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 E HH AR HREATRRE S04 R K (AD) D R F ke FRAER , R LA AALh . AiE #5650 A
R BIANE F R k5 A 54, PP i 3 AL (A2 ) AEAVA (B4R ) Mo B AT TR (R PExd B, C 40 ) ik R T fza(D4a) (i
FRANI R R FIRM(EL), H410 R, BRAMI, A KA RM 2, 4- A EF+H HRAMEZ BiEH & AD ) KA
A, AFEBEFTRA, 5 A4E A E K (1.5 mgke) F2/3 0 R (10 mL/kg) % C D B4 RATH T , AR 1K, %E5:28d.
KRG R FARF A &L H IR R R 2L R 0 R B A 5 AL SRR B IR e, g R IR E AR s Rk P R
&G E(IgE) . & @ e 4(IL-4) KT, 5K S 9% 32 6 AR e ab it /)y SO 3R 2k 2022 P 48 R & 24Kk o (GRau) \GR FA bk 2 e,
%, & A Western blot A5 /R FF 38 & ik 4128 b GRo . GRB & & B & & 5B B(AKT) /4248 /& & S6 38 1 (S6K 1) 12 5 i@ 5548 %
FOeF AN, BR 5B, C.D.EA/ D A3 E Ak KA A I 2R ;D B4 Ko iF 7 IgE IL-4 KT 2 F A%
(P<0.05) , GRax FRPE 2w L34 2 238 m (P<<0.05) , % & F GRa & & £ A K-FH % (P<0.05), &% & ¥ Gail \Gai3 ,p-S6K1 ., p-
AKT & & F 5 K3 R F A8 (P<<0.05) ;E 28/ L, GRB MM 40 i 40 B ik 1V (P<0.05), & & F GRB ki KT B FHAK(P<
0.05), b5 Cirbdr B4l R A B30 Bk K g R AL T KR, foiF W [gB IL-4 K -F ¥ 2 F BAK(P<0.05) ;D E 41/ & GRa 814 21
R H R33 hm (P<0.05) , GRP Fa A 20 fe 4 2 3% & ¥ (P<0.05) , % & F GRa & & & ik K -F 91 & (P<0.05) , &% & ¥ GRB.
Gail .p-S6K1.p-AKT #9%& & A& ik K-F & E 40/ R Gai3 #9%& & &8 K3 2 F K (P<0.05), FEI W MR b xT A2 R 509
AD ) R IR A T IRAE A, AR T AR LB ) Gad 1/3 #5509 AKT/S6K 142 5 1@ 98- K 4547 .
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Intervention effect and mechanism of Hippophae rhamnoides oil on glucocorticoid resistance in
superantigen-induced atopic dermatitis mice

WANG Xinxin"*, CHEN Xiaoyan®, LI Sijia', ZHANG Wenlian>’, WANG Kun’, DOU Degqiang' (1. School of
Pharmacy, Liaoning University of Traditional Chinese Medicine, Liaoning Dalian 116600, China; 2. College of
Basic and Forensic Medicine, Baotou Medical College, Inner Mongolia Baotou 014060, China; 3. Dept. of
Pathology, Emergency General Hospital, Beijing 100028, China; 4. College of Traditional Chinese Medicine,
Liaoning University of Traditional Chinese Medicine, Shenyang 110847, China; 5. Dept. of Pathology, the First
Affiliated Hospital of Baotou Medical College, Inner Mongolia Baotou 014010, China)

ABSTRACT OBJECTIVE To study the intervention effect of Hippophae rhamnoides oil on glucocorticoid resistance in
superantigen-induced atopic dermatitis (AD) mice, and to explore the mechanism of action. METHODS Fifty mice were randomly
divided into 5 groups, i.e. normal control group (group A), model group (group B) , dexamethasone intervention group (positive
control, group C) , H. rhamnoides oil intervention group (group D), dexamethasone+H. rhamnoides oil intervention group (group
E),with 10 mice in each group. Except for group A, other groups were given 2, 4-dinitrochlorobenzene+staphylococcal enterotoxin

