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tamoxifen (TAM) and are associated with reduced survival. Reducing
circulating estrogen levels may inhibit the growth of micrometastatic
disease.

Methods: ATAC and BIG 1-98 are two trials evaluating the efficacy of
adjuvant aromatase inhibitors (Als) vs TAM in PMW with HD BC. BIG 1-98
is the only randomized phase Ill study comparing 5 years monotherapy
with either TAM or letrozole (LET), and the sequential administration of
both agents in either order. Efficacy results from the BIG 1-98 primary
core analysis (PCA) at 26 months follow-up (FU) and monotherapy arms
analysis (51M) at 51 months FU are presented. The PCA includes events in
the monotherapy arms and in the sequential-treatment arms until 30 days
post treatment switch (n=8010). The 51M compares the 2 monotherapy
arms (LET vs TAM for 5 years) (n =4922).

Results: Compared with TAM, LET significantly reduced DM risk by 27%
(P=0.0012) in the PCA and by 19% (P=0.03) in the 51M analysis.
Populations from the PCA and 51M differ, and the impact of LET is greater
in the PCA on the subgroup of patients with high risk of early recurrence
(EaR). The ATAC and BIG 1-98 trials show that DM account for about
two thirds of recurrences. In ATAC, at 2.5 years median FU, there were
7% fewer DM with anastrozole (ANA) vs TAM, while in the BIG 1-98, a
pronounced impact on the early risk of DM was already seen at 2 years in
patients treated with LET.

Conclusions: Differences between PCA and 51M results may be due to
the natural history of early vs late risk of DM in HD BC. ANA and LET
prevent EaR more effectively than TAM, but only LET appears consistently
effective at reducing DM events at both 2.5 and 5 years. This observed
difference in indirect comparison with ANA may be due to the greater
suppression of estradiol by LET over ANA in HD BC. The FACE trial,
comparing LET vs ANA in the initial adjuvant setting, should provide
definitive results regarding differences between these two Als.
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Impact of sentinel lymph node biopsy before mastectomy and
immediate reconstruction in predicting post mastectomy adjuvant
radiotherapy. Does it improve the choice of the reconstruction?

A. Navi, A. Mirza, E. Anwar, G. Fuchs, S. Pain, M. Hussien. Norfolk &
Norwich University Hospital, Breast Surgery Unit, Norwich, United Kingdom

Background: Adjuvant post-mastectomy radiotherapy (RT), which is
often unpredicted, is known to negatively affect the cosmetic outcome of
immediate breast reconstruction (IBR).

Aim: To investigate the role of sentinel lymph node biopsy (SLN) in
predicting RT and improving the choice of IBR.

Patients and Methods: All patients who had mastectomy and IBR between
January 2004 and January 2007 were reviewed retrospectively. Axillary
staging (clearance, sampling or SLN) was performed at the same time until
October 2005 (Group1), when the unit’'s protocol was changed to perform
SLN initially prior to mastectomy and reconstruction (Group2). Patients with
positive SLN offered only a temporary sub pectoral tissue expander, while
all options were offered if SLN was negative.

Results: 131 patients were reviewed (139 IBR). 20 patients had no axillary
staging (DCIS, prophylactic mastectomy and phylloids tumour). 20 patients
received unexpected RT in group1 (14 tissue expander, 4 LD with implant
and 2 Free flaps) compared to 11 patients in group 2 who had a temporary
tissue expander due to expected RT (P =0.044).

Group1 (67 IBR) Group2 (72 IBR)

Axillary staging

Clearance 47 19
Sampling 1 2
SLN 53 45°
None 14 6
Reconstruction type
Tissue Expander 33 35
LD/implant 16 6
LD 1 4
Free Flap 17 27

32 patients had SLN biopsy and clearance. °7 patients had SLN biopsy
and clearance.

