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Azsb sEtel s BF AlAS A 39 (16.7%) 0] dTE thate] gt
Az F 2d7HA = A71Ae w2 3Evtth, 28a o] FelE 671
o7 ARNE WMEE AfFste] FA FFSATE #ae] vol= 2449

A TTAIR T 464 STk

it
rict
>
fr
()]
w
of,
3
Do

|
rlo

)
)



HCCRel thgh dAFAFr==etn 43¢ ws AF)E1500%
3| A ste] AREEFRl AL, Ki-67¢] theh AxF&AI= rabbit anti-human Ki-67
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4°1(80.0%) FAE= 11(20.0%), 3 T= 291 A¢ 61°1(735%)9F 229
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A ALl WS Atolels BAIEHA Fo4S A THp>0.05). fFAHE
Ax7b Aare] s Aok & 107w W A FnrE S0 A9t
3490(72.3%), F/d2 1391(27.7%), 10-1970Y  wl  29¢1(74.4%)2} 10
(25.6%), 1&]aL 2070 o]’ A4 W 139(765%)%} 4°(23.5%)Z HCCR
A Fmel fFAREdAtolddE BASHo®R  fodk xpolzb gt
(p>0.05). A4 SFe WE HCCRS 9 Z=s 1539 4% o4
& 2190(67.7%), F3 10901323 %), Mowd A5 410(77.4%) b 129
(22.6%), 183l MI's TSl 25 &8> 1491(73.7%)8F F32 501(26.3%) %
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AEES e WE v E SASE fo790] §AtH(p>0.05)
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& 91.0%, AL 100%°]a, H7] 1ol4 HCCR 94 Zx SA41¢ 3kx9
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N
109 BEES 89.0%, Y32 95.0%, W7 MIolA 4 A= 5420 4t
°] 10d AEELS 56.0%, Y= 79.0%Z FASHE Fod 9o 7t
W7 E HCCRE @4 &7k k49l b= 341 ghatel vls) 109
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¥ 1. HCCR &4 Aol whe 14 9 Weshs] dzkg #dAd
HCCR F=
kAR = (%) F A (%)

¥ 7] I 19 13(68.4) 6(31.6) NS
II 60 45(75.0) 15(25.0)
111 24 18(75.0) 6(25.0)

9 T3 1 5 4(80.0) 1(20.0) NS
2 83 61(73.5) 22(26.5)
3 15 11(73.3) 4(26.7)

FAHE D 5 <10 47 34(72.3) 13(27.7) NS

(/10HPF) 10-19 39 29(74.4) 10(25.6)
>20 17 13(76.5) 4(23.5)

2488 54 1 31 21(67.7) 10(32.3) NS
2 53 41(77.4) 12(22.6)
3 19 14(73.7) 5(26.3)

ER * 3 49 38(77.6) 11(22.4) NS
=4 48 36(75.0) 12(25.0)

PR ¥4 50 39(78.0) 11(22.0) NS
-4 37 28(75.7) 9(24.3)

DNA w9k ofuj 4 17 13(76.5) 4(23.5) NS
H] ) 4= 72 52(72.2) 20(27.8)

NS: Not significant(p>0.05)
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Eolmo] AR FAo] os) wAH L T Aq wet, T

PRI Y W FAHE £ AFE wo|
ARG o WSS R H2 78 Fawd HER- 2= fd

o) o FAREA FEe] gl ARGl HER 2 Lol gt Bl

I el dAzbA wezl e EAd ddEE fFAdEREE
Cathepsin D(CD), p53, cyclin D1, DNA Hl5=A 94 So] e’ ChD=
AT A BalaiszA o] HEy Hold AFEEd CDY T
U o %l AFte] Qlov I XA Ho|zb jlE TelAe o F9
dxte]l glvka shlot!. ey wWdzAgst dAE o] §ste] Adt
A= cpwdo] e oFgk Aol AAH! p53E dlmAQ
FTdAA FHAAR 20750% 2] Il Bl 2 2843 o9l
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pobd], ARl U@ wrgo] EAL 2AE Bl viobd ¥t £
Ro® deA Qo A% ApelAi DNA W5 PRI o FA
L BARA o gliba SRR o4 AR WA wa
of fek FormAel BT Wl glou 2A%A §8 2 oF
she] frelgel Al AT AEvT gael Aolsk ek

