (P <0.05). ELISA results
indicated that compared with the blank group,the model group had significantly elevated levels of 1L —6,IL —=22,and TNF —a (P <
0. 05) ; compared with the model group,levels of IL —6,IL —22 ,and TNF — « in each treatment group were significantly reduced (P <
0.05) ;IL -6 levels in the modified formula and Sanguisorba officinalis groups were significantly lower than those in the calcipotriol
group (P <0.05) ,and IL —22 levels in the modified formula group were significantly lower than those in both the Sanguisorba officina-
lis and calcipotriol groups (P <0.05). qPCR and Western blot results showed that compared with the blank group,the model group had
significantly higher protein expression levels of JAK1 ,p — STAT3/STAT3 ,and Survivin, as well as elevated mRNA levels of JAKI and
STAT3 (P <0.05) ;compared with the model group, expression levels of JAK1,p — STAT3/STAT3, Survivin proteins, and JAKI and
STAT3 mRNA were significantly reduced in the treatment groups (P <0.05) ;p — STAT3/STAT3 in the modified formula group was sig-
nificantly lower than in the Sanguisorba officinalis group (P <0.05) ,and JAKI mRNA expression in the modified formula group was
significantly lower than in the calcipotriol group (P <0.05). Conclusion ; Modified Diyu Qingbi Ointment can reduce the severity of skin
lesions in psoriatic model mice and improve their pathological manifestations, performing overall better than Sanguisorba officinalis Qing-
bi ointment. Its mechanism may be related to reducing the expression of inflammatory cytokines such as IL —6,IL =22, TNF - o, and
inhibiting the JAK1/STAT3 signaling pathway as well as the expression of the apoptosis — inhibiting protein Survivin.

Key words : psoriasis ;modified Diyu Qingbi Ointment ;inflammatory cytokine ; JAK1/STAT3 pathway ; Survivin
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1.1 SEIEzhYp  SPF 2% BALB/c MEME /) FRL2L 50
H,6 ~8 Jiii%, 18 ~21 g,y [ At st 4@ R 4L A /], 1F
AMIES : SYXK ( 52) 2021 - 0055, 555 % P55 i B
(22 +2) C,HHXWREE (50 £5)% , A B EHK,
AW R R () AR R A BR 2 | 5256
P12 R St e, ( BEAL 5 . SKLF - DWLL -
20230205 -01,
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ki 20 g, 752 10 g, FA 10 g) HUMIEIEH (4 H
i1 20 g, #5210 ¢, 38K 10 ) AR HTERE P25 5
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SEHELGHF, IF AR BT BE Be il 0] = 1 o O/W ZLH
J LYWL (HE 2/ 258 ) 0 28% o RIH = BEHCH
TR R R IR W] B4 ik L
H20160070) o WRMECREFLE (DU IR A PR
"), 35 . H20030129) , /M IL -6, IL —22 TNF - o
Pif 16¢ B 52 M B 3K 36 12 50) & ( Proteintech, 17 5.
KE10007, KE10041, KE10002 ) , JAKI |, STAT3 | Sur-
vivin , GAPDH ( Proteintech, 5% 5 66466 — 1 - Ig,
10253 -2 — AP,10508 -1 — AP,60004 —1 —1g) ,p —
STAT3 ( Abcam, 525 Ab267373 ), Real — time PCR
R & (24, 155 :AQ131 -01) , & RNA 21U
Fl & (P2, $545:00266 ) , FastKing ¢DNA 45—
A R & (L R AR, 585 s KR118 -02)
1.3 SRIENEE Ot B (Nikon, H15
Ci - L), % . ¥l ( Eppendorf, % 5. Centrifuge
5415R) , fititr % ( Thermo , -5 . muLISKANMK3 ) , i,
VK% (K fg, #4-5: VE - 180, VE - 586 ), PCR {X
(BIO - RAD %15, C1000) , 32} 5% ¢ %€ 12 PCR Y
(ABI 7500)

2 7k

2.1 DHEGEEREH RAMIETFREE /DR
I3RS M A A B IR A RIA A,
BRe 10 H o, G ERESE 3 d g, S B AR TE/D
B BRI 2 em x3 em R/NTE T, BE 5 U E
BT & A2 2 Ads R R
M50 mg; Hox 4 15 H B EREK IMQ 50 mg DIiEHE,6
h J5 53 TR R ARV IR KL AR 50 mg, JinwRZH |
M2 RITAL 3 BIR PR AR N 258 50 mg, HEAR YK
B2y FREE T A5 8 RIUM .

