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Mortality in gastric cancer is related to invasion and metastasis. Evidence has accumu-
lated that invasion and netastasis in solid tumors require the action of tumor associated
proteases, which promotes the dissolution of the surrounding tumor matrix and the base-
ment méembrane. The serine protease urokinase-type plasminogen activator(uPA), which is
elevated in solid tumors, appears to play a key role in these processes. We used enzyme-
linked immunoabsorbent assays(ELISA) to test uPA antigen expression in tissue extracts
of normal and cancer tissue of 160 gastric cancer patients. uPA level was significantly
higher in cancerous tissue than normal gastric tissue(9.4 vs 5.3 ng/mg protein cytosol: p<<0.001).
When the uPA level was correlated to other prognostic parameters, uPA positivity is asso-
ciated with grade of anaplasia(p=0.005). Univariate analysis showed that a uPA positivity
is significantly associated with short disease-free survival{p=0.005). Multivariate analysis
with known prognostic parameters revealed that the uPA positivity was an independent
prognostic parameter for short disease-free survival. These data indicate that uPA is a po-
tentially important prognostic factor in gastric cancer. Consequently, we suggest that mod-
ulation of uPA is needed to prevent invasion and metastasis in gastric cancer patients.
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—uPA in gastric cancer—

A =2

Ao wAge AALE FAss FAet, v
oMo AfE ofalx ohiale] s we At Y
le] ®al gled olHig Atde] Fagh U1y 3
il QB2 pEute® 05% o4 5d AEEE
Eahg 9l 27 ¢ebe] 50%7HA Lasd, $-2hd
elell = o} A 7}a] A4 gi8}e] T0%E ApA|3}t7] i
Folvhv, A4 sl Ay 2780ske g 23
H "HAlg Fdx 5y YFEe| 30~40% 35}
o, pg F 276 Atate F9ol g

A $stall M e F BrokEayoR 5-fluo-
rouracil, mitomycin, doxorubicin, etoposide,
methotrexate, cisplatin®& Al¥3m slev 4
9 5o AP B9l v FiY YEE9
2717k ob2 frEHA| ¥ad, seg Al#Ela R
= HFolle AR W-Ege] 40% HEE B gl
of efalw o Ans} AFYRE A Falop . aep
A #H AEFSAH AR £ F3a g =g A=
2+ HE Yo =8, NEE oA i 3 2AYE
7 AAL g FokgAated] oigh QAFrl @ A
ez gk

slatell 2§k A obe] #E 9l delwt B A
2 ovf, FHE kel HRF AHolAAM FoF B
Gl e mae e gk d77F Foksbdd &,
thol ¢ Falew AFsiy, Fo AYHge] A4
o] defu}7] $lsted wA] F4 7lAute] Lsirp 3
AR Bpojn, olafAol serine protease
8} matrix-metalloproteinases(MMPs)y $42%F
oqdge st Ao HEyxz glop". Matrix-
metalloproteinasesT-& ufck st EFol4 1 %
Azl 271Ee] gldol HEEHAM, o 239 ma-
trix &} dig ol FotskA =Hele=dl, o] 7)
AHute] FA48o] MMPE substrated type IV

collagen, laminin, proteoglycan, fibronectin
Foz A= U7l el . whd serine

protease+ 2 & wick Y= G EF A FulF
o, tissue-type plasminogen activator(tPA)s}
urckinase-type plasminogen activator(uPA)
= 7}A7) 9led, of 3 tPAE 2 ¥ &8 #4

=2, uPA7l & gh2] i B Aoz g
X gl

uPA = EAEF 52,000¢] serine protease?] W%
o2 fupokg H|R agytelld ye] FriEe] 9f
ov 7lAet B8l g $3 U gl FHHME
+ uPAE v[¥A43 ¥2 proenzyme Z pro-
uPA=Z @4 Fujsle, o] thA] plasminFef 2
B4z Fuo2 g, 44985 uPAE plasmin-
ogendol 4 plasmine.29 HES )L HrhA)7)H,
Z7H4 plasmin® FoF FHe rlAdg FA4s2 9
= fibrin, fibronectin, proteoglycan, laminin5
& #=sln, type IV collagenase® 43 7
7zlAate] 9 F4AE4 collagen type IVE 7}
HHe R gl x 3] )2, Hep-3 ZHe}
M 255 Bre| dllolef Folstn & uPA 84 o4
i cfol =z Helst s el a4z, §
tPA FAFo = Yeb 4 Andd A8z} gadch ™,
=4 plasming A4 q EACA(z-amino capro-
ic acid), uPA 9AA 4 tranexamic acidgel 3
o A% kel dgn HolF oAde] #IH
v}, °olF w¥Ee 547 olEHoze o9 e
HolZ oA A7 HEHE A5 A8 S87F €
7 dAr}

