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characteristics and outcomes of pts with HER2-positive and HER2-negative
disease.

Methods: From June 2000 to November 2001, 96 centres in France
participated in a prospective epidemiological study (ESTHER) including
741 consecutive pts with newly diagnosed MBC. HER2 and hormonal
receptor overexpression was assessed by immunohistochemistry (IHC).
HER?2 positivity was defined by an IHC 3+ score according to the FDA
approved IHC scoring system.

Results: Of the 699 evaluable pts aged 25 to 83 (median 54.6) years,
67% were postmenopausal. In terms of tumour characteristics, 29.6% were
HER?2 positive; 61.4% were ER+, and 66.6% were either ER+ or PR+.
Notably, 22.4% of ER+ tumours were also HER2 positive; hence ER/HER2
co-positivity was found in 13.8% of all MBC patients. HER2 overexpression
was more frequent in invasive ductal carcinoma than in invasive lobular
carcinoma (32.1% vs 16.5%; p=0.0033, OR=24), and was associated
with a shorter time to relapse (p =0.0294). Ninety-two percent of tumours
were SBR grade 2 or 3; 70% had nodal involvement and 32% relapsed
within 6 months of MBC diagnosis. However, HER2 overexpression was
associated with neither SBR grade nor nodal involvement.

Conclusions and outlook: These findings confirm that HER2 positivity
at presentation is frequent in MBC (close to 30% IHC 3+ staining) and
is associated with a shorter time to relapse than HER2-negative disease.
Importantly, nearly a quarter (22.4%) of ER+ tumours in MBC were also
HER?2 positive. This significant group of patients could possibly benefit from
the addition of trastuzumab to their hormonal treatment. This is currently
explored in the TAnDEM trial (anastrozole + trastuzumab in ER/HER2 co-
positive MBC), for which data are expected by end of 2005.
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Background: The oral fluoropyrimidine capecitabine is highly active and
well tolerated as single-agent therapy in patients with anthracycline- and/or
taxane-pretreated MBC and extends survival when added to docetaxel in
MBC. In addition to response rates and survival times, patient preference
for oral therapy and QoL are increasingly important considerations in MBC.
Materials and methods: Women with anthracycline- and/or taxane-
pretreated MBC received oral capecitabine 1250 mg/m2 twice daily on
days 1-14 every 3 weeks in a prospective noncomparative multicentre
study. QoL was evaluated using EORTC QLQ C-30 (v3.0) and BR-
23 questionnaires at 4 timepoints (before cycle 1, weeks 7 and 13,
and treatment end). Linear models for repeated measures were used
to analyse least square mean QoL data over time. Improvement was
defined as a > 10-point improvement and maintenance as a <10-point
improvement/worsening from baseline in functional or symptom scores at
one or more visits.

Results: Baseline characteristics of the 1125 evaluable patients were:
mean age 54.5+12.3 (range 22-90) years; Caucasian (80%); ECOG
performance status 0-1 (74%). Patients receiving capecitabine had
significant, sustained improvement (p <0.0001 unless stated otherwise)
over the study period in the following domains: global health status, role
functioning, emotional functioning, social functioning (p = 0.0004), cognitive
functioning (p = 0.0257), fatigue, nausea/vomiting, pain, insomnia, appetite
loss, constipation, financial problems, body image, future perspective, sys-
temic therapy side effects, breast symptoms, arm symptoms (p = 0.0003),
and upset caused by hair loss. Depending on the domain, between
64% and 84% of patients reported improved or maintained QoL during
capecitabine therapy.

