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O E BH BT FSEABAY SE8E4E%Y BIHMGB /#4048 L% = 3 % 4K (RAGE ) 12 % i 3% 34 48 s J&) B 70 4
J% % (DPN) K AL BAP 2 e B4 09 % rm . ik 84 R K AEA A xR (£ 22 37K ) DPN 4L (A2 & oK) F o # 1 B A]
F41(0.833 mg/kg) . F o H A B 20 B 4(3.332 mg/kg) ALFER 2 (M AT, 0.1 ghkg) . 41 K R HMGB1 % @ (rHMGB1, 8 pg/kg)
1 F S NEE S ZHHMGBL 4L, B4 12 R, Rt RRLsh, A& K R R A S8k & Is A AR IR B A IS IE S AL T &
897 XA DPNAEA . AR H 24 hJg , ATA A0 B R 1R, HE8 A, S5 RE ol X R 2 E hts H R BL . AR
BUE | AL B At 24 ik 08 AL WA KR AL B A 22 0 B AL A KR AL B AT 2 A R AL M AL B (SOD) & M & % —B: (MDA )
A A KR A B AY 2 HMGB1 . RAGE % & & ik K -F Fo 4% B F kB p65(NF-kB p65) & & BB ALK T, ER 5 paarbs,
DPN 20 K 3 A B Ay Z gk B 5045 = &, = ML 4 #m B4E MDA 4% % HMGB1 .RAGE % & £ A 7K -F F= NF-kB p65 & & B iR ALK
3 2 593 (P<0.05) , UM A B B A7 245 1R F 15 2hAb 245 S35 SOD &% 2 35 1K/ 1% (P<<0.05) ; 5 DPN 41 1t
B, FCHENBK, A FARFRER R LEIEIFY R F K E(P<0.05), rHMGB1 855 3547 AL R 5 Lik 34252048
B (P<0.05); 5 B, rHMGB1 T %, 55 & 7| & F & & 7 85 &7 DPN X R fe bk 64 B AKAE A B A B Ad 22 BAL BSR4 09 B EAF R (P<
0.05), £5i® F ¥ MBS T Akid it 275 HMGB1/RAGE 13 % i 85 5k AR s b | 4] AL B2 38, 3 7 5 & DPN X R AL B A7 2545 .
XEIR FOENEEARE BN ZRE ;545 FERE G BL AR AL T Y AR B A2 RAL R

Impacts of andrographolide on sciatic nerve function damage in diabetic peripheral neuropathy rats by
regulating HMGB1/RAGE signaling pathway

SUN Yuexian', WANG Jiumei’, CUI Xingang’, YU Jin' (1. Dept. of Orthopaedics, Heilongjiang Mudanjiang
Forestry Central Hospital, Heilongjiang Mudanjiang 157011, China; 2. Dept. of Dermatology and Venereology,
Hongqi Hospital Affiliated to Mudanjiang Medical University, Heilongjiang Mudanjiang 157000, China;
3. School of Public Health, Mudanjiang Medical University, Heilongjiang Mudanjiang 157011, China;4. Dept.
of Endocrinology, Hongqi Hospital Affiliated to Mudanjiang Medical University, Heilongjiang Mudanjiang
157000, China)

ABSTRACT OBJECTIVE To investigate the impacts of andrographolide on sciatic nerve function injury in diabetic peripheral
neuropathy (DPN) rats by regulating high-mobility group protein box 1 (HMGB1 )/receptor for advanced glycation end products
(RAGE) signal pathway. METHODS A total of 84 rats were randomly divided into the control group (normal saline), DPN group
(normal saline) , low-dose andrographolide group (0.833 mg/kg) , high-dose andrographolide group (3.332 mg/kg) , lipoic acid
group (positive control, 0.1 g/kg), recombinant rat HMGB1 protein (rHMGB1) group (8 wg/kg), and high-dose andrographolide+
rHMGBI1 group, with 12 rats in each group. All rats except those in the control group were fed with high glucose and high fat diet
combined with intraperitoneal injections of streptozotocin to establish the DPN rat model. After 24 hours of successful modeling,
medication was administered daily for 8 weeks. The changes in fasting blood glucose, mechanical pain threshold, heat pain
threshold and sciatic nerve conduction velocity were detected. Pathological changes in the sciatic nerve of rats and the activity of
superoxide dismutase (SOD) and the content of malondialdehyde (MDA) in the sciatic nerve of rats were also detected. Besides,
of HMGBI1, RAGE