2.2 fEARFIE AR CO, WA T XA FE /MR
FEHEAT ORI, MV R E 1 h 5.0 10 min
(4000 r - min~") 4} BT, FF L E T - 80 C vkAf
e B 5 57 B 5 B/ B R R 0, KN
1.0 em x 1.5 em, [EE T 4% Z R EE, P4 B2 i
5o B T RS T BT - 80 CukF# .
2.3 /NRER PASI RS & H WAL I40 B E %
H /N IELL 5 T RX /N R AT PASI
4o IMQ 5 AER JE i /N R 41 PAST PF 4 2 BN
PR bR el 2 A LU S IR 3 T, 45
WNER BN 530 5 9, 53 mIA 0.1.2.3 .4 43,3 T
AR R ST, 3 OB ET R e e 1 R
2.4 IMNREBRERRKRE BHHEET 4% ZEH
B 24 h DLE A R BRPRAS , 2 1k [ 8 5 3d 8 5,

: Eclipse

WK A YR g B CHE Qe 1 R
J&  CE T R R
2.5 ELISA E# /MR imEs IL -6, IL - 22,
TNF -« BI5RIE  FEA0 RS BAR T A IR B =
SR AT AR IEFL , PR TR AR S I AR DAL
37 CHFE 1.5 h, Yot s B A=W 2 (b P ms B J A
fitbnfL, B AL 100 pl,37 CHEF 1 h, Ytk ; # HRP
bR BTAR AR A BEAR AL, B:fL 100 wL,37 °C I
7 0.5 h, Yeb ;s f i i A B bR AL, BL 100 pL,
37 CHEEIFE 15 min, FALMAZL IR 50 pl, ff
FHBGHRAAE 450 nm 352 4 A0 A5 I 45 LG % 2 (0D
B -2 i by o il £, T 55 A O b IL - 6,
IL —22 'TNF — o (3R .
2.6 Western blot % #& i /R Bk A 25 Fh JAKI,
STAT3/p — STAT3  Survivin fJRiEx 2@/ K
RREALHREUS R A, /] BCA I i &, &
AR UK RS R E T 5% BAR Wk Hh
P A JAKL (1 2 1 000) STAT3 (1 : 2 000) .
p—STAT3(1 : 1 000) . Survivin (1 : 500) —4¢ 4 C
FEIRIE & 207 ; TBST PR 3 YK, B:K 10 min, I A
Pt,4 CHIKIFF 60 min; PEEE H ECL W52, ffi 1]
Image J #AF53 M K BEAEL
2.7 qPCR E#il /R BB 4R o JAKI (STAT3
A mRNA Rix 2B RNA J5 8% H s 5 5o
¢DNA, L) cDNA M1 PCR, 044 :95 °C 30 s
(Z21E) ,55 °C 20 s(iB2k),72 C 20 s(fEAifr) , 3L 40
MG, L GAPDH Sy Py 2, il i 2742 ok 5L 1A
FIRACAREA S AT 500, 51 ) L 1,
*1 3|19FE3

519 ¥4 (5'—>3")
Mus GAPDH_FORWARD GAGCCAAAAGGGTCATCATCT
Mus GAPDH_REVERSE AGGGGCCATCCACAGTCTTC
Mus STAT3_FORWARD TGTCGGTTGGAGGTGTGAGGTAG
Mus STAT3_REVERSE AGTGGGAAAGGAAGGCAGGTTGA