B to induce the AD mice model. Starting from the 7th day of the
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experiment, groups C,D and E were given dexamethasone (1.5
mg/kg) and/or H. rhamnoides oil (10 mL/kg) intragastrically,

once a day, for 28 consecutive days. After the last medication,

ANATH
* BB BT . BRI TR 8 T e the pathomorphological changes of ear tissue were observed by
VER . E-mail:57667478@qq.com HE staining; the serum levels of immunoglobulin E (IgE) and
#IBIEIEE 22 WA S Wi BESE 5 18] - AS R AL F interleukin 4 (IL-4) were detected by enzyme-linked
FH M 25%8, E-mail : doudeqiang01@126.com immunosorbent assay. Positive cell count of glucocorticoid
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receptor « (GRa) and GRP in the ear tissue of mice was detected by tyramide signal amplification. The expressions of GRa
protein, GRPB protein, and protein kinase B (AKT )/ribosomal protein S6 kinase 1,S6K1 (S6K1) signaling pathway-related proteins
were determined by Western blot assay. RESULTS Compared with group B, the skin inflammation in the left ear of the mice was
significantly reduced in groups C,D and E, the serum levels of IgE and IL-4 were decreased significantly in groups D and E (P<<
0.05) , while the number of GRa positive cells and GRa protein expression were increased significantly (P<<0.05) ; the protein
levels of G protein inhibitory subunit 1 (Gail) , Gai3, phosphorylated S6K1 (p-S6K1) and phosphorylated AKT (p-AKT) were
decreased significantly (P<<0.05); the number of GRB positive cells and protein expression of GRB was decreased significantly in
group E(P<<0.05). Compared with group C,the skin inflammation in the left ear of the mice was almost clear away in group E, the
serum levels of IgE and IL-4 were decreased significantly (P<<0.05) ; the number of GRa positive cells and GRa protein
expression were increased significantly in groups D and E (P<<0.05); the protein levels of GRB,Gail,p-S6K1 and p-AKT were all
decreased significantly in groups D and E(P<C0.05) ; and protein level of Gai3 was decreased significantly in group E (P<<0.05).

CONCLUSIONS H. rhamnoides oil has an intervention effect on superantigen-induced glucocorticoid resistance of AD mice, which

may be exerted by inhibition of the Gail/3-induced AKT/S6K1 signaling pathway.

KEYWORDS Hippophae rhamnoides oil; superantigen; atopic dermatitis; glucocorticoid resistance; AKT/S6K1 signaling

pathway

IV 2 & (atopic dermatitis, AD) S JL#E WL 2
R A SE VB RIS I IE , S S B R . TERERIEEIN,
AD W R R IR BAE L0 F X 3R
JLEE RN ADAERRARIEA T 55 3 YR 4 S L P A e 22
@R, AD U R T 1998 4E19 0.69% 7151 2014 4F
1) 12.94%" ., Z EGYT 46 B Y S0 FHBE K B &%
(glucocorticoid, GC) M AD JR&Binyr i —Z 25 7 SR
M, — 46 B EAEINH GCIBIT I, B 1R Y7 I A] 14 25 1
PR, BT RCRY . I, SR G R
BN IR vk, T ADJRYY I i K It A &
B AT A E L, BT (superantigen, SAg) j&—2K
R T 20 TR B B 1) A B, HOAS R 23t St 2 3 240 it fn
T, AT DL 2 i RO RS e e A . B R,
AD F8 35 e 0 Ry 8 S A ) 4 AR A BR TR AR Y
SAg S5 T EIBT R A",

