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Correlation between CD44 Variants Expression, Microvessel Density
and VEGF Expression and HPV 16/18 Subtypes
in Squamous Neoplasia of the Uterine Cervix

Jeung-Hyung Lee, M.D., Hye-Kyoung Yoon, M.D.,' and Hyun-Chan Kim, M.D.?
Dept. of Obstetrics & Gynecology, Pusan Dae-Dong Hospital, Dept. of Anatomic Pathology, Pusan Paik
Hospital,! Dept. of Obstetrics and Gynecology, Pusan Paik Hospital, Inje University’

Ohjective: In the development of squamous neoplasia of the uterine cervix, high risk HPV
infection has been followed by CD44 variant expression and angiogenesis. The aim of this study is
to evaluate the sequential changes and relationship of CD44 variant expression, microvessel density
(MVD), and VEGF expression in CIN I, microinvasive (MI) and invasive (CA) squamous cell
carcinoma.

Methods: The materials were 17 cases of CIN III, 14 cases of MI and 15 cases of CA. In
situ PCR for HPV 16/18 and immunohistochemical studies for CD44std, v6, v7/8, CD 31 for
MVD, and VEGF were performed.

Results: CD44std expression was decreased in squamous neoplasia compared to normal, and
CD44v6 and v7/8 expressions were increased, however, there was no statistical significance.
Accentuated staining of CD44v6 and v7/8 along the infiltrating borders was noted in 76.9% and
69.2% of MI and in 71.4% and 42.9% of CA, respectively. High MVD and VEGF 2+ expression
were higher in the squamous neoplasia compared to normal, however, there was no significant
difference between the squamous neoplasia and no significant relationship between MVD and VEGF
expression. The expression rates of CD44std and CD44v6 were higher in HPV 16/18 negative
squamous neoplasia and that of CD44v7/8 was higher in HPV 16/18 positive squamous neoplasia,
however, their differences were not significant. The incidences of high MVD and VEGF 2+
expression were higher in HPV 16/18 positive sugmaous neoplasia with no statistical significance.

Conclusions: These results suggest that CD44 variants expression and angiogenesis are
involved in the development of squamous neoplasia of the uterine cervix, however, HPV 16/18
might not be related to CD44 variant expression and angiogenesis.
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N E

oA FTUYAEE AET HHEYHL ZaHo T4
AXY Aoz 44 g5, 23 A4¥9
71A s o] F7ksle 7AW AE, g8 HE,
Hol7t gojatA Hek ' AX EH B BA4s F
o 8t11¢) CD44 AR E 11H G4 4xsivf 20
exons O & FAEo] 9ln! 71 F 615 exon Aol
107} exono] alternative splicingoll ©}3} tl3h Ho
go| P} o] WHolg 9 7], 53] Y AE
of o]BA HAodstEA ded AA oM 2Hu
ke, 2AYY, ALY E, 43S JEFS
oA CD44 FHzte] ol T4 A A
, Hel d Ui dF ol Aol glvtm B Eo]
Itk AgH o2 CD44 Holgo) g S =
gt A5 Hol7l HAHOR of Wo|Fo] FUY4
x99 Hols ¥So 4% Aojzdn sgg’
Dalt 52 23 59 A& ¢F 9 ¥ £71 CD#4
Boly g wHIGon, 5 Hol7t 2e Ao
D2 CD44 Hojgo] WHL gy F AdHe
2 Aols e Adg e sHek’ 22y o
g RIuEdM e CD44 Holy wHol A4 oz
BAH LA FYA Fdg 2oz e, A
YU FoF A BE oo d@Hug 44
¢ EAAZ 87 ogcn sk

2¥A F4e A% dold QoM BHANPL
Fad, daA48% 8 YehdE oA8#Rd=st
fuh dd, A 5 4 371y g4 FRdAN 59
Mol ¥ zaeta Az Aok A AR
A 44 E%a glojA CIN 3ol F7sto ¢t
Foz P&y vt F7HEgn o4
AU Dobbs §& HANYL AFARY
g 34 F %27) Mgo| 1, VEGF 2@ el 37171 o
¥ Aoy Aoz 2ydcty At E£F Guidi
S A&4 433 n5F AHAHY Yy
e nA¥HUCE »g o, VEGF mRNA 28
3 S8l 2 VEGF7L zbg 2R $%dA F
3 g AAglaretn 319 en, VEGF ¢d
3 %o A Eole] ABYE s 9y’

