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de mama no Instituto do Cancer do Cear3
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ABSTRACT

Introduction: Breast cancer is the most common malignant tumor in the world, with the exception of cases of non-melanoma
skin cancer. In Brazil, more than 56,000 cases were estimated for 2016. The expected mortality rate remains high because of late
diagnosis. Nowadays, conservative surgery is the gold standard treatment. Objective: To evaluate the locoregional recurrence of
conservative surgery practiced at the Ceard Institute of Cancer, between 2002 and 2012. Method: A cross — sectional study with a
descriptive approach using secondary data obtained from the medical records of patients with breast cancer operated at the Ceard
Institute of Cancer. Results: The study population consisted of 360 patients. Invasive ductal carcinoma was the most common type
(72.8%), followed by ductal carcinoma in situ (16.4%) and invasive lobular carcinoma (4.7%). The other histological types represent
6.4% (cribriform, 0.5%, medullary, 0.6%, micro invasive, 0.3%, mucinous, 1.1%, papillary, 3.1% 8%; and tubular, 0.8%). In the sample,
25 patients had some type of recurrence: 13/360 (3.6%), local or locoregional; and 12/360 (3.3%), distant recurrence. Conclusion:
From the data analysis, we can conclude that the conservative surgery practiced at the Cearé Institute of Cancer showed data on
recurrence compatible with the international literature.

KEYWORDS: Carcinoma, ductal, breast; mastectomy, segmental; recurrence

Introducgdo: O cadncer de mama € o tumor maligno que mais acomete mulheres em todo o mundo, excetuando-se os casos de pele
ndo melanoma. No Brasil, estimavam-se mais de 56.000 casos para 2016. A mortalidade esperada ainda é alta devido ao diagndstico
tardio. Na atualidade, a cirurgia conservadora é o padrao-ouro. Objetivo: Avaliar a recidiva locorregional da cirurgia conservadora
praticada no Instituto do Cancer do Ceard, no periodo entre 2002 a 2012. Método: Estudo transversal e descritivo, utilizando
dados secundarios obtidos nos prontudrios médicos de pacientes com cancer de mama operadas no Instituto do Cancer do Ceara.
Resultados: A populacdo em estudo foi de 360 pacientes. O carcinoma ductal invasivo foi o tipo mais comum (72,8%), sequido do
carcinoma ductal in situ (16,4%) e do carcinoma lobular invasivo (4,7%). Os outros tipos histolégicos representam 6,4% (cribiforme,
0,5%; medular, 0,6%; microinvasor, 0,3%; mucinosos, 1,1%; papilifero, 3,1%; e tubular, 0,8%). Na amostra, 25 pacientes tiveram
algum tipo de recidiva: 13/360 (3,6%), local ou locorregional; e 12/360 (3,3%), recidiva a distancia. Conclusdo: Da anélise dos dados,
podemos concluir que a cirurgia conservadora praticada no Instituto do Cancer do Ceard tem dados de recorréncia compativeis
com a literatura internacional.

PALAVRAS-CHAVE: Carcinoma ductal de mama; mastectomia segmentar; recidiva.
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INTRODUCTION

Breast cancer is the most common malignant tumor in the
world, with the exception of cases of non-melanoma skin cancer.
It is the fifth leading cause of death due to cancer in the world
(522,000 deaths). In Brazil, mortality rates from this type of can-
cer continue to increase. One of the probable factors for the con-
tinues growth of these rates is due to late diagnosis. 57,960 new
cases are estimated for the year 2016, according to data from
the National Cancer Institute (INCA).! Radical surgical treat-
ment for breast cancer was the universally accepted surgery
for several decades. Idealized by Willian Halsted,? this surgery
removed the entire mammary gland along with the skin and its
adjacent tissues, major and minor pectoral muscles, as well as
all lymphatic drainage from the axillary region and the neck
(supraclavicular fossa).

In 1973, the NSABP B06 study was commenced to evaluate
the efficacy of conservative surgery in women with early breast
cancer (EC I and II) and tumors <4 cm. Women were random-
ized for conservative surgery, with or without radiotherapy and
total mastectomy.**

Between 1973 and 1980 Veronesi et al., independently ran-
domized 701 women with tumors <2 ¢cm and clinically negative
axilla for a Halstead mastectomy or for conservative surgery with
axillary lymph node dissection and radiotherapy.” From the data
accumulated in these studies and the research of Veronesi et al.
-Milan I and Milan II - conservative surgery presented with an
oncologically safe alternative to radical surgery.

Thus, conservative surgery associated with systemic treat-
ment and radiotherapy has overall survival rates similar to the
radical surgery proposed by Halsted over 100 years ago.

The objective of this study is to evaluate the local recurrences
and risk factors for recurrences after conservative surgeries
performed at the Cancer Institute of Ceara, from 2002 to 2012.