Mus JAKI_FORWARD GACATCACCCTATACTGCGAAAC
Mus JAKI_REVERSE  GCTACCTCCAAGTCAACCAACA

2.8 SZitEAZE Gt AT SPSS 26.0 5
5 S22 5 JeA T IE A VE (Shapiro — Wilk) 577 225%
P (Levene ) K56, IE 2% H 5 2558 LIS £ b ifE &
(% £s5) Ko, & W DL A7 55 (0 4 7 B ml ) [ M
(Qs5,055) 1378 o AU IR IIFF GRS 701 H.
J7 2255, ARSI + b 22 (x = 5) 2R, ZAEHE ] 1L
BT B R J7 225301 (one — way ANOVA) , 21 [] 1%
PR LA e/ o 35 2 S s (LSD) Ry o PP R
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R g K e OB AL 35, =0. 05, P <0.05 KA
Gt

3 #R

3.1 BRANMREBRRIAKR PASLIES EHHAND
BRI 20T, IR By o BT AL/ B2 IR 26 2
R BRTE SOIRIR LB, 565 3 0%t B2 e /S M i

T, FFBER R AW, 55 7 KA KmALL
BE RS ISR i SRR SRR R R B,
I L, 3 ANRYT AL R 40U IR H B 8 el

SEERHE T R, 5 ALM L BT 2] PAST 143
WEFE (P <0.05); SHEAAMLL,3 MEITH
PASI PF3 24 8 F AR (P <0.05) , Hrpomik 4 PASI
P BT RIA4L(P <0.05) , L% 2,

x2 F7RZHANMBER PASI E5H (% +5s)

205 n ZI5E % )5 12 PASI 2453
ZEHd 10 0 0 0
BRI 10 3.20 £0.42"° 3.70 £0.48" 3.60 +0.52" 10.50 +0.53"
Sk 10 2.20 £0.42% 2.50 +0.53" 2.10 £0.32" 6.80 £0.63"
Hiugi2H 10 2.40 £0.52" 2.70 £0. 48" 2.10 +0.32* 7.20 £0.79*
e 10 3.20 +0.42 2.80 +0.63* 2.40 £0.70 8.40 +0.70*

F {4 13.833 9.874 21.349 61.770

P <0.01 <0.01 <0.05 <0.01

T2 AL, « P <0.05; SR L, #P <0.05; 5RA4LE ,"P <0. 05,

3.2 BHPMREBRADFREETE =HHEKK H
B SRE W HEPA Y . S AR R
A DL A 4 A 1] 24 1 ) Munro Sl i
RERVIEIE, al WA S A R, R R
N FURE)ZE A0 ] s R AT LA
BRI, FL R R DL AR Tk SRR/ NI AE , PR R

100pm _
,c‘

VRIS , B 2 S BRIk 55 BEK B I i b . 5
TR L, iR T R B ML 4 e ad B
Munro {27 i /b, R4 A JRE e I3 ] R B R T
SRR FE IR, FLR B AR LS 9 5K TS LI L, R A
J R A AN R B ry s, LI L

100p ‘ & 100pm
y? W 3 T 22—\ —

TE A A EL BRI CRAL; Dt 4 B RIR 4L
1 JBHENRERERRBE( x20)

3.3 KANMRIMEIL -6.IL —22 . TNF - a FiX
AKELRE SEH4ME, B IL -6 1L - 22
TNF — o 7K P  E FH i (P <0.05) ; SRR AR L,
BIRITH TL - 6 1L — 22 ' TNF - o 7K 5 25 P AIG
(P <0.05) ; hnkd] bl IL - 6 K7 B ELF R
JHZL(P <0.05) , kgl 1L — 22 7KSF & %% T Hotfy
4 RIALH(P <0.05) , L3k 3,
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3.4 BANREKALR JAKL/STAT3 BREAR
mRNA REFR HEHHAME, BAH JAKI
p — STAT3/STAT3 . JAKI mRNA  STAT3 mRNA #%ik
KRR T (P <0.05) s SRR M, &877
4 JAK1,p — STAT3/STAT3 . JAKI mRNA ., STAT3
mRNA 35 7KF 1 W 2 BEAIK (P < 0. 05) 5 Ik 41
p — STAT3/STAT3 W Z (KT HufiZH (P <0.05) , vk
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2l JAKI mRNA kK8 ZHML T RIPA (P <
0‘05)’IJ_|L1I7§]2\%‘:_<4\%%50
=3 &ANRMDEIL-6.IL-22,

