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Expression of CD44 Splice Variants(v4/5 and v6), a-Smooth Muscle Actin,
and nm23 Proteins in IB-1IB Uterine Cervical Cancer

Hee-Kyung Chang, M.D., Man-Ha Huh, M.D.
Dong-Hee Kim, M.D.* and Un-Dong Park, M.D_*

Department of Pathology and Obstetrics and Gynecology®
Kosin University Medical Center

We examined the expressions of CD44 splice vanants (v4/5, vb), a-smooth muscle actin, nm23
to evaluate their roles as prognostic factors in 70 cases of wterine cervical carcinoma (stage 1B
to 11B) who were surgically treated from January 1989 to June 1990 with a clinical follow-up
of a minimum of 5 years. The expression was examined by an immunohistochemical method

node metastasis. (Korean J Pathol 1997; 31: 546 ~ 556)

using archival formalin fixed paraffin embedded tissue. In the 70 cases, 61 cases were squamous
cell carcinoma and 9 cases were adenocarcinoma, CDd4vdf5, CD44vh, a-smooth muscle actin,
and nm23 were detected in 41.4%, 70%, 100%, and 74.3% of tumor samples, respectively, CD44
splice variants and nm23 showed membrane and cytoplasmic staining of tumor cells, respectively.
The expression of a-smooth muscle actin showed cytoplasmic staining confined to stromal cells
and was classified into three grades by the extent in stromal cells: with less than 10% of stromal
cells; 32.9%, 10~50% of stromal cells; 40.0%, more than 50%; 27.1%. These expressions were
not correlated with histologic types, lymph node involvement, recurrence, and grades of tumor
infiltrating lymphocyte (TIL). But CD44v4/5 had significantly inverse correlation with TIL
(p=0.049). The expression of CD44v4/5 was significantly correlated with that of CD44ve
(p=0.05), and that of a-smooth muscle actin was inversely correlated with thar of nm23 (p=0.049),
In conclusion, in FIGO IB-1IB uterine cervical carcinoma CD44 variams, nm23, and SMA show
high prevalence, however, with little prognostic significance assessed by recurrence and lymph

Key Words: Uterine cervical cancer, CD44 v4/5, CD44 v6, g-Smooth muscle actin, nm23
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Forel Aelsh o ghare] Ful Auglclelch wf
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AEEH SAN HES dXE F Ak AT
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o|v) 8l Pelol QojHE v]§ Fog Aabolth

oF4 Fokel M e Mol AL obHE s A
oh gl o] mon}, Fok Iz LS
adslAL FgAE} mFAE Aelef| HEF F
7155 HS5ue @iy elr 4E=|r|de] s
#7} slojuba] Hnl FohA|Ee] o|F o] Z7tein)
Eeo] F42] HEF FHe|r} bdsiA ] Hew £
5ol w2l HE RAQlz}-E3h M Ee|7] ] W
#7} HoF2] FAa Helsh feis]e] Yol Al
o 3% F oglev' o) 5o dilrl Foko 4§
%5 FUE ¥ 7 v A2 oRE e
e EekielebEql Hwl e obdel ¢dH<
Silell = 2]2] v Heletx A7zl

afl o o MEEYH FERgarh s A
o ek FH-=d| Integrins, Cadherins, Immunoglobulin
supergene family, Selectins, HCAM(CD44)7} 131 5o
W oelEe Asittdozi} fARHoZ HSshi
olEel Ase Am wdso] Uo Eake g3,
A%, 9 Aolol YolA 052 Fol AFH T 3
a1 5a] Eekdalnl Holef] CD4Y, Integrins’, ICAM-1°
o| A7} Qlels Kavl gl

WEE HLARAS Feo) spel CD44s] F47
= 11 g ghete]] $2]we 20708 exons 2
T+4%)e] 2k 200M2] exon & exon 65E] exon 15
Aol2] 107] exon(vl~viDe] ach4 3 EHalemative
splicing)ell 2]s =2} =ghe| chekuba] a3 qheha
o] 52 mRNA7} $7LE A EL|edde) 4q)=w
29} 7)3e] choksh of@] EHe] wwA(CDA4 var-
iants) 7} THSo] # o}