AgARe HPdag 44 HPV7E 8%
uobololo 2 Ay oy 4 Hanyd e

AEL wj$ Bstel ofz A3 wEA UA @
o} Dall 5& 2§84 HPV 7ol Mdygm,
CD44v7/8 H@de] ZF7t7t Vel o3 wgte] 24
2 Az 4h® 221} Dellas 5 HH A
A Fokol w Aol uwlil CD4dss} v4 w@o] 99
e FAE Hgort HPV A9 s Fa3stgnia
Basgc HPVY dotg 2 240y 3 @
#adde] dehn, dFog AYFFE o8 D
AE7t F7hsht HPV 2@ 3= R asitga sty e
o, A4 HPV f3 3 daAol gldn B

EATE AF 2R CINIL oA dgA 2 3
&4 &FAM AGAHY G 2 Aodse
HPV 16/18 233} CD44std, v6, v7/82] wr&lr ool
AAE ZAbsta, CD3LE o &3t myEAUE
F MAsta, 904 44A4 VEGF ¢de o
wAdE zAtske], HEAHY FY U4 @2
CD44 WHold &9 W, W48 HIYE, VEGF 9 ¥
9] zo] & YolH 11, HPV 16/18 W3 3} CD44 Hio]
g, vl g #UE, VEGF 237t 45 dndg o
ot nzt &gt

O O |

1. PN

HZ 247 By ARQddge N FAR
HYQa g F3dog Adso] AxgHEe € ¢
24 %&S we CINI 174, vjA &4 42 14
o, A&AH ¢F 1548 Yoz d7sAd

2. 9y

1) HA TS e A A

el EEL 4-5m FA2 wAHSA organic
silaneo] olg] Hejd &eolzo & g 60T
Aol 2427t F Fo] RFAZ F xylened} &
g2 9y ¢ 5 44 & A x2dd o
oz gt 2AY FFod FA & =EFAI
5ty 10 mmol/l 9] citric acid buffer (pH 6.0) 8
o] @7of microwave oveng o] &3l 1087+ 71
g F 087 Ao FAUG HelA peroxidase2)
s o8 3% JAEFAZ 158 Hgsta F

o
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F42 FAs4T. 2¥9 FHL DAKOALY
labeled streptaviodine biotin (LSAB) kit& o]83lyo
A 85tk 158 7F normal goat serum@ A el ¥
A3 A Q CD44 sid, v6, v7/8 (Bender Medsystems,
Austria), CD 31 (DAKO, Glostrup, Denmark), VEGF
(Santa Cruz, Santa cruz, US)& 1:100, 1:40, 1:20, 1:40,
110002 3|4 3teo] Aol 6087 A3 A H 2
phosphate-buffered saline (PBS)Z A3l ch ol
3 al¢)  biotinylated  anti-rabbit,  anti-mouse
immunoglobing  2]3te] &AM 08 E F
PBS2 4 Al8t1 peroxidase-conjugated streptavidine
& AgdM 3087 weA 7l F PBSE FAE I
DAB | AEC(3-amino-9-ethylcarbazole)& 10-208-7}
Agd A Azt gz gM4&  Mayer's
hematoxlyn ©. 2 3} 2™ Crystal mount2 %438}
c}.

2) HA XAt HAIY TS

CD44 std, v6, v7/8o] i@ HAZAZEEEA &
AL wdg Hoje 39, ¥4, A& 4% 79
el gz ol FHoE BEIFAC
CD31o] W& ddzAgag s FYFRE
g 714 dao] WY A BYE Hato] 2008 A
ot} 4} Ha4o HEANE Ty, A B
(30 tlgh, FEE (30-60 ulgh, 1% (60 o] = T
P3lglt}h. VEGF 232 g4 5o wah 134, &
A AEY fof e} 0 (&4), 14 (10% of 37,
2% (11% 143 50% °}&}), 3% (51% ooz 7l
g @3 "4k 4% vitolH 1+, 53 o dold
2+2 g FHo 2 w5

% 469 F 3ldol A #EAHE T 23 FEY
A4 HPAHE W dxdes siged, 34
HygAvle dddy 2748 FUF PPes 5
.

