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HE ZXARIT T 42 ¥ (Angelica sinensis polysaccharide, ASP)X A & i IR 3% F B B4
18] 7L /R - 4@ JL(bone mesenchymal stem cells, BMSCs)3¥ 74 & it J& 48 % i, £F 4 4m 2 (tumor-associated
fibroblasts, TAFs)48 % o F & & 49 % eh1. K CCK-8i% i L ASPAE I TBMSCs. ifi % Lewis(Lewis
lung cancer, LLC)%8 & 8 3 /£ A 20K & ; #) A Transwell/)s & # 2 BMSCsAwLLC4m 2, 8 2& 3% F 4k &
FUAASPR AR R T 3T FRINA, 5 ABMSCsZl. LLCZL. BMSCs5 LLC3:3% 7728 (Co-BMSCs
20)F2 ASP-Co-BMSCs4l; il i/8) B AR £ R AR @ity &, A K& XN ey g hiae 7, iR
K 4m i R A M) A48 4m i, ) 2, Western blotd3 R 44 &-28BMSCs TAFs#7i2 4> T o-SMA. FAP%& &
Rt ks, 4R R, SRR, ASP 50 ug/mLAL# BMSCs4m it 74 (P<0.01), f 3 LLC %0 &
¥4 78 W) A7 B 47 ) VE B (P<0.01); 5 BMSCsZ848 b, Co-BMSCs4H m fitt & K ik & 5 %38 /n(P<0.01),
Co-BMSCs4 2 JLGo/G A bt 48] FE K, SHA L 9T &, £ 7 H 43t 5 & X(P<0.05); 5 Co-BMSCs4L
#8 56, ASP-Co-BMSCSZ8.Go/G 1 tb 1 F+ &, SHAL I PR, £ FH Foit 5 & L (P<0.05); & & Ep i 4%
R &, 5BMSCs#a48 1k, Co-BMSCs#Ho-SMA. FAPE & i R XA R I &, 2F A% FEL
(P<0.01); 5Co-BMSCs#1 48k, ASP-Co-BMSCs#la-SMA . FAP& & it & ik 3 T (P<0.01). 4R
R, 53 48T 49 5| B % LLC 333 IR R 3L F BMSCs#d 5% 39 78 R TAFsHE % T KA.
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cancer microenvironment. The optimal concentration of ASP on the effect of Lewis lung cancer (LLC) and BMSCs was
selected by CCK-8. After establishing the co-culture system of LLC and BMSCs by transwell chambers, we intervened
it by the effective concentration of ASP. The study contained BMSCs, LLC, Co-BMSCs and ASP-Co-BMSCs group.
The morphology of cells was observed by phase-contrast microscopy. The proliferation capability of cells was tested by
CCK-8. The cell cycle was tested by flow cytometry. The protein expressions of biomarkers of TAFs-0-SMA and FAP
of each group was detected by Western blot. Our results indicated that ASP (50 pg/mL) promoted BMSCs proliferation
while had an obvious inhibitory effect on LLC proliferation (P<0.01). Compared with BMSCs group, the growth rate
of Co-BMSCs increased significantly (P<0.01), the ratio of cells in G¢/G; phase of Co-BMSCs group was reduced with
an increase in S phase (P<0.05). Compared with Co-BMSCs group, the proportion of cells in Go/G, phase of ASP-Co-
BMSCs group was increased, and the proportion of cells in S phase was significantly decreased (P<0.05). In the results
of Western blot, the protein expression of a-SMA and FAP in Co-BMSCs group raised obviously compared with that in
BMSCs group (P<0.01). Compared with Co-BMSCs group, the expression of a-SMA and FAP protein decreased in the
group of Co-BMSCs intervened with ASP (P<0.01). Our results suggested that ASP could inhibit the proliferation of

BMSCs in lewis lung cancer microenvironment and expression of TAFs related molecule.