o272 I CD44 wiZ 2] 7|53 £ oG] F
oko] Aalell ojW 7|Heg Pojsi=z) H4ds 2
2 glZ|ut eldel] HHAAgE Fofoil4] CD44 ¥
ol Fofl 2 odLell 2lalyd ollzba] Fok) Lol
of 213 2] CD44 W A7} 3 e ol g4 F
oke] Hlol| uie} 4EEE CDad HEHE PHEHE
Mbzdal s B4 CD44 v, v6, v9, vB~10 & o]
subEE 23 FodollA Holeh alyte] wlwisn®,
GSE GAE @6 FUsi Holzh whA|ElE A

o] ofe] AFE Fofl Haswiy CD442] o4
ghell ojtk HE ML FokEe] Holgd ] S
w]$ FoY JEE o Aew dzxw oy E
okel| 4] o] EHe] «llF FAol FpH7} glE Heoe
?I.E-H_El_l R’.E I'[I.IJ_

o] 7hA Rglell =19 Al Aflo|} Foke
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o4 7lab |AY Wsh Yol o5 4Ry
g Felle el 7hA AEFe] F¥HeiAl =l
F, AREAMAE, SHFEAE, T4 E, 1
T OASHE e pAMESS] 24wl
e AAE & AAFH|FE BFoh} wHe=
e Wae Bele] THGHES] HEgTAE
of HGRAEe E7 Yl E Hehoam gz’
eed 22| f 8 o 7 SMA, vimentin, 28] 3 desmin
gl g ol Bale] THFEAMES ghsli=dl SMA
= dgddEs] 5345 Jeble acting] o] £H 2
A FETHER Rt BE HEY F£ £
Aatolch, A 4A G Foke] HHe Atz
Aolela sl #Hag T4 FEE} HHRA
EE50 248 Bol HSHubg Mot

nm23 FHAE 1988 SweepF 2] AEF 4y
ofl 2lala] Foko] Ho|oAfFHAR FEur]| A7
shedek™. nm23 FA A= 17 ol ae] abghel] 9
xeta gla" g8%s] AEAE Za glE nm23-HI
7} nm23-H2¢] SrbA]zl ¢lom™ mm23-Himl H27)
A2} nucleoside diphosphate kinase(NDPK) A, B2} 2}
2t e Aoz dhdHd”, olg] Ay A48 9 A
ol e A7 M3 obd] fidz|x gla] fch ageE
Btala fubgh, Al AgAet, sagH
EJI“JHIH-. T-H;ﬂ'?]'”'“j?. jtl]'i_]-:”“, -ﬂ"‘&]"td?l'm:”, ﬂ""ﬂi
ol A1 H Ee ol 4] nm23 o] o] MmE]a gla o
Foll A gk, HHqh, #gh dllgh A ES A
£ Holejalglztz A, HAe 2alH HolFAq
AzAe] Fhsale] Eemlm glow, HaAsh of
aehE 3 2e|zt otz =gke] dide] =Ha gl

B odFas fevel o F Ao wEe o
Aol ATATYE ddeE #®Ha Holsh B
girbat b A of] colal Foll4 MEXH HHi
2Zte] wHils) AFRete] AP Hele| ofwdl
ed §b5- =2 Al CD44vd)s, CD4dveS, Fuo
2 ol ZAMAE] HFESH B ol Aol
glm BaEl wl gli= SMAS] Feok== =l 7hA ==
ol4le] wlz, 1alm HelojmleMale etu]E
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Feld g HESH obE 3=A Aol
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of el izl e] A7t A g ghebaa 2
& Ale¥stect
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1. HF0Ha

1989+ 19 1900y 67hE] a4l cu-a_qr,.L 3

el 2SS FIGO W7 IB-lIBE I?ﬂ
'R}i"ﬂlﬂ?Jr Mg =4 Aalg-E A%t m1'|.s.
ZE R Ho] akFsin Sdoly jl-FFEe] %‘{EEI
T0alE 4 e g sl

w2 Holl ggtittay] e MAAREE AlY
sheln] ofli= ol tol el 4] A=) 4] 3l

FUhg A He|, AFHATGEF e A ol
UAL, HFHE HE2E AU Afols LrHo
2 F F geksistaon} WAHRARE A
et
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(1) az|FRo Y s oI, 44 97,
HEH el F5 Ak A 9 =77
Eo oiHoes E7EHEE AT 2 2] H
828 9 ARG o8 F wier H AdF
+Hs}5ich.