TNF - o RiEEFR (Txs,ng+ L")

B n IL-6 IL-22 TNF -
SH4 8 4.0320.17 31.74 £8.23 1.50 £0.41
BiIZE 8 30.72+3.58"  263.77+54.67" 20.44 £4.55"
A 8 8.44+2.24%  71.21£15.29%4 4.12+0.83"
i 8 10.51+£1.92%  100.22£6.47"  6.97 £2.36"
R4 8 16.85+2.29"  125.12£9.17"  4.06=1.15"
F g 160. 550 91.460 79.701

P g <0.01 <0.01 <0.01

WS4, = P<0.05; 5EEBA L, #P <0.05; 5+
L, P <0.05; Stz L, AP <0.05,
Survivin S SRR S A — -1 8 kd
STAT (D Sl D SN S S5 kd
D-STATS s SN S SE—— a—— 5
W e — S— 33 ]

e - - G .

L .
S

JAKT

2 FBHNRERKEAL JAKL p - STAT3/STAT3,
Survivin EHRIEFR (X £5,n=3)
F4 RBAMNBEBREHZE JAKL p -STAT3/STAT3,

Survivin EHRIEEFER (x %s)

HE JAK1 p - STAT3/STAT3 Survivin
A4 3 0.45+0.05 0.48 £0.05 0.46 +0.03
BRI 3 1.03+0.05° 1.07£0.09"  1.02x0.07"
mEk4l 3 0.78 £0.07 0.68 +0.03*4  0.71 £0.06"
W4l 3 0.82 +0.06" 0.81+0.08"  0.76 +0.05"
FIH 3 0.80+0.02* 0.78 £0.07*  0.75+0.06"

F g 47.285 31.792 40.524

Py <0.01 <0.01 <0.01

W5 A4dl, « P <0.05; 5HIEIZ L, #P <0.05; 5Hb
WitA L, AP <0.05,
x5 BANMREKALR JAKI STAT3 mRNA

RiEER (x#£s)
215 n JAK1 STAT3

e 3 1.00 +0.07 1.05 +0.04
FERIZH 3 2.56+0.03" 3.13£0.17"°
Sk 3 1.41 £0.04" 1.57 +0.06"
Hiut 4l 3 1.49 +0.06" 1.76 £0.11*
e 3 1.66 +0. 10" 1.81 £0.15"

F 247. 664 129. 692

P <0.05 <0.05

WS Edl, * P<0.05; SHAI4 L, #P <0.05; 5F
A4 ,"P <0.05,
3.5 HBANRRERKALR Survivin B 5 RIXER
525 FUEA B, BT 2 Survivin 2635 7K i 2% T 2

(P <0.05) ; SRR A L, %3677 20 Survivin 3k
KPR EFEAR (P <0.05) , LK 4.

4 tig

BB B2 o FE” “ F5ei” BB
R A i PR LRI B2 DR B R AR LLBE TR |
I 2 FERI . EIACEE R X B R LY
PNZE UK (VSR BN S /162N 16738
MR =R 2R, I Ak 2 5 3 A o3, Hovb = B o 3=
MILIETA™ BRI o BA TR R T &
TRHER N R AR, BRI i ARE 26, 5
G RN, s -EA A, BN R e R
RIS iy, EE M PR AR B ULz AT
SZRHL, ZEMA K, LA AT AR SN 8 T LR, 4
JeyER R M, 2 BN BEAT 005 5 19 S 21 B2 4T, B
B8l DLGRCAR M L AR R SCRTCIREI8 ) & s AR AR
K TG DA o o A, BT A% WO Sl
PR TR AT 4G H O A, AT UL BEIE 65 21 9 1 4
JE FEAATH o MU IR R A o e iR R =)
SCATPE R B R, LA A B B
R . BT BRI, Bedr sl LA vt i
T JEH B A% LA L B Sk A T JE
IO 5 AR 0 B9 i PRIB T o

