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Background Extracapsular extension (ECE) of axillary metastases has
importance as a risk factor for local or distant recurrence. Poorer
survival in breast cancer has been suggested, but its prognostic value
has not been uniformly confirmed.
Methods From January 2000 to March 2007, 356 breast cancer
patients were operated on in the Department of General Surgery of
General Hospital ‘Sveti Vracevi’ in Bijeljina. We selected 173 (48.6%)
cases with pT1–pT3 node-positive breast cancer. The prognostic
significance of ECE of axillary metastases was evaluated with respect
to disease-free survival, overall survival, and the patterns of disease
recurrence. Such prognostic significance was then compared with that
of other clinical and pathologic factors.
Results Ninety-five patients (26.68%) presented with ECE. Thirty
patients (31.57%) were identified as having three or less lymph nodes
involved, 26 patients (27.36%) patients four to six nodes, 18 patients
(18.9%) seven to nine nodes, and 22.16% patients 10 or more nodes,
respectively. With a median follow-up of 86 months, factors with
independent prognostic value for disease-free survival by multivariate
analysis included absence of estrogen receptors (P < 0.005), pN
category (P < 0.01), presence of lymphovascular invasion (LVI;
P < 0.005), and ECE (P < 0.001). An independent negative prognostic
effect on overall survival was observed for absence of estrogen and
progesterone receptors (P < 0.05), pN category (P < 0.05), and
presence of LVI (P < 0.005) and ECE (P < 0.001).
Conclusion ECE demonstrated a stronger statistical significance in
predicting prognosis than the pN category and was also related to an
increased risk of distant recurrences. We suggest that the decision on
adjuvant therapy should consider the presence of ECE of axillary
metastases and peritumoral LVI as indicators of high biological
aggressiveness. Balancing the risks and benefits of irradiation, we
continue to recommend that complete axillary irradiation is not routinely
indicated after adequate axillary dissection.
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Objective Trastuzumab and gemcitabine are two active drugs for meta-
static breast cancer (MBC) treatment. We conducted a retrospective
study of this combination in patients with Her2+ MBC in our hospital.
Patients and methods Retrospective assessment of the efficacy of
trastuzumab and gemcitabine association in patients with MBC
previously treated with different lines of chemotherapy.
Results Seventeen heavily pretreated patients with poor prognosis
were evaluated. Fourteen patients (82%) had received prior adjuvant
chemotherapy and 11 patients (64%) prior adjuvant radiotherapy; 12
patients (70%) had received prior chemotherapy for MBC. All the
patients had received taxanes and 15 (88%) had received anthra-
cyclines also. We observed a 41% rate of response, two complete
responses, five partial responses, and 41% stable disease, obtaining
82% clinical benefit. The time-to-progression was 7.2 months. Median
survival has not yet been reached. Nine of the patients had received

previous treatment with trastuzumab alone or in combination, four
additional responses and four stable disease responses being
observed, which produces an 88% clinical benefit. One patient
discontinued treatment because of LVEF decline (> 50%).
Conclusion Trastuzumab and gemcitabine constitutes a well-tolerated
and very active regimen for Her2+ MBC heavily pretreated patients,
including patients who have been previously treated with trastuzumab.
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Objective To study the efficacy of different regimens of treatment
based on trastuzumab in patients with Her2+ metastatic breast cancer
(MBC).
Patients and methods Medical records of 47 Her2+ MBC patients
were retrospectively studied in our center between December 1999
and February 2004. The Her2 status was determined by immuno-
histochemistry (Herceptest), FISH being used to discriminate the
doubtful cases.
Results Forty-seven patients with MBC of bad prognosis treated
previously have been evaluated, a complete response (CR) being
observed in 30% of the cases with a response rate (RR) (CR + partial
response (PR)) of 63%. The stable disease rate (SD) was 12%, which
provides a clinical benefit (CR + RP + SD) of 75%. Thirteen of these
patients received a new scheme of treatment based on trastuzumab
after progression to the first regimen containing trastuzumab, 76% of
RR (CR + PR) and 30% of CR being observed. Three of these patients
received a third regimen of treatment with trastuzumab, still obtaining
one CR (RR 33%), and one SD.
Conclusion The association of trastuzumab with chemotherapy
constitutes a very active regimen in previously treated patients with
MBC of poor prognosis. This activity even continues in patients who
have already received a previous treatment based on trastuzumab.
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Most BRCA1-related breast cancers are high-grade, basal-like,
estrogen receptor (ER)-negative, progesterone receptor (PR)-negative,
and Her2-negative. Triple-negative breast cancers are more common in
younger black women than their white counterparts, have higher rates
of distant metastasis, and currently there are no effective treatments
against these cancers. We have previously characterized a splice
variant of BRCA1 (BRCA1a/p110), which is expressed at reduced
levels in several breast tumors. Stable expression of BRCA1a resulted
in inhibition of growth in vitro of human breast, ovarian, prostate and
colon cancer cells, and only those cells with wild-type Rb were
sensitive to BRCA1a-induced growth suppression and the status of
p53 did not affect the ability of BRCA1a to suppress growth of tumor
cells. We have introduced BRCA1a into the CAL51 cell line, which is
negative for ER and PR, and our results using semiquantitative
immunocytochemistry show CAL51 to be negative for HER2. These
transfectants were analyzed for BRCA1a protein expression by
western blot analysis. The BRCA1a transfectants were slow growing
and 98% inhibited in their growth in soft agar. BRCA1a also
significantly inhibited CAL-51 triple-negative breast cancer xenografts
in nude mice. These results suggest that the majority of exon 11
sequences lost in BRCA1a are not required for the tumor suppressor
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