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ABSTRACT

Introduction: The objective of this study is to describe the profile of patients from a public institution, submitted to neoadjuvant 

chemotherapy (NACT), comparing the verified pathological response with literature data. Methods: Observational retrospective 

cohort study on breast cancer patients diagnosed between September 2001 and October 2018 and treated with NACT at Hospital 

Universitário Clementino Fraga Filho (HUCFF/UFRJ), located in Rio de Janeiro, Brazil. The adopted neoadjuvant chemotherapy 

regimen was based on anthracycline and docetaxel. Results: A total of 133 patients were evaluated. The average age in this group 

was 54 years (28-86), 49 women (37%) were under 50 years old. The following distribution by molecular subtype was observed: 

overexpression or amplification of the human epidermal growth factor receptor 2 (HER2+) (13 women, 26.6%), Luminal (19 women, 

38.8%), and Triple-negative (TN) (17 women, 34.6%). The HER2+ and TN subtypes had a higher incidence of cases between 

40-49 years and 50-59 years. As for the initial staging, 34% were IIIA; 26%, IIB; and 19%, IIIB. Only one patient did not undergo 

surgery after NACT, 33 (24.8%) underwent conservative surgery, and 99 patients (74.4%) underwent mastectomy. Regarding the 

axillary approach, 41 (31%) underwent sentinel lymph node biopsy and 88 (66%) had an indication for lymphadenectomy. In the 

anatomopathological evaluation of the surgery, 12 (9.1%) patients obtained a pathologic complete response (pCR) and 113 (84.9%), 

partial or no response to chemotherapy. Conclusion: This research enabled the identification of clinicopathologic characteristics 

and outcome of patients who received neoadjuvant chemotherapy in a public university service. The predominance of advanced 

tumors was observed, stressing the need for public health policies for the screening of breast cancer as well as the guarantee of 

timely treatment for diagnosed cases. The data somewhat reflect the difficulty that the public sector encounters to carry out the 

most appropriate treatment. The authors expect that this article, by analyzing the profile and the adopted treatment in real-life 

cases and in a public university institution, can contribute to the improvement of breast cancer treatment in Brazil. 
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INTRODUCTION
Breast cancer is the most common malignancy among women 
worldwide. In Brazil, 66,280 new cases of breast cancer are expected 
per year for the 2020-2022 triennium. This value corresponds to 
an estimated risk of 61.61 new cases per 100 thousand women1. 

The prognosis of breast cancer depends, among other data, 
on its extension (staging) and the molecular subtype. TNM 
(T – tumor; N – nearby lymph nodes; M – metastasis) is the 
international system for assessing the extent of neoplasia, 
whose last systematic review was carried out in January 2018 
by the American Joint Committee On Cancer (AJCC); this is the 

8th edition, incorporating biological factors into the anatomo-
clinical data2. Pathological staging (pTNM) is determined after 
surgery or neoadjuvant treatment (ypTNM), with greater accu-
racy than the clinical one (cTNM). 

Neoadjuvant chemotherapy (NACT) was initially adopted 
for locally advanced tumors aiming at cytoreduction, in order to 
provide conservative surgeries to patients who are candidates for 
mastectomy or to make it operable. However, lately, NACT has 
been adopted with the purpose of evaluating the response to a 
new protocol or medication, taking advantage of the pathological 
response as an intermediate outcome, identifying predictive and 
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prognostic factors or indicating complementary adjuvant treat-
ment according to the residual disease. The effectiveness of the 
NACT regimen can be assessed by the rate of objective clinical 
response, tumor reduction and operability or, preferably, by the 
pathologic complete response (pCR – absence of residual inva-
sive tumor in the surgical specimen in the breast and axilla). 
The first studies based on anthracyclines showed rates of clini-
cal responses (60% to 80%) and pCR (10% to 20%)3,4. In the early 
2000s, taxanes were incorporated into neoadjuvant breast can-
cer treatment regimens, either alone or combined with anthracy-
clines, doubling the rate of clinical and pathological response5-9. 
Randomized studies on amplified HER2 (human epidermal growth 
factor receptor 2) patients have shown a significant increase in 
pCR when combining chemotherapy with anti-HER2 therapy10-12. 
pCR is the best indicator of response to neoadjuvant treatment, 
indicating an increase in survival (overall survival and disease-
free survival), as initially demonstrated in the National Surgical 
Adjuvant Breast and Bowel Project (NSABP) Protocol B-18 study13. 
This correlation is especially true for triple-negative (TN) and 
HER2-positive14 (HER2+) tumors.

