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GATA binding protein 3 (GATA-3) as a new prognostic marker in

breast cancer

L. Kim1, H. Kang2, Y. Lee1, Y. Cho3. 1Hallym University Medical
Center, Division of Breast & Endocrine Surgery, Anyang, Korea; 2Hallym
University Medical Center, Department of Surgery, Seoul, Korea; 3Inha
University Hospital, Department of Surgery, Incheon, Korea

Background: GATA-3 is a transcription factor involved in human cell growth
and differentiation and closely associated with clinicopathologic features
such as ER (estrogen receptor) expression. It has been suggested that
loss of GATA-3 may contribute to tumorigenesis and GATA-3 expression
can be a prognostic marker in breast cancer.

Material and Methods: We evaluated GATA-3 expression by im-
mumohistochemical staining and investigated the role of GATA-3 as a
prognostic marker in breast cancer. Seventy-four invasive breast cancer
tissues were collected from breast cancer patients. Tissues were stained
by immunohistochemistry with GATA-3 monoclonal antibody. Evaluation of
GATA-3 expression was done by blind method. GATA-3 expression was
scored by sum of intensity and percentage staining of nucleus. Patients
were followed up and the mean follow up time was 53.1 months.

Results: GATA-3 expression in breast cancer was significantly asso-
ciated with ER expression (p = 0.005), low histologic grade (p = 0.049),
low nuclear grade (p = 0.016), marginally with PR expression (p = 0.099),
but not with tumor size (p = 0.466), lymph node involvement (p = 1.000).
GATA-3 expression was not significantly associated with recurrence of triple
negative (ER/PR/HER-2 negative) breast cancer recurrence (p = 0.518).
But GATA3 was significantly associated with low recurrence rate in non-
triple negative breast cancer (p = 0.022) and the significance was more
powerful than of ER expression.

Conclusion: GATA-3 expression is associated with known good
prognostic markers and it is likely that GATA-3 will be a good prognostic
marker in breast cancer, especially in non-triple negative breast cancer.
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Evaluation of serum HER2 extracellular domain levels in patients

with metastatic breast cancer and those who underwent preoperative

systemic treatment

H. Makino1, K. Kuninaka1, C. Yoshida1, H. Hashidate2, M. Siotani3.
1Niigata City General Hospital, Breast Oncology, Niigata, Japan; 2Niigata
City General Hospital, Pathology, Niigata, Japan; 3Niigata City General
Hospital, Radiology, Niigata, Japan

Background: Tumor markers can be an easier modality to detect cancer
metastasis compared with diagnostic imaging, and its decrease or increase
is often correlated with effectiveness of treatment.

Patients and Methods: Serum human epidermal growth factor
receptor 2 extracellular domain (HER2-ECD) levels were reviewed in 56
breast cancer patients with metastasis and 21 patients who underwent
preoperative systemic therapy (19: chemotherapy, 2: endocrine therapy).
Patients were stratified into 2 groups, those with HER2-positive (group I)
and negative (group II) breast cancer.

Results: In patients with metastatic disease, median serum HER2-
ECD level was 14.6 ng/ml (group I) vs 12.9 ng/ml (group II, p = 0.14).
furthermore, HER2-ECD levels were assessed in 17 patients at the
detection of metastasis. In those, HER2-ECD was significantly higher
in patients of group I (median: 17.2 ng/ml) than group II (12.2 ng/ml,
p = 0.03), and proportion of patients with raised HER2-ECD (>15.3 ng/ml)
was 75% (group I) vs 23% (group II, P = 0.099). In patients who undergoing
preoperative treatment, median HER2-ECD level was 12.8 ng/ml (group I)
vs 9.5 ng/ml (group II, p = 0.28). Proportion of patients with raised
HER2-ECD was significantly higher in group I (60%) than in group II
(0%, p = 0.008). In those patients, HER2-ECD levels decreased following
chemotherapy, and were observed to be less than 15.3 ng/ml in patients
who achieved pathological complete response. In 11 patients (85.7%) out
of 14 who were evaluated both HER2-ECD levels and imaging diagnosis
following systemic therapy, HER2-ECD was successfully associated with
tumor response.

