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——— Abstract

Background Histological differentiation between papillary carcinoma from benign papilloma of the breast is difficult in some
instances, and papillomas can undergo malignant transformation. The author investigated the expression of cyclin D1, MIB-1
(Ki-67), p53, and c-erbB-2 to assess the diagnostic value of these markers in distinguishing papillary carcinoma from papilloma

of the breast.

Methods Immunohistochemical stains for cyclin D1. MIB-1, p53, and c-erbB-2 were performed in 30 cases of papilloma
(20cases of single lesion and 10 cases of multiple lesion) and 8 cases of papillary carcinoma of the breast.

Results Labelling index of cyclin D1 was significantly higher in 8 papillary carcinomas (36.7+27.0) than in 30 papillomas
(3.5+4.2) (P=0.001). MIB-1 labelling index was 4.9+59 in 8 papillary carcinomas and 0.4+1.4 in 30 papillomas, and there
was statistically significant difference (P=0.0225). P53 protein expression rate was significantly higher in 8 papillary
carcinomas (87.5%) than in 30 papillomas (30.3%) (P=0.00541). There were no difference of cyclin D1, MIB-1, and p53
expression between solitary intraductal papillomas and multiple papillomas. In all benign and malignant papillary lesions,

c-erb-B2 expression was not seen.

Conclusions These results suggest that cyclin D1, MIB-1, and p53 might be useful markers for distinguishing papillary

carcinomas from papillomas of the breast.
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Table 1. Histologic diagnosis and age distribution of the
subjects

Age (Years)

Histologic diagnosis No.
Meant SD. Min.~Max.
Papilloma 30 431+ 100 20 ~ o4
Single intraductal papilloma 20 4294+ 100 20 ~ 39
Muluple papilloma 10 440% 105 26 ~ 64
Papillary carcinoma g8 498+t 150 30 ~ 7l
Total 38 447+ 114 20 ~ 71

The mean age of each group were not significantly different (p>005).

Fig. 1. Cyclin D1 expression.
Frequent nuclear positive reaction in papillary carcinoma
(A) and Sparsely scattered cyclin D1 positive cells in

benign papilloma (B).
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= 36.7+27.0
0a¢] 3.5+42 (0.0-

t}. MIB-1 3l

5 GF F7 49459
=9 H 04%1.4 (0.0- 2.5
(p=0.0225) (Fig. 2). 28}

Table 2. Labelling index (LI} of Cyclin D1 and MIB-1 in the
papillary lesion of the breast

F FFF FAA dEAH AFES 2 F5EY
AE 042179 0.4208EX A =)o)
]’ BA/\/\E]' (Table 2)

P53 T2 {54 A4 8ol F T4l (87.5%)0A, &
4 T2 30o0 F 99 (30.0%)0l A & o] Ao
X9 ps3 g o] 23] F} (p=0.00541) (Fig. 3).
FES Y FFE 2HeE 7
7+ 30.0%= i}ol 7} ¢19 ) (Table 3).
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Table 3. Expression of p53 in the papillary lesions of the
breast

o Gedn DI* (@ MB-1** (%)
Histologic diagnosis No - -
LI (Range) LI (Range)

Papilloma X35 42(0~180) 044 14(6~73)

Single intraductal papiloma 20 344 42 (0~180)  04% 17 (0~73)
Mutiple papilloma 10 294 46 10~143) 044 08 (0~23)
R 3671 270 (0~920; 49% 39 (C~13)

The mean expression levels of cyclin D1* and MIB-1** in papillary
carcinomas were sigmficantly higher than those of papillomas by

Wilcoxon rank sum test (*p=0.001 and **p=0.0225).

Papillary carcrioma
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Fig. 2. MIB-1 Immunostain.
High MIB-1 labelling index in papillary carcinoma (A).
Sparsely scattered MIB-1 positive cells in benign papilloma (B).

Histologic diagnosis Positive (%) Negative (%)

Papilloma 9 (30.0) 21 (700
Single intraductal papilloma 6 (30.0) 14 (70.0)
Muluple papilloma 3 (300) 7 (700)

Papillary carcinoma 7 (87.5) 1 (12.5)

The expressions of p53 in papillary carcinomas were significantly
higher than those of papillomas by Fisher s exact test (p=000341).

Fig. 3. p53 expression.
Nuclear positive reaction in papillary carcinoma (A). and
p53 negative in benign papilloma (B).
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