3) HPV 16/ 180l th&t in situ PCRY

H2td EEAM doi 4-5m FA S 27 4
& gotol=d] £ A7 ¥ HEE 2734 HuE £
#E 74 Smm 74 HE 7| Y] 2AHH
€ A7 2% sol=g 60T o 244
HEL Fol FHAL F xylenedt AE2 e}

ol 3% 9

B9 845 A4E AZY. PBSE SEL A o
€ 0.02M HCId A 10%, 3% H20291A 10£7H
001% Triton X100 g2l A 1023} vk-g A7} o}
Al PBS 402 58323 +HE & 50 ug/ml
proteinase K2 37°Coll A 1083 A2 3} 2 Ug/ml
Glycine/PBSZ 5%7F #eldt o& endogenous
alkaline phophatase& ##3t7] st 27HE 20%
ZAog 1527 Adct PBSEAOR 583 F
A F4F & 371 FAM dxAUY

In situ PCR ¥ $]&¢ TaKaRa PCR Human
Papillomavirus Typing Set& o] £38}% 2.1, 10x PCR
Buffer 10 uf, Mgel 25 mM) 20 uf, dNTPs 16 gf, 1
mM biotin -16-dUTP 4 gt, primer (20 p/uf) Forward
5 w2 Reverse 5 i, Taq (2u) (TaKaRa ex Tag) 2
wE FHFo Yol EFF Fdo] 100 w H=F
&gt HPV E6E X3 140 bpo} 44 & 532
87 A% primer W€ oh&3 2t}

HPVpF : 5-TGTCAAAAACCGTTGTGTCC-3’
HPVpI6R : §-GAGCTGTCGCTTAATTGCTC-¥’

&etol= Yo EFRAELE &7 T2 TaKaRa
slide seal for in situ PCR o] &3}, In situ PCR
thermal cycle2 predenaturation ¥ 0 & 94T S¥ 71,
denaturation 94C 45% 7}, annealing 55C 18 30z,
extension 72T 187t 3t 2, o] cycled 353] 4
A 519 3, postextension¥} A& 72T 5-10837F A A8
% 4Cel Et}. ol¥ streptoavidin Ab solution
(DAKO, US)& &&tol=d] #F& F 37TelA 10
W7F kA7l o8 PBSE 5871 23] FA8ln, &
Mg 98 AECE AHE3tglon, 37T A 1083t
uk-g Al 7 cl. Mayer's hematoxylin® 2 10%37F iz
4% & 34 FUAZ FUst FHE0 AL
2 A7Ase 44 4% & A5t

3 84 &4

CIN II v[AA&ERd 2 A& 4Fo oA
CD44 Wojgo w&@ &3 ¥d 44, viAdAYUE,
VEGF 2@ 9] #o|& ulawsli, HPV 16/18 #@ 1
CD44 Wo|¥o wagd wd ¥4, vjAdgUs
2 VEGF %d 4379 dad & SAS 22130
2 ¥Asgon, chi-square E& Fisher's exact
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T-estd Hg8to] A2 pglo] 005 okl 49 &
o)shckn Bk

2 U

1. CD44 Hio| 8o W

A3 Fa dHYAdoME CD4Mstd, v,
VI8 B Ao 7|5 E wel T4 GEg B
Aok CINOL, WA &4 £ A&A dFAMe A
A WA dulo vls CD4dsid, v6, vI/8 BF @
M@ & Beoh CIN 112 CD4dstd, v6, v1/8e] W&
2 23.5%, 76.5%, 88.2% 2.4 CD4dsidol| H]3) v,
vi[8 Wglo]l wotth A A&EA 459 CD44su,
v6, vI/8 Bt 8L R 929% % vtElgon, AgA
ok Z o A = 40.0%, 93.3%, 93.3% | Yok HH Abml A
29 S odet AH Ry CDastd L@ & & CIN
Hrol wia) ol H A otFe] HE F7stdx, #
&4 FFAA 23y TasHon, CDvest
VI8 HHE S CINIIET v &Y 2 484 &
Zol A o7k Zrtstd oy SAR A Fog A
ol o} it} (p=0.328, p=0.851) (Table 1)