the  expressions proteins  and
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phosphorylation level of nuclear factor kB p65 (NF-«kB p65)
protein in rat sciatic nerves were found. RESULTS Compared
with the control group, the pathological damage of the sciatic
nerve of rats in the DPN group was strengthened, the fasting
blood glucose, heat pain threshold, MDA content and the
expressions of HMGB1, RAGE proteins and phosphorylation
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level of NF-kB p65 protein were increased (P<<0.05), while the mechanical pain threshold, sensory nerve conduction velocity,

motor nerve conduction velocity, and SOD activity were decreased/slowed down (P<<0.05). Compared with the DPN group, the

above indexes were significantly potentiated in the andrographolide low- and high-dose groups and lipoic acid group (P<<0.05),

and the corresponding trends in the tTHMGB1 group were opposite to those in the above three administration groups (P<<0.05).

Moreover, THMGBI1 attenuated the hypoglycemic effect of high-dose andrographolide on blood glucose and the improvement of
oxidative stress injury in the sciatic nerve of DPN rats (P<<0.05). CONCLUSIONS Andrographolide may reduce blood glucose by
inhibiting the HMGB1/RAGE pathway and oxidative stress, thus ameliorating sciatic nerve injury in DPN rats.

KEYWORDS andrographolide; diabetic peripheral neuropathy; high-mobility group protein box 1; receptor for advanced

glycation end products; sciatic nerve; oxidative stress

WD T8 FE #2872 (diabetic peripheral neuropathy,
DPN) J& —Fl & UL A B PRI I R IE , 22 S BUR A T UK
SR AUANE | Rt M AT e SRR BT, =R
Yy .25 BB R 3R R ERUA ) R0 RN b BR 24 W T
DPN YT I — 259 , (R A0 ) 254 > 45 b 2 R AR
H. L, 8 Y175 297 & A 50 25 )k 167 DPN,
T TE N 2 B IR B ) 2500 3% Andrographis panicula
(Burm.f.)Nees i) LTG5, EAPLR DA
KA E Y. TSI , 2803 NS AT 22
PR 5 T /N BRA o0 BRI (HL 2800 35 PN R 4T
DPN K B A i 28 Dy Bt 4 1) 52 i) e 41 AH DG A
FEAB AN , PR PRI R B A 28 M A B4 s B, KRR ) %
W A 28 0 4 7R 3E B 4 1% £ 11 B1 (high-mobility group
protein box 1, HMGB 1)/ I 3 AL 28 7= W) Z K (recep-
tor for advanced glycation end products, RAGE ) {i5 51 i
AbTF AR B0 FE N BRRET 4 HMGBL/
RAGE {5 5l i 3 DPN K FUAR 45 2 DI RERL A i A
MR, PRI, A9 2 EEAR ST 2RO 2 N IR X DPN K Bl A
B Re i i el E AL, 2 DPN AYRYT S it
2%,

1 ##
L1 FEMEH

AHIFFE T FH Y = 248 47 ACCU-CHEK %! 5 47 1fil
AL (R ERFRL2AAER A BR A F]) L Von Frey IR X
(EFEUTC/AH]) .DB026 AL (AL REF LY
BHEARITT/ 7)) . PowerLab-8Ss % £2 31 i 2k Fi= 5
PCSEAY (BRKH. AD Instruments 23 &) ) .DM6M LIBS 7
Jeo B e (F5 [ Leica A W) \DYCZ-25D Bl & 1 HL Kk
LIS —ALER) ) o
12 FEHRBSKA