(2) UEHEH0EAE SE: Hel=3 ey Y45 sl
0% 4 Fagel nds stelgl EZelE Ay F
o] zAxebdez HE 95 A3 Hele 1
EE utiele] ghesle] Fokd 2" HoE B
st Fokdg] FEFUNFACE THababsch

(3 L2 =IHUFER: AF F 5 WHO Fir
ollaje} Hebdat HE dashE o5 st

4 E¢ F2 8- EF B=(umor infiltrating
lymphocytes: TIL): o2l 73 ubE3 Fok2] HA
Hell EEHE ALY gEZALok A9 HET
S PEksig s, AF 5o aelh ¥ 2899 nafE
»*-Icr}:ﬂllki 1071 e|lstE Heoles HAS55 +, 8]1F ofF

g HAdste 44 HEHFEF Hele AFE +++2
E Heiglxe +3} +++ Ao|F ++28 FHFF
Hog miksleo

3. HYEEEEHY

1) EH9 H/HK: 0 CDad Hol w5, vb: exon
v4/5, exon voell encoded®] = epitopes]] EF exon se-
quence-specific murine monoclonal antibody(R&D  systems,
USA) () a-smooth muscle actin(e]s} SMANDako)
nm23-H I(Novocasira)e] gl o}

2) S EEsiatn Ao WH: 2447 2SI
ol 1A% & stepdle] Lojsl =4 NGO an
tigen retrieval systemiBiogenex, 20 min in microwave al
G00-w power) ¥ 2]4e]] E-82] avidin-biotin- peroxidase
complex(ABC) Wil e 2 od 45 Algsisc) olal] o
A dizvtes #Hd] =235 AEsER 54 d=
Tegys 12t #dalE FE Fo | 5eld wed F
23 GE AHEsad

3) HYEIHESH HMo IHE: SMASE nm2is
HEA e, CD4dv4/5, vos M| Evbo]] o g of
2 RAE ez {P%Eﬂ-?i" A FFAEL] 5%
oo F FE ol ¥ ® AEF gHes P
sk THFH2R %“&-‘”—*I A RS Bl
Fok A|Fe] 5-25%, 26~50%, 51--75%, T6% |
o] =] HEE A o+, 4, -+, 44
e gelgleh wh SMAE AulAlEse] 7 A
Fof] wreE R ok A= -, T AE2] 0%
winke] uidEE FALE +, W0-50%2 EHS H5
& ++, 50% o go] PHH HFE ++ 22 g
A&t

4. SHEAUY

1) Ol 24 WE: SASEZIaHE o fle] 7
slabze]l =4 #Heolgh apthel] wlas ks
ol B 7] #]¢}e] Cox-Mantel testel] 4 log-rank tesi5 &}
k. elo] 243 ClabEFEis CD4dvd)s, CD44ve,
SMA, nm232] ube, == f8 TIL, g
gt==2] % S (parametrial invasion), 22l «l@ g
H Helw5, d W7

2y CIXE AMEZIQ EXH 24 chi-squared test =
Azl FAl2] date] fed S pa0sE w
A3, 005<p<019] FSe Fo4E 9HEA %
gtov} “HekdldrEln Flgsigld FF49 HFo)
AdavrE gkl
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. #@Xte| gutE EE(Table 1)

e kAR sd®d 2 30M e o8Mlob 4 efar, T
T 94025 Ale|glet. Hel 2oy g2
ek Aqbe] wall(12.9%), ¥b4l H34Angte] 61
ofl(87.1% 02l ch. FIGOE-FHa| 2|3 H7 ¥ s IR
B 516(T26%), UAZFE 14ei20.0%), TTRAF Sol(7.4%)
olget @2H Helr] maldd sl Tos] F 134
(199%)elg 2o, T & 179 A4 He|dt o7}
I0el], 240 el A=A Held o7l 3ule)giv)
& T0edF 14(200% )7k Aubaidm, 1105797
g iighe s Apgaleoh

2. 2t UM NE M EZ|2EtE Hao| W
HE 3 2FANTable 2)
1) CIMd vd/5. CIwd: CDddwdfS(Hig 1), COddvn{Fig,

Table 1. Palicnt characteristics

Charactoristics & N=T{}
Agelrears)

Tfedian 49.4

Range 3063
FIGO) stage

1B SHT2.6%)

ILA [420,0%)

11H MOTA%)
Hislologic type -

Squamous cell carcingma G1(H7. 1%}

Adenocarcinoma G129
Pelvic Tymph node involvement 13(19.9%)
Recurrence

14(20.0%)

Tabke. 2. Degree of immunohislochemical staiming with invasive uerine cervical cancer(N=70)

Trnimumoteactiviy

Positive slaining

Amigm - .

