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ABr 8] e BT 2BREEX S AL AE BB G Ty /N B AR ZT4E 1L

Ak BEREF AE xEF OMXE AR TRE BRI M AR
(ERER MR ) LB B LRI 7L, ) LER B 5 AU 306 3 B AR =, L3 R B 3000 B 1 bkl
GRS, BT T ANHIA T TAEROARME 7T G, EER 400014; 258 PR RHA 24 B J L 28 22 g PR Aoy, SR 400014,

SHRERFR MR LB BEBLIGIR 7T B 50, B 400014)

e iZ L8 AR A 18] 2R T 4a Jb(umbilical cord-derived mesenchymal stem cells,
hUC-MSCs)J4 4wt 3F 2. B (plrfemdone PFD)*T 1 R & & %5 5 69 > SR 4 e 40 6906 577 48 B Z°T g
M), CSTBL/6 R4 A % 4 BB 4L, MSCsx BB 40, AEA 28, 30 mg/kg PFDZE(Py). 100 mg/kg
PFDZL. 300 mg/kg PFDZE. MSCsié 77 2L A MSCsBAPy . AE A EHREE B HTRAEHIE
#$5%10° hUC-MSCs, 7R #A4 % B TPFD# §. ## 5 5 217&&@ Mt 28 4%, HE. Masson & 4~ 3|
TAE IR B A TAR RN R ITARE SL; Sircolik M AR R 42 ; PCRA=Western blotda ] 4F 41047 & 45 7K
. AR EhUC-MSCs A 3% 7 2 (conditioned medium, CM), BR-A&-PFDAR 91 32 Fx LK, 4F 4 40 Ji2
(myofibroblast, MFB), CCK-85 Brdu 52 a4 MIMFBA K 3% 74, 42 R 87, SAEA 404810, MSCsHk
BPyl B E R E ) RA G R B RIE, B Z FARR BAT AR &4 K-F(P<0.001), H77 24k
F % A PFDA=hUC-MSCs£8(P<0.05). PFD= \%ﬁV%JMFBi@EL FLA-CM3¥ 3% T PFDXTMFB3E 74 ¢4 47
#(P<0.001). A5 &8, hUC-MSCsHE A% A EPFD fLi@ it 7 HMYB#) 3 AR 2 R B H T
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Therapeutic Efficacy of Human Umbilical Cord Mesenchymal Stem Cells

Combined with Pirfenidone in Pulmonary Fibrosis Mice

Wu Xian', Peng Danyi', Gou Hao', Liu Jiang', Zou Wenjing', Zhou Ou',
Ding Fengxia®, Tian Daiyin®, Fu Zhou'**, Zou Lin’

(‘Department of Pediatric Research Institute, Children’s Hospital of Chongqing Medical University, Ministry of Education Key
Laboratory of Child Development and Disorders, China International Science and Technology Cooperation Base of Child Development
and Critical Disorders, Chongqing Engineering Research Center of Stem Cell Therapy, Chongqing 400014, China; *Respiratory
Center of Children’s Hospital of Chongqing Medical University, Chongging 400014, China; *Center for Clinical Molecular Medicine,
Children’s Hospital of Chongqing Medical University, Chongqing 400014, China)

Abstract This study aims to investigate the therapeutic effect of human umbilical cord mesenchymal stem
cells combined with pirfenidone in bleomycin-induced pulmonary fibrosis in mice and its possible mechanism.
C57BL/6 mice were divided into normal control group, hUC-MSCs control group, model group, 30 mg/kg PFD
group (P3), 100 mg/kg PFD group, 300 mg/kg PFD group, hUC-MSCs treatment group and hUC-MSCs combined
with Py, group. 5x10° hUC-MSCs were injected via the tail vein on the 7th day after intratracheal instillation of
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bleomycin and PFD was administered once a day orally from then on. Their lung tissues were harvested at the 21th
day, pulmonary morphological changes and collagen deposition were assessed respectively by HE and Masson
staining, the content of collagen was measured by Sircol assay and the levels of fibrosis related markers were
detected by PCR and Western blot. In addition, myofibroblasts (MFB) were cultured with hUC-MSCs conditional
medium (CM) collected by ultrafiltration and PFD in vitro, CCK-8 and Brdu assay were used to detect the growth
and proliferation of MFB. The results showed that hUC-MSCs combined with Ps, group significantly improved the
survival rate and pulmonary histopathology of mice, reduced the levels of collagen and fibrosis related markers
(P<0.001), and the efficacy of combination therapy was better than that of PFD alone and hUC-MSCs alone
(P<0.05). PFD partially inhibited proliferation of MFB and PFD combined with CM enhanced the inhibitory effect
of PFD on proliferation (P<0.001). This study demonstrate that hUC-MSCs combined with low-dose PFD may