Keywords

polysaccharide; tumor associated fibroblasts

WAk, s (1) R 2 B AU T 5 5 38 AR P
Ry, 2 A P N S A R ) R
—, JL 5 %8 W) 78 )i T 41 i(bone mesenchymal
stem cells, BMSCs)H A7 ify&g 1 m) & 1) P R AE, A5
HH B8 d s R H AR O 304K/ P TRAIL(TNF-
related apoptosis-inducing ligand) N F 1~ 988 176 97
SRRSO AT, IS T R A T A
BT W AR WA TR, JRg G 558 v] 5
MSCs 734 g I A1 2 il 4T 4 41 fo (tumor-associated
fibroblasts, TAFs). TAFs5 i 98 1) & A4 & J % 1)
AHORPL ] i, BMSCs % 4 4 i i n ] 3F — 25 BH 1ff
T UAAT R, C Rk ) H il R N H 1) O B
) e T A A CAn W Y A B R, 24 2 B
(Angelica sinensis polysaccharide, ASP)Jy L = %L
WAy 22— AT IE I BMSCs 5 fifi i Lewis(Lewis
lung cancer, LLC)40 fu i1 3L 55 5%, TR HASP-1ii, #ff
FTASPX fili 98 1 A 55 BMSCs 5 % TAFsH 5% 43
TRIKMFE M, A 2 3 ASPIX A BMSCsBl i il 42
BEBRIE 5 SEEAKHE -

1 MRIEAEE

1.1

L1 BERGRA AR Er b
1 H 3 [ Cellometer 2y 7, ¥t 240 B A H 35
Becton Dickinson’y 7, B #5126 [E Bio-Rad 2y

bone marrow mesenchymal stem cells; tumor microenvironment; Angelica sinensis

A, 3 EAH ZE BB B H AOlympus A 7], 4%
TR ERFEAE I 1 H A =i LA |, B A8 3 b
R 4 H 3 EBio-Rad A ), Transwell/) % 4 H 32
[ECorning 2+ w], Jify 2= L35 1 FH Wisent A 7], DMEM/
F124% 77 5L 6 H Hyclone A F], 0.25%Ji £ 11 i 4
Hyclone A #], CCK-8ik 7| & 4 H Biosharp /s #], 4
A2 B B R A 4w, PIE 55 [ Sigma
2\ ), RIPAZE i 0 0 [ b i 5 ) 3 2 IR 4 R A B
Aw], BCAE A2 =ikl & b R EEEY
BHEABR AT, i No-SMAZ T diiA. i A
FAPZ w B biik. Pt A\GAPDHZ 7 [ HiiA ) H
Immunollay 2> 7], BAREEFR L L FEPTlgGIe A 46T
TS EMEARGR AR, HERWAREEL
F, 30% 4 1 %% H MDBio A 7] o

1.12 BMSCs#93&7c  /NMEBMSCsAHIERIA )
INFENE AE W B AT R A 7] (Y 5 : MUBMX-01001).
BMSCs$5 7E4K 2 0 5 10% 1 i 2 1L . 100 U/mL7
FFZEF100 U/mLEER: 2 FIDMEM/F 1285 7738, 1 108
T37°C. 5% CO,. WHANRERIIAE 557, 52~3d
B 1R, Frgl M5 FEIE80% i, 0.25% 8 1 6
JLHAARAR, BSR4 A T 5556 .

1.1.3 LLC#4mjt3%4  LLC(Lewis lung cancer)4i it}
PRI [ Hp R B LA RS R e 40 P 0 s
L»(Catalog Number: TCM7). LLCHl HI 5% 24K 2 N4
B 10%00 5 45 i35 . 100 U/mLis 2 % 1100 U/mL
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it 5% 2 IYDMEM/F 12385 95 2, % H 8 137 °CL 5%
CO, VLRI B AR Th 597 . Bi2~3 Al LI, 1§
S0 LA FE IR T0% S5, 0.25% 8 55 11 il ot H o Ak A%
X, SN M H 5256

1.2 7%

1.2.1 #mpa3gsh 5 &M 523 (CCK-87%) iH L ASPR& 1%
HEGRE  EPOECERKIIMBMSCs. LLCAH i,
B H A LR T-96 4L (2x 10°/4L), 7% 25 41 o % 75 4%
R IR A A0 RN RE . AR O BE R 12.5, 50, 100,
200 pg/mL ASPZ5 100 uL, S M LI A 25 44 FH 1)
DMEM/F125¢ &1 723, [ A3 5 AL, AR 4
ML AU W R AL JRA I R aREER IR, ol T
24, 48,72, 96 hith 17T CCK-8V5A M o -4 B i) f 2% 11
Rige e, BELINAN10 uL CCK-8¥EW, W A B J- 46 b
RELIE T4 h, KRR IR G HAEAE450 nmdk A4S
FA AN DI . RIS, JEE At
TR . CAB A REAL bR, S5 g PARKR, 2]
MM A 2. g0 M il = A DIE— I F 41D
1H)/CHf B AL DA~ 22 4L DA ) < 100%