The indications and protocols for neoadjuvant therapy in 
breast cancer are well established in the literature. Nevertheless, 
in Brazil, we find barriers, mainly in the public sector, due to the 
delay in diagnosis, the difficulty of infrastructure, and the incor-
poration of medicines. This study aims to analyze the profile and 
clinicopathological outcome (pathological response) of patients 
treated with neoadjuvant therapy, in a clinical oncology service 
at a university hospital in Rio de Janeiro, Brazil. 

MATERIAL AND METHODS

Methodology
This is a retrospective observational cohort study, whose unit 
of analysis consisted in breast cancer cases diagnosed between 
2001 and 2018 and treated with NACT at Hospital Universitário 
Clementino Fraga Filho/Universidade Federal do Rio de Janeiro 
(HUCFF/UFRJ), located in the city of Rio de Janeiro, state of 
Rio de Janeiro, Brazil. The patients included in the study were 
selected from the HUCFF/UFRJ hospital-based cancer regis-
tries. Clinical and pathological data were obtained by consult-
ing physical and electronic medical records.

To assess tumor characteristics, we used the TNM Classification 
of the Union for International Cancer Control (UICC), 8th edition, 
considering the size of the tumor – T, the presence of axillary 
metastasis – N, and the presence of metastasis – M (locoregional 
or systemic), at the time of diagnosis (cTNM). 

The subclassification of breast tumors by immunohisto-
chemistry was performed based on results presented by the 
Pathological Anatomy of HUCFF/UFRJ based on the evaluation 
of hormone receptors for estrogen (ER) and progesterone (PR), 

overexpression of c-erb2, or amplification of the human epider-
mal growth factor receptor 2 (HER2), and cell proliferation index 
(Ki67). According to these results, three immunohistochemical 
subgroups were defined: Luminal subtypes (ER+ and/or PR+/- and 
HER2-), HER2+ (c-erb2 3+ or 2+, confirmed by FISH [Fluorescence 
in situ hybridization] amplification test), and hormone receptor-
positive or negative (HR+/-) and TN or basal-like (ER-, PR-, and 
HER2-). There is some controversy on the evaluation of Ki67 in 
the literature due to the difficulty in standardizing its results in 
different services. The 2011 St. Gallen Consensus considers val-
ues below 14% as low or negative and values above 15% as high. 
However, due to lack of inputs, some patients did not perform 
the Ki67 evaluation, and they cannot be properly classified into 
Luminal A and B. Ki67 was described, when possible, to demon-
strate tumor aggressiveness.

All patients underwent routine exams for staging and exclu-
sion of metastases before primary chemotherapy. The adopted 
chemotherapy treatment was the PACS 01 regimen15, which 
uses three cycles of FEC (5 fluorouracil 500 mg/m2, epirubicin 
100 mg/m2, and cyclophosphamide 500 mg/m2 with an inter-
val of 21 days) followed by three cycles of docetaxel 100 mg/m2 
every 21 days. Trastuzumab, despite being incorporated into the 
Brazilian Unified Health System (SUS) since 2013, has not been 
associated with neoadjuvant chemotherapy in amplified HER2 
patients due to logistical difficulties, delay in carrying out the 
FISH test, and unavailability of the drug to start the treatment 
(distribution centralized by the Brazilian Ministry of Health 
with delivery around three months after scheduling the patient). 
Trastuzumab was administered to these patients in adjuvant 
therapy for 12 months. 

Data from surgical treatment on the breast (conservative 
or radical procedure) and axilla (lymphadenectomy or sentinel 
lymph node biopsy) were analyzed. The response to NACT was 
described as: pathologic complete response (pCR), in the absence 
of invasive neoplasia in the breast and lymph nodes, in which 
there may be ductal carcinoma in situ (DCIS) in the specimen 
or partial response in the existence of residual invasive tumor 
in the breast or lymph node. 