attenuate bleomycin-induced pulmonary fibrosis in mice by inhibiting MYB proliferation.
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¢ & M il 47 2 4k, (idiopathic pulmonary fibrosis,
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5 F Biocolor2 #]; Jx ¥ 5% i 7 . Real-time PCR
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1.2 mh4PsLie
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C57BL/6HE BRI T~ H R B R K 225258 sh Ao, 15
T H KRR R 8 )L 2= B S 56 3h P H 0 SPF 2R
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FIEPFDIAYT 2H(B+Pso) I EPFDIA YT ZH (B+Pioo)
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Table 1 The primers for fluorescence quantitative PCR

e 30| LESIP(5—3) TS5 —3)

Gene Forword primer (5'—3") Reversed primer (5'—3')

PS-actin CAG AAG GAG ATT ACT GCT CTG GCT TAC TCC TGC TTG CTG ATC CAC ATC
Collal GTT TGG ATG GTG CCA AGG GA AGC ACC ATC ATT TCC ACG AG
Colla2 AGC AGG AGG TTT CGG CTAAG GCA ACA AAG TCC GCG TAT CC
o-SMA GAC AAT GGC TCT GGG CTC TGT AA ATG CCATGT TCT ATC GGG TACTT

3 A R T3 mg/kg R B R A, DL
T/ 10FD 1R 3 B35 0 v, 1E 0] R 2H B MISCs i | 4H 46
HEE S RN AR K BN RE T HAM37 °C
HAAEE b, RE R JE R R 7R 08 . TR IS BT R,
MSCsZH 28 /)N R &K 54 5%10%/200 uL P4fXhUC-
MSCs, IEMSCsAH T LASE R AR Eh K. MW 5 257
KIFUG, & H. = 7AI=EPFDZ 571 T BA30 mg/kg.
100 mg/kg. 300 mg/kg PFDIR IR HE H , AFPFD4 LA
SEAIIK, BRUK, FFEBIEBEHE218. W
IR/ RAEAEEDL, T2 LRI /N BRI ZH 2.
122 DRAEAWLNGLE  ECREREHEE
ZEME21UR, WR/ADBRKEM. B WE. FIESE
AR WL, A1 F Graphpad Prism 5.022 1) 4= 77 # 25 .
123 FRZBLRRIEIFS  CHUE A A 2L i
VI, BANRAECT 5 VI % = 5K ATHE S 2 )5,
3 i 0 HUS A 5 5 B ML BT (100%) 1 %%, R 9% Asheroft
VRO 75y AT VE 4y, ARG BCP AR N 5 13
53, AVPAS il 21 4 b 1) = B2 02
124 MAKRAZONE AL H80 mgfit
LR, FLAE SivcolyZ I m v M R S a7 & U B - A
WISE o PP B S A o i P A 7 T 42, R JE AR H A
MR T 5 R TR T o TV R S A % LR A
TH L ATV MR R B =T B R SR R B K i
WSARRA(1 mL)/80 mgx A7 fili 4 4 3 (mg) «
1.2.5 % K& A& EPCRA& M AR 4 446 47 & HmRNA
e kL SR TRIZOLYZE $2HU A5 20 it 4 23 (1)
RNA, FJ FH 158 % 55 6 7] & RNATY 4% 5% S cDNA.
43 2 cDNABEAT %Ot € BPCR, LAS-actindk HI{E
RN SR, KT R ol (collagen type T alpha 1
chain, Collal). TR fiZ JRa2(Colla2) K o-"V-iE MLLEN
25 [ (alpha smooth muscle actin, a-SMA) mRNA [1]5&
K. BTG RSIIEL,
1.2.6 Western blotik #& ] iff 28 4% F a-SMA#) & &
K FHRIPAYH f 24 v L 3R BUI AH 21 R R L B 1, BCA