AHIEGE T ) 32 2245 5 5500 A 2 0 3 P iR b
i (6 RS F R A BR A AL 5 1A0360, 41 J% =
98%) , Bl KA A 2 (& v A st A Wi AR BR S AL it
520221003) , iR (V4 2 B B AE D RHECA PR 7] L it
520221123, 4l JF =99%) , HMGB1 4 7if 77 = 21 K 5
HMGBI1 % [ (recombinant rat HMGBI1 protein, rH-
MGB1) [ 31 (kB0 ) B3 B A BR 2 Al ik 5
20220809, &fi i =98%], K U & 1k ¥ 1 1k B (super-
oxide dismutase,SOD) , A /¥ (malondialdehyde , MDA )

TEZD; 20244755 35 55 5 1]

WA & (B SRR A RA A S 50 5k
20220910,20221123) , H J& —$Ht HMGB1 . RAGE ., ¥ [l
“F kB p65(nuclear factor kappa-B p65,NF-kB p65) Bk
1k NF-«B p65 (p-NF-«kB p65) | H 7 i -3- i iR i 0
(glyceraldehyde-3-phosphate dehydrogenase, GAPDH)
FR o F ALY (horseradish peroxidase , HRP)#1ric i1 L
FPi R P (YL Abcam 23 #5437l 24 ab18256
ab216329 .ab16502 .ab76302 .ab8245 .ab6721) .
1.3 ¥

AW 5T BT 3h %k W SPF 2% SD KB, 6 JRI %, 3t
84 L KT R 200~210 g, W [ T 4 31l A= 4 1= 25 1 5%
B PR A, A P2 VFATIES A SCXK () 2022-0064, FIF
H R R HAE IR R 23~25 °C X B 50%~60%
OB AC S 12 h I IREE e 3% . BT AT S SC A
P54 SREI , -2 S VT4 4 PR AR i BE BE S
PR Db (AL 54 20210019) .
2 AL
2.1 HE EESRY

i IR LA 7 22 B 84 H KR4 % B 2H . DPN
21 ZR O FE N BRI L 28 Do N R e ) e A R A
(BHMEXT ) THMGB1 2 Fl2E U3 P i 5 7] H -+ THMGB
2, AR 12 Ho BRXTHRAL A1, Hiae 45 4l R BRI R o b
o R MR SR A5 1 s 1 e MR A 0 2 1 7 U H 8 DPN R
BRI , ELPRBRAE AN 2 4 I BROR FH Wl 1 I T AR 52 8
JEE A5 12 h, e R S — P B 35 mg/kg 119 2%
EMRME TR 2R o TEVEST 2% BRI T 2 5 7296 h, A KR
PR R I I AR 27 = 16.7 mmol/L , o244 S i [
I, WA DPN K BB RURG EE R IN™ %o R ZH R FL ] it
FRERRE , LAA: BEER KA 29 SR b 2, LAY ERAE ]
TERGS R RN 24 hF , B2 SOk B TS s 4t SRk
ATeh 25 Ab 3L« 20 3 N BRAIG | v 391 o 20 K B 43 S I I
151 0.833.3.332 mg/kg ZH 0 PR, HIWE B 5K
A= BRER K 5 B o PR ALK BROE ' 0.1 g/kg By iR, JF
J I 3 S S AR A B ER UK rHMGB 21 K UM I v S
8 pg/kg tHMGB1™, JF3E B S5 A4 BRER K 5 ZF 0 N
Fits w5 77 H +rHMGB 1 21 K BRI s 3 24 3.332 mg/kg 570>
YE N TiE+8 pe/kg tHMGBI ; %) HE 2H \ DPN £ K fil ¥
LR P T S SRR BEER K . BER A2 1R R 8
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2.2 KERZHE MR

KIKEZE 25, I FH 310 i HE SRS 4% 21 R FRURS = 1L
BRI AEAL, BARERE I  RERAEE 12 h )5 B HEREAK
ST L FH 0 R B FE R K, SO it 8, R FH it A SRz
W23 BE AR
2.3 KERYARESE  HE B ER