CIN Mo M &= 29of ute Bd Fre HolE
#As7| ooy AL Ed D &Y GFd
A A 4% 258 nfel CD4s wo|y Wi o)
AuH oz etk 22y CD44 Wol o utE
Aol& Bo CDadsde] %4 vlAAEN ¢35
61.5%, &4 ¢F 167%) A, CD44v7/8L o4 3
4 4F 692%, BEA 4F 29%44 BE F7t

ol #Eslol CD44 stde} v7/89] A vA A&
A AFA AF BREY &4 dFM Hda
e 43S B9 ubE CD44ve: ulAH A 93
769%, A&H 4F 714%2 v]2=8t ) (Table 1,
Fig. 1)

2. 0lMEHUYT 3 VEGF we

D oM AUE

AP 4] 3 4669 nAEHUE JaAE
44124 A4 Agada]o 1438 dAs =)
HYA9Yd £ STEE SHEHECINIILY Ho

Fig. 1. CD44v6 and v7/8 expressions. Accentuated
expression for v6 along the infiltrating borders
(A), but relatively even reaction for v7/8 (B} in
microinvasive squamous cell carcinoma.

Table 1. CD44 variants expression and accentuation rate in CIN Ili, microinvasive and invasive squamous cell

carcinoma of the uterine cervix

CIN 1l MI CA

No. of cases 17 14 15 p-value

CD44std Positive (%) 4 (23.5) 13 (929) 6 (40.0) 0.001
Accentuation (%) - 8 (61.5) 1 (16.7)

CD44v6 Positive (%) 13 (76.5) 13 (92.9) 14 (93.3) 0.328
Accentuation (%) - 10 (76.9) 10 (71.4)

CD44v7/8 Positive (%) 15 (88.2) 13 (92.9) 14 (93.3) 0.85:
Accentuation (%) - 9 (69.2) 6 (42.9)

CIN, cervical intraepithelial neoplasia;
MI, microinvasive squamous cell carcinoma;
CA, invasive squamous cell carcinoma
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A 430, AAEA &F 452, A8 4F 41
2 oA A& gFAA M =%oy 9elds

Aol ol HMEHUET 60 oY, F
1= aAEAUEE R Ve vAdEA 4F
9] 729 286%£A CIN 19 176%, &4 9439
200%5 0 gtou FARH R FAf Aole
oljgict. (p=0.938) (Table 2, Fig. 2)

2) VEGF 23l

A4 AP Ao e wEo] BHAHA ggo,
HPAHA TY 468 F 383 (82.6%) M UAo)
Aok, AP FY §FE2 VEGF 2+ Wie
§ 49 B9 CINII 353%, VM3 &4 ¢F 429%,

o4y 9
A& GF 467%52A P& GFAN A =R
oy fo# Aole obUUArt. (p=0.743) (Table 2)

3) DM EAUT VEGF ¢Udo ot

VEGF 28 1+ 3¢ 2k o8 aUEE B
¥ Ei= 263%, VEGF W@ 2+91 3% 21.1%0]1,
VEGF 2d 449 7% VEGF 349 #$9
125%8 0% E=toy o ole ofUUnt
(p=0.948) (Table 3, Fig. 3)

3. HPV in situ PCR 2732 CD44 w# olME
HYT 3 VEGF Weine] HAuM
A 464 T 329 (69.6%)00 A1 HPV 16/18 44

Fig. 2. Immunostaining for CD31. Mildly increased
vascularity in GIN ili lesion (A}, and
markedly increased microvessel density in

microinvasive squamous cell carcinoma (B).

Fig. 3. inconspicuous vascularity around the tumor
cell clusters on CD31 immunostain (A), but 2+
reaction for VEGF (B) in same case of
invasive squamous cell carcinoma.

Table 2. Microvessel density and VEGF expression in CIN i, microinvasive and invasive squamous celf carcinoma

of the uterine cervix

) Microvessel density’ VEGF expression’
Diagnosis  No. of cases -
Mean Low Moderate  High (%) - 1+ 2+ (%)
CIN 1 17 43.1 4 10 3 (17.6) 4 7 6 (35.3)
Ml 14 45.2 2 8 4 (28.6) 3 5 6 (42.9)
CA 15 4.1 3 9 3 (200) 1 7 7 (46.7)
Total(%) 46 44.1 9(19.6) 27(58.7) 1021.7) 8(17.4) 19(41.3) 19(41.3)

