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Abstract

e AIM: To study the relationship between JAK - STAT
pathway and epithelial - mesenchymal transition in
human lens epithelial cells. Meanwhile, the function of
AG490 as a JAK inhibitor was also demonstrated in this
article.

¢ METHODS ; Human lens epithelial cells SRA01/04 (LECs)
were treated by low concentration of glucose (5.5mmol/L).
High concentration of glucose (30. 5mmol/L) was used
to treat the cells in order to form the high glucose
model. According to adding AG490 or not, cells were
divided into the control group and the experimental
group, appropriate concentration 10y mol/L and 50u mol/L
of AG490 were chosen and acting time of 6, 12, 24, 48h
were selected. Effect of AG490 on cell migration was
measured by wound healing test. The expression of TGF-pB,,
FN, a-SMA mRNA were examined by RT-PCR.

2122

¢ RESULTS: With the prolonged acting time (6, 12, 24
and 48h) , cell activity increased in the HG group, as well
as more expression of TGF-B,, FN, a-SMA mRNA were
detected compared to the LG group ( P<0.05). In AG490
group, the cell migration activity and expression of TGF-B,,
FN, a-SMA mRNA decreased compared to the HG group
(P<0.05).

¢ CONCLUSION ; JAK- STAT pathway takes part in high
glucose - induced epithelial - mesenchymal transition in
human lens epithelial cells. The mechanism is that it
impacts the transcriptional expression of TGF - B, and
extracellular matrix. AG490, a JAK inhibitor, inhibits
high glucose-induced epithelial-mesenchymal transition
in human lens epithelial cells, And the inhibition
enhances with the increasing concentration of AG490.
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B B W58 7E oM S bR AR b Bz 200 i 1 [ 78 5 A 1k
ARt R JAK-STAT 38 8% B9/ FH & AG490 Xof i P2 Y 52
M),

F5iE KK (5. Smmol/L) DMEM % 75 e 14 4 45 332 Atk
KL Rz 4L &2 SRAO1/04, 1 B (30. Smmol/1.) 4b FH 4f
ML, Fe FROZ AR A AGA90 S ik B 4 A [ 43 Ay S5 5 2
XFREZH . CCK-8 a7 G ) R AR 1 i 4t e Ay 336 1 |
PRI 2H AG490 ¢ JE M 10wmol/L 1 50 wmol /L, &b it
(B 539714 6,12 ,24 F1 48h ; 241 Jifd Y] I S5 56 Ao 1l 41 i 1 7% g
J1897284k; RT-PCR Jyik2E A5 TGF-B, , FN F1 a—SMA
) mRNA ik 281k,

LR AEAR B AL PR [E] (6,12,24,48h) , BB (HG 4)
S L, 40 B R g 13 i (P<0.05) , TGF-B,,
FN Hl a—SMA FikH 15 (P<0.05) ;AG490 415 HG 41
FH G, 4R SRS fE T I (P<0.05) , TGF-B, ,FN Fl a—
SMA ) mRNA Fikf R,

£5i8 : JAK-STAT 3 [ 2L 52 W TGF -8, A0 40 3 i %
SERIRSE T REE S0 SRR L Bz 40 i 1n) 4] 78 5 5%
Ty B, JAK 7150 AG490 Xof it ak F A #0 I VE T, HL
BlE AGA90 5 At 348 Jn A il £ FH 44 %