KBRS IR BRI 52 B, BUFT A R R A AL
0 L A A I o A BRUATL A g 8 L g ks 0 o =
T 3 2 Von Frey {3 500K BRUS 2 2 G Hh [a] 348
A7, R 7 R /INIZR AR R Y R BRS040 2 B
X IO P 7 E B A ARG PR R BRI (o] s )
D7 AN K AR 2 55 CCHERG , 8 K B T Hubi
b IR SRR BRI SR 2 s I B R] R R A 1
24 KRSLBHEESHEEKRN

K ERAIUAH B | BRI 13 A Az i) 5 ), ) o
TR RCET A TN KBRS Bl ol A% e RS B i 28 il
BE o i8Sl ph AL S BRI T AN BRI B KRR
AR B LR T E R R R BT A B S R S ) 6 B
S E , HCET T [ HE A LR WUIE &k i 57 ¥ 0 R
I, 2 A PRE S0 s O LA SR H A v AR
W1, R S B AL B B [ AL R U (m/s) =
10 38 A £ 22 TR A0 BE B (mm) /L A 348 H 2 R AR 8
(ms)]o JEHE A28 A% S B ARG 7 AT < g 0 8 P
Bt e S AR 0 )BT OR R B P I e 2 | A
28 e AL , 2238 18 A FRAE 50 SRS SR A 25 L A7
TR T, I H SRt P 28 A% e 0 B[R o 28 1 e i
(m/s) = P HL % 8] A4 25 25 () /8% 5 i 28 i 57 TER AR 300
(ms)].
25 FRAWERALIE

L IRFE ARSI TE S IR T 29% 1 E L 244 (40
mg/kg) IR IFAEIE R B, 43 B IF WA Ak i Pl 28, 43l T
B (R4 6 HKEL) , —#B 4 e T 4% Z R W g
HFHE 0, 55 — 8B 70 - AF T —80 °CrkHi h H F
ELISA #ll Western blot 225
2.6 KRALBHZHFEITLEN

P18 E T 4% 2 B P EE 24 h (A8 B2 i K A7
IS, VIS pm BT o BRI A B Sk 4k,
e JE AT IR ARE AR e et Arp MR B, DG
2 W ICEE LS A B i 2 B AL T R
2.7 KRALFHZSODFEMER MDA &£

25”3 R AL P 8, S) R AR B O RN
10 cm [ ES.CHLT LA 3 000 r/min B0 10 min, W £E [
W, T ke e BRI G U I A5 O VA A I K B A il 2 rh
SOD {1t M MDA # & ,
2.8 KRALF#HZH HMGBI . RAGE NF-kB p65 EH
FiEH N

BC2.57 T Akl p 28, ) RIPA 24 22 vh g $2 X
AL B2 R R AR R T e R IR AR PR SR FRLTK
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(FLHE 100 V, LYK B[] 2 h) 4325 9756 # (FRL I 250 mA,
SRRt TE] 2 h) 2 B i 98 £ M (polyvinylidene fluoride,
PVDF) I I DL 5% Wil 4 Wit 5, 78 4 °C TR S
—$Hi HMGBI1 (% B L4 1:2 000) \RAGE (F B 4o 1
1 000) .p-NF-kB p65 (i B L5 1:3 000) \NF-kB p65 (Hi
FELLA 1:4 000) .GAPDH (R L5 1:2 000) I & 1174
WH S Z 5 R RG] 1:4 000) —E7E = IR T 7
A 2 ho JIA ECLIG AT HLALE 1, {87 H] Image J 34 XF
FAAH KEESE TR . SRA & A0 KA
H5WZHE A (GAPDH) 44 K BEAE Y I H R R H 1 1
By 221k 7K - , LA p-NF-kB p65 5 NF-kB p65 %5 [ 1 # ik
JKF- FeAE 678 NF-kB p65 & [ R Ak KT o