Low, less than 30 vessles; Moderate, 30 to 60 vessels; High, more than 60 vessels per x200 field

a, p-value: 0.938; b, p-value: 0.743
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Table 3. Correlation between microvessel density and VEGF expression in squamous neoplasia of the uterine

cenvix
VEGF expression*
Microvessel density - - Total
Negative i+ 2+

Low 2 4 3 9
Moderate 5 10 12 27
High (%) 1 (12.5) 5 (26.3) 4 (21.1) 10
Total 8 19 19 46

*p-value: 0.948

ol oo (Fig. 4), CIN I 1744 5 139} (76.5%), 7l
A28 FEE 1ol 3 104 (714%), 84 AT
& 154 F 94§ (60.0%) 7} HPV 16/18 YA o2 A
Hg4ayd T 80l &5 HPV 16/18 &
2e ot BAHAOY FE Aot bRt
(p=0.6650)

1) (D44 vlolad wsidt HPY 16/18 23t
oy

CIN Mol 4] HPV 16/18 $#o] w2 CD4dstd 2
#Hgo Aol7t gigien, CD#Mv6 dH &L HPV
16/18 §43¢1 2§ ¥, CD44v7/8 L H & & HPV
16/18 XA A F 3t =hrh vAEEA FF
A} CD44std %3-S HPV 16/18 &4 # ol 4], CD44v6
9} CD44v7/8 w8 & HPV 16/18 YA 2ol A 28 ¥
et A{A FAM CD44dstd W& 2L HPV
16/18 &442 A% FhEotal, CDMve HE L
HPV S49l 7%, CD44v7/8 & &2 HPV 16/18
GA AS 2T B HHYHA FY 4690
A CD44std 2@ &L HPV 16/18 S4¢ A
57.1%, ¥4 A% 469% 24 24N B¢ A E
%L (p=0.200), CD44v6 L4¥H & HPV 16/18 &4
QA A 929%, FHQ BT 906%2AM v xHALD
(p=0.244), CD44v7/8 ¥ & &2 HPV 16/18 &4<1 7
< 78,6%, %42 49 96.9% 2 HPV 16/18 %A
A AL da Aoy BAGH fod e g
(p=0.078) (Table 4) WP 44 $% THH5 CDM
Hol3 o HPV 1618 Hd §5oto @& o4
B9 CD4dsid w3 g2 CINIIL w4 &4 43,
A& 4F =5 HPV 16/18 S4A 4% 23 ¥
to} zpo| 7t & A EA ekttt 212y CD44ve gt

Fig. 4. In situ PCR for HPV 16/18. Positive nuclear
signals observed in CIN i lesion.

d&2 CIN s} F3A ¢FolAc HPV 1618 &
92l 3%, SlAHEY AFNAE HPV 1618 4
1 3% =

>

o

Kot frod Aol gITh CD44vIf8
GHELCINIL VA HEY 4F, M Y5 =
5 HPV 16/18 ¥4 49 28 %oy €484
%3ttt (Table 4)

i

2) HPV 16/18 251t DIME US40 o1

HY4a] 4 4 4601 3 HPV 16/18 S 419l 144
Z 19 (7.1%), HPV 16/18 A<l 32d) F 99
(28.1%)01 4 1= HAEAUTE Ho HPV 1618
4 A¢ 1E vAEAEEE BA AL B
Xovt FARH fodS Ut (p=0.162) CIN
me} w3 & 459 4% HPV 16/18 443 3
+ 1x oA AEEE 8 Wevt ggtou 3
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$4 AFoAAE HPV 1618 44U A 9§ 222%,
HPV 16/18 249 A% 167%7F 2% njA8#4x
g Ho HPV 16/18 Bdo] & nk rAdads
g R Wiz Fojrt A<l giltt. (Table 5)

I

3) HPV 16/18 2340} VEGF 23129 oy

HE g A F9 460 F HPV 16/18 F4J ¢l 324
F 140] (438%), S 149 F 59 (35.7%)0] A
VEGF 2+ W& 2o HPV 16/18 ¥4 4 ¢ 2+
G Het 23 oy F3 ol A
th (p=0274) HPYu A T FEHEE A9ud
CIN IS HPV 16/18 %43 ¢l 134) F 594 (38.5%)7F
2+ 888 H.9] dled HPV 16/18 49 49] F 14§
7} 2+ (25.0%) 9H2-2 Hof HPV 16/18 %A 2%