Fh GV BURAA Y VR Hippophae rhamnoides L. 1)+
PR AR S, F O B SR R RS K R T R R
HIRIT o PP BICR I S AV R S rp i B B 22 AR ) T
PR, BA DU PUial Ay S E T Y, AR
AL TR 5 2 IR, VD IR v v o 22 58 TR AR
fit} (mitogen-activated protein kinase, MAPK) {5 5 i {4 14
5 AD /N LR SRBE N 2, i3 Thi/Th2 R4 , M1 f 450 )m)
B K B BT R Y A 1 3R08  B 2 R kBRI, ARG
FUAERT IR 0 Bl b, R AD BEHIZR A 53 7 U0 iR
THXT SAg i T 19/ B AD PR BT T U4 FH S AHDCHL
il S AR SR = v 548 AD SR K Pe i T 45 it 4t
2%,

1 #7F#
1.1 FEUE

AHFSE T FIAL 8% 3= EAL4E . ASP6025 Kl 4 [ 5h4H 41
7K HL \EG1150H eagle F AL . RM2235 RILH 1]
ML (5[ Leica A ) ,BSZY23S-Y B H R (JL i FE £
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FIHHL RS RGEA R 7)), 2800UV/VIS HIEEAM 36 1
L Te ] (i ) {3 A BR A A, Biofuge primo R FUAIL
T B B0 L (32 [E Thermo Fisher Scientific 23 7] ) ,
ESP200 i H 3k {X . 4200SF BYHEE L A AR 53 M1 22 4 (-3 K
ReRHE AR AR .
1.2 FEHRS5RF

VORI (15 GR-134-161229) I [ 1L T4 T4 4
LA PR F] 35 A RE R (3 A S v R
33.10% AFHEH R 27.52% AR IRTR 26.87%) 4+ 15 B 1 B-
TS N2, 4- R RS PK (2, 4-dinitrochlorobenzene
DNCB, L5 BCCC2721, 2liJ% =99%) 1 [ 5% [ Sigma 24
5 M KA (15 200311, HA4 0.75 mg/ H) W T 4
B E 25\ AT BRN 7 5 G 50 B 5 % £ 32 1K o (glucocorti-
coid receptor alpha, GRa) HT 1A f I GRB $Lik . lE G
M o SF A7 1 (G protein inhibitory subunit 1,
Goi )P Al Godd HUAA G AZME AR 2 11 S6 J il 1
(ribosomal protein S6 kinase 1, S6K1)PriA | I w2 1k
S6K 1 (phosphorylated S6K 1, p-S6K 1) HTA | i 2 1194
B1/2 (protein kinase B, AKT1/2) it 1A | 4 5 i i 1k
AKT (phosphorylated AKT, p-AKT) HiA A 5 H s -3-
TR 11 I ( glyceraldehyde-3-phosphate dehydrogenase,
GAPDH) #iL{& (4it 5 43 71 by ab2768 . ab233165 , ab3580 ,
ab23315.ab32529 ,ab59208 ,ab300473 ,ab38449 ,ab8245)
I 3 [E Abcam 23 ] 3 FITC ARic 4 LU =E- B0 e fe e Bk
# M1 G(immunoglobulin G, IgG) —#t (35 GB22303) Ity
H BB ZE R AR YR BRA ) S IgE T4l Ar 2= 4 (in-
terleukin 4, IL-4 ) g 5 6 728 WY B 52 (enzyme-linked im-
munosorbent assay , ELISA ) {71 &5 (#L5 4371l & SEA545
Mu ,SEA077Mu) ¥l 4 B 7 2 T BERHE e A BR A A 5
BCA & [ e i e %) 6 B8 B ECL Ak 2 & tilf &
(L5351 4 PO012S , POO18S) 4 [ | 985 8 2 KAL)
HARARAF,
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1.3 ¥

AWFSERT 544 SPF 2% BALB/c /)N i, MEHEAS-F
6~8 JEIE KT (20 +2) g, B T RAAEYH AR
H R A S50 s W A r= 1R nTIE 5 2 SCXK (A1) 2020-
0001, /NI A S FE T SPF RARMESI I =N, BN R
JE (24 +2) °C AHXFEE R (50 + 10) %, PRI 19
R IR A F AR EARDRE B RGE I PR SR T d
ARG 7 %6 O3l i A Sk PR 2 e sh e BE 2 By Stk v (1t
TESH 202245595 ,
2 A
2.1 ZhYIHA EES5%YH

