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oping a breast cancer from which she will die within 10 years
of diagnosis. For a 40 year old woman the equivalent respec-
tive risks are 30% and 10-14% up to age 50. The chance of a
BRCA?2 mutation carrier developing a breast cancer from which
she will die within 10 years of diagnosis is approximately 3—4%
from screening age 30 to 40 and 4-6% from age 40 to 50.

This series of BRCA-related breast cancers is very similar
to others in the literature, even from centres that have reported
cancers arising after intensive screening. Risk estimates can be
useful in counselling BRCA mutation carriers.

0-39. Better survival and distinguishing pathological
features of breast cancer in patients with BRCA-1 germline
mutations

Sethi B, Makhija P, Sidhu RK, Hodgson S, Hamed H,
D’ Arrigo C. Guy’s Hospital, London

Patients with BRCA-1 germline mutation develop breast cancer
at a young age. Initial reports suggest worse prognosis for
BRCA-1 cases but more recent studies report similar outcome
as grade matched controls. BRCA-1 tumours are often of high
grade and have distinguishing histopathological and biochem-
ical features that may be helpful for pre-selection to increase
detection rates of genetic testing.

To assess the validity of any distinguishing feature of BRCA-
1 breast cancer and gain better understanding of its prognosis,
we studied a cohort of 24 breast cancer patients with BRCA-1
mutation and long-term follow-up (up to 25y) and compared
them to tumours matched for grade, age at presentation and
year of presentation.

Very high mitotic rates (>40/10HPF), absence or small
amount of DCIS, negativity for ER & PR, pushing margins and
peripheral distribution of lymphoplasmacytic infiltrate distin-
guished BRCA-1 tumours from controls. Immunophenotyping
(CK8/18, 19, 14, 5/6, S-100, myosin & SMA) showed no
significant differences from controls. Metachronous contralat-
eral primary breast cancer was common in BRCA-1 patients
(50% v 9% in controls) and new primaries arose throughout
follow-up. Despite this, overall survival was significantly better
in BRCA-1 cases than in age and grade matched controls (92%
v 57% at 5y; 83% v 53% at 10y; 66% v 45% at 15y; 53% v
35% at 20y; p = 0.044) or in a control group of 1911 grade
II tumours treated at the Hedley Atkins Breast Unit from
1970-1999 (p = 0.0025).

Breast cancer in patients with BRCA-1 mutation has distin-
gushing histopathological features. These patients continue to
develop new primary breast tumours throughout the period of
follow-up but have better overall survival than patients matched
for tumour grade; age at presentation and year of presentation.

0-40. Overexpression of HER-2 in lymph nodes disease is
an independent prognostic factor and identifies a very poor
prognosis group not identified by NPI

Rampaul RS, Pinder SE, Paish C, Mitchell MJ, Macmillan RD,
Robertson JFR, Ellis IO. Nottingham City Hospital

Lymph node (LN) negative disease is often of sufficiently

good prognosis that systemic adjuvant therapy is not needed.
However, there are up to 12% who may suffer recurrence
and thus candidates for additional therapy. The challenge is
to identify such high risk patients. HER-2 has been shown to
be a powerful independent prognostic factor in LN positive
disease but not more powerful than the Nottingham Prognostic
Index (NPI). Published data in LN negative studies has been
inconsistent. 674 LN negative cases treated between 1975 and
1988 were analysed for HER-2 status. All cases were treated by
mastectomy or breast conserving surgery (BCS) and triple node
biopsy. No systemic adjuvant therapy was applied. HER-2 was
determined by DAKO A0485 antibody and semi-quantitative
scoring. Median follow up was 240 months. Mean age was
53.4 years. HER-2 positivity was seen in 17% (n = 115). In
univariate analysis high grade, ER negativity and high NPI was
associated with HER-2 positive disease (p < 0.001) as well
as shortened disease free interval, distant metastasis and over-
all survival (p < 0.005). Multivariate analysis showed HER-2,
size, grade and Vascular Invasion (VI) to be of independent
significance.

A HER-2 prognostic index (HPI) was constructed [Size
(mm) + Grade + VI + (1.5 x HER-2 score]. This was then
compared to the NPL.

The HPI identified a group of patients (5.3%) with very
poor prognosis (27% survival at 10 years) not seen with the
NPI. These data suggest that identification of HER-2 status
combined with size, grade and VI in a prognostic index may be
a better prognostic discriminator than the NPI in node negative
cases. These cases may also be candidates for novel HER-2
directed therapies.

O-41. Local recurrence in surgically treated screen-
detected breast cancer in Wales

Osborn GD, Evans J, Monypenny 1. Breast Test Wales

Reliable large scale data on local recurrence rates for screen-
detected cancers in the NHSBSP has been lacking and may
provide one of the best indicators of surgical quality. In Wales
we have access to downloaded pathology data from all hospitals
in Wales as part of breast cancer registration. We have used this
to identify the incidence of local recurrence for screen-detected
breast cancers.

6234 breast cancers were treated through the Breast Test
Wales screening programme between 1989 and 2004. 59% had
breast conserving surgery. Local recurrence rates of 3% have
been found for both breast conserving surgery and mastec-
tomy. Data on new contralateral primaries (1.6%) and distant
recurrence (3%) are also available.