) -t | b Mo, of cases(9%)
CD4dv 45 4] 12 1) 7 0 25(41.4)
CTxdva 21 14 [Q B 2] 4907000
nm23 15 & 16 13 12 52745
Shia ] 25 15

3

T0[100.0)

Fip. 1. Positive immunoreactivity of
cytoplasm and membrane of lumor
cells Tor CDd4vd i squaomous
cell carvinoina of wiedne cevix
(ARC, > 200).
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2 FRAFelY R AFEDE wel g Axgle
o], 7}7}h 70ef] F 29allS} 40ci|oflA] SRAINILE Ho
41.4%8} TO0%2] =kAdE5 ralch FHAgEites
ol Hut Au=A4L FlAHAHEL] HAaohE gl 2k
M oeFANkE- S Ealc), '

2) pm23: om23i= Sk o)Al Al el o]

glev(Fig. 3, 70d] 5 52¢l|ol]4] ekAnbo s Hed
743%2] ok E2 Mo}

Fip. 2 Positive immanoteactivity
of cvioplasm and membrame of tu-
mor colls for COd4v0 msuimmous
cell carcinoma of wlenme cervix
(ABC, =200,

Fig. ). Posittve immunoreactivity
of cytoplasm of funur cells for
nm23 in carcinoma of ulerine cet-
vixiaBC, = 1000

3 SMA: SMAL Folkd] ARy alHel gy
Srefl A= wbde| gl o)obed) v)2(Fg, 4), 4
T Hge] ol Fud Hodla: g delr} 7o
Hes g4 ke o Wt Hdss Arls By
UHFig. 51 SMALY 70e|(100%) ¥ 5ol okdp.oo
Yed=ol, +7F 234(35.7%), — + ¥} 30adld2.9%),

+ +7F 15a)(21.a% o) @)
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3. Bl=@ HOl2t 2t SHEER 2FEAMTbL 5 4

nm238] o] piapn gid el i

A 005 p=0062 <0 1E 2k o
Holat iAol 2l E]4] ghakel.

4. THEb 2t SHEE9 B H(Table 3, 4)

At 43 faigol S4sE QAR gl
N

dHTE

Fig. 4. A fow pusilively sained
stromal colls for SMA antibody
beneath carcinoms it silu of uter-
e cerviz[ARC, =200

Fig. 5. Mumerows positively stained
stromal colls for S3MA antibody a-
round  an invading  tumor nest

(ABC, =200,

5 TILZp 2} gh# 2ralnbe] H|wiTable 3, 4)

TILE gedl{l14%)= a5, 23a329= 5 552,
29441 4%) FHLod AHE 2ed, 10:(143%)
FTYgTUT FuT AEE Ho|d vk TIL
| CDddvajsg] Wi ghedyz 2] FETE4Y F TIL
9] HA%rl Tl LE CDd4vdi52] ol 5o Fo)ul
Al ol atip=0.0490, vFE bk Pl ool
5] gkshel.
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Table 3. Correlation berween overexpression of nm23, CD44vd/5, CD44ve, and clinicopathologic parameters with wierine

cervical cancer

nma3 CD44vd)5 CD44ves —
Parameters eXpression expression expression
N=T0 n(%) _ —
F value ni%) F value n(%) P value
Siage
IB 51 43(84.3) NS 20{39.2) NS5 3T45) NS
1A 14 T(50.0) 6(42.9) B(537.1)
1B 5 2040.0) 3(60.0) 3(60.0)
Pelvic lymph
node involvement
Absent 57 45(78.9)  0.062 71{36.8) NS 41(71.9) NS
Present 13 T(53.8) B(61.5) Bi61.5)
Hiswologic type
Squamous 61 46(754) NS I6(42.6) NS 45(73.8) NS
Adeno-carcinoma 9 6(66.7) 3(33.3) 4(44.4)
TIL
Negative 10 770 NS 1100 0049 6i6007 NS
Mild 29 20069.0) 11{37.9) 19(65.5)
Moderate 23 19(82.6) 14(60.9) 19(82.6)
Severe g 7(R7.5) 3(39.3) S(62.5)
Recurrence
No 56 42(75.0) NS 12(39.3) NS 37(66.17 NS
Yes 14 10{71.4) T(30.00 12(85.7)