#4450 HU/INERAZ HRBEALE - 215530 5 41, BV IE 5 %)
HEZH (A L) FEAIZH (B ) (B ZEAR AT L (PHIEXTHE,
C4H) VBRI T L (D 41) Hh ZEARAN -+ B 75
HEH), B 10 ., A4, HAKHAYRA
DNCB+## 28k # 17777 % B (staphylococcal enterotoxin B,
SEB) il #& AD /N B, HARGE AL 7 &7 SCHk[12]
FIFERE b Db G SRR 1K, 28 BT A /0N BT 3 B2 JOR o
EAT(REBEHAA 2 cmX3 em) ; TSLEH 1.3.5°K,
4 2.5%SEB ¥ (20 pL) . 19%DNCB % (200 L)
T B.C.D.E4l/NRIFHE T, AR LIk, I3k A 5K
55 7 KR, fi H 2.5%SEB % (20 pL) .0.5%DNCB #
W (20 WL) 4K T B.C. D E 2H /)N B A: B Je Jpk ik kA7
Wk L3RI R T, FE 109k, SIS 7T R, 40
{68 FH b ZE KA (1.5 mg/kg, 7 AR 4 SCHR[ 13135 1) Fl/ak
YRR (10 mL/kg)"™%F C D E 4/ A THE E , 2K
LR, %4528 do SZERER 35 K, BRI EUIAL 5 Ab 7E /I B (B
MM AR FER , R AR LS T A /DN RS B B2 R A ) L B 4
/BB E I, 76 4 °CF L) 4 000 X g B5.0> 10 min, B4
BT —80 °CUKAFE T RAT o
2.2 JRIBHAAFENE

BGER /I B AE B e e 4, FH 4% 22 3R W RS [l 2
2K B RS AR HUAL TRAC RS | RS O
(JEEER 5 wm) o HMATIHRARZR - (HE) Yo 0 )5 76
TR T RS AS 2H /N B2 H B TR A BB AR R, I o
BN ZE HR 2 IR R R IR
2.3 MiEFH IgE IL-4 7K F B4

K FH ELISA ¥EKG I . BUC“2. 17300 R W4 A7 1M7L A
it VR A BRI, 22 A 37 & 156 B A3 D7 v A R 454
/B P IgE JIL-4 K-
2.4 EHIBREKELZH GRa .GRB RIiZHIHE
2.4.1  HEBH AL GRo . GR FHE4H B I

R G PE D CHBRIERTI o BN BR S B 1 k4
AU 4% Z2 5 s 5 8 h, Bk (i B IR I 45
WAL B  SIEA R R (RS pm) 2 H
IR BRI PURAE R I, LA 5% A 1L E &
(albumin from bovine serum, BSA) £} [4] 1 h, 43 51 i il
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GRo . GRB LA (R BE LU A3 R 1:500) ,4 °CHEF 14,
Ve R a2 P (R REHLAB 1:1 000) , & YLy K
B R FEDOLR M T ORERG, T 200 5 RIGECT
THECEE S AUET o GRoc . GRPB FHA: 41 BBk ( — 2 B ME ek
PR soh) , [W—ik Wl -0 S IE TR A
ANFAEF T %) B 240 RS, A A 2R A 1Y) B P 240 R A 7
5T -
2.4.2  HIBH AL GRa . GRB K 57K A6
I/ IN BRZE HH 2 R A 48, SR P2 250 0 240 i S8 1k
PRI A A B 1, SR Western blot 35 4630 4% 25
o GRa 2K [ R 157K B MR 11 GRB 85 1 Rk K-
DL BCA 500 e 2 ok B2, 24 i DR R R vk B &
6.25 mg/mL, W KIS PE 5 min, B 50 weg AR MR A n 2R
FUREA T e S IR 494 - 3R DN 44 T e B8 Jie FL 9k (FE 80 V
LT HL YK 30 min, 2R 5 R HL R & 120 V4K SE LUk
120 min) , {5 5655 B (HL, 1 70 'V, 55 B 18] 70 min) , DX
5%BSA Ef 4] 1 h; 43551 A GRa.GRB .GAPDH 144 (Hi
BELLAII4 2 1:500) ,4 °CF A3 IR H =R 1 h, LA
TBST it 5 min X 6 YK, A —Ht (F&RE L5 1:1 000) ,
ZIFEE 2 h; FRLL TBST #1E 5 min X 6 ¥X, il A ECL &
T, R B AR RGO B 52, I FH R 58 H Al R
A e £y I . DA H R A 5 IKEEE S NS &
1 (GAPDH ) 255 K FEAEL Y FUABELAE AizeiE A B Y A

