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had no further effect in increasing the sensitivity to oxidative stress Taken 
together, these results suggest an important role for Prx II and Prx III in the 
protection of cells against oxidative stress in general and in the mechanism 
of lung metastasis in particular 

Future studies will explore the importance of the different cellular redox 
pathways in the metastatic process by further silendng (thieredexin) or 
chemically blocking (catalase, glutathione system) various members of the 
redox system. 

This work is supported by grants from the Ministerio de Sanidad y 
ConsumoFIS/PI041937 and the EC MetaBre contract LSHC CT2004 
506049. 

421 Poster 
An electronic data registry for the evaluation of fulvestrant in clinical 
practice 

E Lower 1 J L Wade 2 ~Univerdty of Cincinnab Medical Center, 
Cincinnati, USA, 2Decatur Memorial Hospital, Decatur, USA 

Fulvestrant ('Faslodex') is currently licensed for the treatment of post 
menopausal women with advanced breast cancer following relapse or 
progression on antioestrogen therapy. However, it is unclear how this 
agent is being used in clinical practice. An electronic data registry was 
developed to provide insight into current fulvestrant usage and to collect 
clinical outcomes data The electronic registry was designed by MedNet 
Solutions. which enabled participating centres to enter data via a secure 
Internet site Data from 213 patients from 34 physician practice sites were 
submitted, of these 196 patients (92%) have now discontinued fulvestrant 
treatment and 17 patients (8%) are. ongoing Almost all patients (200: 94%) 
had received pdor endocdne therapy including tamoxifen, anastrozole. 
exemestane, letmzole, tore.mifene, or megestrol acetate One-hundred- 
and thirteen patients (53%) had prior exposure to tamoxifen, of these 
51 (45%) had metastatic disease that had progressed on tamexifen. A 
total of 1500 fulvestrant injections have been administered with patients 
receiving a mean of seven injections (range: 1-31). One hundred and two 
patients (48%) gained clinical benefit (CB, complete response [CR, n = 3], 
partial response [PR, n = 52] or stable disease ~>24 weeks [n = 47]) with 
fulvestrant treatment. In patients experiencing a CR or PR the median 
time to response was 2 0 months (range: 0 6 8 3 months) and the median 
duration of response was 4 7 months (range: 0 9 21 9 months) One 
hundred and fifty-eight patients (74%) have now progressed with a median 
time to progression of 4 6 months Of the 196 patients who have completed 
fulvestrant treatment. 155 (79%) have received subsequent therapy, most 
commonly chemotherapy (55%) The electronic registry is a useful tool 
to monitor usage of fulvestrant and obtain outcomes data in clinical 
practice. These data support previous observations that fulvestrant lacks 
cross resistance with other commonly used endocrine treatments and is 
a valuable new addition to the endocrine treatment sequence for patients 
with advanced breast cancel 

422 Poster 
CharactedzaUon of brain metastasis from human breast cancer in 
nude mice: longitudinal MR studies at 7 Tesla 

B Martin Abad a R Simoes 1,2, A Martinez a. R Sanz ~. S Cerdan 4. 
C Arus ~ . A Sierra ~ ~Universitat Autonoma de Bame/ona, COM, 
Barcelona, Spain, 2Universidade de Coimbra, Coimbra, FbrtugaL 
~ IDIBELL IRO, COM, EHospltalet. Barcelona, Spare; 41nstituto de 
lnvestJgactones BtomedJcas "Alberto Sols", UAMCSIC, Spain 