N5 not significant

P values are the resulis of =~ test
Significant result with p<20.05
TIL: tmor infiltrating lymphocyie

b. Zt BEES ML H|(Table 5)

CD4dv4/58}  CD44v6(p=0.05), nm237} SMA(p=0.049)
Aeloll o3t fdge] ds]wle, g FUET
o] G¥ueiAE A=A ekt

2 -}

AEFA 4% $45 Fo shlol CDa oy
A Ee A A Hihaltemative splicing)8 Z=4 %]
= 71l ol4ol AU CD44 A Famol7)
A7 CD44 HA ol o]dhe] xiEo] CD44E Ty
Auprl] A} HEAE ghEA S o) g 4
Follq= ME® F|AD FEHe| Erlele] FHHa)
Aol E 2 ot B2 AEER CD448) ligand

k2] AgEe FEaErge] Hirl xasa A Ee
e el Hold FokdlEL F82] HE} 7)=v}
o RRE 4H gdEise] HFeo] BolsfH Hew
F&i},

oo Frloll 4= CD44vd)s, CDadve ubsl-go
ZHF 41.4%, T0.0%e]gl o afdtou} X HHe| 4
HEET S PHe gle Aoz el a3y
Kainz 52 g7 Leloll4] B ooyl Tt
W & AEele] CD44v4(s, CD4dve2] el fo] 2t
I+ T0%, 67%ElR Ratsielon], CD44 ol So
LHE ol fs} de] glon, S8 CD4ve= gxH
Aol @l AF7Rcts] olF A4 22z qlch
ab spqick ol#fgl ot Hate] wlael] glo4 elF
A} FHEH a3 AF AY P A v
g 5 8743 a9l Ho]| delsigs He| a#s
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Table 4. Correlation between degree of overexpression of SMA and clinicopathologic paramcters with uterine cervical cancer

degree of overexpression of SMA

Parameters
N=T0 (n=25)

Stage

1B 51 23

1A 14 2

1B 5 1]
Pelvic lymph
node  involvement _

Absent 57 22

Present 13 3
Histologic type

Squamous &1 22

Adeno-carcinoma 9 k)
TIL

Megative 10 4

Mild 29 10

Moderate 23 9

Severe 8 2
Recurrence

No 56 22

Yes 14 3

4 + + + P value
(m=23) {n=15)
NS
20 8
7 5
3 2
NS
24 11
6 4
M5
26 13
4 2
NS
6 2
I 7
11 4
3 2
NS
23 11
7 4

NS: not significant
SMA: smooth muscle actin
TIL: tumor infiltrating lymphocyie

Table 5. Comrelation between the positive immunoreactivity
of CDddvdfs, CD4dve, SMA, nm23 in uterine
cervical cancer

SMA  nm23

CD4avd/5 CD44ve
CDddvaf5 |
P value 0
CD44vt 0.23415 1
P value 0.05 0
SMA 000714 0.02686 |
P value 0,95 0.E2 0
nm23 0.03033 0.18545 0.23537 |
P value (.80 012 0.049 0

olof @& Zleg AYzts|w, o} o] wwie] g
AFEENT SHola gro 2] o]d digk H=e|
gagh Aol aebs 2 zbel] gl sk He)

4 ol =elm Bl

H oo A4 nm23g] ok fe] 743%e]|H
HEH Holzl gl Toll4 wtEfo| Eo Ak
(p=0.062)5 Rk Mandais"2 chekgl W7o 4
obap Hsgabs)el zhzh 30oE oo & o)t
4] nm23-Hi2| yrde] Hokelly 46%, 54| gltel
A 36%olgl vy, HAgbel = nm23-HI( - )c-erbB-2
()8l A5 Bk «F 2zxlz A ¢+ gl
at sldel 2@ Gunnar5 e shelm Loz
ol g3t wHel=EiehEod el 28 o4 nm23
7} A A Reke] ol Felalz2 A AhxF) glvka sl
th et el Hghod)st HE 4ka]gkel
cffjell 4] nm232] wi¥o] b2t 60%, 75.4%54 Mandai
o] Aoyl Erin ¥ 4 gles, o)l gelg
Fe 2 ey o 37 IB-IBTHE didew
sHelan, 44 wlol A% antigen retrieval 2] whyjo
2 microwaved AR H Sefld 7|elgda ¥
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eleh. =gk, v F o FobE Yoz 7 A
ezl spAuk #H A Hasl nm23e] o] ela)
g2 oleli= Feok ubal Fgish ol tabel] whel F
o}t zlo] S Mol gk ofalehe of|E 59l Cohan”,
Wang T2 nm232] Wale] gl 3hafef 4] 14 He)
7 dlwlslm WE )gte] g@ebchar Katsled e
Myeroff®, Hauts"& nm23§# st He| Fajapi=
Afo] gl Rasiglch fuelts: dYdez2dt B
Aol 4= o|2b FabEk chekdt B o E"e| glc) u}
g4 nm232] of|F Qlx}m A 2] =leol= Kl §E A
FEoll 24 #HFe| U o F AFs] HEF M
e} fhelar 7o)

