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Sentinel node procedure and beyond
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What is a positive sentinel node?

G. Cserni. Bacs-Kiskun Gounty Teaching Hospital, Pathofogy, Kecskemet,
Hungary

The axillary nodal status Is considered the most important prognostic
factor in breast cancer. Sentinel node (SN} biopsy allows a meticulous
search for metastatic deposits, but also increases the heterogeneity
in methods advocated for nodal staging. Histological methods have
obvious bearing on metastasis identification. This Is not Independent
of metastasis size, nodal Involvement identified only by step sedioning
or immunohistochemistry (IHC) is generally of low volume. Positive and
negative results can, in theory, be trusted only if a systematic search for
a given size metastasis is carfied out. With the new TNM definitions. the
lower end of nodal involvement (isolated tumor cells — ITC) should not
be considered metastasis, therefore the definition of metastasis has also
bearing on the identification of a positive SN_ It seems that the categories of
micrometastasis and ITC are rather heterogeneously used, and this brings
up the pathologist as a further factor bearing on the identification of an
SN as positive. Low volume nodal involvement can often be missed by
routine microscopy even If IHC is used. It was also found that the ITC and
micrometastasis TNM categories are suboptimally reproducible. Further
concerns, such as artificial transport of tumor cells into the SNs, cytokeratin
positivity of reticulum cells may also influence positivity of an SN, and care
should be taken to avoid fafse-positive SN diagnoses.

After all these confusing issues, & practical approach should be given,
even if this is not acceptable to all. Until evidence for the opposite emerges,
an SN should be considered positive if metastases are detected in it by
histology. A metastasis should be considered a nodal involvement >0.2 mm
in its largest dimension. A target size should be identified, and SNs, as the
most likely sites of nodal metastases should be searched systematically to
find {neary) all of the targeted metastases. The European guidelines for SN
assessment have set 2 such target sizes, acknowledging that health care
systems differ: it s stated that all metastases »2 mm should be identified
as a minimum, and optimally all micrometastases should also be sought
for. IHC may facllitate this latter task and Is therefore not discouraged, but is
not considered mandatory either. The role of IHC may be greater in lobular
carcinomas, where | personally recommend its use for HE-negative SNs.
Finally, an SN should be considered positive if the pathologist says it Is
positive.
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Sentinel node biopsy and beyond

R. Mansel University of Waies College of Medicine, University
Department of Strgery, Cardifft, United Kingdom

Sentinel node biopsy (SNB) for breast cancer now has a large body of
observational data with individual series of several thousand patients. The
method has a very high predictive rate for a negative axilla. The recent
ASCO technology guidelines suggest that the technique has become
standard of care in many institutions in the USA but the introduction
in Europe has been slower and more patchy There remain questions
about the best methodology for the procedure, but it Is clear that the
combined technique has a higher localisation rate compared with the dye
alone method. The largest RCT comparing the combination with dye alone
showed the former method to be more succesiul.

Major questions relating to micrometastases and local recurrence rates In
the long term remain to be resolved, but it is dear that the technique will be
used in the majonty of clinically node negative early breast cancer patients
in the future. All the 3 published RCTs all of which come fromm Europe
show major advantges in terms of morbidity for SNB. The Almanac trial
from the UK, the largest to date demonstrates economic gains in shorter
hospital stays (around 2 days less) and earlier retum to work.

However all these gains are dependent on high localisation rates, which
limit larger axillary procedures in the majority of women. The important
factor is training and validation. The formal and validated NEW START
programme In the UK has given success rates of 98% In SNB naive
surgeons after a 30 case validation training set using a standardised
combination method. This unique programme delivers training in the local
breast unit by an experienced tutor.

Scientific Sessions

Translation of the tral data to the general population should bring lower
morbidity and lower costs in the surgery of early breast cancer.
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How safe is a sentinel node biopsy?