3T ald] Fok A uPAY WL o oF
AAZ M e 75Ae] AAlEgled, §3] ELISAfen-
zyme-linked immunoabsorbent assay)¥el 2si
A" uPA9 By #4F(immunoreac-tivity)&
GutatolA Y G F AR A A gl P
Atalde 3 A AR g2 $s #AAsE
ez shed A 223 gk 22X uPAS
U3 o8 ELISA®] &) wlatsle] F xlz
el sbedd HESIoh

chal W UH
1) of &

1990+ 14%# 1994 5877 dAMezd 9 o
Al ah e sl 2y ed e A
2 HEAeE AEE BT £ FA] TF
W oA 2o FH7 shedd B4 1604 E o

o 2 &gl
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(1) Cytosol preparation: = 250 mg& 244
7] ¥ ultracentrifuge Al @3¢l homogenizat-
ion buffer(4 mi)g +H-&3t< 10w 3443}, Ho-
mogenizers Abg-sled 52 oJuUlE E4& homege-
nization® c}-& 4°Coll 4] 127} B4t 100,000g2 &
A ¥ AFHch Cytosold] AEde a9l 3%
g AEBNE o)F A7 AL Lowrydiel
o8 Aukaboc,

O &Y #£y|;

Zl) Stock buffer; 1.211g tris, 0588g ED
TA, 1.21 g sodium molybdated 800mle 2%
Fofl FallA10 F, Ao HCIE olgdled pHE
7.5% @&a FRTE A7kl £4890) 1L HA
b 2~8°Cell BRAstod rpg38lgicl,

tt) Homogenization buffer; 4% stock
buffersl monothioglycerol(MTG)& Hr}sted
% ¥=7F | mMo] EAR & st #1x 55
3 MTGE 378 AHgsld 1:1022 3447
¥ 50 ml2} stock bufferod H4s MTG 50 mlS
Hrlsled & Egtatn 2~8°Col Xastdy Alestyd
c},

(2) uPA=2 &3: Coating buffer= 1.59g Na,
CO;, 2.93g NaHCO:& 950 ml2] S8<o] &3] A
71 ¥ pHE 0622 &tz #FLuks |L3 i
o] Alg3lgrt, Washing buffers 29.2g NaCl,
0.2g KCl, 0.2g KH.PO.2H,0& 550 ml9] £F%
o &8 A7 ¥ NaOHZE |48l pH% 728 =
A ohd 10 mlel Triton X-1008 37g & 2%
TE HFTE4YE 1L7} 94 st AgEc), Dilu-
tion buffer+ 10 g hovine serum albuming &
F 1L &84 A 8514l Color buffer+=
1.3 g citric acidH.0, 11.86g Na.HPO.2H.0&
950 ml2) EH5el &8 A7l £ pHE 5002 =
g g, 255E H7tEe HFL%e] 1L H
Al st Abgsiglc), Coating ¥4+ monoclonal
mouse anti-human uPA(Monozyme, Denmark)
g Ah83hgla, detecting AL biotinylated
monoclonal mouse anti-human uPA (Monozy-
me, Denmark)E AM433ch, 24242 horse-

A& # 114

raddish peroxidase(HRP)} conjugated strep-
Denmark)g Algstgen],
substrate®+ orthophenylendiamined +}&3}