29 FitFEH*

f# 1] GraphPad PRISM 9.00 k-1 7481t Hr . 7%
GIESAMH T 25 MBI x + s Fon . 240
KB R 7 22500, itE— 25 P LR T SNK-g 6
5. K /KIEa=0.05,

3 #£R
3.1 FEREST ARSI MBI
5% B0 LA, DPN 2H K Fllas I b i 25 T3 (P<

0.05) ; 5 DPN 4 bhAs, 28035 PN BRAIK | i 771 2 2H A =
ik 21 K BR 25 T Il 2 1 2 B IR (P<<0.05) , tHMGB1 41
K23 I 3 T (P<<0.05) , HLZE50 35 S 191k
FHEAA B 00 0] A M (P<<0.05) 5 45 9750 3% N TR 755
a2 A, 203 P iR 2 5 B HMGB L 41K B A 1R
B 2T (P<0.05), Z5RWFEL,

F1 BAXRTEME VAFHEEE. DBEHRELR
(x*ts,n=12)

ikl AWM (mmoll)  HUREEE AR
TR 446403 1206+0.74 5284021
DPN# 18514123 3874016 1334£058
FOENEIHRA 1521+069° 5651023 10.12£041°
FOENERNRA 683032 1026+041" 734£030"
iEa il 681+030° 1034£036" 731£030°
THMGBI 41 2344106 2111008 1551063
SE DN A B +HMGBI 4L 11,56+ 048 7754031 11134044
F 977,600 1151.000 834800
P <0001 <0001 <0001

a: 55X HRZH [E#, P<<0.05;b: 5 DPNZH LLAR, P<0.05;c: 5250038
R L, P<<0.05;d: 5 28 0o 3 N i e 3l s 4 L A, P<<0.05,
3.2 FLERNESXT KRV ERE . AEREN

EjXT B L3, DPN 21 K ERALARUR 9 0 2 A1
PO R B3 T (P<<0.05) ., 5 DPNZ4H [, 250034
PRI AL « o 751 e L R = PR 2 DK UM LG (5 (450 (3 7
1 (P<<0.05) , Vi B (A 14 i 2 AL (P<<0.05) ;THMGB1
20 R BRML MO (39 1 2 [ 1K (P<<0.05) , BT o {1 Sk 3
FHi5r (P<<0.05) , H 2500385 PN IR 09 VR HLAT BH S 19 59) 1
WA (P<<0.05) o 528003 N TR 1 77 s 4 FL AR, 280
S PN TG 25 77 i +rHMGB 1 21 K BRI AR 0 it 5 R A1
(P<<0.05) , g BB 25 TR (P<<0.05) . S53RILER 1,
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3.3 FOEMNEEXNARLBHRZESEENZIT

Ej%f B2H L4, DPN 4K RUBGSE ph e S s
Bl P A T R 1 0 2 8 (P<<0.05) . 5 DPN 4Lk
B, 2005 N RARR L e 70 8 4 IR, o R 2 K LU vt i 28
1 T B B h 2 R ) i S (P<<0.05) , tH-
MGB1 41K FURGE A 2L R B G2 St el B 1
U2 (P<<0.05) , HLZ8.Co3% PR/ FHEL A B 08 A 79 o
WA (P<<0.05) o 5 280034 Y R e 71 4 HE 3, 280
T PN I v 77 R +rHMGB T 4 K BUBE il 2248 S % iz
Bl Gl B AR (P<<0.05) , S5 IWLF 2,
R2 FHARBRBEESERE EHHELEEE

b8 (x+s,n=12, m/s)

15 M s B TR
Boyiea) 62354311 4891205
DPN4L BA6E12T 25,56+ 1.4
FOENEITH RS 3L16£154 30784152
FDENERR RS 55674238 3886+ 176
iRzl 557942410 3890+ 178"
tHMGBI 41 1994£0.73" 2118094
SE DN A B +HMGBI 4L 34491168 0374116