METHOD

A cross-sectional study with a descriptive approach based on
secondary data obtained from medical records of breast cancer
patients submitted to conservative surgical treatment with sen-
tinel lymph node biopsy or axillary lymph node dissection at the
Ceara Institute of Cancer between 2002 and 2012. Regarding eli-
gibility, a sample of patients with previous breast cancer diag-
nosis, including those with ductal carcinoma in situ (DCIS),
obtained by surgical biopsy or core biopsy, was performed from
the study population.

Patients submitted to radical or modified radical surgeries,
those whose files had insufficient data, were submitted to neo-
adjuvant therapies and surgeries performed in case of recurrence
or that missed the follow-up, were excluded from the analysis.

The independent variables studied were age, histological type,
histological grade, angiolymphatic invasion, tumor dimensions,
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axillary status, surgical margin, adjuvant treatments performed
and local control.

In the sentinel lymph node evaluation, a 0.8 mL of 99mTc-,
29.6 mBq (0.8 mCi) was injected intradermally in the periareolar
area, in the four cardinal points of the affected breast. After lym-
phatic migration, the sentinel lymph node was located with the
help of a gamma probe, removed and sent to the pathologist, and
then sliced longitudinally, up to 2 mm along its long axis, sub-
jecting all fractions to histological examination, without immu-
nohistochemical study.

In the evaluation of the breast quadrant, the piece was resected
with a macroscopic safety margin of approximately 1 cm in the
palpable lesions and, in the impalpable, with the aid of blue stain-
ing or radioguided occult lesion localization (ROLL), in order to
maintain the lesion within the resected mammary sector and
maintain oncological safety.

All margins of the section were evaluated (cranial, caudal,
medial, lateral, deep and superficial). The pathologist measured
the tumor and its distance from the margins macroscopically.
The edges were frozen and microscopic evaluation was performed.
In the case of compromised margins, margin widening was per-
formed, usually at the same surgical time.

The data were stored in the database of the Statistical Package
for Social Science (SPSS®) for Windows, version 21.0. For the
characterization of the results, absolute (N) and relative (%),
medium and median frequencies were used. The y*test was used
in the analysis of association between the categorical variables.
For frequencies smaller than five or of small size, this test was
replaced by Fisher’s exact, when appropriate. The exact values
of p were obtained from the distribution of %, when applicable,
excluding cases categorized as “ignored”, “unknown” or “unas-
sessable” of each variable studied. A significance level of 5% was
adopted. This research was registered under process number
011/2012 and was approved by the Research Ethics Committee
of the Ceard Institute of Cancer, according to opinion number
61,473, of July 26, 2012.

RESULTS
The study population consisted of 360 patients with primary breast
cancer submitted to conservative surgery. Invasive ductal carci-
noma was the most common histological type, with 262 patients
(72.8%), followed by DCIS, with 59 (16.4%) and invasive lobular
carcinoma, with 17 (4.7%). The other histological types together
represent 6.1% (cribriform, 0.5%, medullary, 0.6%, micro inva-
sive, 0.3%, mucinous, 1.1%, papillary, 3.1%, and tubular, 0.8%).
Within the analyzed sample, 25 patients (6.9%) had some
type of recurrence (local, locoregional or distance): 12 (3.3%),
distance; 11(3.1%), local; and 2 (0.6%), locoregional. From this
recurrence group, 20 (80%) occurred within the first 5 years of
follow-up; 3 (0.12%), between 5 and 10 years of follow-up; and
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1(0.04%), with less than 2 years of follow-up. Among the patients
with recurrence, 21 (84%) had invasive cancer (20 with invasive
ductal carcinoma - 95.2% of the cases - and 1 (4.8%) with invasive
lobular carcinoma) and 4(16%) had DCIS. Among those patients
with invasive cancer 11 were alive in the last evaluation (October
2013), 2 left the follow-up and 8 died, with the primary cause of
death being breast cancer. Among the patients whose primary
cancer was DCIS, 3 were alive (75%) and 1 (25%) had died. In the
group of patients with recurrences, 2 (8%) presented compro-
mised margins of the primary cancer in surgery, while 23 (92%)
had free margins.

Among the 360 patients in this sample who underwent con-
servative surgery, 186 (51.7%) were submitted to a chemotherapy
regimen: 29 (8.1%), adriamycin / cyclophosphamide (AC); 27 (7.5%),
AC with taxanes; 66 (18.3%), cyclophosphamide, methotrexate
and fluorouracil (CMF); 40 (11.1%), fluorouracil, adriamycin and
cyclophosphamide / fluoracil, epirubicin, cyclophosphamide
(FAC / FEC); and 9(2.5%), to other regimes. Within the recur-
rence group, 21 patients (84%) underwent chemotherapy and 18
(72%) had an association with hormone therapy.

