Journal of
Breast
Cancer

ORIGINAL ARTICLE

A A A] O Hloko
T = é‘nr<§<%1—4
QA - YN - LRS- PRS2 - 5 B - YR

1A |tlel. ojadis) o)ufskaAl -

st

] Breast Cancer 2009 March; 12(1): 47-53

oA glahE] EA

|:|H:|:|O13

Al - “BK21 project

DOI: 10.4048/jbc.2009.12.1.47

=793} ol %

oIzl

Clinical Analysis of Medullary Carcinoma of the Breast
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Purpose: Medullary carcinoma of the breast is a variant of
breast cancer characterized by the histologic appearance of
poorly differentiated cells surrounded by a prominent lym-
phoid stroma. Medullary carcinoma has been reported to
carry a prognosis better than other invasive breast carcino-
mas, but it is frequently overdiagnosed due to the difficulty
in diagnosis. The aim of this study was to assess the clinical
manifestations and outcome of medullary carcinoma of the
breast. Methods: We reviewed the data of 91 patients diag-
nosed with medullary carcinoma and 3,743 patients with
invasive ductal carcinoma, not otherwise specified (NOS)
from January 1980 to December 2005 at Yonsei University
Severance Hospital. The clinicopathologic features, disease
free survival (DFS) and overall survival (OS) for patients with
medullary carcinoma were compared with those of the NOS
patients. Results: With reviewing the pathologic slides, 69
(75.8%) patients had findings compatible with typical medu-
llary carcinoma (TMC) and the remaining 22 (24.2%) patients
were reclassified as atypical medullary carcinoma (AMC).
Early stage cancer was more frequent at medullary carcinoma
and lymph node positive cancer was less frequent at medu-

llary carcinoma. The expression of ER/PR was positive in
either the TMC (18.9%/16.2%) and AMC (15.0%/20.0%) as
compared to the NOS (63.2%/57.2%), and the difference
was significant (p<0.001). In contrast, the HER-2/neu expres-
sion rate was significantly higher in the TMC (47.4%) and
AMC (45.5%) than in the NOS (28.3%, p=0.001). The 10-
year disease free survival and 10-year overall survival of
the atypical medullary carcinoma patients (67.8%, 77.8%)
were in fact similar to the NOS carcinoma patients (68.3%,
74.7%). There was significant difference in 10-year disease
free survival and 10-year overall survival between the TMC
(77.8%, 86.0%) and NOS carcinoma (68.3%, 74.7%) patients
(p=0.002, p=0.006). Conclusion: The clinical outcome of
typical medullary carcinoma is favorable in spite of its aggres-
sive pathologic features and it differs from atypical medullary
carcinoma. For precise prediction of prognosis of medullary
cancer, we should apply strict criteria for the diagnosis of
subtype with medullary features.
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Table 1. Histologic criteria for classification of medullary carcinoma of the breast*

Typical medullary carcinoma

Atypical medullary carcinoma

Predominent syncytial growth pattern (>75% of tumor area)

Completely circumscribed with ‘pushing’ margins

Moderate to marked mononuclear infiltrate in supporting and
surrounding stroma

Grade 2 or 3 nuclei

No intraductal component

No microglandular differentiation

Predominent syncytial growth pattern (>75% of tumor area)
Infiltrative margins
Spare or only peripheral mononuclear infiltrate

Grade 1 nuclei
Presence of intraductal component
Presence microglandular features

*adapted from Ridolfi et al.(3)



Clinical Analysis of Medullary Breast Carcinoma

0.001). TNM 7= a8 8%toll41 17] 271 2711+ 8%tol 3
et vl Wolthp=0.002). olAERAgAQ} L
AlLHEG-8A19] 785 AP A =258l A 18.9%2F 16.2%
Fom, BIHRPA AREelA 15.0%, 20.0%9] FdE=
HAT AeAdidolA 63.2%, 57.2%% UeL -4
h SRR Aleloll o) gl Zol7t 1AEK(p<0.001).
HER2/neu 2&-e- x{&i;ﬂ /\XI/HO Hlolky q- H]xi-aﬂ;q /\ZV\‘]O

= Ui TEoTTr o u

HtollA 47.4%, 45.5%% H-a/daaddolAe] 28.3%01 sl

Table 2. Clinicopathologic characteristics

TMC (%) AMC (%) IDC (%) p-value
Number of patients 69 22 3,743
Mean age (range) 46.7 (25-76) 46.9 (30-73) 47.6(20-93) 0.395
Age (yr)
<35 16(23.2)  4(182) 774(207) 0.841
>35 53(76.8) 18(81.8) 2,968 (79.3)
Tumor size
T1 30 (43.5) 4(18.2) 1,551(41.4) 0426
T2 35(50.7)  17(77.3) 1,900 (50.8)
T3 4(5.8) 1(45) 207 (5.5)
T4 84 (2.3)
TNM stage
I 24 (34.8) 2(9.1) 1,071(28.7) 0.002
I 41(59.4) 18(81.8) 1,738(46.5)
Il 4(5.8) 2(9.1) 892 (23.8)
v 36 (1.0)
Node status
Negative 54(78.3) 15(68.2) 1,937 (51.9) <0.001
Positive 15(21.7) 7(31.8) 1,798 (48.1)
Surgery
BCS 16(23.2)  4(182) 774(207) 0.841
RM 53(76.8) 18(81.8) 2,968 (79.3)
ER receptor
Negative 30(81.1) 17(85.0) 1,067 (36.8) <0.001
Positive 7(18.9) 3(15.0) 1,833(63.2)
PR receptor
Negative 31(838) 16(80.0) 1,212(42.8) <0.001
Positive 6(16.2) 4(20.0) 1,622(57.2)
HER2
Negative 10(526)  6(545) 1,387(71.7) 0.001
Positive 9(47.4) 5(45.5) 547 (28.3)
CTx
Not done 33(50.8) 3(14.3) 996 (27.6) <0.001
Done 32(49.2) 18(857) 2618(72.4)
HRTXx
Not done 54(84.4) 16(76.2) 1,642 (46.7) <0.001
Done 10 (15.6) 5(23.8) 1,874(53.3)
RTx
Not done 44(68.8) 16(80.0) 2,199 (62.7) 0.439
Done 20(31.2) 4(20.0) 1,306 (37.3)

TMC=typical medullary carcinoma; AMC=atypical medullary carci-
noma; IDC=invasive ductal carcinoma; ER=estrogen; PR=proges-
terone; CTx=chemotherapy; HRTx=hormonal therapy; RTx=radiation
therapy.
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Figure 1. Comparison of disease-free survival curve between
medullary subtype and infiltrating ductal carcinoma.
TMC=typical medullary carcinoma; AMC=atypical medullary
carcinoma; IDC=invasive ductal carcinoma.
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Figure 2. Comparison of overall survival curve between medullary
subtype and infiltrating ductal carcinoma.

TMC=typical medullary carcinoma; AMC=atypical medullary
carcinoma; IDC=invasive ductal carcinoma.
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Figure 3. Disease free survival curve according to TNM stage.
TMC-=typical medullary carcinoma; AMC=atypical medullary carcinoma; IDC=invasive ductal carcinoma.
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Figure 4. Overall survival curve according to TNM stage.
TMC=typical medullary carcinoma; AMC=atypical medullary carcinoma; IDC=invasive ductal carcinoma.
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