Multivariate analysis has been used to assess the relative
contributions of prognostic factors in local recurrence following
surgery for invasive cancers. There is a 50% decreased risk
of local recurrence following mastectomy (p = 0.012), whilst
node positivity and grade 3 tumours increase the risk of local
recurrence by 91% (p = 0.013) and 95% (p = 0.048) respec-
tively. The risk of recurrrence following mastectomy for DCIS
is reduced by 74% (p > 0.0001) and the risk of recurrence
following breast conservation for DCIS with involved margins
increases by 140% (p = 0.001). The risk of local recurrence
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following breast conservation for invasive disease with involved
margins is not significant.

Whilst there is likely to be under reporting of local recur-
rence with reliance on local centres sending data. This system
of reporting seems robust enough to provide large scale data
until the arrival of the long awaited single patient record.

0-42. Comparison of local recurrence between screen
detected and symptomatic breast cancer

Prasad R, Knox WF, Mortis J, Wilson M, Bundred NIJ.
University Hospital of S Manchester

Screen detected breast cancers in general have a lower recur-
rence rate than symptomatic cancers but little data is available
on the local recurrence rate for both screened and symptomatic
cancers.

Aims: To compare the local recurrence rate between screen
detected breast cancer and symptomatic breast cancer in the
same age group (50-65 years) in one breast unit between
1990 and 1998; 962 SDBC and 645 symptomatic women were
treated and local recurrence rate compared.

Results: Significantly lower local recurrence rate was seen
in the screen detected breast cancer group compared to symp-
tomatic group. Using an index based on tumour grade scored
(1, 2 or 3), size (<15 mm = 1, 15-25 mm = 2, >25 mm =
3) and node status (negative = 1, <4 nodes positive = 2, >4
nodes positive = 3) was formulated. Scores of each parameter
were added together producing a range from 3 to 9. Local
recurrence rate was significantly lower in all screen detected
breast cancer groups except for those at the highest risk of re-
currence (score 9) despite significantly less radiotherapy being
used for screen detected breast cancers in terms of mastectomy
flap irradiation.

Table 1

Index »n SDBC Recurrence n  Symptomatic Recuirence

Score local Distant Local Distant

3 166 0% 0% 80 1.3% 4.1% P <0.001
4 292 1.4% 2.2% 156 5.1% 7.4% P <0.01
5 250  2.4% 4.4% 155 6.5% 16.8% P <0.01
6 156  4.0% 6.6% 127 4.7% 19.8% P <0.03
7 45 11.1% 26.3% 74 18.9% 27.6% P <0.001
8 38 28.9% 33.9% 45 42.2% 44% P <0.001
9 15 66% 42.6% 8 37.5% 63.5% NS

Conclusion: Screen detected breast cancers are at low risk
of local recurrence.

0-43. Local recurrence after breast cancer screening

Wilson ARM, Evans AJ, Blamey RW, Macmillan RD,
Mitchell MJ. Nottingham City Hospital

Prognosis overall in screen detected cases is better than in
those presenting symptomatically (87% vs. 75% 10 year case
survival).

This paper compares local recurrence (LR) rates in screen
detected and symptomatic women, aged 50-65, in consecutive
cases treated at Nottingham City Hospital in 1990-99.

Table 1
Screen Detected Symptomatic
n LR n LR
Wide Local Excision 320 7.8% 228 10.1%
Mastectomy 221 4.1% 311 6.4%
Total 541 6.3% 539 8.0%

LR rates are only a little lower in screen detected cases than
in symptomatic cases.

The better prognosis of screen detected cases is due to
their better prognostic features (Grade, Lymph Node Stage and
Size). Different factors are more important for LR, (Grade,
Lymph Node Stage, Size, completeness of excision and Lym-
phovascular Invasion).

O-44. The significance of the in situ component of a
positive margin in breast-conserving therapy in breast
cancer

Jobsen JJ, van der Palen J, Ong F, Meerwaldt JH. Medisch
Spectrum Twente, Enschede, The Netherlands

Purpose: to identify the importance of a positive margin for
carcinoma in situ (CIS) versus invasive carcinoma in breast
cancer patients treated with breast-conserving therapy (BCT).

Methods and Materials: A total of 2091 BCT were anal-
ysed. The margins were positive for invasive carcinoma in
8.4% of BCT and 6.1% for CIS. The median follow-up was
80 months. Because of a statistical interaction with age, all
analyses were done according to age category.

Results: The 10-year local recurrence-free survival (LRES)
for women <40 year for negative margins vs. positive mar-
gins for invasive carcinoma vs. positive margin for CIS was
83.8% vs. 34.6% vs. 53.5%. In multivariate Cox-regression
analyses only a positive margin for invasive carcinoma was
significant. Status for invasive carcinoma for women <40 year
was also a significant predictor for distant metastasis-free sur-
vival (DMES), disease-free survival (DFS), and disease-specific
survival (DSS).

The 10-year LRFS for women >40 year for negative mar-
gins vs. positive margins for invasive carcinoma vs. positive
margin for CIS was 94.9% vs. 94.0% vs. 79.4%. In multivariate
Cox-regression analyses a positive margin status for CIS was
significant.

Status for CIS was also associated with a reduced DFS for
women >40 year.

Conclusion: Margin involvement for CIS shows to be an
independent risk factor for LRFS and DFS in breast cancer
patients, >40 year. For women <40 year a positive margin for
invasive carcinoma was an independent risk factor for LRFS,
DMES, DFS and DSS.

0-45. Positive lumpectomy margins: is re-excision always
necessary?

Soon PSH, Macaskill EJ, Dixon JM. Western General
Hospital, Edinburgh

Involved surgical margins of lumpectomy specimens are asso-