Aol 43RG WA HCCRE Thabat 59 AEelA thed

N

A9k, At A AR 24N =
A4 FdelM HCCR o] <
o frodel wd A7 g FdelA HCCRY 2d 7S #eld= A77t
Ay JopT (FAA ATE HCCRE #Héy 449 s
W HCCRE HSoZ AgAF-delr #wa=dov w49k dxte
84 Yelde S7hEA get 28y HCCRS 27] 1k @b 94
WellAl 782%9 WAoo R wHEI glEd AFPEU ES UAAES
ZEa 9lol Z7] kel A EA AR ARG 5 P, EI x
Fel Aol FA oA HCCRS el nla] 273u& dAA3] F7hE o]
5oldel 90.0%°l gatEE feke] A9EAJIAR AT 9
HCCR +dAFo] A vF-9-29} vector alone AM2ElA p53e] WHd & H]w sl
Boki=d HCCR #AAFold npg-2of|A p539] walo] A3 7t Ao,
po3Ld Frkel= F7HA f<lo]l S F7F A=l ph3e] EAWe] E=
e wizbrl o] F747F vk A3 A3 HCCR frdxteld whe-29
A p53e EROlE A, p5394 HEE71 7 2] 20 1A (ROl A 4]
ool ow Frksith WREVI7E e p53E Al uellA] F A H WA



9]

gt

T

fus

TIC &

a

e

o

3to] p539 WHol: F7] &

Fol kel 7]

o

[¢)

219
o

)
[e)

e
R

[e)

._.]_ =

S

L

R

d
o 2H

o] o
=
=
=)

] 3FS

[e]

O
(microdissection)

71 HCCR®|

=]

H

=

af

3

S
o]A}e] edqtefa W HCCRE %

Ay atel
4 v

ke

)

o
[e)
01—13

Ay
s

H

Al

p5371% 249 Wast Ao’ a9
(o]
o

KN
T

o

3l

T
T
=

H
=
5

ol

of

7 Aol

)

e
11

[e)

)

Aol

ato] d WiellA

<]

o

o]ﬁ
2] 3 &
0H— =2

[e]

=

o 934
o o],

=
=

-

=

2}

e

g 77}

ST
o Aol M 100998 2] At

L
R

?_

L=N

15

Kim

’

o
Ray

]

=
T

i3

w

oﬂy

ol

o
B

482 7, rIeke] fFodel gl

o|J
o

T
Tor

p=S
[€)

N

A
g &7

oF

p

Fof Wgks

°

|

R4

§_:l]-o

Ki-67, DNA Hj<
A=

O~
T

Al

A3 HCCRY
H

=R

4 §940] gtk T3 HCCR

(r= 0.3634)

sl

oy
T0©

[e)

fu

o] we} HCCR

i
7] Ex W) gheld HCCRe] 4 FHe] gt 7]

ol
=4

_24_

=

& o
=4

[e)

fu

=
K

ZFE A QA

fFrFStell Al HCCR
[e)

=



Fed 2 de] e Fem FFAGS ket HCCRO 53

FAzE o] g3 F AEAE AHs] AWM E B ¥ @S $AE
do 2 g AEA AdAT7 B Aow Aztdrt.

