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Breast Cancer Patients Resistant to Endocrine Therapy Show
Decreased Number of Cytotoxic Supressor Cells and Enhanced
Production of Neoangiogenetic and Immunosupressive Factors

E. Zavadova', B. Konopasek', M. Vocka', T. Fucikova', L. Petruzelka'.
" Charles University Hospital Prague, Oncology, Prague 2, Czech Republic

Background: Endocrine therapy is an essential modality in patients with
hormone receptor positive breast cancer. Even with high therapeutic
efficacy of first-line hormonal treatment, most patients with metastatic
breast cancer will develop resistance. It appears that a factor contributing
to the resistance may be a transforming factor-beta (TGF-beta). It is highly
immunosuppressive factor that inhibits the natural and specific immunity
against tumors and stimulates vascular endotelial growth factor (VEGF).
The purpose of the study was to monitor immune responses in patients
with hormone receptor positive breast cancer, particularly the examination
of cellular (CD4, CD8) as well as humoral immunity, TGF beta and VEGF
production.

Materials and Methods: Patients included in the research project
were implemented routine cancer teratment with hormonal therapy. Basic
parameters (histological type and grade, the degree of expression of ER
and PR, HER2, and the proliferative marker) were established. Patients
were evaluated by a cancer clinical immunologist to exclude immune
disorders, allergic or autoimmune origin. TGF beta, VEGF were mesured
by ELISA and anti-tumor cellular immunity (CD4, CD8, antigen presenting
cells) was measured by flow cytometry.

Results: In patients with resistance to endocrine therapy mainly
depression in cellular immunity was found, mainly CD 8, cytotoxic
T lymphocytes were significantly [p <0.05] decreased. Immunglobuline
plasma level was decreased as well (mainly IgG4 subtype[p <0.05]). Most
patients have shown clinical symptoms of immunodeficiency (frequent
infections of respiratory or urinary tract, herpetic infections). TGF beta as
well as VEGF plasma level were significantly increased.

Conclusions: Correlation of these factors with resistance to endocrine
therapy could help in the future with the the prediction of therapy response
and contribute to the selection of targeted therapy in breast cancer cancer
patients.

Dedication: This project was supported by govermental grant IGA
NT11168-3/2010
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Prediction of Non Sentinel Nodal Metastases After Positive Sentinel
Lymph Node Biopsy for Early Breast Cancer — Burney Breast Unit
Experience
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Background: Sentinel lymph node biopsy (SLNB) is an established
method of assessing axillary node status in women with early breast
cancer. The primary aim of SLNB is to understand lymph node status with
minimal morbidity. Current practice is to offer completion axillary clearance
for those women with metastases in sentinel lymph node (SLN). However
the majority of patients, SLN is the only nodal involvement and so axillary
dissection serves no therapeutic purpose. The aim of this study was to
identify the biological predictors associated with non SLN metastases after
positive SLNB.

Materials and Methods: A consecutive series of patients underwent
SLNB and further axillary dissection for sentinel nodal metastases between
2008 and 2010. The outcomes of SLN and nodal disease were observed.
Logistical regression analysis was performed on the data set to identify the
tumour related factors associated with non sentinel nodal metastases.

Results: SLNB was performed on 350 patients (median age, 59 years).
The median number of SLNB was 1. Of these, 297 (85%) had invasive
ductal carcinoma and 174 (78%) were grade 2 cancer. The median
tumour size was 14 mm. Lymphovascular invasion (LVI) was present in
58 patients (17%). 57 patients underwent axillary node dissection (median
number of axillary nodes retrieved, 11.5). Of these, 20 (35%) patients had
further axillary nodal disease. Multivariate regression analysis showed that
lymphovascular invasion (p <0.000), primary tumour size (p <0.045) and
tumour grade (p <0.039) were associated with non SLN disease after a
positive SLNB.