SRR - AIRAAR L 2B 5 S B s JAK-STAT 38 % ; AG490 5
e K ey ] 3 B AR
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PRI T 1 N B ( diabetic cataract) B % 4448 7R
P I JIES 95 A8 22 i PR DR IR 8 55 — R LI & e
HLI) AR R s R e Ak & e B B PR B R
I HE G 25 IR 5% 2R VR B AR AR ) AL okt oA A R
R BRI — R IRB )P AT R
B, Janus P15 5 7% 5 F 5 5% 56 8005 F (Janus kinase—
signal transducer and activator of transcription, JAK—STAT)
WA S S T RIRMEAM R TSR, MEZS5 T
AR A B AT L AG490 ( Tyrphostin AG490) &
— PN T AR R BN ISRy, TS
2R W S PR S P 25 B0 L AG490 1T LA K b BEL
W7 2R 1 1 0 PR A JAK2 R JAKS3 , DTG BELIST JAK - STAT
R, Bl — RN AW RN R R A
NP7 N N v O - I L L1 B i S o
(epithelial-mesenchymal transition, EMT) SEIOBE R
R L AL 22— TGF-B J& W B4 1F T dikik B
B 2 BRI AR B 4 B T I, TGF — Bk B 3 v fiff
pRAR b RAEURRE , KA EMT, 53 7= A KiEfe 5
PEYH I D 3 TR (extracellular matrix, ECM ) U0 4] 4 i% 226
F(FN) | /AR E A R FEE S HA 20, 6™
] 22 R ILZ R o —F 1 DLLSI 2 F (o —smooth
muscle—actin,a—SMA ) , LA B 84 R NS H AN
B A R AFAE JAK ST AG490 X i A A
T AIRIR bz & A EMT 2 #2 b g /B - AT EMT Frid
¥ TGF-B, ,FN, «a—SMA mRNA ik (95200, it 54k —
T 2 ) e e 4 2 A 5 R R AR B A P43 40 1) 25
Y X B R P A B A
1 MRF T %
1.1 B8 SCE T ARKE A Dulbecco J5 1% 2 75 55 77 W
( Dulbecco’s modification of Eagle’s medium, DMEM) | Jii 2F
1L ( fetal bovine serum, FBS) 4 | 32 & Hyclone 23], D—
G S Sigma N L AGA90 (H Peprotech N
") (CCK-8 1851 & (35 = RAEWHRBIST) LB RNA 2
PO & (AL KRR A 22 7)) (RT-PCR 57 & (H A
TaKaRa /A\ﬁ‘l) g i"ﬁi%ﬂﬁ( H Z< TaKaRa 2\ &) ), 3 &
%% ( HAR Olympus 23 H), TH4-200 %) | SZHf PCR 1%
( & BioRAD /3], S1000 Thermal Cycler)
1.2 Fik
1.2.1 N@ERIE LR mmm s s 520 LIRMA
R b A0 2R SRAOT/04 ( Hh ] B2 R K27 B o5 1 1€
Bt do DR A2 S s AL ) &2 955 & 109% 16 4 1l v A IR
5 DMEM 5% 4 8% 3% W 8% 37 N fh R AR b 2 40 e &R
(SRA01/04) , & T 5% CO, 37TCIFFRFAANEEF, 2 ~3d
PR 1 W, R YR SE 56 T 5 A M A A ] — AR AR
1.2.2 S MXI (CCK-8 1)  WAEXTEHANE,
FALINA 100,29 5x10° 4408, 5% CO, 553748 .37°C
WEE, 2 2 A M X S0 B LIS (24h 24 ) . Wi
DMEM }5 3%, HILA 100,50,25, 10pmol/L ¥ B HY AG490
VSR, XoF B AN 5 INLTR ) e B B SR, 4 I I 6,12,
24,48 Fl1 72h, EFLAIIA 10uL CCK-8 ¥, £ CO, 557

%1 TGF-B,,FN,c-SMA #A B-actin 5|45 5l

K Gzl K Bk

TGF-B;  5'-GGC CAG ATC CTG TCC AAG-3’ 201bp  59.7°C
5'-GTG GGT TTC CAC CAT TAG CAC-3’

FN 5'-TCC GTG GTT GTA TCA GGA-3' 270bp  57.4C
5'-GAC ATC TGG CTT GAT GGT TC-3’

a-SMA  5'-CGC ATC CTC ATC CTC CCT-3' 268bp  59.5C
5'-GGC CGT GAT CTC CTT CTG-3’