RN A IR E . 25 ngfE A B A, 8% SDS-
PAGE®EZ VK 7y B 85 H, /KX LA30 V 5 min, 80 V
30 min, 120 V 30 min#E{T B3k, fHIE250 mAHLIf %%
R 60 min, ZEE A1 h, 4 °CHFE —Pi(a-SMA
1:500, GAPDH 1:20 000)is %, =i 7 5 —$1(1:5 000)
1 h, ECLIE R,

1.3 {KkHh3LEG

1.3.1 hUC-MSCs#93 /%% P2fRhUC-MSCs
M EE PR T F 4l B v T TAR R R T 0 3R AR, 4%
HEUR A A R O 0 7 vk B R % sEhuC-
MSCs!", fFFhUC-MSCs K 22 PAR, 28 R AL 5 1K
FES M B, B0 5 FHPBS B R A i 1+ 5, A 4 g
R FER2.5%10%mL, B Tk A5

1.3.2 hUC-MSCs&#F3z ke 4l4&  KPRhUC-
MSCs# M 210 e 4l g 55 77 ML, >4 40 i fi & 2 A
F|75%~80%I5 B ¥ 95 mL G Il 7EDMEM/F 125 3%
B, AREEREFR24 hig, WA RS FR I ¥ 35 7 5 TR U8
EOEH, 4 °Cy 4000 xg 50230 min, 15227500 uL
WARREFREE, RINCML.

133 CCKS8%: 3 W/ B G B 2R 4 4 i
(NIH3T3). A L ifi 5 £F 4 41 fe(HLF-9)43 5l 43 -
X i ZH(Ctrl)s 0.1 mg/mL PFDZH(Py,)~ 5% CM4H
(CM). 5% CM+0.1 mg/mL PFD(CM+P,,). NIH3T3
LTHLF-9LA3 0004™/4L %5 B2 Fh 96K, ¢ 24H i 1
BE S5, O 405G AF N VR FE A PFDAT/ERCMF)200 plLis
FREE, NN MRS 240 4R 285 7%, T04 1. 24 34 44
SRAFFLINAIL0 pL CCK-8, 3 h/i BRI 2 %51
W P (K 450 nm)..

1.3.4 Brdufzm/Rigsa %%  NIH3T3. HLF-9%r41
[F]CCK-852 56, P4 i 7373 LA3 000//FL 1% %5 & 42
FhEI96HR Hr, 438 4H B U5 BE J5, B8 46 5 A A IR FE 1)
PFDAI/ECMI¥I200 pnLE% 77 5, 75N 40 M 55 7% 46
59548 h, I \Brdu, 7E40 M3 3546 h 4k 4: 5 554 h
JG, SHMMEAE T . ALY S A Brdu—$t, =if
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WL -

NI E 90 min, 145 AR OO % FLO FE (B
£ 4450 nm).
14 ZtESH

SIS B4 35 B2 FH GraphPad Prism 5.0% 4 147
Guit . A A7 M2 it log-rank i 56 73 Hr, HidE
A5 b 1 22 3R 7, PR B ST A A 4 18] 23 A R FH o
5, Z HEHE A L BCR S 2 0 Hr . P<0.05 9%
RAGFE L.

2 25
2.1 hUC-MSCsEx &K EPFDXt/)\ iR & 2 AT 8]
Al

55 4 B 20 1) 2E A7 I [RD A LE, B B A 77 S PFD
(30 mg/kg, Ps)5 ¥ FIhUC-MSCs Tt i #iE K Jiii £F 4
/N B AAF I T 5 PRl (100 mg/kg, Proo) 5 5
I EPFD(300 mg/kg, Psoo) 1T %E K A A7 1N 1] ) i 35,

{HZ 78t B L hUC-MSCshk & P34 i 35 4E
K/NER I AEAFIT 1), 22 7 B Geit 52 L(P<0.01),
HhUC-MSCsHK A PsoZH X} A= A7 i (8] (1) i s AL 1 2
Pioo~ P3ooIZCR(E).
2.2 hUC-MSCsBEEE Pso2H /) FR B SR T2 AY 22
TR ZH /N B AE AR 25 21 K (0908 B A8 Dy RO
Y RIS R, I D) o 16 5, UL 35 JE 0 T2 il S 38
FEL AR PR, 40 XI0E R /NS S5 1 38
ROAR, BN e il SRR 20 it 05 BEAH Ll PsoZHL AT
hUC-MSCsZH 76 W] 5 20355 TP oo ZELIT AT I ALK L
BRI X 38 BTk /b, Asherofti 73 £ 3 (P<0.001);
Paoo 2L 85 BT — 58 03, R SCE AR BEAS B P oo
AT L, ProofE 5L FHPFD 44 7 20 A4, hUC-MSCslEk
BP0 B G R 55 2 AT U 0 22, Ashcrofti
I3 B SR A 55 (P<0.001), FLXHE B B 243t B 2 AL T 50
FIP100(P<0.01)(E]2).