FFRS FeIR K-
25 HEERKAL R AKT/SOKIESERBXEDSR
gy kol

K F Western blot 7 46 00 o BN BLUZS B350 Jz ik 41
21, R V513 A0 i 24 v AR U R 1, B ik
B “2.42"° W F . H, Gail .Gai3 . S6K1 . p-S6K1
AKT1/2 . p-AKT —$t 1 B LU A5 35 4 1: 500, —HT A
BB 1:1 000,
2.6 FitFEFHE

K HI SPSS 26.0 A5, AFEIES M B
T ZEFF AR Y + s o , 241 R USRI PR N R 5 2257
BT, TP G LA R ] LSD-e 6y o A8 /K 7 =0.05
3 H#HR
3.1 MNREENNNKREHAAREZNRER

A ZH/INER e S B JER AN TG B S8 21 i 25 5 i R B 5
S ICEE T s 2 2 /0N B2 E R bk R R )2 A 2 O
BB HEZ R, B R 20 IR ok A5 7k S S E 2 R IR
B ZH/INERZE E B RR 2T i 38R B0 S, 30 X sl e ;s fb
TR R I /N BRUAE B B PR 3 1 )2 P e 3 UL, FR Ak
RN 4, B Z MY 5K, K RORE AN R
C D 2H /N 2 B0 B R 2T R L JE F AL R K R
i 20 MR FE AR T B AL I ks . B4R AE
TR Rz R AR R B FIE IR , i BE ML BGL IS R, S AE
YRR . 25 R ULE 1(C DA ) o
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IV Y B4
Bl SENRAEEHEKNRE AR RHEE N
B

Gt R es, 5 A4[(8.2+1.6) um] L4, B
ZH /N B ZE B R R R 26 K J2 TR JE[(64.5 £ 7.2) pum] i 2%
HM(P<<0.05) ;5 BALL#, C . D \E /N B2 B30 B ik
Y26 Kz JR IR RE 43591 A (39.1 £5.4) ((34.5+5.0) . (209 +
3.5) wm]¥ B E /N (P<0.05) ;5 C4 HL#, E4H/NR A2
TR R Ik 1) 2 iz SR PR 2508/ N (P<<0.05) o
3.2 /NRIMiEH IgE IL-4 7K FEME LR

5 A, B /N IgE IL-4 KF-35  2
THE (P<<0.05); 5 B4H H#, C.D . E 40/ BUMLE H IgE  IL-
4K B AR (P<<0.05) 5 5 C 41 b, B 41/ ULy
HIgE IL-4 /KF-34 AR (P<<0.05) . Z5RILE L,