tavidin(Monozyme,

%cl. uPA standard: recombinant human
uPA(Monozyme, Denmark)& A}4319ic}. wya
sekeld, wA coating #AE coating buffer®z
45 F 100 w1 7zt wellel] B5ala 4°Co) 4]
ubA) ubx|3lgdc}, Washing buffer® #wuh4] 200
119 dilution buffer® 20°Ceil4 3087} ub&2)71
vh, 38 AUt 100 49 AAE 7 wellell 2
Fokal, 20°Cel M 1417 wrgsbget. 33 4% %
HRP-conjugate &% 20°Coll 4] 1Aj7F g 413
ob, ohAl 33 A" § substrate 298¢ 7 wells
EHdeh, 9% A9 Adeials] 3087 weAH
o IM H.S0, 100 x15 2 wello] 25351 912
A 2|71 multiplate reader{BioRad)& o¢]&3}
o 490 nmel X FREF S} uPAS} #eke
cytosol 100 pl o] shwlalgke A48 F Faxo|
A AP FF T HF=9 g thelsie
uPA S8} k2 ng/mg proteino® Al4lstaich %o
#Fxlel 4 AHg] zA2] wlwRa] <d2ae yPA
levele] &4 2] yPA level®it o AH$E
uPA %3 F(uPA high expression)o® =g
shodeh, 3 uPA GAF(uPA positive)® o4
160 44 =2 wPA(HTH =2xHFH3)11.5ng
/mg cytosol) o|4 4 H4Z Felshoc). Intra 9
inter-assay variation& 10% 9|utejglc}.

(3) ==I8bs Yo <ts) =27], 31z d e} o
F, de] FEAS 9l FHEIE S8 zalalyen,
#zte] welda wWrle AJCC % JRSGC(Japa-
nese Research Society for Gastric Cancer)
WrldA el sled 2 Astc),

(4) X} &3 B $1= ooy 232 $abs
fed, e =AY 2o whatMTHe) A
o Bel dhgcl. T Y2 Ve $aUR BE
Aol # A HF S Ppadse, AA P2
717bE FEUR K At mE HE 22 @4 7}
A2 Hagcl,

(5) SAMH #z|: g4z 29 zalg yPA
level wliz: paired t-test® o]4 two-sided p
value <0.055 218} 2+ 702 sgc}. yPAS} 7|
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—uPA in gastric cancer—

Table 1. Characteristics of patients(n~= 160)

Age
Median(Range)
Male: Female
Location
Cardia
Fundus
Body
Antrum
Pylorus
Differentiation
Well
Moderate
Poor
Size{cm)
<5
5~10
=10

£5(27~86)
113:47¢24: 1)

13

4
42
69
32

17
51
92

70
77
I3

Tumor stage

T1

T2

T3

T4
Nodatl status

NO

NI

N2
Metastasis

Ml

Mi
Stage(T.N.M)

I

II

IITA

IITB

v

46
87
20

44
60
56

133
27

28
36
36
33
27

Table 2. Levels of uPA in cytosolic extracts of paired gastric tissues according to tumor progression(n =160}

T.N.M. stage Normal tissue' Cancer tissue' p-value
Total{n =160} 5.3+3.1 9.4+ 88 0.001
T

Tl{n=7) 5.5+4.5 76+ 25 0.001
T2{n=46) 45+24 76+ 49 0.001
T3{n=87) 53+25 10.4+10.9 0.00
T4(n=20) 5.7 +6.0 99+ 55 0.013
N
NO(n=44) 51127 10.7+10.1 0.001
N1{n=60) 49+26 7.7+ 44 0.001
N2(n=>586) 5.7+4.0 104109 0.003
M
MO(n=133} 5.2+26 92+ 9.2 0.00!
M0.0121(n=27) 56+5.0 106+ 68 0.001
stage
I{n=28) 55133 841 49 0.001
1 (n=:36) 47+2.1 10.1£11.2 0.061
HA(n=136) 49+25 83+ 45 0.001
IIB(n=33) 54+26 9.7+13.0 0.003
IV(n=27) 55+48 104+ 66 " 0.001

', mean value +standard deviation{ng/mg cytosol protein}
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g E A A 2B H A 25

Eo o F UREHL] 4F AFHE p-testE F4
sodrh ¥ YE72 G%E vAE 4 QA H
o2l ##& univariateFH 5 Al#sted Kaplan-
Meier#h o2 wustgon Y2779 fos H
2v log-rank FAHE ol &3} obF Wy 24
2 Cox proportional hazard model® 2|sts}g]
L frels @ oWl A= E Fdedct

| }
1) iy BxHEel Jux B3

ik @xs 2 16042 I 1139, of7} 4790]
e, ok AL 554089 27~864)%dct TH
71 T TN (d.4%), T. 46°0(28.8%), T, 87(54.3
%), T. 20°8(12.5%) 9o, 3= Holzl ¢givd 4
7t 4490(27.5%), N\ 49 =4 ezl 60+(37.5
%) N: 9o = #o]7} 564(35.5%) <drt. ezt
7t de] EL& N, 49 P=H Heolo ojaf M, o2
717} A4 F o7} 274 (16.9% )it =7 [ 284(17.5
%), W7 II 36+(22.5%), 7| III 69+ (43.1%), *
71 IV 274(16.9%) sivk. 719 4bd 4732 Ta-
ble I3} ).