100 —— N (n=15)
_ —=— N+M (n=15)
E —p— =
E 30 B (n=15)
E —=— B+P, (n=15)
- P=0.056
§ o B+P, (n=15)
=
S 60+ —o— B+P, (n=15)
P=0.090 —o— B+M (n=15)
404 i —— B+M+P, (n=15)
I I I L) 1
0 5 10 15 20 25

**P<0.01.

Bl RENROEFHLZ

Fig.1 The survival curve of mice in each group

ok
'q' _v*_ “ —:fL”v,
-
T+
-

%‘ @I Q;Qﬂ; \n; ,;’Q; @ -

SF 0N o - s a0y Q
A~H: N(A). N+M(B). B(C)~ B+M(D). B+P3(E)~ B+P4o(F)~ B+P30o(G)~ B+M+Pso(H) &AL B AL ; 1 4% 241 ZUHE 4% {5 [ AshcroftiF-4y,

**P<0.01, ***P<0.001.

A-H: the pulmonary pathological changes of N (A), N+M (B), B (C), B+M (D), B+Ps, (E), B+Pyoy (F), B+P34 (G), B+M+P5, (H) groups; I: Ashcroft

score of HE staining of lung tissues in each group, **P<0.01, ***P<(.001.

E2 &4/ RATESRHRIES

Fig.2 Pulmonary pathological changes of lung tissues of mice in each group
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2.3 hUC-MSCsEX & P33 /)N FR AT SR A R B 520

Masson % (055 fiti P Jig Jit % Bl 5 €8, 7T s I it 35
YL T E AR . AR BE T T LA N K &R R
PUR. SRR AL EE, Pao4L FIhUC-MSCsZH fifi 1 Ji
JR TR TE B B 28 Proos PaooZHL IR SR ITTAR A FT Uik /1>,
E P02 Ji2 J5 98 /0 F2 JE AN Je P oo ; hUC-MSCsEK &
PsoJii T 2 25 B AR A J AR, HSCRAR T Poo( B
3A~3H).

SircolyZ: AT A M /> Bl N ATV M R R 1 A
&, BB N R4 R R S B IR B T
(P<0.001). SR ML, ¥ P4l 5hUC-MSCs
AL IR i T W SR SRR Paoo 2L A M R TR D 4 9 >
(P<0.001); PaooL A5 fili i J5 55 2 B AT AT /b, {E 0
D FEAS e ProoZH . hUC-MSCslt A PsoZH fiti 4 Ji% J&
B E D (P<0.001), HIBEA RS & B

TP (K3D).
2.4 hUC-MSCsEL & Pso Xt At 4 L RS 438 BY
A1)

Collal. Colla2# i\ Ay & =B I 4F 4E 4k b
Y, H 2 R A e AR EES, BB Collal
Colla2 mRNA/K PR TR ZH B 2w . SR 2 A
EE, Psor PsooZH &thUC-MSCs#4 Collal mRNATEHI &
A, ProoZ LhUC-MSCsEk A P4 Collal mRNAT]
Tk BE WD, HhUC-MSCsHE 2Py 4 % ik 8 FAK,
Z 5 B G L(P<0.001). BRPsoZ4Lok, &i697
#H Colla2 mRNAZK -3 &A%, hUC-MSCslk & P34
IR AR (P<0.001)(K4A T E4B).