Sappino 512 Eoke] 7hAlol] glofa] A=
L& A Eel] Holstd EAsls Aiel SMAE &
BabAl sk AES] d]fo] Foks] b oA
& digdls dl Fasidn #5880 F 3 A
Eol dfRME SMAE Tel Efsiches A3
A2 A E(myofibroblast) 2 345l b S 2w
& olgl H3le duEqte] HF Hell Yoyl
Fagg, B a4 SMAE 100%e]4 k4
uleg Weled ol dF d4E W2 IB olga
2 %kl Aol F|Qldhctn W=l F R4y
29 elde] Aa ol 4= SMAZ] wHoe] giF v
] v|okdt ol vl AHsye] Uk o] FolAE HE
ol 4y SMAZ} W E 7] A#tstgon Hg Fel7)
Pl A5 SMAS] s o4 FE 9 WAt &
= 448 ¥ged, )& Cin Torines 8] o
T Ade} BgE e Aol 53 HAEM T4+
W H o] Auujebol] ] SMA2] wEle] gl o]o]
dglen, uldAEaelde A2 A4
SMAZ] dh#le] Mo FalafiFch ofals] Heks] g
A s (pseudoinvasion) & sl d] o]Z|§ SMAZ]
vl G571 24 2ge] =Heaka Aok

7b gha) elaETke] 4F fld =A€l4 TIL
o] A7} AMA5E CDadvd/52] uhsle] 3HolZc}
(p=0.045)32 ¥ <+ glch Kaines' 2 TILS] H=s}
CD44v5, CD44veE-= 2| datatAdlzt sl &
sglch, B ool 73t CD44vert TIL#= Abgkad
o] ol g A] ofel oL}, CD4dvd/sel= ode] Abatka o
2197 ofFoll Kainze] #H3js} FEFHoz FIE
th. EA Vos*™ James"'2] 7}Aef| 4 g} o] TILS $
2 ol ogE v AeHp=0.069)F E3ich
=gt nm232] whde] & 5 SMAZ] 2 w7t
AR E £A4E ¥eli=d), o] HowletSsH2] nm23
-HI1E 7|9 P4E FE82 F49 4%4& W5

™

A gehs 9713t SchuerchF o) Hf4 ghe] 73
M Zell 4] actine] FHafiH ek o7E sy £
Aste ebdsicban P7HRch JG 4k A Sl
T PiEst fofdl S Mol e
MR glgich CD4dvd(s2h CDveo] wiale -oldt
Bads wasd ols 19 =ftes d4dss
CD44 family®] isoformql 715 ghekelnl elsfdh
et

B oodgte] 3 A4 =4 Hels)h At
PRE = ey A aleleh =2kA, FIGO IB-IB
Ag Aol Fake] Aol FEel ol
MhE AAsks AL wvkAl ¢labv dgAer A
Babelrlseks chekat glabgel A2 gl Hghel
 2Add AHE g elFolflkn AzhEm
ez AF 7A%<tel digt o] el @ Az}
A&Hog 37} By o5 Fokolldel =4
& 2eb A et Hxn AP ke
ol 44 = 3} Bele] =ge] ® 5 g Ao
2 Ag7hsict,

= E

Hukal A4 Al ekl A 2] CDad wie] A4l
CD44v4/5, CD44ve2} nm23, SMA2] of3h8 =aps
71 #lebe] 5 ol gl S35 o] syl FIGO H
7l IB-NIB &) =7 7 5<l 70ed|2] shepsl Feof =3
& dater ooz o s HAse] o] 59
& Wal=ty {3 Fo4 S99 HJI+ 3
FAE, W2, =4 He] 5, Atate] edE
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