122 HIBRRREIRSW B LERINHT
1%, K P Transwellig: 4 5 45 42 fih JL 8% 9%, 45 2551011
BMSCsF{E T Transwell 64LH A (5%10°/4L), LLCH i Ff
T Transwell | )JZ(5%10%4L), 1E L] (Co-BMSCs);
Co-BMSCsEfilli |, )2 PRI 4150 pg/mL ASP
VEH S84 (ASP-Co-BMSCs); 73 LA 5fUBMSCs. LLC
BB FofLARAE A XA, & 137 °Cy 5% CO,.
PRI P R AR v R R, R RS & AL A0 ) T A
IHAC . L5557 do 7 dJ, WOEE SR 4 T
FOMMNRGIGTE. P38, HHAT 5855

123 CCK-8ik%#| &tamind ks WX
T - 4140 My, 19 A 1Y A6 5 FHIDMEM/F125¢ 42
B % BE I R B 2 R 2 10%/mL ) 5 410 ek v, g
BAhTo64LA, BEFLINIAT100 pLit) B, #hog 4k
F£100 uL, 5% CO,. 37 °C. MR EE 1 15 7740 h 4k
BERETE, FRRG48 W 1k, FERN)EERL 2, 3,4,5,6,7d
53 AT COR -8V A5 I 45 2 41 W YA BRAL I
10 pL CCK-8¥#, k23574 ho 2 ib355%, BEARIX
450 nm K AL A5 LG BEDAE . T 3R SE L,
WOV 3IME, DA R R AR bR, WO BEAE D AR, 22
4 i A= K i 2 P

124 AX@RAFECMEN e B2 E/AL 0.25%
I 1 R AR % A e, M T B e 4 4

JH 2% 5 #E R 2x10%mL; 22 1.5 mLELE N, PBS
SRRV 1~27K, 1 000 r/min (>3 min; 3 37, 0
ATV 1 70% SRE, HHWET IR G, 4 CCId A A
[ E AP 4B T 000 t/min 205 min; 3535, I
T 111500 pL PBS, &M, 50 pg/mLIFIPIA
50 pg/mLI¥/RNase), & il 8 G0 530 min, Jit4i i
PCREI, VG L SHIGHM Ee ] . T S IR 3K
1.2.5 Western blot3Z R A4& M TAFs#7i2 4 F a-SMA.
FAPE & e kL WS, FHIAPBSHEA
3R, K i M e TR, PR30 min, {441
800 %4# . 4 °C, 12 000 r/minZLr10 min, Y8 EIEW,
AT HE I UE B S A R I, 425%. 12%
SDS-PAGE%) &5, # 2 PVDFIE L, E 15, 55—t
gh4y, 4 CCREIRII; TBSTYLI fG 5 —Hids & N, [F]
ek, HECLEIGE ()5, TERERRUG R4 Fo
K, K H Quantity One 4.6. 2844 X6} A5 347 95 )
53 Ht, AGAPDHAE A NS I, 45 594 H I 8 11 &y
L WS GAPDHA W I ELAEAE W S . R SR3IK.
1.2.6 geit2#orfr N HSPSS 21.08 v AF 20 #T
G TR B Kb e 22 (et ) 271, 22 20 ) B 5001 L 3
K H]One-Way ANOVA; P41 [8] 1] LL % K H Student’s
KI5, P<0.0520 7 A3 Givh 22 X

2 FR
2.1 A[EREASPABMSCsFILLCZH A 12 58 /Y
A
2.1.1 A FE]REASP*BMSCs3g 74 49 % v H P
1] 40, 5556 #4040 B, 50 ug/mL ASPAE HIBMSCs
72~96 h, REH] L AE HEBMSCsH 5 (P<0.01); 100 pg/mL
1200 pug/mL ASPH] I HIBMSCs 4 5H (P<0.01).
2.1.2 AFREASPXTLLCIE 74 ¢4 %7k HHE20]
A, 5% 41 AH L, 25 pg/mL ASPAE B FLLC4H fe
48 h, XFLLCAH ¥y 14 58 A7 2 k4 H, HLBE 5 I i) 2E
e, S5 A RO 5 (P<0.01); 50 pg/mL. 100 ug/mL
ASPAEIFLLCHH 148 h, XFLLCHH Y 1) 8 5 5 W] &
HHIE I (P<0.01); 100 pg/mLA1200 ug/mL ASPAEH]
LLCHN 148 hJ, XFLLCHN (¥ 345 A $0 i 7 H

