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BREAST CONSERVATIVE SURGERY WITH CLOSE OR

POSITIVE MARGINS: IN REGARD TO GUINOT ET AL. (INT J
RADIAT ONCOL BIOL PHYS 2007;68:1381–1387)

To the Editor: Breast-conserving surgery is the standard choice for early
breast cancer followed by radiotherapy. The best results in local control
are achieved by administering a boost in cases of unfavorable prognostic fac-
tors. The boost has been administered using both external beam radiotherapy
with electrons and brachytherapy implant.

Guinot et al. (1) reported on a series of 125 patients with breast carcinoma
in whom close or positive margins were present at specimen analysis. A
boost with brachytherapy has reached a local control rate of 95.8% and
91.1% at 5 and 9 years, respectively. These favorable results are in accor-
dance with those of some series (2), but others have stated that close or pos-
itive margins remain an unfavorable prognostic factor for local control (3).

To ascertain the presence and/or amount of remaining disease when surgi-
cal margins are involved, we performed an analysis of 72 cases of re-excision
margins (either done at the same operation or after). Definitive affected mar-
gins were present in only 2.78% of cases. Therefore, we believe that routine
re-excision in cases of involved margins can be avoided (5).

We have reported on a series of 1,165 patients with breast carcinoma (6)
who underwent conservative surgery followed by external beam radiother-
apy. A boost to the tumor bed was administered in 946 patients using an elec-
tron beam (42.3%), a photon beam (13.9%), or brachytherapy (25%). The
boost dose was determined according to the patient’s risk factors for local
relapse. Patients with a tumor size .15 mm, the presence of intraductal car-
cinoma, and/or age \41 years were considered candidates for a boost of 10
Gy. In patients with two of these risk factors or in the case of close or positive
margins, a boost of 20 Gy was administered. The result was a likelihood of
local control of 100% and 88.9% at 5 and 10 years, respectively, in the 60
patients with involved margins, and 98.1% and 95%, respectively, in the
172 patients with close margins (\3 mm). No significant differences were
found in the 933 patients with free margins. In our series, the unique factor
for local failure was patient age\40 years, which conveyed a relative risk of
5.27 compared with 3.7 for patients $40 years.

Local control after breast-conserving therapy must be achieved using strict
selection criteria, better boost delineation, and adequate high doses to the
tumor bed to diminish the effect of involved or close margins.
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MANUEL ALGARA LÓPEZ, PH.D., M.D.
Instituto de Oncolgia Radioterapica
Hospital de la Esperanza
Barcelona, Spain

doi:10.1016/j.ijrobp.2007.11.008

962 I. J. Radiation Oncology d Biology d Physics Volume 70, Number 3, 2008
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To the Editor: We agree with Klein and colleagues that objective testing is
very important in assessment of cognitive functioning. They raise an impor-
tant question with regard to the strategy of elucidating possible cognitive
deterioration in patients receiving postoperative radiotherapy to the pituitary
gland.

Klein et al. state that numerous studies found discrepancies between self-
report measures of cognitive functioning and objective tests. This finding is
likely subject to publication bias. In addition, several studies mentioned by
Klein are flawed by comparing global measures of self-report cognitive
functioning with a single, global objective, neurocognitive score calculated
as the mean of all the (standardized) scores (1–3). This is far from a bal-
anced comparison. In fact, when analyzed in a proper way, Middleton
found that patients’ perceptions of their performance on specific tasks cor-
related with their objective performance on those tasks (2). Podewils and
colleagues reported similar results and concluded that individuals experi-
encing changes in cognitive function appeared to have some awareness
of their condition (4).

Further, in a cross-sectional study design, patients with nonfunctioning
pituitary adenomas show differences in baseline characteristics, in treatment
(type of surgery, radiotherapy), and in outcome (presence of residual non-
functioning adenoma, hypopituitarism). In addition, this group receives mul-
tiple substitution therapy (e.g., growth hormone, hydrocortisone, thyroid
hormone), with all the intrinsic imperfections of hormone replacement strat-
egies in mimicking normal hormone secretion (5). Sometimes patients and
doctors choose not to substitute sex steroid or growth hormone deficiencies.
Effects of endogenous hormone deficiencies and exogenous substitution
therapy may not be the same with respect to cognitive functioning. More-
over, different surgical routes may damage different parts in the brain.
And putative deleterious effects of radiotherapy will differ in time. Radio-
therapy used to be given several decades ago with two opposing lateral fields,
potentially damaging the temporal lobes. Modern radiotherapy evolved to
use a multiple-field technique to spare more normal surrounding tissue
from the effects of ionizing radiation (6, 7). Thus multiple factors are present
that are likely to affect multiple different parts of the brain and therefore dif-
ferent cognitive domains. As a result, objective testing (even screening) in
this group is far from easy. Based on previous study reports, no obvious def-
icits in cognitive functioning were expected. It is a logical next step and com-
mon practice to ask patients if they experience deficits in their own cognitive
functioning. We chose the Cognitive Failures Questionnaire and found no
differences with regard to the application of radiotherapy (8). Further studies
are warranted and should include interviewing partners for cognitive
problems in their spouses. Subsequently, formal testing can be performed
with special attention the reported problems in cognitive functioning. Atten-
tion should be paid to the choice of these tests because many show a high
interrater variability and lack of validation.
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