Conclusions: Patients receiving capecitabine had a significant and
sustained improvement in 13 of 14 QLQ C-30 domains and 6 of 8 QLQ BR-
23 domains, including all QLQ BR-23 symptom scales that are known to
be important to women with MBC. These findings highlight the importance
of considering QoL and other measurable benefits of oral treatments
alongside well-established clinical measures in patients with metastatic
disease. The QoL benefits, together with other proven clinical outcomes,
suggest that earlier use of capecitabine in MBC would be beneficial to
patients.
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Purpose: Trastuzumab is an anticancer drug widely used for HER2-
positive metastatic breast cancer. Recently, it has been suggested that
prolonged administration of trastuzumab as combination therapies beyond
progressive disease is of clinical relevance. In the present study, we tried
to clarify whether trastuzumab treatment should be continued or not after
showing no antitumor activity as monotherapy in xenograft models. After an
initial trastuzumab monotherapy period (3 weeks), treatment was continued
with a taxane alone or in combination with trastuzumab. We compared the
antitumor activity of the combination therapy of trastuzumab with a taxane
and that of the monotherapy of a taxane after trastuzumab showed no
antitumor activity as monotherapy in two breast cancer xenograft models,
KPL-4 or MDA-MB-361.

Results: Trastuzumab (40 mg/kg, ip, qw) showed a significant antitumor
activity in KPL-4 breast cancer bearing mouse. Although the HER2
status (3+ in Herceptest®) of the tumor tissues was not changed during
the treatment, trastuzumab as a monotherapy at the same dosage
as the initial treatment showed no antitumor activity after 3 weeks
treatment. However, trastuzumab in combination with taxol (60 mg/kg,
iv, qw) showed a significantly more potent antitumor activity (tumor
volume: 44 mm3) compared to taxol monotherapy (tumor volume: 169 mm3)
after the initial trastuzumab treatment period. The same result was
observed in the combination therapy with taxotere (15 mg/kg, iv, q3w).
Comparable data were observed in MDA-MB-361 xenograft model when
30 mg/kg of trastuzumab and 60 mg/kg of taxol was used. We are further
investigating underlying mechanisms of progression disease during the
initial trastuzumab-treatment.

Conclusion: These results indicate that trastuzumab is able to potentiate
the antitumor activity of taxanes even after not showing antitumor activity as
a single agent. Taken together, these xenograft studies, suggest a clinical
relevance of treatment with trastuzumab as combination therapy beyond
progression disease.
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Background: In recent years an increased incidence of central nervous
system (CNS) metastases in HER2-overexpressing MBC has been
frequently reported. In our trial we reviewed the occurrence of CNS
metastases in pts with HER2-overexpressing MBC underwent to therapy
with trastuzumab and chemotherapy in two institutions.

Material and methods: Between April 1999 and December 2004
we treated with trastuzumab and chemotherapy 91 pts with HER2-
overexpressing MBC. Median age of pts was 48 years (range:29-79).
Tumor characteristics included: grading G3 in 60% of cases, ER-, PgR-
in 47%. Disease-free interval was <24 months in 52% of the pts and *24
months in 48%. Visceral metastatic disease was present in 70% of the pts.
Trastuzumab + chemotherapy represented the 1% line of treatment in 53%
of pts, 2" line in 27% and *3™" line in 20%.

Results: At a median follow up of 55 months (range:7-196) from the
diagnosis and of 28.5 months (range 2-117) from the occurrence of
metastatic disease, 36 pts (39.6%) developed CNS metastases, confirmed
by TC or MRI scanning. Neurological symptoms were present in 89%
of these pts. In 64% of these pts, brain metastases occurred during
trastuzumab treatment. Out of the 36 pts developing CNS metastases,
47% were in response in other metastastic sites and brain represented the
only site of progression. Following the diagnosis of brain metastases, 28
out of 36 pts (78%) have been treated with panencephalic radiotherapy;
trastuzumab + further chemotherapy was continued in 11 pts (30%) and
16 pts (36%) received only cytotoxic chemotherapy. Out of 91 pts, 39
(43%) died (95%Cl: 32.5 to 53.7%). Median overall survival (OS) was
93.2 months (range 5.6-194) in the overall population; median OS was
69 months (range 6+168+) in pts with brain metastases and 112 months
(range:7-194) in pts without brain metastases (p = 0.08).

Conclusions: We conclude that the occurrence of brain metastases
is common event in the natural history of HER2-overexpressing MBC



