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c-erbB-2 Oncoprotein Expression in Ductal Carcinoma
in situ and Paget’s Disease of the Breast

Jung-Yeon Kim, M.D., Kyung-Ta Cho, M.D., Seung-Sook Lee, M.D.
Shin-Kwang Khang, M.D. and Nam-Sun Paik, M.D.’

Department of Pathology & Surgery , Korea Cancer Center Hospital

A clinico-pathologic study with an immunohistochemical examination for c-erbB-2 expression
in 54 cases of ductal carcinoma in situ and 16 cases of Paget's disease of the breast was
performed. c-erbB-2 oncoprotein overexpression was observed in 45% (24/54) and 88% (14/16)
of ductal carcinoma in situ and Pager’s disease, respectively. The overexpression of c-erbB-2
oncoprotein was significantly correlated with the nuclear grade of tumors and inversely with the
status of the estrogen receptor. c-erbB-2 was positive in 4 out of 5 patients with metastasis to
axillary lymph nodes and 3 our of 4 patients who died of the disease, Prognostic significance
of c-erbB-2 oncoprotein in ductal carcinoma in situ was highly suggested. The expression of
c-erbB-2 oncoprotein in Paget's discase was well correlated with coexisting infiltrating or in situ
ductal carcinoma. The high positive rate of c-erbB-2 oncoprotein in ductal carcinoma with Paget’s
disease could be understood with a recent hypothesis that c-erbB-2 oncoprotein is involved in
promotion of cell motility and the spread of carcinoma cells. (Korean J Pathol 1996; 30: 972 —
980)

Key Words: Ductal carcinoma in situ, Paget’s disease, ¢-erbB-2 oncoprotein, Prognostic factor
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Table 1. Modified Black's nuclear grading

MNuclear

Nuclear size in relation Chromartin Mucleoli No, of mitosis
to normal duct membrane /10 HPF
NG 1 Three folds variation in  Irregular Hyperchromatic, coarse  Macro = »5
nuclear dl_amemr
NG 2 Twice size. uniformity Round, smooth Uniform, fine Micro + 2-5
NG 3 Similar, minimal Round, smooth Uniform, fine =1 (rare)

enlargement

NG Muclear Grade
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Table 2. Pathologic grading scheme for ductal carcinoma

in sim
Subtype Definition
| Comedo High nuclear grade
Solid growth pattern
MNecrosis +++
I Cribriform High nuclear grade

Papillary with necrosis Cribriform/
papillary architecture
Mecrosis +++
Il Cribriform/
intermediate

Intermediate nuclear grade

Cribriform architecture

MNecrosis +/-

Low nuclear grade

Micropapillary/ cribriform
architecture

Mecrosiz ()

IV Micropapillary
{non-necrotic
cribriform)
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Table 3. Tumor size v, cerbB-2 capression in DCLS

v-eThB-2 expression
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p = (1391

Fig. 1. Stomg membrane posi-
tivity of ducral carcinoma in situ
cells for ¢ erbB-2 oncoprotein.
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Tahle 5. Muclear grade vs, c-erbl3-2 expression i TS
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+ —
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MWlinenl 3 5.5) S9.3) B(14.3)
Toutal 24044 4 IWA5.8) 40100
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S 100N

DCIS: Ductal earcinoma in silu
p o= 010

MHOTS: Tacral carcinema o sitn
p = O

Fig. 2, Positive nuclear staining
for esrogen reveplor (a) hut ne-
aative staining for c-erhB-2 onco-
prorein ().
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Table 7. Estozen mceplor vs. c-erfbB-2 expression in

DCTs
c-erbB-2 expression
ER - _
1 —_—
+ 2 BT 12{52.1) 14{60.9)
- (304 2{8.7) B{39.13
Total B39.1) 234100

14{alL8)

DCIS: Ductal carcinoma in situ
p < 005

Table 9. Clinical outcome vs. c-erbB-2 expression i DCITS

c-erhB-2 cxpression

+ _
LN meta {—) 4 T.4) 17 1.8) 5(9.3)
{—)} 20(37.0) 29(53.7) 49907}

DD 3 5.5 1{ 1.8] 4(7.4}
29(53.7) S0092.6)

NED 21(38.9)

DCIS; Duclal carcinoma in sim

LN : Lymph node

DOD ; Died of disease

NED ; Alive with no evidence of discasc
p =011

Tahle B. Progesterome recepior vs, c-crhB-2 cxprossion in

DCIs
c-ethlE-2 expression
FR
+
ETERRE 3133 2717
20222 or Do 2022.2]
Tulul Gl66.6) 313 G (M)

DCIS: Duacwal carcinoma in 5ity
p = 0.4]

Table 10. c-crhB-2 cxpression in Paget's discase

c—tb@-2 expression

Papet’s disease  J(15.8) r a3 RIgEE-

Paget + DCIS 5(31.3) 2(12.59) 43 8]

Paget + TDC B3T3 arnod G{37.5]
- Tunal 14(87.5) 123

Lo 10KK)

CIS: Thctal carcipoma in sim
M Tnfilerating duct carcinoma
Papet: Pager’s discasc

Fig. 3. Strong membrane staining
of Paget's cells Tor cerhB-2 on-

COprotein.
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