Conclusion: Serum HER2-ECD levels were observed to be raised in
75% of HER2-positive breast cancer patients at the time of detection of
metastases, and well associated with tumor response in 85.7% of patients.
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MYEOV gene selected by array comparative genomic hybridization

is up-regulated in triple negative breast cancer

K.T. Hwang1, J.A. Kim2, E.Y. Ko3, J.H. Yu3, J.W. Min3, J.H. Bae3,
S.K. Ahn3, W.S. Han3, D.Y. Noh3. 1Seoul National University Boramae
Hospital, Surgery, Seoul, Korea; 2Seoul National University College
of Medicine, Cancer Research Institute, Seoul, Korea; 3Seoul National
University College of Medicine, Surgery, Seoul, Korea

Background: We tried to validate the expression level of MYEOV selected
as a candidate gene for the invasion and metastasis of breast cancer by
the analysis of array comparative genomic hybridization (array CGH) and to
verify the relationship between MYEOV with triple negative breast cancer.

Material and Methods: MYEOV gene was selected as the candidate
gene for the invasiveness, metastasis of breast cancer by the analysis of
previous results of array CGH. (Hwang KT et al. Genomic copy number
alterations as predictive markers of systemic recurrence in breast cancer.
Int J Cancer 2008;123:1807−15) We performed RT-PCR to validate the
expression of MYEOV in paired normal and cancer tissues of 20 breast
cancer patients, and in 7 breast cell lines including 1 normal breast cell
lines (MCF10A) and 6 breast cancer cell lines (MCF7, T47D, MDA-MB453,
HCC1954, BT20, MDA-MB231).

Results: The expression of MYEOV in cancer tissue is up-regulated in
11 samples (55%), same in 5 samples (25%), and down-regulated only
in 4 samples (20%) compared to normal breast tissues. All samples with
triple negative breast cancer (n = 6, 30%) showed up-regulated expression
and 8 (89%) of 9 samples with hormone receptor negative breast cancer
showed up-regulated expression. Only MCF10A and MDA-MB453 showed
weak expression and all other cell lines showed strong expression. All of
3 cell lines with triple negative phenotype (HCC1954, BT20, MDA-MB231)
showed strong expression of MYEOV.

Conclusions: The expression level of MYEOV in cancer is up-regulated
compared to normal breast tissue and this phenomenon is prominent in
triple negative breast cancer.
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1 IDC 50 3 3 3C 0 0 1 3 3 systemic down
2 IDC 37 3 3 3C 1 1 1 2 2 0 up
3 IDC 82 4 3 3C 1 1 0 3 3 local up
4 IDC 64 3 2 3A 1 0 1 3 3 0 ns
5 IDC 62 2 0 2A 0 1 0 3 2 0 ns
6 IDC 83 2 1 2B 1 1 1 3 2 0 up
7 IDC 48 3 3 3C 0 0 1 3 3 systemic up
8 IDC 50 2 2 3A 1 0 1 2 2 systemic down
9 IDC 57 3 1 3A 1 1 0 2 ? 0 ns
10 IDC 56 2 1 2B 1 0 0 3 3 0 ns
11 DCIS 49 0 0 0 0 0 0 ? ? 0 up
12 IDC 60 2 0 2A 0 0 0 3 3 0 up
13 IDC 73 2 2 3A 0 0 0 3 3 systemic up
14 IDC 45 4 1 3B 0 0 1 3 3 0 up
15 IDC 73 2 1 2B 1 0 1 2 2 0 down
16 IDC 47 3 3 3C 0 0 0 3 3 0 up
17 IDC 47 3 2 3A 1 1 1 3 2 0 down
18 IDC 65 2 0 2A 0 0 0 3 3 0 up
19 IDC 65 2 2 3A 1 0 1 2 3 0 ns
20 IDC 69 2 1 2B 0 0 0 2 2 0 up

SN = serial number; ER = estrogen receptor; PR = progesterone receptor;
NG = nuclear grade; HG = histologic grade; IDC = infiltrating ductal
carcinoma; DCIS = ductal carcinoma in situ.
ER, PR, HER2: 1 = positive; 0 = negative.
down = downregulated expression of MYEOV in cancer tissue; up =
upregulated expression of MYEOV in cancer tissue; ns = no significantly
different expression of MYEOV between cancer and normal tissue.