Regarding radiotherapy treatment, 42 patients (11.7%) were
not submitted to radiotherapy; the remainder - 318 (88.3%) - was.
In the recurrence group, 22(88%) received radiotherapy while
three patients (12%) were not submitted to radiotherapy

SPSS® (version 20.0) was used for the statistical analysis of
data. The ¥ test was used to compare the frequencies, or the
Fisher's exact test. The level of significance was 95% - the bilateral
p value <0.05 (p <0.05) was considered statistically significant.

The analyzed variables were: age, number of positive senti-
nel lymph nodes, radiotherapy, histological type and degree of
primary cancer differentiation, primary and recurrence surgi-
cal approach, performed chemotherapy, presence of hormone
receptors (estrogen and progesterone), sentinel lymph node with
capsular extravasation, axillary lymphadenectomy, clinical and
pathological staging of the primary cancer, angiolymphatic inva-
sion, surgical margin and presence of the HER-2 protein.

The only variables in this sample that had a positive asso-
ciation with recurrence were sentinel lymph node with cap-
sular extravasation (p = 0.044) and angiolymphatic invasion
(p = 0.057) in the Fisher’s test. However, due to its characteris-
tics, we can use the likelihood ratio that would give a significant
ratio (X = 4,104, p = 0.043).

In this evaluation, it was expected that there would be a pos-
itive relation between the staging of the primary cancer (both
pathological and clinical), histological grade, number of positive
sentinel lymph nodes, as well as age.

This statistical significance may not have occurred due to the
n that, although significant (n = 360), is presented as a small sam-
ple, since, with current treatments, recurrence of breast cancer
ranges from 0.5 to 1% year. Thus, we would need a much larger
patient sample for there to be statistical significance.

DISCUSSION

In the last few decades, the progress in breast cancer treatment
has undergone important changes, prolonging the life of patients,
as well as the improvement in the quality of life of those patients
with this disease.

The role of conservative surgery is well established in the sci-
entific community regarding the association between oncologi-
cal safety and the esthetic effect.

Veronesi et al.”showed in their study that patients with T1
/ T2 NOMO primary cancer could undergo conservative surgery
and that this treatment modality would not affect overall or
disease-free survival. In a study by Milan I, better local control
of the disease was found in patients treated with conservative
breast surgery and local treatment with radiotherapy. The main
disadvantage of conservative breast surgery was local recurrence,
which varied from 6 to 16%. Several studies have shown that the
rate of local recurrence after conservative surgery is declining.
The explanation for this observation is multifactorial, includ-
ing careful evaluation of the margins, use of more personalized
and accurate radiotherapy in the tumor bed, and more patients
receiving systemic therapy.®®

The use of new combinations of systemic adjuvant therapies
and the use of trastuzumab may have resulted in an additional
improvement in local control, especially in young patients.’ In a
population-based study, Voogd et al.* evaluated the risk trends
for local recurrence and the impact of local or distance recur-
rence on disease-free survival in patients with primary breast
cancer aged <40 years. The rate of local recurrence declined
from 9.8% in the period 1988-1998 to 5.9% between 1998-2005
and 3.3% in 2006-2010.}

Successful conservative surgery requires the complete removal
of the malignant tumor, including a margin of normal breast
tissue. This can be challenging since the microscopic spread of
cancer can be difficult for the surgeon to discern. The National
Comprehensive Cancer Network (NCCN, version 3.2015)"says
that adequate surgical margins are those above 10 mm. There is
no consensus for the interval between 1 and 10 mm. Margins less
than 1 mm are considered inadequate. In the last consensus by
St Gallen, ' a margin is considered adequate when it does not
touch the ink during the freezing process.

In aretrospective study published in the journal of the inter-
national society of surgery,*the margin was not a significant fac-
tor regarding the impact of patient survival. The biological char-
acteristics were more important (histological type, hormonal
receptors, presence of HER-2 protein and lymph node status).

In the study under analysis, 25 patients (7.5%) had some type
of recurrence, 13 of which had local or locoregional recurrence
(13/360 - 3.6%) and 12, distance recurrence (12/360 - 3.3%), which
is in accordance with data from the international literature.

In the analysis of the recurrence group, only 3 patients (1.2%)
were not treated with radiotherapy. It can be observed that among
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the 360 patients submitted to conservative surgery, 42 (11.67%)
did not perform this type of treatment.

Regarding chemotherapy, 174 patients (48.3%) did not receive
chemotherapy treatment. In the recurrence group, 5(20%) did not
undergo treatment with any chemotherapeutic agent.

The current research is limited, to a certain extent, because
of the lack of data in relation to Ki 67, since some patients were
not submitted to this analysis because the immunohisto-
chemical studies with all the predictive and prognostic factors
only became standard procedure in the institution from 2006.
Therefore, an analysis of the molecular classification of these
patients is impossible.
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CONCLUSION
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rence compatible with the international literature.

We also emphasize the importance of the continuity to this
study to contribute to the improvement of the quality of life of
the patients, in relation to their image and self-esteem after
breast cancer treatment.
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