VEGF 2+ W7} oz %ok, vl &4 ool

ol 3y 9

A HPV 16/18 44491094 F 4o (40.0%)7} 2+, HPV
16/18 &4Q 4of F 20}7} 2+ (50.0%)E B HPV
16/18 &4 3% 2+9) (=7} 25 #w3tow,
&4 4FoAME HPV 16/18 F4 994 F 59
(55.6%)7} 2+, HPV 16/18 S421 6o] F 247} 2+
(33.3%)2 M HPV 16/18 F4<1 % $ VEGF 2+ %4
Z 29 A7t ghoy FARHOR fod &
ol& Atk (Table 5)

1 &

ot Eokollx MHEFH HAExIY sl
CD44 § 4 2}e] S| Z CD44 Ao o] Ao A
7 CD44 ol3e) wido| Uehdoh™ Dall

=0
o«

Table 4. Correlation between HPV 16/18 expression and CD44 variants expressions in squamous neoplasia of the

uterine cervix
Diagnosis CIN III MI CA Total*
HPV16/18 Negative  Positive  Negative  Positive  Negative Positive  Negative Positive
(No. of cases) 4) (13) 4) (10) {6) 9) (14) (32)
CD4dstd-potitive (%) ©  1(25.0) 3(23.1)  4(100.0)  9(90.0) 3(50.00 3(313) 8(57.1) 15(46.9)
CD44v6-potitive (%) 4(100.0)  9(69.2) 3(75.0)  10(100.0) 6(100.0) 8(889)  13(92.9) 29(90.6)
CD44v7/8-patitive (%)  3(75.0) 13(100.0) 3(75.0) 10(100.0) 5(83.3) 9(100.0) 11(78.6) 31(96.9)

*p-value, 0.200 for CD44std; 0.244 for CD44v6; 0.078 for CD44v7/8

Table 5. Correlation between HPV 16/18 expression and microvessel density and VEGF expression in squamous

neoplasia of the uterine cervix

Diagnosis HPV 16/18 HPV 16/18
(No. of cases) Neg (%) Pos (%) Neg (%) Pos (%)
MVD VEGF
High 0 (0.0) 3231 2+ 1 (25.0) 5 (38.5)
CIN 1l Moderate 3 7 1+ 2 5
(n Low 1 3 - 1 3
M High 0 (0.0) 4 (40.0) 2+ 2 (50.0) 4 (40.0)
(14) Moderate 4 3 1+ 1 4
Low 0 3 - i 2
CA High 1 (16.7) 2 (222 2+ 2 (33.3) 5 (55.6)
Moderate 4 5 1+ 4 3
(15 Low I 2 - 0 1
Total* High 1 (7.1) 9 (28.1) 2+ 535D 14 (43.8)
46) Moderate 11 15 I+ 7 12
Low 2 8 - 2 6

MVD, microvessel density; Neg, negative; Pos, positive
* p-value: 0.162 for microvessel density; 0274 for VEGF
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vf8 wr@ol A4 11e] F oo A Vet AR
94 o] AYLYFF SHANET} S8t GF
179f 25 GepYu 2 CD44v7/8 Wo| 23 35
HgAa g Foko g #ojdles HoE 24
g CD44v7/8 Hd L 28 AF UFLAGF
Aete] &8 FAAEA CD4vI/8 epitopes} A
go] ¥do| g 4 vtn &Yk Dellass 52 4
3L 5L o] Z nis] 1k o]FAHF &
Ja| W oFFoll A CD44s 9 v4 o] FAET, Vo
@ e 93y Zrbstgchn Rusgch?  Kainz
& ATAFAEY CD44vs, v6, v/ HE &0
93%, 73%, 33% e st ch” 12y Woemer 5
CD44 Ho|d wao] FA HYJoje] Z3fof upet
M2 O d4g Bolw, A& &FdA v5, vee
el A wEE v7, 8, 10 wE A ¥, std &
e gasidon A duh FANEY, FE&A
2 HolAd ¢Fol A CD44 Woly LH f o 2
ol7b gittn Buatdch £ Ibrakim 55 H4
2 CIN#} ajo]E Bo|x @it A RE oo
CD44 Hojgol DR AFFF FY 2
Zo dolso i F8% ZAAR B offo
i Baskget”