Kims% el 28 HCCR A AFo] A vl (transgenic mice)?]
mammary fat pad®lA 5T p530] F7FE I FFo] ATt o]o st
etk 712 obA WA UA FRAWE obwl HCCROl 94 T =3t
lgts o] ghabAye] yojd Foletm FASFATGT. 1 AA7EA HCCR
°] W# 7} ER, PRY FAel & A4 §la B AFelA HCCRY
ey Fdke] o Feixkel oA FTEE(ER, PRI o] AEAE
T 2o GAste] Boked BT SASE fo4do] . =
Kims< HCCRZ A®8°% ER+/PR+/mutant p53/high HER-2%!
AEZA (cell line)ol A5t FFATG s o’ B o= ER+/PR+S
ZA oA HCCRE] ##o] & ¥ ofyet ER-/PR-?1 XA eJA % HCCR
o] o] Atk oW A AL AFANE Kimsol EF
NA A& Ayt v ARE A= old dEiAE F5 ol AUt
e sltta Az g

_25_



1&g o]
&, ER, PR, Ki-67, DNA H+A4

3} 31 HCCRY

+o] HCCR9

.4

o

e]3pA AAlgeEe] AldE

87 LI, e JAas

fu

FCH(p<0.05).

3} 2

0] A

e}
A
2. HCCRY]

b7 Qe Sotuag

fus

O

=
-

kel
1. HCCRY

B

ol
se]

Tor

20
al

l HCCR

9]

3 vlasl 2 A3 A fe/dol IATHp>0.05).

W7] I $-xfel A o
7He] AEE Zol7F LA THP>0.05).

4. HCCRY &4 A&

Foldel U IL(

8

3.

Tl

)

=, ER, PR, Ki-67, DNA Hl

L=

o

1z
A

A AT p>0.05).

24 HCCR

=

o
el

)

il

wj
Mﬂ
TR
=

3R

A

o A0
A

HCCR

fol ko=

o

F71

°

it

ko1 N
= =

A3},
ez}
-

A2 HCCRY)

]

F<l

S

=

n}o}

[e]
T

2.

it
~
o
o|J
[m

fuy

_26_



FaEA

. Ministry of Health and Republic of Korea. Annual goet of the Central
Cancer Registry in the Republic of Korea (2002.1 2002.12.)

Joongang-dong, Gwacheon-si Gyeonggi-do: Ministry Hefalth and Welfare;
2003.

. Paul PR. Rosen’s breast pathology. 2th. Phiduil@l Lippincott Williams

and wilkins Publishers.2001. p.325-356.

Rosai J. Rosai and Ackerman’s surgical patholo8th ed Piladelphia
Elsevier's Health Sciences Publishers, 2004. p.1i822%.

Ko J, Lee YH, Hwang SY, Lee YS, Shin SM, Hwangl,J et al.

Identification and differential expression of nov@uman cervical cancer
oncogene HCCR-2 in human cancers and its involvemen p53

stabilization. Oncogene 2003;24:4679-4689.

. Yoon SK, Lim NK, Ha SA, Park YG, Choi JY, Chungw, et al. The

human cervical cancer oncogene protein is a bioenarkor human

hepatocellular carcinoma. Cancer Res 2004;64:5434-5

. Jung SS, Park HS, Lee 1J, Namkoong H, Shin SMp GW, et al. The
HCCR oncoprotein as a biomarker for human breastcara Clin Cancer
Res 2005;11:7700-7707.

. American Joint Committee. Breast IN: AJCC canstxging manual. 6th ed.
Chicago:Lippincott-Raven Publishers,2002. p.223:234

. Bloom HJG, Richardson WW. Histologic grading aptbgnosis in breast

_27_



cancer. Br J Cancer 1957;11:359-377.

9. Baselga J, Norton L. Focus on breast cancerceacell 2002;1:319-322.

10.

11.

12.

13.

14.

15.

16.

Duffy MJ. Clinical uses of tumor markers: aticel review. Crit Rev Clin
Lab Sci 2001;38;225-262.

Westley BR, May FEB. Cathepsin D and breastceanEur J Cancer
1996;32:15-24.

Mirza AN, Mirza NQ, Vlastos G, and Singletanys.EPrognostic factors in
node-negative breast cancer. Ann surg. 2002;238610-

Miller LD, Smeds J, George J, Vega VB, Vergdra Ploner A,et. An
expression signature for p53 status in human brezsicer predicts
mutation status, transcriptional effects, and patisurvival. Natl Acad Sci
U S A. 2005;38:1350-1355.