B-actin  5'-CAT CAC CAT TGG CAA TGA GC-3' 351bp  64C

5'-TCG TCA TAC TCC TGC TTG C-3’
1 LB BE PCR B E IR SR ; B—actin NS IE,

FEANARLERFE Lh, SRS FH B AR AR 0 IR G B (A ) , %
SEPE KA 450nm, YEWISME bR = SEEG 2 A B/ % IR4L A
{Hx100%
1.2.3 LIE4AE  EhE (30, 5Smmol/L) 2L FRAN I, 4% I 2
BINA AG4A90 43k SE 56 2 A0 XF R 2H P o B2 4y
R EEAL (HG) AV (LG) 5 SLER MR 4iE CCK-8 L5
ZER BEPE AG490 MYHJE M 10 wmol/L Al 50 wmol /L, LLJ
A3 M TEBE + AG490 10pwmol/L 4H ( AG10) 1 /& B¥ + AG490
50wmol/L 41 ( AG50) , AbFRIE]7351M 6,12 24 Fi148h,
1.2.4 MAERIRIRIE  CEXTBO A0, 6 fLAk, 4L
AL 5x10° N4, 5% CO,E55-48 37°CIH , 292
RIS I FLIR (24h Z247) o JH20pL 483k R BR,
S AR 4 4528, PBS PRI 3 Wk, £IB R F M40
ML SEIS 2 43 5 A M BE A 10 umol /Ll 50 umol /L 1)
AG490 A, T B ZH 43 51 m A 55 85 (30. S5mmol/L) DMEM
R FE M ANMIEHE (5. Smmol/L) DMEM 15 3: ¥, & T 5% CO,
W F46 37CHBIME 6,12,24 1 48h, JHIF & B ssdn
HR(x400) . £ AR 52 56 30 2o 000 £ 40 e Sl 9 1) B 5 1
{0 A 0 441 e S RS e 0 B A8 Ak, IR B8 BEVR B 43R AE
JFER R AR, QIR YK R H 538 = [ (Oh FE & —nh FE
FE) +Oh FERE I x100% , LR 3 I, BUA AR50k
TG #5307
1.2.5 RT-PCR #&ill TGF-B, ,FN #1 a—SMA mRNA %
EE O EREA . (1) B RNA 2GR 7] & #2H RNA ;%
I A UL A UEAT SR B, AR A5 A RNA, B 4L RE L A (A, /
Azso)wﬁ 1.8~2.1 o (2)&%%ﬁ cDNA %Jﬁﬁﬁ?ﬂ]ﬁﬁﬁ
WA T S5 53 AE PCRAY 4% 37°C 15min ( SLEE S L) |
85°C Ss( U5 S Ay AR TG I N ) R R 14, 5 31 cDNA
(3) 52H} PCR . #% 18 RT-PCR i) & 36 WA 247 B (19 7 B
P4, TGF-B, ,FN,a-SMA Fl B-actin 5I1¥FFIZ W1, 5l
Y b E TN EIE 8, PCR 448 5N 44 ok 125
94°C 5min A8 P% 94°C 30s ik 30s,30 MEH, LEfH 72°C
30s, PCR F=#04: 1.5% Byt JIg Ml ok M v ik, 6k M i A5 40 A
ARG AL, LA UK S0 10 K BEAEAE S 250t 1Y) 5t i 45
b, AN S BR B-actin 23K 2571 B9 30 B R A o, F5 4G 48 B
mRNA 55 B—actin (Y2577 K HAA 2 m MG B i, 52
R 3 WK, BRI E T S it b

Gt b SRS SPSS 13,0, 11 BTk
DL xts Fom, RFMSTREAR ¢ KB EFT 0 M, LA P<0.05
RESHGIFE L,
2R
2.1 AG490 X ZRBaFE HERIE M CCK-8 L&A I i A
ANIEHE EE AG490 (10,25,50, 100 wmol/L) &b B A [ i (7]
(6,12,24,48 ,72h) X 4 B 36 M B9 52 i, & BLBE & AG490
WP (10,25,50,100wmol /L) B 3G T, 20 JE 16 PR 522 R B
P ARIKE] LD, , H R (100 wmol /L) i) AG490 4 Jfd
TR TR, KR BBEE AG490 A FERT ] (6,
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*2 BAMMIREEHRERNSE (X%8,% ,n=3)
isf 1] LG4 HG 4 AG10 4 AG50 4
6h 3.47+2.33 16.60+3.18*  2.47+0.92° 1.47+1.50°
12h 11.23+2.40  25.83+4.91°  8.43%3.62° 6.88+2.89°
24h 23.36+4.98  35.67+3.51* 23.13+1.80°  12.83+1.04°°
48h 37.1344.00  47.40+1.97* 30.43+6.36°  16.13+1.03°°

*P<0.05 vs LG 4 ;°P<0.05 vs HG 4 ;°P<0.05 vs AG10 4,

#£3 AG490 L EARERFE TGF-B, ,FN,a-SMA X RiXE (x£s,n=3)