V. Galimberti. Furmopean institute of Oncology, SENCLOGY, Milan, ltaly

Sentinel node blopsy (SNB) has quickly become a standard means of
assessing axillary status in breast cancer. It has the merit of being less
invasive than the once-obligatory complete axillary dissection, and has
been shown to accurately stage the axilla. However some residual concerns
remain regarding various aspeds of the safety of the technique.

Of the invasive breast cancer patients who received SNB at our Institute
from 1996 to 2000, we investigated 953 consecutive patients who received
no further axillary treatment since the sentinel nodes were negative by
extensive pathological examination.

After a maximum follow up of 7 years {(median 38 months) there were
55 unfavourable events but only three cases of overt axillary metastasis --
all re-treated by complete axillary dissection. Local morbidity ocourred in
2% of cases, In 6 of which limited anaesthesia of the lower aspect of the
Ipsilateral arm.

Ten years after the introduction of SNB in breast cancer, the above
experience and the experience of other centers now provide sufficient
clinical data to warrant the condusion that the procedure Is not only as
effective as complete axillary dissection in staging the axilla, but is also
oncologically safe in that the rate axillary recurrences using the procedure
is less than expected. The local morbidity rate is also exceptionally low.
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Update of the sentinel node trials

E.J.T Rutgers. The Nethedands Cancer Instittte—Antoni van
Leeuwenhoek Hospital, Amsterdam

Sentinel node biopsy as staging procedure in early breast cancer is
considered standard of care. Therapeutic implications has to come from
randomised dinical trials. Five large randomized frials are initiated. In
Europe, the Milan study was the first to publish its results, the ALMANAC
trial reported functional assessment and quality of life data, and the EORTC
10981-22023 AMAROS trial is still ongoing and induded already. Across
the Atlantic, the ACOSO0G Z0011 and NSABP B-32 trials are conducted.

In the single centre Milan study 516 patients with primary breast cancer
and a tumour of < 2cm were randomly assigned either to SLNB and
ALND or to SLNB followed by ALND only if the sentinel node contained
metastases [2]. Patients were induded from March 1998 to December
1999 A positive sentinel node was found in 34% of all patients. In the
patients who underwent SLNB and ALND the false negative rate of the
SLNB was 9%, the overall sentinel node identification rate was dose to
99%. Patients who underwent SLNB only demonstrated less pain and
better arm mobility than those who also underwent ALND. So far, no
cases of overt axillary metastases were encountered in the SLNB only
group.

The multi-centre ALMANAC trial from the United Kingdom was preceded
by an audit phase of the technique as performed by the participating
surgeons. When this first stage was succesfully completed, surgeons
entered the second stage: the randomized clinical trial comparing SLNB
with standard axillary treatment (ALND or nodal sampling). Data from
the early validation phase showed a sentinel node identification rate of
90% preoperatively, and 98% intraoperatively, with a false-negative rate of
7% [3]. This study also induded comprehensive and repeated quality of life
assessments. Eight hundred and twenty-nine patients completed functional
assessment and anxiety inventories at baseline and during follow-up [4].
There were significant differences between treatment groups favouring the
SLNB group throughout the 18 months assessment. Approximately twice
as many patients who underwent standard axillary treatment compared
to SLNB reported substantial arm swelling (14% versus 7%} or numbness
(19% versus 9%). These findings are corroborated by results from a smaller
randomized trial of 298 patients [5].

The third large European randomized clinical trial is the 1098122023
AMAROS trial which randomizes sentinel node positive patients between
ALND versus radiotherapy to the axilla. Eligible are patients with an
operable invasive breast cancer between S5mm and 30 mm, without
clinically suspected regional lymph nodes. SLNBs are performed by the
combined technique. Surgical and radiotherapy quality control constitutes
an important part of the trial design. Main objective of the trial is to prove
equivalent axillary control for sentinel node positive patients with reduced
maorbidity if treated with axillary radiotherapy instead of ALND. As of March
2006, over 2300 (66%) patients have been induded by 30 Institutes.
SLNB results demonstrated 34% positive and 64% negative sentinel nodes
leading to an overall identification rate of 98%.