Gao RJ, Bao HZ, Yang Q, Cong Q, Song JN, Wangrhe presence of
serum anti-p53 antibodies from patients with invasductal carcinoma of
breast: correlation to other clinical and biolodgicparameters. Breast
Cancer Res Treat. 2005;2:111-115.

Han S. Park K, Bae BN, Kim KH, Kim HJ, Kim YDet al. Prognostic
implication of cyclin E expression and its relasbip with cyclin D1 and
p27Kipl expression on tissue microarrays of nodgatiee breast cancer.
J Surg Oncol 2003;83:241-247.

Moureau-Zabotto L, Bouchet C, Cesari D, UzanL&ranc JP, Antoine M,
et al. Combined flow cytometry determination of Isape fraction and

DNA ploidy is an independent prognostic factor inde-negative invasive

_28_



breast carcinoma: analysis of a series of 271 matievith stage | and Il
breast cancer. Breast Cancer Res Treat 2005;91:61-7

17. Ko J, Shin SM, Oh YM, Lee YS, Ryoo ZY, Lee YHet al.
Transgenic mouse model for breast cancer: inductibrbreast cancer in
novel oncogene HCCR-2 transgenic mice. Oncogene};28(1950-1953

18. Borresen-Dale AL. TP53 and breast cancer. HumtaiM 2003;21:292-300.

_29_



Abstract
Expression of HCCR in invasive ductal carcinomaboéast

Ying Cui

Department of pathology
The Graduate School, Yonsei University

(Directed by Professor Kwang Hwa Park )

Purpose: Oncoprotein HCCR is a down-regulator of p53 attiviBecause

level of HCCR significantly increases in early hegallular carcinoma and
breast cancer, It is recently reported that HCCR ba used as a diagnostic
marker for these cancers. However, there have beenstudies about the
possibility of using HCCR expression as a progmod$tctor in breast cancer
patients. Therefore, this research focuses on HCE&Rjiagnostic marker for

early breast cancer, and its effect in prognosidmfast cancer.
Methods: We collected and evaluated 103 cases of surgicadiynoved

invasive ductal carcinoma from January, 1996 to M200 at Wonju Christian
Hospital of Yonsei University, Wonju College of mede. Using avidin-biotin
complex  method, stored paraffin  tissue  samples  werstained
immunohistochemically for HCCR, ER, PR, and Ki-6We analyzed survival
rate according to the intensity and distribution WECR expression. Also we
compared the HCCR expression to clinical and patfichl prognostic factors

for any correlation. Moreover, flow cytometric DNAnalysis factors were
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compared to the HCCR expression.
Results: From 103 cases studied, about 26.3% were foundetopositive for

HCCR. The expression of HCCR showed no statisjicalfnificant correlation
to stage, nuclear grade, number of mitosis, higiolgrade, estrogen receptor,
Progesterone receptor, DNA ploidy pattern, and Kiiidex. Ten year survival
rate of a group of patients, who revealed negatV€CR expression, was
83.0% and 93.0% for a group of patients, who regabpositive HCCR
expression. Although the group with positive expr@s had a better survival
rate, there was no statistically significant difflece between them. Ten year
survival rates for each stage showed following ltssun stage I, 91.0% ten
year survival rate in HCCR negative group, and 100%opositive group; in
stage 1l, 89.0% in negative group, and 95.0% initjwes group; finally, in
stage Ill, 56.0% in negative group, and 79.0% irsitdee group. Although the
result suggested that the positive HCCR group haldeter survival rate than
the negative group did, there was no significantredation between stages and
intensity. Although patients with wider distributioof staining had a longer
survival period, yet this proved not to be sigréfit for prognosis.

Conclusion: This study showed that the positive group had #ebesurvival

rate than the negative group did, despite of nmifsigint differences between
the two groups. To determine the role of HCCR agpragnostic marker for
breast cancers, it is necessary to practice furttierical studies, including

more patients with long-term follow-up data.

Key word : HCCR, breast carcinoma, prognosis, imaistochemistry
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