Conclusion: SLN biopsy before IBR helps to predict RT and avoids its
negative cosmetic effect on breast reconstruction. Patients with positive
SLN biopsy are best offered a temporary sub pectoral tissue expander for
IBR.
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Biological effect of intraoperative boost with 50 kV X-rays in
combination with external beam radiotherapy in early breast cancer

C. Herskind', U. Kraus-Tiefenbacher', A. Keller', G. Albers’,
K. Fleckenstein', F. Wenz'. "Mannheim Medical Center University of
Heidelberg, Dept. of Radiation Oncology, Mannheim, Germany

Background: Intraoperative radiotherapy (IORT) with 50 kV X rays from a
miniature X-ray machine (INTRABEAM®) is given as a boost to the tumour
bed in one arm of the randomised TARGIT trial. Early clinical data showed
a low incidence of fibrosis for the IORT boost combined with external
beam radiotherapy (EBRT). The purpose of the present work was to model
the risk of normal-tissue reaction and tumour recurrence as a basis for
interpreting the clinical data.

Materials and Methods: Spherical applicators are used for tumour-bed
irradiation with Intrabeam. The relative biological effectiveness (RBE) of
50 kV X rays was modelled based on the radial dose distribution using the
linear-quadratic (L-Q) formalism including repair (Herskind et al. Radiat.
Res. 163: 208-15, 2005). The dose of reference radiation was calculated
from the physical dose distribution and the RBE and then converted to
the equivalent dose of fractionated irradiation. The spatial distribution of
risk of subcutaneous fibrosis and risk of recurrence were estimated from
published clinical dose-response data.

Results: Fibrosis after irradiation with 50 kV X ray to the tumour bed alone
is predicted to be confined to 3-4 millimeter depth of the tissue. The actual
depth is likely to be smaller owing to the volume effect. However, when
combined with 23x2 Gy EBRT to the whole breast, modelling calculations
predicted a nearly 100% risk of fibrosis up to 10 mm depth or greater. The
increased risk is related to the steep dose-response relationship for normal-
tissue reaction. Clinically, however, moderate fibrosis of the tumour bed at
18 months follow-up was observed in only 8/70 (11%) of patients receiving
IORT as a boost combined with EBRT. To study individual genetic factors
influencing radiation-induced fibrosis, fibroblast cultures from unirradiated
skin are being established within the GENEPI project. To date more than
50 patients from the IORT+EBRT group have been included. Modelling the
risk of recurrence showed an advantage of combined treatment compared
with conventional 25x2 Gy EBRT at up to 25 mm depth of the tumour bed.
Conclusions: The predicted risk of recurrence is consistent with the low
recurrence rates observed clinically at early follow-up. By contrast, the
observed rate of clinical fibrosis at 18 months was much lower (9-fold) than
predictions. Although the rate may increase with longer observation time,
we speculate that biological processes associated with surgery may render
the late effects of the IORT boost and postsurgical EBRT subadditive.
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Comparison of cost-effectiveness of aromatase inhibitors letrozole,
anastrozole or exemestane versus tamoxifen for early breast
cancer in hormone receptor-positive postmenopausal women:
Canadian perspective

K. El Quagari', J. Karnon?, S. Kaura®. "Novartis Pharma, Health

policy and market access, Dorval, Canada; 2University of Sheffield,
Health Economics, Sheffield, United Kingdom; 3Novartis Pharma, Health
Economics, New Jersey, USA

Background: In postmenopausal women with early breast cancer, five
years of letrozole (LET) or anastrozole (ANA), or sequential treatment with
exemestane (EXE) following 2-3 years tamoxifen, is clinically superior to
five years tamoxifen (TAM). Previous studies have assessed the economic
impact of LET, ANA or EXE vs. TAM, separately. This analysis compares
the cost-effectiveness of the aromatase inhibitors vs tamoxifen using the
same health economic model from the Canadian perspective.

Methods: A Markov model was used to estimate the incremental cost
per quality-adjusted life year (QALY) gained with initial adjuvant therapy
with LET, ANA and EXE vs TAM. Probabilities of disease progression and
adverse events were estimated using data from the BIG 1-98, ATAC and
IES studies. Costs of breast cancer care and treatment of side effects,
and health-state utilities were obtained from published studies. Costs and
QALYs were estimated over the lifetime of a cohort of HR+ postmenopausal
women with early breast cancer, aged 61 years at initiation of adjuvant
therapy, and discounted at 5% annually.