The current incidence of brain metastases seems to be the paradoxical 
result of the effectiveness of drugs that de not cross the blood-brain barrier 
(BBB) The aim ofthis study was characterize in vivo functional phenotypes 
that might be correlated with enhanced resistance to therapy in brain 
metastasis. For this. we optimized a model of brain metastasis by internal 
carotid injection of brain metastatic cells (435 Brl) from a well known breast 
cancer cell line MDA MB435. from which we had previously identified 19 
differentially expressed proteins. We obtained morphologic and metabolic 
magnetic resonance (MR) analyses at high field (Broker PharmaScen. 7.0 
Tesla). Tumour growth in female BALB/c nude mice was characterized by 
T2. CE-T1 (Gd-DTPA. i v  0 2 mmolfkg) and diffusion weighted imaging 
(b=100, 400, 800 s/mm2), and also by single vexel 1H MRS (TE 35 
and 136 ms). Metastases were detected in vivo at different progression 
stages by T2 and CE MRI in 5 of 7 mice inoculated. ADC maps showed 
higher values for metastasis than for non afflicted tissue: 0.89• and 
0 55•  02 ( x l 0  a mm2/s), respectively, implying low tumour cellularity 
as confirmed by histology MRS pattern changes indicate replacement 
of normal brain parenchyma by aggressive tumour cells (high Cho, low 
NAA). Tentative pattern recognition analysis of selected spectra, carried out 
in a Decision Support System (DSS) developed for human brain turnout 
spectra classification, INTERPRET SV (http:flazizu.uab.es/INTERPRET), 

placed the spectral patterns in a clear progression towards malignancy. 
resembling human cases of healthy tissue being replaced by low grade 
glial and finally evolving towards an aggressive pattern (GBM/metastasis) 
IHC analyses of tissues led us to the assessment of the specific protein 
expression in metastasis induced by brain microenvironment In conclusion. 
we have characterized by MRI and 1H MRS a model of brain metastasis 
developing a possible non invasive tool for brain metastasis staging and 
grading in animal models to use in experimental treatments. 

Study supported by FIS/PI041937 and by the EC Metabre contract No. 
LSHC CT2004 506049. 

423 Poster 
Fulvestrant in postmenopausal women with metastatic breast cancer 
progressing on prior endocrine therapy - updated results from an 
expanded access programme 

L. Petruzelka, B. Kunopasek. O. Pribylova. P. Mares, M. ZimovJanova. 
Chades University, fst Medical Faculty, Department of Oncdogy, Prague, 
Czech RepuD#c 

Background: Fulvestrant ('Faslodex') is an oestrogen receptor (ER) 
antagonist with no agonist effects. Fulvestrant downregulates the ER. 
which leads to reduced cellular levels of progesterone receptor (PgR) 
This abstract re.ports the results of an expanded access programme in 
the Czech Republic (supported by AstraZeneca) in which postmenopausal 
women with metastatic breast cancer whose disease had progressed on 
prior endocrine therapy were treated with fulvestrant 250 mg 

Methods: Fulvestrant 250 mg was given as a single 5 mL intramuscular 
injection, once every 28 days until disease progression or other event 
necessitating withdrawal. Tumour response was assessed monthly using 
Union Internationale Centre le Cancer criteria. Time to progression (TTP) 
was defined from start of treatment until objective disease progression. 
Duration of response (DOR) was defined, for responding patients only, as 
the time from treatment initiation to disease progression. 

Results: Between 8/2001 and 4/2005 a total of 64 patients (median 
age 66 years [range 39-92 years]) were treated in our centre. 87% of 
patients had ER-positive and/or PgR-positive disease All had received 
prior endocrine treatment for advanced disease and 62% had received 
adjuvant endocrine treatment Forty-one patients (64%) had also received 
prior chemotherapy Thirty-two patients (50%) were receiving fulvestrant 
as their 3rd- or 4th-line endocrine treatment for advanced disease Five 
patients (8%) had an objective response (1 CR and 4 PR( All responses 
were greater than 90 weeks in duration Thirty four patients (53%) had 
stable disease (SD) ~>24 weeks giving an overall clinical benefit Fate 
(CR +PR + SD /> 24 weeks) of 61%. The median TTP was 26 weeks. 
Fulvestrant 250 mg was well tolerated and no WHO grade Ill/IV toxicities 
were observed. 

