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= Abstract =
Expression of CD44v6 in Cervical Cancer

Tae-Young Chung, M.D., Hee-Sug Ryu, M.D., Hee-Jae Joo, M.D.,
Hyun-Won Yang, Ph.D., Ki-Hong Chang, M.D., Kie Suk Oh, M.D.

Department of Obstetrics and Gynecology, Department of Pathology,”
Ajou University School of Medicine, Suwon, Korea

CD44 is a cell-surface glycoprotein postulated to play a role in tumor cell metastasis.
Aberrant expression of the cell adhesion molecule CD44 has been detected in human tumors
and the expression of specific isoforms(splice variants) has been shown to be associated with
metastasis and poor prognosis in human malignancies. We used variant exon sequence-specific
monoclonal antibody to epitope encoded by exon v6 of human variant CD44 to study the
expression of CD44 splice variant by immunochemistry in fifty nine samples of human cervical
cancer. twenty seven tissue samples of cervical intraepithelial neoplasia(CIN) and normal cervix
were included in this study. CD44v6 was stained positive in the basal and parabasal layer of
normal epithelial cells homogenously but was absent in the stromal cells. The intensity of
CD44v6 staining was the strongest in invasive squamous cell carcinoma followed by normal
cervical epithelium, CIN, adenocarcinoma. In the malignant samples, heterogeneity in staining
intensity among different clusters of tumor cells was observed. Furthermore the intensity of
staining was stronger in proportion to stage, depth of invasion, lymphovascular invasion(p<0.05),
and lymph node metastasis(p=NS). This study suggest that the expression of CD44v6 adhesion
molecule may be useful value in predict the high stage, depth of invasion, lymphovascular
invasion and lymph node metastasis probably.
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FTEe dole gate o] Fo Alggole
24 Holol= A A<l ak(growth factor), thufis)
R 2 (proteolytic enzyme), # 2} 5 2}(adhesion mole-
cule), & yH4 4] ¢l xHangiogenesis factor) 5 o
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g@ndoz FMstel MESS meh LA
Moz dME A$E Yoz BnAYsHeH
AT RN e A& NEHLR 9
vk oA F FUAEY 50% v|he] wHE
£ AE GYAH(E), FeA F 50% o] el M
d5e AL FPHH22 F3An-
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&lo] Chi-square test 2 A5 < o P<0.055
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Wz sl GAle] 9§ CD4dveel W2
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S ofe} Y (homogenous)d}t Al 4 A o] = 9l thFig.
1, 2). AFAFAANYZT UL -2 Yo ¢
Avt 5t Al G4e] ¥ Ao rkFig 1) HE FEkA
Aol HiE Eolf *AE HHrHFig. 2). AT
AR HEAuehe difE o] 4% (heterogenous)
o2 H¥7 HAEE FHE FHLR AdA
o] s|ATkFig. 3). AL i FHol <t
SAY kA @] sy le2] villogla-
ndular adenocarcinomat HE%F oz PAVS L
4 9] 71(Fig. 4) 2¢)¢] minimal deviation adenocanci-
noma(adenoma malignum)& 734 %dube2 W

deow 53 FEIE HAAZTAAN o A

s e F4E BACFig 5). 2en AAHPAY
gote WAy RS Fajog ojdHon 7}
&A d4e] = Act(Table 1)
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& H&dol7t 3mm o] &gl v M F UM = 18
o F 8cl(d4%)olM Yoz PAo] EHPort
3mmBT PL A 289 F 234)(82%)0l A #
G4 wgg Bo &Yt AT F FsHi
W3 E e %A4e B th(p<0.05, Table 2)

FIGO 7] CD44v6e] @ dAte la o] a}e
M 19¢] F 84(42%), b o] 4H2 274 F 239
(85%) M ZatAl d4e] =of W7t WP
2 uo ZsA ddEHEe e 2ok (p<0.05,
Table 2)

nyAduge dngd AL oY wnE
CD44vé6e] wdof4dL dndxdt o] dle %
$E 164 F 5931%), YA F&ol e %
24 300 F 26901(87%)oN A ZatAl @ Mo o]
dutady Hfol USFE Hu FehA LEHol
5= ofAkS B¢ ch(p<0.05, Fig. 6, Table 3)

HyAtuete] did Ho| ofo] npE CD4dvé
o] wygde datd AHol7t fle AHE 399
F 2591(64%), Autd Hol7t Sl Af= T T
6(86%)o1 A Z3tAl Mol ol ¢dutd Heolzt
AL4E B} FsiA ¥ HE Y4E vd
ou BAHY o4 ¢l h.(p=NS, Table 3)

- Fig. 1. Homogenous expression of
# CD44v6 in basal & parabasal layer
| of nomal cervical epithelium
showing and negative expression
on CIN(x 100)
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I \5 of normal cervical epithelium and
4 strong expression in CIN(x 100)

Fig. 3. Heterogenous strong expre-
{ ssion of CD44v6 in invasion site of
4 invasive squamous cell carcinoma
(x200)