F 873,700 347400

P <0001 <0001

a: SRR S, P<<0.05;b: 5DPNA L4, P<0.05;c: 5280034

PRI 2L He , P<<0.055d . 5 500 M PO 25 70 A 41 Hee , P<<0.05.,
34 FLERNERKRALBTHERIETHHZN

Yo HE A K R AL 15 22 i e R X 5] 43 A BB 25
FAIE R, HEF 3 55 s DPN 4 K FRUAR ‘B #f 28 h b 2 21 4 HE
G\ H B, R b , HAT R AR E A0 iR 5 5 DPN 41
B, 2005 N TR AR L e 70 8 2 TR o R 2 R L AL i b
9 BB 450642 5 5 DPN 41 L4, tHMGB 21 K fL A B i
9 BRSO N EE 5 5 2000 2 PN R R ) B A LA, 0
AT 5 77 HE+rHMGB 1 2 K B A 1 i 285 840 1t
&, RILE L
35 FiEREERT KR EMHEZE T SOD FHE R MDA
SENHm

E5XT 2 e A, DPN 21K R AR B e v SOD T 4 i

ALK R B.DPN4

E. B =R
T BRI SK TR R T 2, W (U Sk TG R SERE A AR

F AR MDA % i i 35 55 (P<0.05) . 5 DPN 41 LbAL,
SR N BRI B R SE R R FRAL B A2 SOD
TR R TR MDA 5 B 35 I (P<<0.05) , rH-
MGB1 4k FLAR B 25 SOD 1 M i P4 \MDA & &
BETHE (P<<0.05) , H003E N BRAAE FEAA B S 7
AP (P<<0.05) o 5 2800 3 PN TR 1) s 4 EL A, 280
& N BRI B +rHMGB 1 4K B AR B4l 2 Hp SOD i
EREIL MDA 5 i i THE (P<0.05) . Z5H UL 3,

R3 BVAKRLBHEZFSODFEMER MDA SELE

(xts,n=6)

a SOD/(U/mg) MDA/(nmol/mg)
poyiied) 2658341228 306£0.12
DPN4 96.67+4.65° 1269+ 041°
FEDENEITR R4 12669583 936+028
FENE AR 20445+ 10,77 511017
iRzl 20556£9.83 5124018
HMGBI 4 8223365 1489+043
SE DA MBI AL 143384677 836034
F 390.700 1254000

P <0001 <0001

a: %R S, P<<0.05;b: SDPN4L ik, P<<0.05;c: 55503

NI AL Hd , P<<0.055d 5 550 E N G 79 k41 L, P<<0.05.,
3.6 FILERNEEXKRLETHEH HMGBI/RAGE &
SEREXEERENZN

55X B4 LA, DPN 40 K B AR i i 28 v HMGBL
RAGE %5 4 635 7K -} NF-kB p65 15 H iR LK -1
T (P<0.05). 5 DPNZH AL, 280 NS . 55
1) 8 2H VG~ R 41 K B4l B i 28 v HMGB1 . RAGE %
1225 7K 7 M NF-kB p65 & [ 1 B 2 fb oK 735 i
ik (P<<0.05) , tHMGB1 41 K F A # #if £ b HMGBI .
RAGE 75 4 £k /K- K NF-kB p65 25 I AR b 7K - 14
B Th R (P<<0.05) , HLZE0 3 N R 9 /E B B B
FERARAME (P<<0.05) o 5 28034 P R e ) i 20 L3
20 TE IS & ) B HrHMGBL 41 K B AR B 1 2&rp
HMGBI1 .RAGE % %15 7KF J2 NF-kB p65 5 [ [ i iR
MK B THE (P<0.05), 459 LK 2 4,

ar

F. rtHMGB14]

G. ZE0 I N e 7 B+ rHMGB 1 41

1 FEXRLFHEREBHGHEMUEZEHELE)
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HMGBI1 29 kDa

} 42 kDa

A 2 x 2 SR
GAPDH b “ m 36 kDa
£ LY = oa |
A B ¢ D E F G

A:XTRE4L; B: DPNAL; C: G0 N BRIGRI 20 5 D G0 N i =
FIEAL B B R4 F . rHMGB 141 G S D E N T +rHMGB 141,
B2 ®AKXRLBHEZHHMGBI/RAGE {5518 KH