Conclusion: Fulvestrant 250mg is an endocrine agent with demon 
strable efficacy and a very favourable tolerability profile in patients with 
advanced breast cancer. The monthly injection schedule supports both 
close patient monitoring and good compliance Fulvestrant offers clinicians 
a new option for the treatment of postmenopausal women with advanced 
breast cancer progressing on prior endocdne therapy 

424 Poster 
Every two-weeks docetaxel in the treatment of elderly patients with 
advanced breast cancer 

A Dimad. G Mauced. G Conti. R Tralonqo G Di Maria Hospital, 
Medical Oncology, Arc/a, Italy 

Background: The study was conducted to investigate the efficacy and 
toxidty of bi-weekly docetaxel administration in elderly metastatic breast 
cancer patients 

Patients and Methods: Women aged ~>65 years with histologically 
confirmed metastatic breast cancer were eligible for enrollement. Patients 
could have received prior systemic adlJuvant chemotherapy. Docetaxel was 
given as first line (alter adjuvant chemoteraphy) in 10 patients and as 
second line in 21 patients; 10 patients were pre4reated with antracyclines 
regimens Docetaxel was administered at 50 mgfm 2 as 1-hour intravenous 
infusion every 2 weeks Docetaxel dose was reduced by 25% for grade 
2 neurologic toxicity, febrile neutropenia, grade 3 thrombocytopenia or of 
any grade 2 non haematologic toxicity. Patients were premedicated with 
dexamethasone 4rag i.m. taken the night before, mornig of. and evening 
alter treatment. Pafients cenfinued to receive treatment until they developed 
either undue toxicity or until the time of disease progression. 

Results: A total of 31 metastatic cancer women were entered into 
this study. The median age was 72 (range 65-78). ECOG performance 
status for all patients was 0 1 Most patients (21) had received prior 
chemotherapy. 10 patients had received first line anthrao/cline containing 
regimens A total of 374 infusions were administered. 13 3 median, with 
a cumulative dose of 18.420mg/m 2 (1083mgfm 2 median). The projected 
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dose intensity was 25 mg!m2/week and the median dose intensity (MDI) 
received was 23.2 mg/m2/week with a median relative dose (MRD) of 0.93. 
Two patients (6.4%) showed CR,10 patients (32%) showed PR, which 
accounted fur 38.7% of the objective response Fate; 5 patients (16.1%) 
showed SD > 6 months; taking this patients into account, 54% showed 
clinical boner, s; of the responders five have been treated with anthracycline 
and six have received only adjuvant chemotherapy; 14 patients (45 1) 
showed PD The median time to progression was 36 2 weeks and the 
median survival time was 18 months 

Treatment was generally well tolerated Five patients (16%) required 
delay of treatment for neutropenia Four patients (12 9%) showed grade 
2 of stomatitis: fr~e patients (16%) showed grade 1 of fluid retention; 8 
patients(25 8%) showed grade 1 2 of fatigue and 3 patients (9 6%) showed 
grade 1 alopecia. 3 patients (9.6%) with concomitant fluid retention and 
fatigue requiring dose reduction at 7th, 8th and 10th infusion (tab 2). Nail 
changes where uncommon (1 patient) and mild. 

Conclusion: The data reported confirmed the efficacy of docetaxel in the 
treatment of advanced breast cancer; the more favour'able toxicity profile 
than 3 weekly (myelodepression) and weekly (fatigue) schedule registered 
suggest that the two weeks schedule could be routinely administered in 
the elderly patients or in those patients with low performance status 

Thursday, 23 March 2006 

POSTER SESSION 

Targeted treatment 

16:00-16:45 

425 Poster 
SUl1248 (sunitinib malate) therapy in patients with refractory 
metastatic breast cancer: preliminary safety and efficacy results 
from a phase II study 