Conclusions: The results of this study demonstrate that LVI, tumour
size and tumour grade are associated with non sentinel node metastases.
These biological markers could be implemented as a tool in the selection
of patents that would benefit from complete axillary clearance.
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Prognostic Implications of Invasive Lobular Breast Cancer
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Introduction: In our centre, invasive lobular carcinoma (ILC) constitute
13% of all primary operable breast cancer (Vandorpe et al. Breast Cancer
Res Treat July 2011). Controversy remains whether ILC has a distinct
prognosis compared to other tumor types. The Milano group (Colleoni et al.
Ann Oncol Nov 2011) recently reported a 87.4% DFS at 5.8 yrs of follow-
up for ILC, significantly worse than other luminal type breast cancers. We
examined whether ILC carries a different prognosis over a similar follow-up
time in a large consecutive cohort of breast cancer patients.

Patients and Methods: A total of 4251 consecutive women with invasive
breast cancer, primary operated at UZ Leuven between 2000 and 2009
were included. Primary metastatic or neo-adjuvant treated patients were
excluded. We studied disease free survival (DFS) defined as first event
(distant or loco-regional including contra-lateral) comparing pure ILC with
non-ILC type breast cancers taking all other established prognostic factors
into account. The diagnosis of ILC was confirmed on histology and by lack
of E-cadherin expression. Median follow-up was 6 years.

Results: ILC patients (n=555) were significantly (P <0.05) older at
diagnosis with larger tumors size, more likely grade 2, lymph node
(LN) positive, multifocal, bilateral, steroid receptor positive and HER-2
negative than those with non-ILC lesions (n =3696). As compared to non-
ILC mastectomy, axillary LN dissection, adjuvant endocrine therapy were
more frequently used in ILC; chemotherapy was less frequently given but
radiotherapy administration did not differ. Considering recurrences by their
first event, the distant metastasis free interval was 93.0% for ILC vs 92.1%
for non-ILC; loco-regional or contra-lateral relapse free interval was 97.5%
for ILC vs 96.7% for non-ILC. Neither breast cancer specific nor overall
survival differed between ILC and non-ILC.

Conclusion: Our findings add to the controversy whether ILC carries a
distinct prognosis. Taking all established prognostic markers into account
in a multivariate model, we did not find ILC to have a different DFS than
non-ILC within this time frame of follow-up.
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Risk Factors of Breast Cancer Relapse. a Case-control Study and
Results of Multivariate Analysis in a Cohort of 348 Patients Who
Underwent Curative Surgery
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Background: Breast cancer (BC) is the first leading cause of cancer-
related deaths in women, and a major public health problem, especially
in western countries. All patients with BC may potentially develop disease
progression and will thus need an effective lifelong follow-up. The aim of
this study was to assess the overall weight of the main demographics,
pathological and biochemical parameters considered as risk factors (RFs)
for cancer relapse, obtained from a population of BC patients followed up
for at least 60 months.

Patients and Methods: We retrospectively reviewed data regarding
a series of 348 consecutive women (median age, 60 years, range
28-85 years) who underwent curative surgery for pT1-2, NO-1 (stage |
and llA) invasive ductal breast carcinoma. During five-year follow-up, 54
(15.5%) patients developed cancer relapse (cases), while 294 (84.5%)
were cancer-free (controls). In both groups, the analysis was restricted
to women who gave complete information. Final pathology defined the
size of the tumor (pT), and axillary lymph node involvement (N+). Baseline
carcinoembryogenic antigen (CEA, ng/mL) and cancer antigen 15-3 (CA
15-3, U/mL) serum levels were measured by automated testing using
a two-site enzyme-linked immunosorbent assay. Both ER and PR were
assayed using a quantitative standard immunoenzymatic method and
results were expressed as percentage of positivity in the overall cell
population. Immunostaining of the Ki-67 antigen was performed using the
monoclonal antibody MIB-1 using a microwave antigen retrieval technique,
and the MIB-1 labeling index was expressed as a percentage. For each
parameter, the number of cases considered as positive were those above
the median value. Odds ratio (OR) estimates and the associated 95% CI
were obtained, and the significance level was set at p <0.01.

Results: As expected, older (>60 years) age (OR=0.82, 95% CI 0.46—
1.47, p=0.51), and high ER (OR =0.29, 95% CI 0.24-0.78, p <0.0001) and