2) H4 #I=ED X0 uPA YN HR

M4z 9 yPAA 5.3+3.1 ng/mg protein cyto-
sole Hisl Fekz:z 2] uPAHE 9.4+8.8ng/mg
protein ¢ 2 #£o}Z3|ois] 2 Wate] Fv)algirhp<
0.001). +&f Awms} w77l Fridpd A4 3aig
uPA 28 E8rt gladond, fgz4e] yPA %
2 ZUlEle Aelaled) F24e g¢lsivHTable
2). uPA 2X-9] cut-off pointE A TA9)
uPA(EZE+2 < E2EH3)E ¥ ®l,  cut-off
point+ 1L.5ng/mg protein cytosolddch. o}7]|&
o 2j3le] uPA oFde 47e0(27% )04 =gl
4 ®@a 2ol Ay e uPA gteT F9F
2212 uPA ghe] ¥4 4$¥H% 22 uPA gR
22 A% A, 914(58.3%)el4 uPAS} w4y
o] gHa=glch, T.7ell wls) T2 Ry 54
ol E7lske A%E Bgen, w2 Ve gy
T8 Rt g2 A%elsledt #4948 ¢ p=
0.08). il ®Wizio] WE uPA <48 alelr} 914

=HE 9 1Y

Table 3. Comparson, of high expression and uPA
positive rate according to tumor progres-
sion{n=160)

T.N.M. High expression' Expr_e ?S“in
stage (%) positive
(%)
T
Tl 2/ 7(28.6) 2/ T7(28.6)
T2 26/46{56.5) 11/ 46(23.9)
T3 52/87(59.8) 23/ B7(26.4)
4 11/20(55.0) 6/ 20(30.0)
N
NO 26/44(59.1) 15/ 44(34.1})
Nl 34/60(56.7) 13/ 60(21.7}
N2 31/56(55.4) 14/ 56(25.0)
M
MO 72/133(54.1) 33/133(24.8)
M) 19/27(70.4) 9/27(33.3)
stage
I 16/28(57.1) /28(32.1)
11 18/36(50.0) 8/36(22.2)
IIIA 22/36(6L.1) 10/36(27.8)
1B 16/33(48.5) 6/27(22.2)
v 20/27(74.0) 9/27(33.3)

'. uPA level of the cancer tissue was higher than
the level of the paired normal tissue

‘. uPA leve was higher than the level of mean +2
standard deviation of normal tissues

Table 4, Association between uPA level in cytosolic
extracts and other variables

Variables' uPA positive’ uPA h1gh2

expression
Age 0.453 0.784
Differentiation 0.041 0.504
Location 0.401 0.996
Tumor size 0.699 0.387
T 0.350 0.351
N 0.212 0.837
M 0.487 0.294
Stage 0.862 0.597

'. Patients were subdivided with respect to each
variable according to the criteria indicated in
Table |
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—uPA in gastric cancer—

Table 5. Multivariate analysis: disease-free survivals

Varialbes Univariate analysis p-value Multivariate analysis p-value Relative risk
uPA positivity 0.0051 0.0003 36
T-factor 0.0001 0.0019 2.2
N-factor 0.0002 0.0306 L7
M-factor 0.0007 0.0758 1.1

cH(Table 3). o 7ldste slAg FHRT = DY

3) uPA%} it 7|E2f ol 2ixtignte] H@y

Cytosol uPA level®t o5& 7129 o|F x5
o] 4TAE p -test® u]wA] uPA A& AE
o] FElmol 4APAT e Ao LI
& uPA9] <F4dEe] =sbckp=0.04). zelu o],
Zokol 77|, 9%, TNM staged mE uPA# o
Ag-e alelrt glaich uPA S 1w E gL 7|FE o
F olxErt= FHaeri(Table 4).