K.D. Miller 1 , H.J. Burstein 2, A.D. Elias a, H.S. Rugo 4, M.A. Cobleigh 5 , 
A.C. Wolff e, RD. Eisenberg 7, M. Collier a, B.J. Adams a, C.M. Baum a. 
~ lndiana University, indianapolis, USA. 2Dana-Father Cancer thsdtute, 
Boston. USA. ~ University of Colorado, Health Sciences Center, Denver, 
USA. 4University of California San Francisco, San Francisco, USA. 5Rush 
Pmsbylerian St Luke's Medical Center, Chicago, USA. ~Sidney KJmmel 
Cancer Center at Johns Hopkins, Bal#more, USA; Z Ca#tomta Cancer 
Care. th&, Los Angeles, USA; ~Pttzer, Inc.. La Jolla. USA 

reductions and/or interruptions Future studies should include less heavily 
pre-treated pts and alternative dosing and combination regimens 

426 Poster 
Curcumin potentiates effect mediated by paclitaxel in breast cancer: 
in vitro & in vivo study 

L.S. Kim. H.J. Kang. H.S. Lee. HaUym University College of Meal/c/he. 
DJwsJon of Breast & Endocnne Surgery, Anyang, Korea 

Cancer chemotherapeutic strategies should be devised to provide higher 
tumor response and lower toxicity Paclitaxel is the best anticancer agents 
isolated from plants, but its major disadvantage is its dose-limiting toxicity 
The molecular basis of resistance to paclitaxel is not well understood. 
although mounting evidence supports the role of constitutive activation 
of NF-~zB and thereby affording protection against cell death Curcumin 
has been shown to inhibit the growth of various cancer cells in vitro and 
in vivo without toxicity to normal cells The antitumor effects of curcumin 
could be in part due to inactivation of NF ~B activity. We hypothesize that 
blocking NF ~:B activity may augment paditaxel cancer chemotherapy. In 
this study, we investigated whether the inactivation of NF ~B by cercumin 
would enhance the efficacy of paditaxel for breast cancer in vitro and in 
vivo. 

MDA 231 GFP breast cancer cells were treated with curcumin, paclitaxel, 
and paclitaxel and cercumin combination. MTT assay, apoptosis assay and 
h<B~ western blot assay (NF<<B activity) were performed Curcumin dose- 
dependently decreased tumor proliferation and increased tumor apoptosis 
MDA 231 GFP breast cancer cells were treated with 10 nM paditaxel. 1 
gM curcumin. 10 nM paclitaxel and 1 gM curcumin combination Paditaxel 
induced activation of NF-~zB. but curcumin did not. and curcumin restored 
the NF-~zB activation induced by paclitaxel The combination of 1 gM 
curcumin with 10 nM paclitaxel elicited significantly greater inhibition of 
cell growth compared with either agent alone. The combination treatment 
induced more apoptosis in MDA 231 GFP cells compared with single 
agents. Moreover, in experimental breast cancer routine model using 
MDA 231 GFP cells combination therapy with paclitaxel and cercumin 
significantly reduced tumor size and decreased tumor cell proliferation, 
increased apoptosis and decreased expression of MMP g (down stream 
of NF ~B signaling pathway) compared with either agent alone. 

These results clearly suggest that curcumin combination, which 
inactivates NF-~zB activity, may contribute to increased cell growth inhibition 
and apoptosis augmenting paditaxel chemotherapy, which could be a novel 
strategy for the treatment of breast canceE 

Introduction: SU11248 is an oral. multi-targeted tyrosine kinase inhibitor 
of multiple receptors important in signaling pathways fundamental to 
tumor growth and survival including PDGFR, VEGFR. KIT, and FLT3. 
Progression of breast cancer (BC) is dependent on angiogenesis, a process 
stimulated by autocrine and paracrine signaling involving VEGFR and 
PDGFR. Results are reported here from a phase II study of SUl1248 
monotherapy in patients (pts) with previously treated metastatic BC. 