50 pm 50 pm 50 pm

50 pm 5 50 pm

50 um 50 pm 50 pm

50 um 50 pm 50 pm

EZ

50 pm 50 wm

GRa-FITC DAPI Merge
A. GRa

F1 BAMNRMFEPRIGE IL4KFENEER (x+5,

n=10)
45 TgF/(pg/mL) IL-4/(pg/mL)
A4 3160623 304.1+418
B4l 1979.5£2729° 8364864
o4l 12713£2705° 610.1£742°
DA 13095244, 64172500
B4l 951.5+299,7" 48591607

a: SAZ A, P<0.05;b: 5B L #, P<0.05;¢c: 5CHL L #L,
P<0.05,

3.3 IMREZPEKAEL S GRa .GRB RIZHIME LR
3.3.1 GRo.GRP P4 M B0 = 45

5 AW, B4/ GRo BHPEZR Ik 2% 5 o481
257 L (P>0.05) , GRB BH 4 i i 2 48 Jin (P<<0.05)
LB A, C /N GRa BHMEAIIERE RIES 24 X
(P>0.05),D.E 4 /> B GRo FFE: 248 B 85 2384 hn (<<
0.05), C41/NE GRB FHA A% e &4 i (P<<0.05) ,E4H
/INER GR FH P 4 i 45 i 250 /0 (P<<0.05) ; 5 C 4L Hu AR
D.E Z1/]N Bl GRo BH 1 40 Jif 450 35 1 fin (P<<0.05) , GRB
FE P4 i 550 08/ (P<<0.05) . 4RI 2 .32,
3.3.2  GRa.GRB & R IAIKT- 24558

5 AHIE B A/ E AT GRof HFRIBIKF-
ZRIG I FE L (P>0.05), M HH GRBEHFEIL
KB E TR (P<0.05). 5 B4LHE:, CA/NREZEH
H GRa 25 A A /K P22 04 247 L (P>0.05),D,
E 2H/N U AR 1 v GRac 3B 1K B C 4/ RS A p

50 wm

50 pm 5 50 pm

50 pm 50 wm 50 pm

50 pm 50 wm

50 pm

GRB-FITC DAPI Merge
B.GRB

2 BHNBREMEKHALR T GRa GRB FRIZH RIZ W FE

-+ 2082 - China Pharmacy 2023 Vol. 34 No. 17

EZE G 2023 4R45 34 445 17 1)



*®2 BHNMNBREIHREKALF GRa.GRBFRIXERH
MELER(x+s,n=10)

®3 BHENMREABEKEALR P AKT/S6K1 5 S1E 1
XEAREKFNESR (x+s5,n=10)

413 Guil/GAPDH ~ Gai3/GAPDH ~ S6KI/GAPDH p-S6K1/GAPDH AKTI/2GAPDH p-AKT/GAPDH

a5 IR ' EHFSAT

GRe FFERHIAL GRS MFER AL GRa/GAPDH GRB/GAPDH
Al 65%19 15£19 027640042 0.2530.038
B4l 67123 U§£25 029340039 0490 0.034*
o4l 713119 302126 02910030 0645£0.070°
D4 n5t19 NESAL 0462+0.028 04800050
B4 295129 95+19 062820067 0.293£0.039"

a: SALLH A, P<0.05;b: 5B H4EE, P<0.05;¢: 5CALH %,
P<<0.05,
GRB & R R K- i — 2T+ (P<0.05) , E4L/NERLUEL
A GRB FRIAJKF I F FEAR (P<<0.05) . 5 C4llk
5, D E /N T GRa 85 R IR 7K i 2 T
(P<<0.05) , i 2 1 " GRB & 1 /K F & & Ik (P<
0.05), Z5RWFE2 E 3,

(i, —— —« 97 kDa

GAPDH S T S W 5 >:

A B4 C4 D4 E4
B3 ‘HNMREEEKELD GRa . GREEHFRIEN
ik

34 INREIBREBAEL B AKT/S6K1 {5 5B HELE
BRIEMNELER

5 A8, B4/ Gail \Gai3 . p-S6K 1, p-AKT [
BRI B TR (P<0.05) s 5 B4 A, C.D.
E41/NEL Gail \Gai3 . p-S6K1 . p-AKT 14K 1335 7K 14
i E AR (P<0.05) ; 5 CAH %, D E 4/ il Gail . p-
S6K1.p-AKT 8 1A 7KF e E 4/ Gad3 9 2R 1
TR BB FR(P<<0.05) . 5 ILE 4,33,