4) I FUXEM uPAS AHH 29

7182 ol F olxbE=t &4 univariate analysis
¢} multivariate analysisS A|33le] uPA=) Ty
o] Falel ool mAe FdkL Alstgch uPA
g gl gAFe W2 29 FHAERg v, uPA
LAF 656%, AT 35%E uPA S4TN4A 29
W HEgo| 7189 (p=0.005, Fig. 1), uPA
e o E FHPEEe] Aolw FHER
uPA k4578 TNM #7ie}l ¥4 o5 Hy 24
& A8 A, vaYE 3602 Woieh FuEg
H§1A A« F 2 A=t (Table 5).

I et

Habe] apukde gbe] HaF Helgl @A) e,
olzlgt shol AeF Helm oh4Eo #Hibg Agstn
ole HE9 7)1 (extracellular matrix)ol4 ®E
s ZEe] "Helx s} 4 A AR Eeizt
-3 W=s 7|49 (subendothelial basement
membrane}g x| A7z, F = Yrds o
g HAE dHde FAE Tl o] Tz}, of A

peptide ZAYE w7z ez malsts g9 P
£7F s Fad 9 e, 94 AEXES Be
¥2 olE o FHELE Hastel Y ZAdd o
§ A5Ee A Ao, weighs) YFI ol
ol HAejrlx] @R E2EQ plasmin, uroki-
nase-type plasmincgen activator(uPA), ma-
tri-xmetalloproteinase (MMP)53a} o|52] oA
inhibitors(PAls),
tissue inhibitors of matrix-metalloprote-
inase{(TIMP)7} #oigd u}¥, o|& ANz 2T F
za)7+8] paracrine pathwayz} 2438tz glay,
ol Gl aig o) oA EFYe) HEr} ote
A& Helzgd AP Y0

Huber¥'"& Aatelsl Crohn's: disease® =)o
a4 uPAe] PR F uE Y F, 45
db3-Al el 23] Crohn's diseased] HAWolz
uPA7H ¥A s AME Lasgch =4 oy
AEA dAAE #3219 FA 249 @xle] =Ae
WAz 2ate dgol| o]s] zAlAd% uPA7} WAs
Adck. webd $lgkeld Fok =29 yPA $HTHE
HE u|Esle A Aoke e ¥ab gabzale] yPA
2 vlwste Aol Fgo] FEEE o2 sy B
o} eldatelel Atz o] £ T A FUd#A A
Hy2AT x2S FA YA F, cytosol e
&5le uPAA%E ELISA(enzyme-linked im-
munoabsorbent assay)yol &8 st
uPAsel WRE = FrlA2 EHele] BAjg up, o
A wHaza 16044 Y uPAAE o83ty
AAEAE AP L2 BT U o, o] cut
off Are} ¥& A$F uPA UdAdTe=R Aitgdd
g o g: Abe A4 T4 uPANT e

2l plasminogen activator
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atetatEA A28 A2

uPAZ fgzaledd Ydg +& uPA 2UHEZ2
B Aaled, gl A4S 22 TEEEE 2
3 oolg el gxley AF, o] HEgmele 4RAHTE
vjaisled RS WEEGH Fr|AEZ AL 54 ebA
3 glokel ald 7)AE B} ollaly) $iste] £ AT
& A #3lgick
g 4 gzl yPA WEHE 53+3.1ng/
mg protein cytosol($):2.2~8.4)2 #a=gie
™, Fokz o uPAi]?’} B} FAstgel =8
b gabzale] uPAE o9 ARE(T-¥7)), ¥=3
Aol B efaAby] Hel, ‘%ﬂ‘ﬂ"ﬂ Wizt Aggde &
el & xbel7) slsich(Table 2).
gtz A8 yPAE 2E #HI]eld F7lEe] 3l
So] AR u}, o9 A &7 o|v] uPAS] 4
o] 27tde e AZ4Eged £33 T,-T.H7d
A T2 o)A S, Aakw A& WA B} 2o
el Frlate A%E #3¥ 4 sladch(Table 2)
$jotz Ao 4] wPA R EELS 56.9%04 Hasdd
ov] B3 T7ela] T, W7]2 7894 nydes)
Frstgen, a7l Felzt e M, 22 #H7
Va4 mel atgdge] Zolshs Agke] 4 gd
(Table 3). oIt A= TEHFUR slctd 27 A
S5t TAofA] MR A e wle) HgtEAY e} At
H uPA 'ddet Fvlsls], A ge|r} WAsE AL
o= Bl v #3e HEr) Asdcty s, 1Y
288l £ AGYF G o4 ATl
AEe uPAE By AHE 34 & Hfeldze}
%"‘2—1"5 &5 Beeld FE uPAYE 945
, A Aol FudEiAl dejbs Flel S
2 uPAﬂ* 7ebA st Re] Rauselh, Haxzas
8ol wlgo] At Aot dh uPA 94
£ 263% 4 wEsged, oo HErel yrle
Fafe] iz} uPA kAol & Ael7) BAEA G
stor}, 71&2) &FQAEDR AL wiRA] ¢t
g} =4 E3lzrl 2&54E uPA $4E2 Fiihgel
#25¢ct. Nekardas™'< uPAe] £33 x3 3
gt d qlaele) A ATl QFgAME It i
et zelw wigky ¢ (WHO ¥Rl 58
et A E3et 9 A¥(Lauren ¥7)el vj# uPA
7} @A SdgE 2usgdet. 2ey Takais®2
o] B-gtatell 4] uPA} 282 WA SegE Brshy