Fig. 4. Partially strong expression
of CD44v6 in villoglandular adeno-
carcinomal x 100)
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Fig. 5. Strong expression of CD
446 in deep layer of adenoma
malignum( x 200)
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Fig. 6. Strong expression of CD
44v6 in lymphatic vessel and tumor
L embolil X 200)

Table 1. CD44v6 expression in cervical tissues Table 2. CD44v6 expression according to ivasion de-
i i . pth & stage of squamous cell carcinoma
Cervical tissue Expression
o L — + +F
Normal epithelium staining in basal layer
& parabasal layer Invasion < 3mm  2(12%) 8(44%)  8(44%)
CIN - ) ++ depth < 3mm 5(18%)  23(82%)
Carcinoma
< la 2(11%) 947%)  8(42%)
Squamous + +, heterogenous Stage
= Ib 4(15%)  23(85%)
Adeno -] %
Adenosquamous + +, heterogenous SCC = Squamous cell carcinoma

x* test : p<0.05 for invasion depth & stage
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Table 3. CD44v6 expression according to lympho-
vascular space invasion & lymph nodes
metastasis of squamous cell carcinoma

~ + +4
LVI negative 2(13%) 956%)  5(31%)
positive 4(13%) 26(87%)
1% negative 2 5%) 1231%) 25(64%)
positive 1(14%)  6(86%)

LVI=lymphovascular invasion, LN=lymph node
X test p<0.05 for lymphovascular invasion
p=NS for lymph node positive

Xt
=

V. 1

MEHZFEAA o & ME AE A2 72

o] AL FFe Y&} Aolo] FaF 4
& #v of HAol AXHFEA} Fad o

(o)

& e Aoz oEA A MEHIFERE
=17 integrin, immunoglobulin superfamily, cadherin,
selectin, 12| 1 CD44 % A/ 5EH2 FEHu
oJg2 FTU AR, Hol, AT ALAA FolA
{4 715 Tt ok’ cDad= M EHH
Bxe dFory FxHoz e 9o
main) =, 2|32 aminoterminal %<, ©(transme-
mbrane) %< 12| alkylini} cytoskeleton
HE3 AyHon HERpe

B

rlo

s

e Axdddy
o2 TEEC HMEF AL AiAY, HEo
&, MEESE 487 9§ cytoskeletoni} 2]
FEgo sy u oo Ay g
ko] dadde] ad Rioz gz g
th. CDd4= Jatto]q LS kD] EEH
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olgig H3HA Fxo| o3 g 7|%e F
Yae o2 A4Ea” Ha ge Ho|goly
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Hed 9

e ohm W & Holzk 2wy Ao
aj A e =e] @l Birch £(1991)& <lzt9
FHZAF MAAEFAN 281 Sy S(191)e
HHFoA CDH4 BFEHo] T4 olF, = I&
3 gde] gloka ddck ¥ Gunthert S(1991)
& u[Ho] ML WF c-DNA encoding 2
transfectionA| Z 2. 24 Ho|g L& 7} A Hries A
= YA =Ho| CD44 WFo] F%o Holg &
of Attx HudP e Sy 519 Te g
oA CD44 o] ZF7le2 obe| &1} #o]
€ FA¥01 sk ol F B d4A, wag
Y Ao os CD44 WFo| Ego ma sy,
Aol 4 AELY 749 #@do dutn was
k™ 22U CD44 EZ2 Y3} CDad Wz W
do| WAHLgo] ztAel #o] Qo= wam
AE F, CDM4 WF o] Bgo| Foko] A3 A
oo o] oju 3t Y4 FeAL FAE of
3 g3 Hhso] A g2 AHo|g.

g by EF d4FSY syl zF
Aol digt CD44 3o g A vwd
2o AFsiglon oFe|A F2 CD44e W
FEo] HdSE Ao dHA ).

AR5 HAAu XA CD44 MFE L A
ME] 7| HZol A Hao] HY EFHZAE 2
A4 893 dglon ogte g AFALe ¢
Yo M E CD4d WEe] wago] =rhn &
Ak Koji 5(1997)& CD44v6, vio| =27
AR MEAN N E Yoz dY=doy 72
(stroma)el A= ¢ 4o| x| gigton| A=
BT AT 27, A9 REY, HAed Ay
AU EY, AT AESe] oz HatA A4
of HAow otAFYZANAME o] 2 A (hetero-
geneity) 2 UERIctn 2 31890}, Athanassios 5
(1996)= CD44v67t A4bata] A Lol b3 #obu
M2 oA ofabs LHE AF A8 A
Al olE|g HAto] #HAFE AL AT HEY
A FaAEe A48 zdslo dH e 7]
4 FF 714, YHEB YR, Ho|E 2AFE
Aolgt stov WA HEA AFASYe] CD
44v6e] ¢ LHE Ho] Fo| o Fo} o] gl
o1 stglch # AP AFAE A4
XoMEs 714% /1AM E de 7 (homo-
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