— -
P _' o

AT o G D - e
PAKT s——— S — ) D
carpy T YD .. 36 kDa

Afl B4 c4l D4l E4l
B4 FHNREABREKER B AKT/S6K] 5518 #E1H
KEBRIZHREIKE
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A 027410045 0296£0.050  0.798£0.074 0.280£0.050  0.785£0.076 0.288+0.042

BA 0764100660 076140063 0834+0.039 072740043  0812£0.034 0.758+0.081°
C4l 0391£0067 0562£0.084" 0801£0.054 057020053 07550049 0395£0.077
DA 049310042 0506+0.036" 0785+0.047 0.462£0.067 0.763£0.029 04820050
B4l 045240057 0443£0.037 0813+0061 0477£0.059* 0.778£0.084 04480070

a: GAH LI, P<0.05;b: GBA ILEL, P<0.05;c: FCHILEL,
P<0.05,

4 1Fig

Hh [ B 22 B2 e I RIFSE N LR AE 20 20 60 4R R
X3 5% S VD R B UR A B 2 E R T T R 7
Je S ) 4 52 56 v S VD o BT B R AR HJCEA
BN, AR, BEE XD BRI IR 2R R
BTV BARIM BT RAE Y STV RmAE K BRI
MR A B LR T HAT SRR TR W e 5
HNEAT B AR AT 8K, P R AR R A
BURAE fEdE @A, fESNH GC#T ADIRYTHT,
RV 7™ ST FH 25005, T3 0] RE BG4 9 R R YT e 1]
HREAS B R HEPT S TRY YRR AR 45 R
7, fii I DNCB Bk & SEB BB , /1N BRIk 41 814K JiE 36
U, (L35 TgE TIL-4 /K7 5 3 Th s VD R i & 4
FEARIAXT AD /INERARAE SN A0 A FH % 38 By g
AR Ay S 3, R IHLA R A R B 1Y) S E R I HA TR L /)
BRIV Y IgE (IL-4 KRR . ASBF5E 45 it — P Bk
T VPRSI B PR A AE TR T BT R VER

GC 5 541 M0 N 19 GRa 45 & T8 A2 A Wi iz 28 40
WA N 7 e AR A, GRB & GC fh i Fa R 7, REAE Il
GRo (G PE AU 30 3 8 98 bR A 1
2 20 /N BB 307 B2 JBk 2 20 P GRou . GRB BH 1 441 i %
B G5, 10 DNCB IS SEB BT , /N Bk
2 GRa FHPEANIEL S 1E 7 /N B AR 25 52 B Se T2
O, GRB PR AU R 5 . 1Fh GC s+,
GRP BHM: A B E R Bl T GC AR & 45 , e (i 3%
RHCPT R A . SR CF I GC 299) T T ,
AD /)R PR 41 20 GRo BHE 40 i 4505 1 AT Fb 3 22
SIGETEAE R X R VDR I B AR I A b %
KA, /N B R 20 21 v GRo PH 1 240 if 55 6 2 4%
Jonn s B R FH S ZE KA T TR, GR® BH: 241 it 55008 i
SRy A0 TR T SR B B b ZE KA N T e
1/ GRB FHPELHILES, SRR DT, T 3L 5E
GRa .GRB Y 8 R IRE O, ARSI 43 i $2 BT 45 41
INRZ R L I E A MEE A, IR T GRa,
GRB [ 7E R R LU i KB . 25 Won ,
DNCB 845 SEB U , /MR BRZH 2% H H GRo 2R
HRBKFSIER /N R 2ZEF LG8 L, BEA
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 GRB IR IAK T T mr o W VD R I s b
TR G M ZE KA TS , AD /N U BRSO A b
GRa i R IE ATy, B H h GRB A 1 Rk K F
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