Methods: Female pts with unresectable histologically/cytologically 
confirmed breast adenocarcmoma received oral SU11248 (50 mg/day) for 
28 days followed by 14 days off treatment to comprise a 6-week cyclical 
regimen Toxicity-related dose reduction was permitted Response rate was 
assessed every 2 cycles by RECIST and was the primary endpoint A total 
sample size of 63 was required to identify a clinically meaningful ORR 
~>15% based on Simon's Minimax 2-stage design 

Results: A total of 64 pts (median age 51 years) were enrolled 
The majority of pts. 83%. had visceral disease; 61% and 17% were 
ER+ and HER2+. respectively. Fifty-two pts had received prior adjuvant 
chemotherapy (anthracycline 90%, taxane 56%) and in the MBC setting 
61 pts were previously treated with anthracydine (26%), taxane (69%), 
capecitabine (66%), vinorelbine (23%). platinum (16%). and gemcltabine 
(15%). Overall. patients received a median of three prior chemotherapy 
regimens. The most frequently reported non hematological grade 2/3 
adverse events (AEs) were l'atigue (41% and 14%, respectively), diarrhea 
(20% and 6%. respectively), and nausea (16% and 8%. respectively) 
Most frequent grade 2J3 hematological AEs were neutropenia (2,'% and 
34%. respectively: no cases of neutropenic fever), anemia (17% and 16%. 
respectively) and thrombocytopenia (16% and 3%. respectively) One grade 
4 AE was reported (neutropenia. which did not result in neutropenic fever) 
Of the 58 pts who experienced AEs. 24 (38%) required toxicity-related 
dose-reduction and 34 (53%) required dose interruption In all. seven pts 
(11%) achieved a partial response of between 11 and 32 weeks duration. 
A further three pts (5%) achieved stable disease for ~>6 months. 

Conclusions: SU11248 has significant single agent activity and accept 
able toxicity in pts with refractory MBC. Toxicity is manageable with dose 

4 2 7  Poster 
Modulation of target therapy by estradiol in tamoxifen-resistant 
breast cancer cells 

W. Park. J. Kim, S. Oh. B. Song. S. Jung, H.L.J. Jeon. The Catholic 
University of Korea. Department ot Surgery, Seoul. Korea 

Tamoxifen has been used as a main hormonal agent not only for the 
treatment of breast cancer but also for the prevention of the disease 
Tamoxifen resistance is the major obstacle in hormonal therapy for 
breast cancer and the development of resistance was reported to be 
associated with HER2 or EC.FR To overcome tamoxifen resistance. 
clinical trial with trastuzumab or ZD1839 is ongoing We had established 
a tamoxifen-resistant cell line with T47D:A18 breast cancer cells by 
long-term treatment of tamoxiten (1 FM). The resistant cell. T47D:A1814 
OHT, showed significant changes from estrogen dependent to partially 
dependent in cell growth pattern and from negative to positive expression 
of HER2. In this study, trastuzumab, humanized monoclonal antibody to 
extracellular domain of HER2 receptor, and ZD1839. EGFR tyrosine kinase 
inhibitor, were applied to the resistant cell, and Cell growth assay was 
performed to investigate their effects on growth of tamoxifen resistant 
cells The changes of HER2 expression was confirmed by Western 
blotting In the results of growth assay, each of them showed inhibitory 
action on growth of T47D:A18f4-OHT cells, but no synergistic action by 
the combined treatment with tamoxifen Treatment of estradiol (1 nM) 
alone showed promoting action on growth of T47D:A18/4-OHT cells. 
however, unexpectedly co-treatment of estradiol (1 nM) with trastuzumab 
or ZD1839 revealed additional inhibitions of T47D:A18f4-OHT cell growth 
Taken together, estradiol showed different roles in regulation of tamoxiten 
resistant T47D:A18/40HT breast cancer cells according to changes in 
growth factor receptor signaling. This fact might be a due to overcome 
tamoxiten resistance in the treatment of breast cancel 