MM IE T i A ok o 2 AR SF A, T
AUt O R 2 DR R TE B I P AR R, BRI IR I
AELE M S , (245 i AL SO) BIA “ i A 0™ Z
RS R TEJE, RE T PRI AR R PR, (21
V) B IR PGEE R B WU A 5 A M i B
R, REZE MR T i B R A 2 IATR 2 45 , s HLAL
PER AR MAEAR o AR 3, PR, HoE iR
A0 Z BB AR I AL 5 T b 2 2E B 4 ) B R A AT
A, LB UL AR T GETHBEZ 28 IR ke
TIETAE LR H AT 05 JE 7 R Al L A7 BE T il i
8o BRI T, LSRR BE U B, (AR 2208 ) 7
Z TG IRE, BB K R R AR . W BER T AR A
TR IR >, 55 25 WO, AE RS 5 I3y v #A e 25
THBEZ AL, BE— 20 R AR A i BARAEAR , DRy it
feo B H2RT ORI, T RA DI A g
FUwi e R SR A U e AL
S 2 B A T BSR40 9 o O 5 a4, A
1M R AT PR VR o ARG, 4 IR T AL
L BB A A [ R By e H. PASI P {i
FRRAR, Hoh ik 41 PASL 340K F R4 (P <
0.05) , Z W1 ik i i 3 JE 5 167 B TR a5 /) B,
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BRI AR L S 2%, B BT iz i & AR S it
e IR R T e 5 mla 6 o HUAZ
UG BZIRZA (DCs ) 43 TNF — o IL — 23 2541
H+Z 528, IL - 23 il CD4™ T 4 i
A3k Th AU RE , 7= A2 58 22 19 0% X 7 i kafL A
T R G i) TAK/STAT {523 % . Notch {5
5 i AR 22 B AR IS R R 2 AR
WS 5 H A, BT T 410 E A A DCs |
KCs A A58 AR FH R 2 25 452 3 K S e I
INE SRS ST A BT el A R T e 0, AT
B2 A4 R g PEAN IR /N i 4
Pk G, A TR G T o

JAK/STAT {55 38 P& J2& S5 1k R A5 5 7E 4H
Mo P2 2 B2 b R An s 5 L 201k U
T BB 2 A FE , JAKL/STAT3 & H i i o
TEBRIKE B 2 — o Th17 402 S 4R 8 % &k L
Hlg B0, IL -6 1L — 21 IL - 22 | IL - 23 &%
P4 A T35 0] 3@ 5 STAT3 5 S 4K . G HF
58N, Th17 453 AbsK-F- 55 STAT3 ) 3Rk A7 IE
M35 27, STAT3 Wil 2 5 DCs 1 % B 5 W
S A A T AN M R R B SR R L
2 A, AT 00 R RS O B i 5 4 E S 5 IL - 22
3 JAK1/STAT3 ji B A0 1L — 20 J& E [ 5 i,
D b R A ARAR DGR 1, DA N 2 AR S o B 408 19 2o
FALELG: ™ o A BEST 3 W A oAy B A S8R A 2 —
B IR AT LA S 4 i) IL - 17 (STAT3 i 3Rk 2 5|
PURIE RS 5 35 3 A Uk 2 — Rk S
B FRAR B A RN I Z — 22 R E R JAKL/
STAT3 {553 % 19 335, DT ek 2 T 3 TNF — o\
IL -6 1L -8 % 58 P 40 i PR -7 19 0 b, 300 61 3 S T
AN AR T Survivin &G fL 1Y STAT3 % 1%
TR T EA 2 — BEg A At e
PEA R A 00 20 B O T, A R AL 4 R R g
15, ZEARJE I B R S b 2k % ARk s i 4
SR IR AR T 8 A TR A e /D RS EY 1A
J& ,/NELIL -6 1L — 22 TNF - « \JAKI .p — STAT3/
STAT3 & 4 2 mRNA  Survivin FEi5/K 0 B AL T
BRI, 5 ERBFFCARST , BTN R M AR I 965 X 4R
B IIRIT A — VR

TSR AL R BTz AR B W IR YT
WP O Z I UE . T BT LL3E 3 4061 ) B g
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