CD44 Ho|& wradal o o] dAade A
Kainz §-& CD44v4/59] HH &L 70%, v6+= 67% 2
A L8 o 39} Agtado] gl o, CD44ve YA olH
dol7t 9l &bzt ve A AR FAEH
SO e gloy fFrt o g CD4dve7t Hol
BAo 223 48 dotn A 22 2
58 47| IB-IB g AF-GZolA CD44v4/fs, vb
uhE &0 41.4%, 700%0l9 o™, A, = Hol,
WEETe AR dAdT stge”

B Ao CD44 std HES HP A TY
ol A t}A wglow, CD44v6s}t v7/8eL & & CIN I
2o ol EeA 2 AEN AT L& §
7t ol vhE A7 Ade KAt o A
Mo oolglE Aol ohg ek CIN I o)
A AR GFoz WP H 9 CD4vest v7/8
do Zyle AL CD44ves} viBol A &A A4
Kol QdSE AAEAT ol LA
CD44 Ho|y wdo] g 3R ARLIAY T4 ¢
chatgol UEPE S ¢ 5 Ao, CD4 Rioj & 9

walo] o) Aa, 47 Y L Aol g0l

X}
H

g Aoz FHHAG

A58 AEA 4T 28dM F3Y 4% 74
off A1 CD44std9} CD44v62] 73 wio] pagcin
Boatgck® 12y B d 7o AE CDdstde] 7
o oy Hed AEL 61.5%, VEAYE 167%2
A AgHo|7t TS E HAR idtHon,
CDMveE P A A &4 2 &4 ¢F 2F vluy
L HEE HGD, CD44vVY8 HE o] F7t7t vl 4
A& gEoMeE AT Boju AFA ¢FdHME
verc e Heg vy olejgt 2H L 27 A
FAAADY ¢ 24 HE F 71E A&
2Aolx CD4dv6 9}vi/8e] #odty A& ofwlsly,
A4Ad gdFog AT Fo CD4ve HHL A&
it vitdo] ZAaste AE A& A%l A
CDMvo: #4502 J&g v ¥ CD4dsd
2 V789 e M Fidte Aoz FHHY
t}.

Dall 52 CD44v7/8 4@ 2 HPV 16/18 L& 7o
AT AL oA CDavIR FA QL 329
Z 29447} HPV 16 A3 whd v7/8 &4<l 359
% 1797} HPV 16 %Ajo] 31, HPV 18& 24)9] &
A GEolM BEHE HoR nFo] nAHEA
HPV 7+ddo] Ass]q CD44v7/8 réd o] %717} ot
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g AR HY 9 TG dded ol TP HPV o] My, CD44vy8 H¥o Z7ir}
et a4 dganyd Fo 24 xv)d HPVY d#so] gt o oo B dpE %
2 AgAuyd 4 wdo oE CD44 Wolyg wd, vAdAUE, VEGF 239 Ho|E Yolrm,
HPV 16/18 283 A7) Qzte dads Yotz stk CIN I 179, vjAH&A 4F Md, A&
A obE 15¢)¢] ojas) HPV 16/18 S in situ PCRYP O Z ZAEIG oy, ALz g std 03 CD4dstd,
v6, v7/82] wE B-9lo} FAE FAISla, CD31E o] 4dle UAEARUTE Ao, RNYAHY
9lz}el VEGF #d& wAIHo g HESQTH CD4std 2 AHAAA s Ao wjs) 74
8t9l 3 CD44vosl v AL Z7lstd oy HBE A4 24 539 e §9% Aol AUt HAEA
A H9ol A CD44ve L v7/8 HE F7l7h BEEHAoH, CDdvor v F&EA S AE4 4F
F EL AEE 292y CD44 std, vI8E U AAEAN dFdME Fou ALY ¢Fe e g
Aok AZAR WA F4AA oA E AU VEGF 2ol AA via) @48 god AHA
A 299 A& Axd wE o7l e, nldEAUEYG VEGF wde #93 dade ey
A GE9kth. CD4dstd L CD44v6 T H &L HPV 16/18 42 A =F =93, CD44vY8 28 &L HPV
16/18 F42 2% mstoy #oA#@ zoles ohufdch HPV 1618 44U A% 1% vAgadss
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