R B RS, il A IMFBEE W 48 hn, /&

NMFB I H7 & Y o-SMA [ A tH 2 2 1 i, AHfF
REER TR, SRR, Pyos PsoZl &xhUC-MSCs
Ho-SMA mRNAZKF- TG ] 2204, Pioo SR 4H B
F AR, HLBRA 4L AR (P<0.001)(E4C). fEEAK
F, B P30 FThUC-MSCs X} a-SMA 1) % 1A TG B & £
A5, Pagn Proo I H8 2 401 a-SMA 34 111, TThUC-MSCs
L PFDIX A 5 1 i3 PR a-SMA R (K4D)
2.5 hUC-MSCs& 4157 E A2 PFDXTALA £F
o 4R p 1L 5E RO HDHI

W 5T 2 B, TGF-B1 R 5 B2 4 21 i M MFB#%
1k, RILAMFBIIF: E P a-SMARIE B E 1 £,
] H o-SMA T /K PR R MFB I B E R4S, 78
A szigy b I 4 ng/mL TGF-B 19 B 2T 4 41
MINTH3T3FIHLF-9 48 h)s, 4l A fja-SMA mRNA
RSP B 53 1 (P<0.001)(EISAFIEISB), 3R HIMFB%L
H R0, J5 285250 CM K PFDXT & 41 4 41 il
(¥ &b P35 J& FETGF-B1HI48 hJE 7R N, ALEECM A
PFDXTMFBA: K5 H4 5E 5210

MSCsXif fili 58 35 93 (1136 T7 2 B A i 1 5% 43 WA
P U, R £ 48 A 52 58 R FHCMAR B hUC-MSCs
A BEAT I 90, CCK-85L58 3R BH, B P, 1T 3 4>
1 #HIMFBF) 4 £:(P<0.05); CMXTHLF-93K & [\IMFB
A KT R, 1A R HENTH3 T3 R I IMFBA: £
[P, (02 R LGT5 8 L(P>0.05). TEP il
LAIMCMIG, B RBR T Py AMFBAE K (9 H], H.
#53 BAT G247 L(P<0.001)(EISCATEISD). Brdu
g 25 R IR, §H P, /- M HIMFB S 5H, TTCM
ANFMIMFBRIESSE, CM 5P, BXE o, [FIFE 235 3 o

-
& Q’&i@ pE DR

S

A~H: N(A)s N+M(B). B(C). B+M(D). B+Ps(E)s B+Pioo(F)s B+P300o(G)~ B+M+Pso(H) & ALl Masson e i 1o 75 2H 19 /)N B4 i A 1 o 5 it

**P<0.01, ***P<0.001.

A-H: Masson staining of lung tissues in N (A), N+M (B), B (C), B+M (D), B+Ps3 (E), B+Pioo (F), B+P300 (G), B+M+P3, (H) groups; I: collagen content

of right lung in each group, **P<0.01, ***P<0.001.

E3 &4ERAVELRAPRIRIIKFE

Fig.3 The collagen levels of lung tissues of mice in each group
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A,B: expression of pulmonary fibrosis-related markers in lung tissues in each group; C,D: expression of a-SMA in lung tissues in each group;
***P<0.001.

El4 BAIBE /R ADE LR ARERIRIK T

Fig.4 The expression of pulmonary fibrosis related markers in each group
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101 ;3 ns
T 1: Ctrl
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A. B: 4 ng/mL TGF-B1{f FINIH3T3FIHLF-9 48 h/Fa-SMA mRNAMEAI; C. D: CCK-85246:45 5% E. F: BrduSZh 44

; ¥P<0.05, **P<0.01, ***P<0.001.

A,B: the expression of a-SMA mRNA increased in NIH3T3 and HLF-9 after 4 ng/mL TGF-B1 for 48 h; C,D: the results of CCK-8 assay; E,F: the results
of Brdu assay; *P<0.05, **P<0.01, ***P<0.001.

5 hUC-MSCs& 1% £ AT 200 PFDXTALAR £ 4 4 A 18 5E A0 051 A
Fig.5 CM of hUC-MSC s affects the inhibition of PFD on myofibroblast proliferation
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1 Po AMFBHEBHE (1401 (P<0.001) (I SEFNEISF) o

3 iHig

IPF A 6l 2 45 53 16 5 112 Wi e A, IR B2 40
bRk < A B S 5 A [ ES i A oD SR N Tl e
hUC-MSCsHIPFD [ - ¥ i 8] s 15 B AE il 21 4E AL T
B, B AIRRSLPR TR R . AT 7L, ¥hUuC-
MSCsH AN 4tk /N R AR N, IS5 %57 = PFDEL
AN @R EIR, SHEAAA LG, hUC-MSCsit&
PFD A . ZE K 7 /I BRI A6 A7 B 1], 995 3 e 0 4 o i
0 e 5 A A B SRR D, T PR DR TR B I 4T 4 Ak
Fr EWK T B2 BRAK. ShUC-MSCsBES i, 157
& [PFDAE K T H3 5 5 2 106577 & 1 P 4T 4
e, DR AT 4, hUC-MSCs 5 PFDEE AT 4 Bk
A EEPFDPLLT 44T R N T BEIKPFD I &, I
AN R RN R A, DA SIRIPF A5 38 IR 52 1 54
NES