zi BT, AWK EEASPS 54 ] T BMSCs Al
LLCHH )5, &IN50 pg/mL ASPXFBMSCs ) 1 i
AR HEAE H, iR LLCAH H 1% 5 58 5 A 40 04 H
ARSI AT (e BEBMS Cs 1 5 HLAMABILLCHY FH 1) B¢
NG FE A B AR IR B, Wk 50 pg/mL ASP
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VBN B T AL R 95 5050, AHERR 259 5
PR .
2.2 MRS FEMER

185 AH 22 WA BE T 5%, BMSCsZ1 40 i A i 4T
e MORE, RIE BB —, HPIA P, BiEmiRAK
(FI3A); LLCZH 40 fitd 4 - I e 40 e, D05 552 (1% 40 Ji A 42
B, SRR A K (K3B); Co-BMSCsZH 41 fitd 5 A HE
Z M. K, 2RI A K E3C); ASP-Co-MSCs
0 WK 23 4 B AR T, 4 L HDIRZE K (BI3D)

= Control &8 50 ng/mL

12.5 ng/mL =2 100 pg/mL
120 4 25 ng/mL B 200 pg/mL
k% sk

100

(e}
(=]
1

Proliferation rate (%)

60 r -
24 48
Time (h)

##P<0.01, Lixf AL LA
**P<0.01 vs control group.
E1 FEREASPABMSCsHE 5 B 5200
Fig.1 Effect of different concentrations of ASP on the
proliferation of BMSCs

2.3 CCK-8E4& I LA K th2k

2 1% 4] 4, 5 BMSCs4] EL #5¢, Co-BMSCs
YIAE3, 4, 5, 6, 7 AN i AE K 1 8 B P (P<0.01);
5Co-BMSCs4 L%, ASP-Co-MSCs4H 7E 265, 6, 7 d
S i A= K FE 921 (P<0.01) .
2.4 FCM#&NBMSCs2M A E #R A TE 1k

1 15 K 62 70] 41, Co-BMSCs4 Ak T Go/Gi I 1
41 LB A T BMSCs 41, SN o Lol 184wy, 2 5%
H G4t 2 5 X (P<0.05); 1 ASP-Co-BMSCs4l 4t T

140+ —1 Control B3 50 ug/mL
1 s 12.5 ug/mL 2100 pg/mL
1304 & 25 pg/mL  EE 200 pg/mL
120 -
g 4
5 1104 :g
s 1 T
5100 T — 1
g
S 80
A~ J
70
60
50

24
Time (h)
#P<0.05, **P<0.01, 5% FE4 LAz
*P<0.05, **P<0.01 vs control group.
B2 REKEASPHLLCIEERIS M
Fig.2 Effect of different concentrations of ASP on the
proliferation of LLC

A: BMSCs4l; B: LLC41; C: Co-BMSCsZH; D: ASP-Co-BMSCs# .

A: BMSCs group; B: LLC group; C: Co-BMSCs group; D: ASP-Co-BMSCs group.
E3 HEMBaRS
Fig.3 The morphology of cells in each group
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®1 ZAMARLE E(XLS, n=6)

Table 1 The absorbance value of each group (x*s, n=6)

FsJ [ /2 531) Dyso

Time/Groups BMSCs LLC Co-BMSCs ASP-CO-BMSCs
1d 0.1150.003 0.1060.015 0.121+0.021 0.113+0.001

2d 0.126+0.007 0.192+0.010 0.173£0.017 0.1510.009

3d 0.154+0.013 0.376+0.007 0.237£0.003%* 0.210+0.0104
4d 0.212+0.011 0.702+0.002 0.415+0.006%* 0.409+0.002

5d 0.269+0.009 0.851+0.016 0.652+0.014%* 0.618+0.01244
6d 0.357+0.006 1.001%0.015 0.822+0.006** 0.733£0.00944
7d 0.421£0.005 1.23420.009 0.916+0.008** 0.846+0.01244

#P<0.05, **P<0.01, Co-BMSCs 5 BMSCs4l [t 55,4 P<0.05, #4P<0.01, ASP-Co-BMSCs 5 Co-BMSCs4l Ll % »
*P<(.05, **P<0.01 Co-BMSC compared with BMSCs group; **P<0.01 Co-BMSCs vs BMSCs group; 4#P<0.05, * 4P<0.01
ASP-Co-BMSCs compared with Co-BMSCs group.