TGF-B, FN «-SMA
LG HG AG10 AGS50 LG HG AG10 AGS50 LG HG AG10 AGS50
6h 0.50+0.0  0.56+0.01* 0.55x0.04 0.4220.01¢° 0.22+0.01 0.420.03 0.300.03° 0.1920.01¢ 0.64x0.07 1.06=0.12% 0.99+0.06 0.78+0.06°
12h 0.54:0.01 1.05£0.02% 0.80+0.02¢ 0.5320.04°¢ 0.31x0.02 0.74+0.05" 0.49+0.01¢ 0.3220.01¢ 1.0920.02 1.3120.05* 1.21£0.02 1.06+0.01¢
24h 0.95:0.02 1.58+0.11% 1.110.10° 0.6420.06¢° 0.66£0.04 0.96+0.02% 0.56+0.04° 0.3920.03¢ 1.65£0.25 1.7620.10% 1.65£0.08 1.49+0.04-¢
48h  0.96+0.01 1.64+0.04* 1.10+0.02¢ 0.90+0.05%¢ 0.73+0.03 1.14£0.03* 0.67+0.03¢ 0.4720.05¢ 1.76+0.07 1.8920.07% 1.79+0.04¢ 1.74+0.07¢

1P<0.05 vs LG 2 ;°P<0.05 vs HG 4 ;°P<0.05 vs AG10 4,

Fisf i)

12,24 ,48 ,72h) M ZE K, 20 B 3G ME 0 52 R R 5, H b B 11 SR
72h 7E AG490 # 4k 25,50, 100 wmol/L 4 Jifd % M 5 F [ +-48h
B R IR H LD, (P 1) o AR I 205 S A Al SR £ $ 5 o
R, JE SR A B AG490 ¥R A 10 il 50 wmol /1., 4k B B w6h
A IE] 4350k 6,12 ,24 F1 48h g

2.2 ZRAMBITHEENMT  FE IR A IER , 454181 = o7

R IR A F2 BE A TR [R], 76 (8] 0 A B[R] (6, 12,24,

48h) , B L S OB AH L, 40 M G S RS g 138 AG490 o

H5 HG A, i e AR (R 2) . i RE %% 10 20 30 40 50 60 70 80 90 100
TEEWK AL R I 2, SR ST BEAS ¢« KG9 40 #r , 4552 AGA90IRE (1mol /L)

W 55 LA L, 2 AT B2 8 L (P<0.05, 181 3), 1 RERE AG490 SL32 I i i1 XS AR & 1E R B o

VLT AG490 HA7 #l il iR 1A b Bz 4 Mk 7 AR HI LGH HGA AG104 AGS04L
2.3 £AMAM TGF-B,,FN 1 a—SMA B mRNA Rix 2 % :
M P RT-PCR Rl ARV B2 AG490 Kb AN [A]
FF1E] TGF-B, ,FN 1 a~SMA ) mRNA F£ikm 451k, H
B—actin MM X 5, & 30 = B 2 5 IO 4 A0 L, TGF -8, ,
FN, a—SMA 3K 7545 B ] 55 473 55, AG490 ZH 3Rk it fik
F HG 41, HRfi 5 AGA90 ¥k J& (3 m#ik & F (& 4)
ARV EE AG490 AbFAS R E] TGF-B, ,FN 1 a—SMA [
mRNA FHX} IR ANFR 3 Fim , RIS FEA ¢ 4555 387
R S OB AT HE L AGS0 21 5 =4l A L, TGF-B, ,FN
Il a—SMA HYARXT FRIA TETEAS B A] AN, 22 5 A Gt # E L
(P<0.05), AG10 415 @ bE4LAH e, TGF - B, A A X ik
HTE 12,24 F148h A4tit4 2 5% (P<0.05) ,7E 6h, LG 1T
22225 (P>0.05) ;FN WAXT A TF 6,12,24 F148h, £
it #2Z 5 (P<0.05) ;a—SMA HYARXT 355 7E 48h H 4
P22 7 (P<0.05) 16 6,12 Fl 24h, TG 25 (P>
0.05) ;AG50 215 AG10 4AH L, TGF B, A AH X &3k 2 7E :
A, A G 22 5 (P<0.05)  FN B ANk B 78 2 RAMMYELEE
AFE], EGHF 22 5 (P>0.05) , a—SMA YA % 234 60 =LG

L E 24h G E 4 5 (P<0.05) , 7F 6,12 Fil 48h, 40 50| =HG F
JeE2ER (P>0.05, 5 ~7) , UiBH AG490 HA5 41 il itk 40 | °AGT0
A b Bz 44 L o i) 7 S e AR A *4620