Results: The incremental cost per QALY gained is $Can23,684 for letrozole
vs tamoxifen, $Can29,433 for anastrozole vs tamoxifen and $Can28,932 for
Exemestane vs tamoxifen. The deterministic sensitivity analyses suggest
that the model results are most sensitive to the observed hazard ratios
for breast cancer events. A larger impact on the results was also noted
for older patients, primarily due to the higher general mortality rate that
reduces the scope for benefit from the prevention of breast cancer events.
The cost-effectiveness acceptability curve derived from the reference case
analysis indicates that there is a 99% probability that the true incremental
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cost per QALY for LET is under the implicit threshold of $50,000 per QALY
gained, and 96% and 81% chance of a similar result for ANA and EXE,
respectively.

Conclusions: Treatment with aromatase inhibitors (LET, ANA and EXE)
is cost-effective in postmenopausal women with early breast cancer
compared to TAM. Despite the higher acquisition cost of LET, the mean
cost-effectiveness of LET vs TAM is lower than the mean cost-effectiveness
of ANA or EXE vs TAM.
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Detection of postoperative lymphoedema in patients with breast
cancer

M. Halaska', P. Strnad’, J. Chod, I. Mala?, H. Stankusova®, P. Feldmar',
L. Rob'. "Charles University, Dept. of OBIGYN, Prague, Czech Republic;
2University of Economics, Dept. of Statistics, Prague, Czech Republic;
3Charles University, Dept. of Oncology and Radiotherapy, Prague, Czech
Republic

Background: Lymphoedema is a severe postoperative complication after
the treatment of many malignancies. It is represented by a pathological
accumulation of extracellular water (ECW). Several diagnostic tools are
available, but all of the currently used methods use a measurement of
total limb volume to detect lymphoedema. Multifrequency bioimpedance
analysis (MFBIA) is a promising method for early detection of changes in
ECW.

Material and Methods: Between August 2004 and February 2007 a
group of 74 patients undergoing breast cancer surgery was measured by
MFBIA and circumference measurement one day before surgery and every
3 months for 18 months after the surgery. A control group of 72 healthy
women was measured. MFBIA measurements in the control group were
used to calculate standard deviation (S.D.). One-tailed interval confidence
interval was used for the detection of lymphoedema. Characteristics
of the patients and healthy women were recorded. The detection of
lymphoedema was done using MFBIA, circumference measurement and
upon the symptoms given by the patients.

Results: The average age in the control and tested group was 40.1 and
58.9 years. S.D. from the control group was 0.0827. The average size of
the tumor, grade, and positivity of estrogen receptors was 15.1 mm, 2.04
and 43%. In 23 patients (21%) axillary lymph node dissection of level | and
Il was performed (ALND), in 51 patients (79%) a biopsy of sentinel lymph
node (SLNB) without ALND was performed. Lymphoedema was detected in
8 women (11%). In these patients MFBIA detected lymphoedema 9 months
earlier in total than other methods. Out of these 8 women 5 women (63%)
underwent ALND, 3 women (37%) underwent SLNB only.

Conclusions: MFBIA is a low-cost and precise method for the detection
of early stage postoperative lymphoedema. We recommend incorporating
MFBIA into standard follow-up plan of every patient undergoing surgery of
breast cancer combined with circumference measurement.

The work was supported by a Grant of Ministry of Health IGA MZ NR
9455-3.
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5.year follow up of nipple areolar sparing mastectomy with immediate
breast reconstruction for breast cancer

S.H. Kang, S.J. Lee, N.W. Baek, E.M. Kim. Yeungnam University Medical
Center, General Surgery, Daegu, Korea

Backgrounds: Nipple-areolar preservation is a logical step in the ever
more conservative management of breast cancer. Although there is
substantial literature to support the oncologic safety of skin sparing
mastectomy (SSM), few investigators have reported their long-term
experience with procedures that spare the nipple areola complex (NAC).
We report here the 5 year follow-up result of nipple-areola-skin sparing
mastectomy (NASSM).

