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Metaplastic Squamous Carcinoma of the Breast:

Clinicopathologic Analysis of 17 Cases
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Background : Squamous cell carcinoma of the breast is very rare and it is considered to arise
from metaplastic change of ductal carcinoma. Metaplastic squamous cell carcinoma (MSC) of
the breast includes pure squamous cell carcinoma, metaplastic adenosquamous carcinoma
and low grade adenosquamous carcinoma. Most of the cases of MSC of the breast were report-
ed to have lymph node metastasis and this has a worse prognosis than that of conventional
invasive ductal carcinoma. Methods : We collected 17 cases of MSC of the breast from 1,173
cases of breast cancer and analyzed the clinicopathological characteristics. Results : The
age range was 31 to 69 years (mean age: 47.2). The mean tumor size was 3.6 cm. Twelve
cases (70.6%) had a negative nodal status. The majority of the cases were of a high nuclear
grade (grade llI: 76.5%), and a high histologic grade (grade IlI: 88.2%). All the cases had no
amplification of HER2, and they were negative for hormonal receptors, except for 2 cases with
weak positivity. All the cases showed positivity for EGFR (3+: 14 cases, 1+: 3 cases). Clinical
relapse was found in 3 patients on follow up and two of them expired due to lung and bone
metastasis. Conclusions : MSC is associated with high nuclear and histologic grades, a high
EGFR expression and they are triple negative for ER, PR, and HER2. The EGFR immunoposi-

tivity of MSC suggests a basal-like subtype.
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Table 1. Antibodies for immunohistochemistry

Markers Clone Dilution Source
ER 6F11 1:300 Novocastra
PR 16 1:600 Novocastra
HER2 Polyclonal 1:1,800 Dako

CK7 OV-TL 12/30 1:400 Novocastra
CK19 RCK108 1:400 Dako

Actin asm-1 1:400 Novocastra
Vimentin V9 1:1,800 Novocastra
P63 7JUL 1:50 Novocastra
EGFR EGFR.25 1:100 Novocastra
P53 DO-7 1:800 Novocastra
MIB-1 MM1 1:200 Novocastra

ER, estrogen receptor; PR, progesterone receptor; CK7, cytokeratin 7;
CK19, cytokeratin 19; EGFR, epidermal growth factor receptor.
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Fig. 1. Metaplastic squamous carcinoma shows keratin pearl for-
mation in the tumor (A), necrosis (B), severe neutrophilic and lym-
phocytic infiltration in the tumor (C), and squamous cell carcinoma
in situ with comedo-necrosis (D).
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Table 2. Clinical features and outcome of metaplastic squamous cell carcinoma

Caseno.  Age FHx M Site Surgery lTumor FU period Recur, . Current
size (cm) (year) metastasis status
1 51 N P R BCO 30x22 0.7 No NED
2 31 N P L MRM 4.4x40 0.7 Recur, node AD
3 47 N P L BCO 2.1x1.9 0.8 No NED
4 69 N M R MRM 20x1.2 1.0 No NED
5 54 N P R MRM 22x16 15 No NED
6 31 u P L BCO 35x20 2.0 No NED
7 38 N P R BCO 25x20 53 No NED
8 33 N P L MRM 6.0x3.5 6.3 No NED
9 55 N M L MRM 35x1.1 7.4 No NED
10 44 N P L MRM 50x35 - No FUL
11 55 N P R MRM 6.5x4.0 1.0 Recur, lung/bone DD
12 62 N M R MRM 5.0x4.0 - No FUL
13 46 N P R MRM 25 - No FUL
14 34 N P L MRM 3.0x20 - No FUL
15 51 N M L MRM 50x3.0 13.0 No NED
16 52 N M L MRM 12x1.2 14.0 No NED
17 49 N P R MRM 45x35 1.8 Recur, bone DD

FHx, family history; N, none; U, unknown; M, menopause; P, premenopause; BCO, breast conserving operation; MRM, modified radical mastectomy;
FU, follow-up; NED, no evidence of disease; AD, alive with disease; FUL, follow-up loss; DD, death due to disease.

Table 3. Pathologic characteristics of 17 cases of metaplastic squamous cell carcinoma

Case no. Nuclear grade Histologic grade DCIS (%) Necrosis Cystic change N/L infiltration  Micro-calcification
1 3 3 20 - - - +
2 3 3 0 + + + -
3 3 3 5 + - + +
4 3 3 0 + - + -
5 2 2 10 - - + -
6 3 3 0 + + + -
7 2 3 0 + + + -
8 3 3 10 + - + -
9 2 3 0 + - - -

10 3 3 0 + + + -

11 2 3 10 + + + -

12 3 3 10 + + + -

13 3 3 0 + + + -

14 3 2 5 + - + -

15 3 3 0 + + + -

16 3 3 10 + + + +

17 3 3 10 + - + +

DCIS, ductal carcinoma in situ; N/L, neutrophilic and lymphocytic.
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Table 4. Summary of clinicopathologic features and tumoral stages

Characteristics No. of cases %
Site, right: left 8:9 47.1:52.9
Surgery, BCO: MRM 4:13 235:76.5
Age
>45 11 64.7
<45 353
Mense
Premenopause 10 58.8
Menopause 5 294
Unknown 2 11.8
Tumor size (mm)
<20 1 59
20-49 11 64.7
>50 5 29.4
Nodal stages
NO 12 70.6
N1 3 176
N2 1 59
N3 1 59
Pathologic stages
Stage | 1 59
Stage IIA 10 58.8
Stage IIB 4 235
Stage II1A 1 59
Stage IlIC 1 59

BCO, breast conserving operation; MRM, modified radical mastectomy.

Table 5. The results of immunohistochemical stains and HER2 FISH
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Case no. ER PR HER2 p53  MIB-1(%)  CK7 CK19 Actin  Vimentin ~ p63 EGFR  HER2FISH
1 0 0 1+ 3+ 25 + + - - + 3+ NA
2 0 0 - - 20 + + - - + 3+ ND
3 0 0 1+ 3+ 50 + + - - - 3+ NA
4 0 0 1+ 2+ 3 + + + - - 3+ NA
5 4 5 2+ 2+ 15 + + - - - 1+ NA
6 4 0 2+ 3+ 2 + + - - - 1+ NA
7 0 0 1+ 3+ 90 + + - - - 3+ NA
8 0 0 2+ 2+ 5 + + - - - 1+ NA
9 0 0 - - 20 + + - - + 3+ ND

10 0 0 - 3+ 10 + + - - - 1+ ND

11 0 0 - - 5 + + - + - 3+ ND

12 0 0 - 3+ 5 + + - - - 3+ ND

13 0 0 - 3+ 10 + - - + + 3+ ND

14 0 0 - 3+ 3 + + - - - 3+ ND

15 0 0 - 1+ 0 + + - - - 3+ ND

16 0 0 - 3+ 5 + + - + + 3+ ND

17 0 0 - - 0 + + - - - 3+ ND

ER, estrogen receptor; PR, progesterone receptor; CK7, cytokeratin 7; CK19, cytokeratin 19; EGFR, epidermal growth factor receptor; ND, not done;

NA, no amplification.
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