3itig

30 |

WREEREESE W)

20
KPR ANE R XA AR TET EFE SN L 10 |
FE S S E AT VA OC, HoA Janus I8 -5 5 0
i G 7 5 ST T (JAK —STAT) i B3 4F 32 5| 1 12 5% 8 2 gy = &

W, B, BRI Y JAKs kT 4 FPgns, BI JAKT, 3 FRERE AGA90 AbIETR[E At i) 3o 48 AT 7% 8E 1 B9 B2 0
JAK2 ,JAK3 F1 Tyk2, Z ¥ 7 #f STAT #514, Bl STAT1 ,STAT2 , *P<0.05 vs LG #4;°P<0.05 vs HG % ;°P<0.05 vs AG10 4 ,
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A LG HG AG10 AG50 B LG HG AG10 AG50

6h 6h
128 12h
aah 24h
48h
48h
C LG HGAG10AG50 D LG HG AG10 AG50
6h 6h
12h 12h
24h 24h
48h
48h

B4 AG490 LIBARERE TGF-B,,FN,c-SMA RiZEH %
£ A.TGF-B,;B:FN;C:a-SMA;D:B-actin,

1T wpe

a a
1.6 s HG
1.4
o AG10 c
1.2 c
o AG50 a
1 ec
0.8 ¢ ec
0.6 a ec
04 2
0.2
0
6 12 24 48

t/h
Bl 5 AG490 4 IEAFE R E TGF-B, HIREEMEL "P<
0.05 vs LG 41;°P<0.05 vs HG 41;°P<0.05 vs AG10 41,

TGF-, 3 Rk &

141 eLG

12} sHG 2
B 1 oAGI0 a
X .
# 08 ©0AGSE0 c
5’3 06 c : c
z a é
Y 04} c c

02t 9|

0 12 24 48

6
t/h

E6 AG490 &IEAEAFE FN HXTRIEZENTNK
vs LG 2H ;°P<0.05 vs HG 4H

‘P<0.05

24} "LG
22 apg
L oAG10
[ =AG50

a-SMAMR X RiLE

6 12 24 48
t/h

7 AG490 LERFEATE o-SMA X RIZEHTH  “P<
0.05 vs LG 2H;°P<0.05 vs HG 2H ;°P<0.05 vs AG10 241,

STAT3,STAT4 ,STATSa, STATSh #1 STAT6, JAK-STAT {5
A T PR A R RS e T 0 BE [ — X 4
1) A BRI B RN AT R A, ZE AR AE 1 BB R 3 A |
IR R EAE

A S5 R A0 AR S 50 o PR S A0 L #e fig ), W
L3 R R AL BRAG SRR b B 20 M 3T 2 BE g 0 88 i 5 b
HAHLE, 22 5 A Ge it 2 S, Ul B B el 5 S d R AR 1
LR e T BN, H A A) 4 A RO R, S AR
[ M BE 4 JAK 4171 5] AG490 , WL %< 3| 52 56 41 5 e Wi 4 1L
BOAGIE 225 (P<0.05) , Ut BT AG490 1T LA il v=y 4
51 B 4l AL RE 1 B, ELREE AG490 ¥ B (1 3
Y ERE e ST I, ILIAH JAK-STAT %25 T &
BES S 00 R AR L R 20 B 1) (8] SE B4 A 1 33 72 AG490 7]
DI — i e, AR gE R0 AR R S R R A A
T JAK2 Fl STAT3 6 )5 & A B 2 R W e Ak, , o M B0E T
TiFE L DR P 2Rk 5% Vi) 40 0 ) 165 9 S A RN L Bz ) [ 5 o
oAb, AWTFE & B B AN A B9k R 1 6B 08 BT (R Ah 8%
FE A N 2 2B AY JAK-STAT {5 538432, {# JAK2 B2
FELA S STAT1 Fil STAT3 fif 24 i Fl/ % 22 A IR B R Ak, , 53K
i P R A A