Materials and Methods: From 1990 to 2005, 176 patients underwent
SSM (54 mastectomies) or NASSM (124 mastectomies), with 2 patients
undergoing bilateral operation, yielding a total of 178 mastectomies. No
patients received radiotherapy. During performing NASSM, frozen section
analysis of the tissue beneath NAC was performed. After the procedure,
all patients were followed-up for evidence of recurrence.

Results: The mean age of patients was 39.8 years (ranges, 20-59 years).
NAC base was positive in 29.2% patients at definitive histology with false-
negative results in 1.6% patients at intraoperative frozen section. Neoplastic
NAC involvement was more common in tumor with invasive histology
(p=0.024) and with extensive intraductal component (p=0.025). Other
primary tumor characteristics, including multicentricity and location, were
not predictive for neoplastic NAC invasion. During the mean follow-up of
61.2 months for NASSM patients and 43.6 months for SSM patients, 10
(8.1%) of 124 NASSM patients and 4 (7.4%) of 54 SSM patients developed
local recurrences (LR) (p >0.5). Local recurrence free interval was not
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different between the two groups (log rank test, p>0.5). All LRs were
detected easily, by patient or routine follow-up check of 6-month interval,
and manageable surgically. One patient in SSM group developed distant
metastasis at 24 months after the treatment of LR.

Conclusions: Our results suggest that, using the frozen-section analysis
of NAC during operation, nipple areola preservation can be a reasonable
option for selected patients who want immediate breast reconstruction.
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A randomized, open-label CECOG phase Il study of dose-dense
FEC 75 vs FEC 90 as adjuvant therapy in early breast cancer patients

S. Kahan', S. Spanik?, M. Wagnerova®, T. Skacel*, B. Planko®,
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4Amgen(Europe) Hematooncology, Internal Medicine Charles University
Prague, Prague, Czech Republic; SCECOG, Projectmanagement, Vienna,
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Purpose: Anthracyclines are regarded as the standard of care of
adjuvant chemotherapy in patients (pts) with early breast cancer.
Recently, dose-dense regimens have attracted much attention in this
setting by improving outcomes vs. conventional schedule regimens.
This trial assessed the feasibility of delivering two dose-dense fluoro-
uracil/epirubicin/cyclophosphamide (FEC) regimens, as well as evaluating
their relative efficacy and safety.

Characteristics
Strata Arm A: FEC75 Arm B: FEC90
(n=25) (n=26)
Mean age, yrs (+SD) 51(10) 51(9)
N (%) N (%)
Axillary lymph nodes Negative 6 (24) 5(19)
Positive 19 (76) 21 (81)
ER status: Negative 15 (60) 11 (42)
Positive 10 (40) 15 (58)
PR status: Negative 13 (52) 14 (54)
Positive 12 (48) 12 (46)
Menopausal status: Pre 11 (44) 10 (39)
Post 14 (56) 16 (61)
Stage: | 2 (8) 3(12)
Il 19 (76) 19 (73)
11l 4 (16) 4 (15)
Results
Arm A: FEC75 Arm B: FEC90
N (%) N (%)
Pts >85% RDI 24 (96) 23 (89)
Dose delays (out of 147/143 6 (4) 14 (10)
infusions in Arm A/B)
Dose reductions (out of 147/143 0 1(1)
infusions in Arm A/B)
G3/4 Toxicities:
Leukopenia 0 1(4)
Neutropenia 0 1(4)
Thrombocytopenia 0 0
Anemia 0 1(4)
ANC <0.5x 10%/L for >5 days 0 0
ANC <0.1x 10%/L for >3 days 0 0
Febrile neutropenia 0 0

Patients and Methods: Patients with early breast cancer suitable for
surgical resection at three centers in two countries were randomized, open-
label to receive adjuvant FEC with epirubicin 75 mg/2 (FEC75; Arm A) or
90 mg/2 (FEC90; Arm B). Chemotherapy was given every 2 weeks for up
to 6 cycles. Pedfilgrastim (6 mg sc) was administered in both arms on
day 2 of each treatment cycle. The primary endpoint was the proportion of