OkuZs ERFH =/MKFZ 10, 30, 100 mgkg PFD &
IT R 25 5 00/ BRI £F s R, 28 0L R,
PEDLLT 4E 40 /B 5 75 & S IEAH 6. {H W
iR 41 T E, B B v R SR P (PR DX /s BRI 41 44k
HII7 2. AHE 7SN 30, 100, 300 mg/kg PFD—
AN TR o U ok i 4 4 Ak 3R 9T R L, S T
AN ), 75 (300 mg/kg)PFD A A £ Lt rp 71 &
PFD(100 mg/kg) 5 4f i 4F 4E A R . fEAzuma
USRI Wijsenbeek S5 AT I PFDIE J7 IPF I I PR ik
5+, PFDIIA R R BB Wi R RCA E, HE#IE
BIEMR, KA FRLEA0%~60%, H7 3 BN 521
1525, G558 ARSI FE v 8 2 1) 5 I B PFDAL
NI B AL . KR B PFDA 2 B 5, nl 4
PFDf| & 7E M i& m i f g, F=4 T B RiEA R R
N, 520 T PEDIFYA YT AR BRIk, I PR AR AN R 12
FH 384 INPFDF &L [ 75 72K IE B S AR AP EF AL R
BT, N T R R SR PFD A A R RN, A
W 72 K FH 730 mg/kg PFD5hUC-MSCsEX &6 7T,
1M A=K F 100 mg/kg PFD 5hUC-MSCsEL A

IPF (1) 0 i 3 (R B T A5 AN T 2, H 2
B R K B AT AR A M 3 B . SR DA S At
AR R TTAR, A 4 i AR R T A IR SR L
MFBAE NIPF A% (1) 3 B RN 40 i, 42 S5 1PF#R
9o (1) 7 LR P R VIS 2 A0 A %, T LI £ 416 4H 21
WMFBJ&IPFIA 7 I HE s 2 —21, WF 70K 1, MSCs

AL TGE-B17 5 1 B £T 45 41 g [FIMFB 43 L1122,
I AT 3@ I 55 2 WA FH R T g, SR A IR
A, D B SRR, AT 28 T 4R R4 et T
PFDAF A —Ff 22 241 i [R5~ 4 1) 57, ] e ik 0 il TGF-
B1.bFGF.CTGF5 40 K1 [ 352, Fi ¥ 4n M ()
F T 2 S B 1) A v P, AT 00 ) L) i £ 4 4 i
) 184 B R 2 TR IR A 9. ASHIE T, hUC-MSCs ik
H A EPFDA 1) il 44 237, MFBAR & YJa-SMAF)
e 53 [ B 1 /KT B A T 52 PFDEhUC-MSCs 4,
$27RhUC-MSCs5PFDEL & J5 B A TR Hi4F 4E 4L
h, HALHI AT e SMFBEH i &3 N A %,
Uk, A FT R B AR A0 S0 50U IX Bk, 4 RIER,
CMA] fE J2& 18 1 1% 5 PF DG ME B 5 1 52 1) M 177 1
SEPFD I PLEF 4E 1L BE 71, (HCMEZ I PFDHT4F 4k AL AF
MR RN AR R [ER— 02, 2HACM
XTMFB [ 3 58 TCHI A A L 2 B A (e gk L1 5 1
MK CM S5 PFDEE S J&5 6 MFB R 19 5 5 7 H B &
BIAHIAE FH, HALRIA Rt — 2o

AW 5T 45 5 2% W, hUC-MSCsEk & 1% 571 & PFD
X /N B 4T e B R AT YR 9T VB, T 2E ZRIPF IV gk
T2, NIPFRIGIRIGIT St 7 —Flokr Bk . H2, W
B WAETBIT IR AL S R Ak o 75 3 — 2P it 7
AHRZ,
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