TGF-B, fE AN LR (ECM ) AR h & 4% 36 F B 14
F L2 b Bz ) 6] 8 T A Ak ROBE PR 9 & AR 1 O B A
Pyt BNy B T e 2 AR A N MR S R
(MAPK, Smad, ROS) I TGF-pB fyFik, 7k S 5 & P
Y FN AT/ T B 55 B3 22 S ECM HERR . AR SE3
LR IR B2 40 TGF-B, , FN I a—SMA 7 5L [H /K -
RN R S AL iR, 2R A SRR X (P<
0.05) , 1d W] e b AT JHC 2 3k (2 4 A R A 1 Bz 1)
] e A . ERTT JAK-STAT 5 515 S % 5 otk i
B 20 i 1 (8] 70 5 e Ak AR A i 1k L ECM 40 A1) 5%
F ARSI SRR b R G R TR IR I AR
[ e B 14 JAK 41051 5] AG490 , W8 3 52 56 2H 5 s W 4H A
Eb, 4 A A ) 3R 1 R (P<0.05) , IF H R A &
Bl AGA90 Mk & i34 fin ik — 2B K& MK, 16 B JAK - STAT 8
%25 I R A pn) e 58 B Ak, OF HIEALH 2 TCF-B,
FNAH LA T s R TR 1T . TGF-B, ,FN Fll aa—SMA
b R A (] e A AR R, AR SER T AL S AR
HHAEE AGS0 54 FL s, TGF-B, , FN fil a—SMA [y
KA 22 5 (P<0.05) . {H AG50 415 AGI0 4 b 4L,
TGF-B, F I8 T AEA I ] 55U 22 5 FN 3R 3K 5 7645 I (1] £
BT 25 5 ;a-SMA Rk AUFE 24h 22 5, LR TG 55
FLURSZI AT, IR AR JAK-STAT {55 5% 538 % 10
AL S AR AR b B2 40 TGF -, i 1R LTS AS B
B, AHFFTRIIN 0] A5 Wi i 22 Rl 1R 7 AR 7
PE4R H i 3 (reactive oxygen species, ROS) K, FHEEEE
SURCRCE =N IR T S IS B e (RS €l I AR
JZ N, U JAK2 F1 MAPK -ERK1/2 %8 5 48 o A4 KA L (g
AL R PTG AL, XL BTG A LS 8T e SR A
FiESZNAHLIEF U c—fos A c—jun FEF FIE, W5
T AR iC Y TGF-B, 5 A4 £ | (2 JF 40 i 43 b
ECM Jf kA — ZR 5 B A= BLARAE

ARSI T AGA90 VEFH T i BEF S 09 R A4 b Bz 1) [
FeEAL S BT A R A X — i R L BE B e Y
T s i b B B) 7 B A A RE 3G . JAKs K% & —

2125



EfRIRRIRE

B85 :029-82245172 82210956

204F128 F14% F£12H  www.ies. net.cn
BF{=#%5:1J0. 2000@ 163. com

Fob Al 52 AR 1 PR A 1 VR (PTK) |, B A 1y 038
AT A5 STATs 73 TR AL AL JF R BN 456 T
JE BT IX AR S B, DT R s i PR R 3k . AG490 S
— PN T A R F SN S IR A A, S5 F 2R )
il 2R , T L5 7 U i SR R o A 4 A R R A
JAK P52 MR Wi R AL B A0 R 790, A 80 ) JAK I s R i R £k
FEBELTH R e 15 5 1% 3 R S T% AL K7 STAT /3% 4k .
AWFFERIITE STZ 55 AOBE IRIA KB, AG490 T HiRY T fiE
5 A /NER JAK2, STATI Fil STAT3 B L™, H
HE R F I R A JAK #6577 32245 INCB-28050, VX-509
I SB-1578 45, T Y745 Ak R B 2T 4 Al MR AE &
S50 MRS HHA R ROVARZ , g Bl Sk
BB E A B BE PR T N R B 25 W)
N2 EA KA BRI 42 B s R o 1 25 1 fie 4
R AR A2 B PE SRR A AR S0 AGA90 0 i e Bl 7%
SR AR AR b R 18] 1] 38 5 e A 80T 0 20 1Y 2 56 0F O
AGA90 I FH Tk R f4 A/ FH AR K HG T B 7 A= 1 B JH i
w7 bR

PR A BIFFE DI 285 27 RS R K P B R 1 A X el AR
A B An i e (E) FE B AR A ME T A X — i R A JAK -
STAT JBHZ 5, W IEM T JAK S5 AG490 X fiR i
B rm 18] FE 5 A AT IR R, DT S R A PR 1 1
B 114 S AL | U % AN 7 1t R AR T B 40 L o i) 72 o e
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