1.3
1.2
1.1
1.0
0.9
0.8
0.7
% 0.6
0.5
0.4
03
0.21
0.1

value

D

—a— BMSCs
—e—LLC

—&— Co-BMSCs
—%— ASP-Co-BMSCs

0

*%P<(0.01, Co-BMSCs#41 5 BMSCs4 LL s ; “P<0.05, #P<0.01, ASP-Co-BMSCstjCo-BMSCs41 LL#5

Time (d)

*%P<(.01, Co-BMSCs group vs BMSCs group; “P<0.05, #P<0.01 ASP-Co-BMSCs group vs Co-BMSCs group.

El4 ZEMAE KL

Fig.4 The cell growth curve of each group

A B C
(A 600 B) 600 © 600 I
l“
500 5000 | 5000 i
) H
= | = | = |
g 40 GG 74 1% Faol g G/G,:513% A G,/G,: 59.4%
= -24.49 5 S: 47.9% E :37.99
2 300 $:24.4% 2 300 \ 6 2 300 $:37.9%
o o \ ()
&) &) \ &)
200 200 | 200
100 100 100/
057760 120 T80 240 300 360 400 460 0560 120 180 240 300 360 400460 0 60 130 180 240 300 360 400 460

DNA content

DNA content

A: BMSCs4l; B: Co-BMSCs4l; C: ASP-Co-BMSCs# .
A: BMSCs group; B: Co-BMSCs group; C: ASP-Co-BMSCs group.

s =LR4AaE HA
Fig.5 The cell cycle of each group

DNA content
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2 ASPFfifEE IR E P BMSCs 4 A H # £ 1 (e-£s, n=6)
Table 2 The effect of ASP on cell cycle of BMSCs in lung

cancer microenvironment (X+£s, n=6)

4 Gy/Gy SH
Groups Gy/G S phase
BMSCs 74.1%+1.2% 24.4%+1.3%

Co-BMSCs 51.3%%5.6%* 47.9%+3.4%*
ASP-Co-BMSCs 59.4%+1.1%* 37.9%+2.1%*

#*P<(.05, Co-BMSCs 5 BMSCs4l L #; 4P<0.05, ASP-Co-BMSCs 5
Co-BMSCs4l b4 .

*P<0.05 Co-BMSC compared with BMSCs group; 4 P<0.05 ASP-Co-
BMSCs vs Co-BMSCs group.

ASP-Co-BMSCs  BMSCs Co-BMSCs
a-SMA - - 43 kDa
FAP - S 3G kDa
GAPDH e - - s 37kDa

El6 Western blotiifll ZLARMTAFsHRIE 5 Fa-SMA.
FAPE R RAIRIE
Fig.6 Protein expression of a-SMA and FAP of TAFs’s

biomarkers determined by Western blot

Go/G 39 FI 40 it L 431 5 F-Co-BMSCs 4, S 4 fits Lk 451
FEAIC, 22 A Gevlh 55 L(P<0.05).
2.5 Western blot{&IBMSCs# I TAFs#RiC 9> F
a-SMA. FAPEAFRHIRIE

i B 6F1 70 401, L BMSCs4l Eh#, Co-BMSCs
Ha-SMA. FAPHE [ iR IS = Wi, ZrH %
T 2% = X(P<0.01); 5 Co-BMSCs4 b #¢, ASP-Co-
MSCs#o-SMA. FAPHEFRIL N, ZRA 47
= (P<0.01).