xgE 9 11l

7, Nakamura$#®& uPA=2#Ez WHO EH%+=
Fagre Bastgich el olA7A] uPAY AT
Foko) B3 Ay SR ARAHS <A
o2 ARAE v Wer, ¢ FFFH A%
Aste] FAE glgel ok s

dlFEqlatg Ao} uPA9 147 2% x=AlEr] 8
ghed 21 FHAESEE A4 UAEE univariated 4
A, uPA skAge] dlfalzk= A iy, uPA 2
wgg2 2erh gk falg adxbge] oldsgk 2
HAlox uPA &L 574 ofFdANE FHiy
o], d=t wPAA7E Ao FrlAlele o5l &
gkge] A A= i (Table 5). & o8 Vg 27)d&=
Habzald vld tz3le] Adld uPA wie] F7)
sl st vl wPAR Z7b7h wbgstd skel 3%
sol F71skA =, 3 A e §r) Esika &3l
o} ol#EE AT FUdulr)el i uPA UEAE B
c} i F o} Bakglg 2ntely, uPA~L stage-orient-
ed BN 7|Fo2 Aed ¢ &g BFcl &
et

#HT Heiss g™ 203+ i3t #x8 ez
uPA2} uPA-receptor(R), PAI-l ¥ PAI-Z2E o
dzAstel Juie® Rajsle] PAI-l, uPA
uPA-RE& M2¢ fgtgate] A FdaA= Basigd,
B3 PAL-le] %y Fzt2 ¥ watedeh, e}
FHAL FHA HAAE, HiobdE FL& g 7
A Aze FHE el arejEx fated, 53
uPA®} PAL-1o} & #3ol4] oz F3jo] F2 o
N FHeEAe B9gsA e A] e e 2L d79
e, 2 A7 FokdEIL¥r uPAs
PAl-le] 7okl wbg-o 2 sha 5 Ao olfe] @43
7y FH AT T3] defrln gl & Avigd &
A Nakarda$% uPAst eolel odzja|al
PAIL-io] 2tdls} 71E 9] o5 AEH o3 &
A& Aldlistel uPAXcH PAl-lo] oo ﬂlilL o
o] o Attn Hasigat, PAI-19) #A$ fabet
oM olu] Rz Helr} gli= A5 ¥ ofql
2 BaEgnE, ol PAIL-12] d%e] uPA
F4Ast gy uPAS 4stE ATt BT
E2 W3 Aubehd, JanickeF7 o] Ayt FH A
8] ¥4 {distant foci)el A3} (reimplantation)
ged PAl-lo] ZH317] wjFeg Angc) Z qf
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—uPA in gastric cancer-—

o] Heol7} wtyEt7] Y3Ae MEL tumor stroma
o] YAo] Haste uPA7l o] Al Mx2) 713
o stalg AAA717] dEelch v 7] AFR A4
£ ¥4 E(endotelial cell}st 2ol PAI-Ie)
Ealstz 2 PAL-19] 274 A4 €3 g4e] F7hs
of sl&€ vedl= ARt o ela, webyg 2E
d A% et dHEE oo,
+ uPA 253 24 ¥, £F PAI-I
% uPA-F&A di AFE ARy gkl
A o1E e E et AAMA 2R slde 2ot
ol#fg ¢ gl Ao Azgleh
AgHMe® uPAw: A4 Szl vjste 271 $
o A A RE FA EeE, gle] AYYFF A
A 2 Ege] FrhEn, A AdH wdEel &
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