KXERAFRIEHEXE
F4 BAKRLBHZHHMGBI/RAGE 5 Si#@ K18
KXKEAFRIEKFLEE (x+5,n=6)

a5l HMGBI/GAPDH ~ RAGE/GAPDH  p-NF-kB p6S/NF-«B p6s
pipiec 056+ 0.04 031£002 0.12£001
DPN4 175012 089£007" 065£0.05°
FOENGITH A 131£0.10° 0.71£0.06" 0514003
FOENGEA B 078 0,06 043003 0344003
BiEmdl 0.76+0.07 041£0.04 035£0.04°
tHMGBI 4] 206+0.11° 1224015 0.78£0.06"
DN A H+HMGBI 4l 1.15+009" 065£0.05° 047£0.05°

F 235000 116,700 144700

P <0001 <0001 <0001

a: SN IR HAR, P<<0.05;b: S DPN4L S, P<<0.05;c: 558003
PRI HE A, P<<0.05;d: 55 27 0o P R e A 2 L 4%, P<<0.05,
4 g

DPN & —F 53 2 1) fi S A i i A 23R A T M0 .
FRELYE m E 2 B A 2 D RE A SSF 907 , 045
RO g H AR IR S T ASEESUR AT i i
TPk IR IR A5 L s 1 S 29% i JBR A T 28 1) 7 724 2 DPN
FERY, 25 R, 5 X B2 H A, DPN 41 K Bz i Il v
HR (T 5, UM 9 B ph 2t R B2 s Bl
L e R AR/ 2, 3 W DPN K U777 2 I it i
1 AT S LA A B AT T RS R . DY
FHF5E 20, B ALV L2 DPN B J il Lt , S804k i i ]
WP LR A TG M AR, BOE A ARETR AR 24 A
FEIE G, NTTIE B PR B, 00 e K s , 5l &
DNP" "', SOD 1 — A &P A ALl , AT ZERLIA Y
RAFHUAAE ™ MDA JE g Bt S A6, AT i g
[T SR A L R A AR B s R R AR R B
DPN K FRAFTE AL 1 #2800 o DALt AT
W BCRE A i i 2 SR AR N A 1 P B AR ST DPN A
BRI 22—

T S N TR A — DA 20 2 TP 0 LR I R AR
Yy, BABUEA PR BomE IR S O E R s
1A , 203 PN IR T A AORE PR R BRLIURE™ . 3 A o
A, 2503 N IR 1T ZE AR S A0 LK ST fin 2 B A4 i
RSCO6 1Y 14 51 , 7 1 e 55 J&] A 2 40 05" AT
7N, B0 TE TR T FRAR DPN K B2 I8 08, ol K BT
R Ak B G A R S A M A R A, L
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0 T PN TR ) o X O VR DB S o g4, el T
FIRRIGIR L% HTRYT DPN 259" AR B9 DAL
HBATEL Y AT RO IR . A RS R B iR
e R 20 EE N TR T DPN R BRU2s W A7 2 AR i
T 25 A B B Al P 28 S A N R 4 1) A A T 22
SRS R R X X R 20 R T BE RN R YT DPN
IITTEA R
HMGB1 MU —FZ P 7, i 2 —Fhril a1, 24
L7, HMGB1 ] 254 RAGE, —H 456 5 nl LAY
Nl NF-«B p65 2 BRIk , i Migs A 24 0
PadlaE , 10 HMGB1/RAGE {55 i % Al {847 - iR 20 i
B 52 o i 4 WS 5 1 SR N A s 4 1) HMGB/
RAGE {57 18 % 1 S0 bR R BUA A, 1 1 2 4%
P2 Ry e ™, ABFEIR B, 5 DPN2H gL, rH-
MGB1 41 K A% #fi 28 vh HMGB1 .RAGE % [1 £ 37K
F-FINF-kB p65 i F B2 b K24 i e, KR
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