3 it

I 98 At R A <xfl LAY BRI JORE™, 9% R} 2 B B
- Weinberg 5Lk 58 5 51 A8 1 -+ KA 2 —
BMSCsit A H T F KX 2 nl 73468 B i)+ 4
Wi, 25 ARS8, i, BA AR RIE
RLAR G IS T RS e 005 HAT 20 2 NAMIEFE D IS
G g3 PEVE AL RARAE, AR IR YT LU 254
WA TR I . LS T IR ST R I, AL R
F 15[ EBMSCs DNA#", Ik Ak, T4 A= A711)
TR 358 18 4 1) 5048 ] 5 AR MISCs R AE 16 5 5 . T

64 [ BMSCs
Co-BMSCs L
ASP-Co-BMSCs 7
54
= 7
S 1 T
3 44 s / % ///
§~ %/ //;// 7
q i 7 7
E o .
'3 31 2,
3 9, AA 00 AA
a 1 // // 7 )
o 7/
B 21 0 N
= NN \
& /,/ ,,\\\\\\ /,// \\\\
11 // Z/NN\ 7 N \
N AA 7 / NN
1 aa 7 N 7 NN
oL 22777\ 7%
o-SMA FAP

44P<0.01, 5Co-BMSCs4l L%
A4P<(.01 vs Co-BMSCs group.
&7 HEMETAFstRCS Fo-SMA. FAPER A FRIEE
Fig.7 The relative value of the expression of a-SMA and
FAP protein as TAFs’s biomarkers in each group

AR, 1228087 1Y 58 SOB AL RS I AR, 5y
HHFFEARIE, BMSCsAl 704k N TAFS™, TAFs L5 i
V) S5 () F T A A0 R, A R IR A S A e
SR A 2 —, 15 1E T SRS T 4 40 A
Ll, M 2l 23RN TAFsid st 73 b 2 Bl A KPR . 4
J A 7. ECM(extracellular matrixc)ifi] #5573 -1 A & 1k
ECMZ: 5 g () i A i e, AEg b, R854
Foad B rp R 4 FE S R R AR 0>, AN TAFs i 43 W
A 4T 4 41 10 3% 46 5 [ (fibroblast activation protein,
FAP)TE P 55 b 57 40 B A= R J vk s B4 R,
WEST R I, e () 5L -H FAP. HGF(hepatocyte growth
factor) 118 5 IR H A2 AL REEE . BRIEIR B
IR R A H A5 5L R AR RN,

LSRN AR 288 R 5 R 45
Gy WFFUUESE, 4V 2288l 38k 22 51 RO R 4% 0
MR G PR, Py & Fh B R 35 5 1
I A5 A VA S T () 2 B PEDY, W ASP
e L B R AN K IE N pS3. p2 MRS [ T
WCDK4H Cyclin EZ¢ 31 >k 155 5 A\ i [ 1L 755 + 48
i 5 20T, 2 R SRS ASPAR B /N B 28 0 AH OC P
g, 45 R WoR, 4 2 0 g B A R & A S
il e kR A L 9 H B IKPCNA(proliferating
cell nuclear antigen). COX-2(cyclo-oxygen-ase 2)H/
iNOS(induced nitric oxide synthase) &4 .

AW 9T 38 3 TranswellZ)» % & 77 BMSCs 5 LLC
MM LR IR R, 45 R WoR, TR 4IBMSCsIE &
R AR, A B 2 R A T Go/G I ) A



A W5 2V S0t I B i 1) 76 T 40 M B4 B TAFS AT X 20 13RS (K52 1277

LU 451 A, SHA AN A LA 38 . X 5 DR A i A 4
B A, Western boltyz 6 il 3 5% 7= ZHBMSCs
TAFshRIC 7> Ta-SMA. FAPAE [ 5 1A /K48 1F &
BMSCsH] @ THE. Bk g5 Fud W, il o 58 v] %
SBMSCs[W TAFs7r b, 5 SClkE — 3. 5 Co-
BMSCs4l Lt #;, ASP-Co-BMSCs417E5:3, 4, 5, 6, 7 d
0 A R ) Y B AT Ak TG YT ) A i B A8 T v
SIHAZH M LL ) B 2 F B a-SMA. FAPRE (1R #KIE T
B, 2 WTASPA B TR LA IR P4 34 58 B 4 i AR A
(B ER B R FEAE — A RSB B, 3 T4
i A5 A2 PEAE

MU P I8 ol PR 58 1 20 1 e o A G B %, B T
IR0 241 P, AT BT AN M 98 R 41 AR P B 4N
o BRIIREI T, IR THOERBE I AFAE AN AT O iR
I M 3R AL 8 1R 5 43, [RIRE W] LU By e 40 Bk it
T A MR . H A, MRS S IR T 5 AL R
WIREREE, A R — 20 TF R BN AR N R AT
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