Inclusion criteria
Female patients with infiltrating breast carcinoma treated at 
HUCFF/UFRJ between 2001 and 2018, with neoadjuvant che-
motherapy based on anthracyclines and/or taxanes, were eli-
gible for this study. 

Exclusion criteria
Patients who abandoned chemotherapy treatment were excluded. 

Statistical analysis
The results of this study are exploratory and descriptive. Analyses of 
quantitative variables are presented with the mean and standard 
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deviation; the qualitative variables are presented with their abso-
lute and relative frequency. No statistical analysis was performed 
between the variables due to the small number of cases.

RESULTS
A total of 133 patients treated at HUCFF/UFRJ, diagnosed with 
breast cancer, and who underwent NACT followed by surgery 
from September 2001 to October 2018 were evaluated. The dis-
tribution of clinical characteristics according to breast cancer 
subtypes classified by immunohistochemistry is demonstrated 
in Table 1. 

Regarding the age distribution at diagnosis, the average 
age in this group was 54 years (28–86), with no significant dif-
ference between the subgroups HER2+ 54 years old (32–86), 
Luminal 54 years old (28–86), and TN 52 years old (33–81). In this 
sample, 49 women (37%) were under 50 years old with the fol-
lowing distribution by molecular subtype: HER2+ (13 women, 
26.6%), Luminal subtypes (19 women, 38.8%), and TN (17 women, 
34.6%). The distribution by molecular subtype for 10 patients 
aged 70 years or older was: 5 (50%) Luminal subtypes; 4 (40%), 
HER2+; and 1 (10%), TN. 

As for the HER2+ subgroup, 25 cases were diagnosed with 3+ 
in immunohistochemistry, whereas eight cases needed to per-
form the FISH test to confirm the diagnosis. When evaluating 
the Ki67 cell proliferation marker, a large percentage (69.6%) was 
found, which is deemed a high cell proliferation index (>14), and 
10 cases did not perform the test. 

In the Luminal subgroup, 52 cases were classified as HER2 neg-
ative (0 and 1+), whereas six cases were c-erbB-2 2+ and required 
FISH test to be performed. In the evaluation of ER and PR, the 
following were verified: ER+/PR+=45, ER+/PR-=10, and RPx=3. 

Concerning TN, 40 cases were classified as HER2 negative 
(c-erbB-2 0 and 1+), whereas two cases were c-erbB-2 2+ and 
required FISH test to be performed. In this population, no cases 
of low Ki67 were found.

At the time of diagnosis, 71% of the cases had a >5-cm tumor, 
and in 70% of the cases the armpits were clinically compromised. 
Almost half of the cases (43%) were classified as staging IIIA; 26%, 
as IIB; and 19%, as IIIB. Fifteen patients were classified into stage 
I and IIA, stages in which patients are not usually submitted to 
neoadjuvant therapy. However, all these patients were initially 
evaluated by the services of mastology and clinical oncology, and 
opted for starting treatment with chemotherapy due to the rapid 
clinical evolution and structural difficulties. Subsequently, it was 
verified that 10 of these patients had subtypes TN and amplified 
HER2. See Table 1.

After receiving NACT, patients were referred to surgical 
evaluation, with only one patient considered inoperable. Table 
2 shows that conservative surgery was an infrequent practice, 
and only 33 patients (25%) underwent such a procedure. Other 99 

patients (74%) had an indication for radical surgery. Concerning 
axillary surgery, a total of 41 patients (31%) underwent sentinel 
lymph node biopsy (11 HER2 women, 17 Luminal, and 13 TN) 
and 88 patients (66%) had an indication for lymphadenectomy 
(21 HER2 women, 39 Luminal, and 28 TN). In this sample, seven 
cases (5%) did not undergo an axillary evaluation.

In the anatomopathological evaluation of post-NACT surgery, 
12 patients (9%) obtained pCR (4 HER2 women, 2 Luminal, and 
6 TN). In 113 (85%) patients, there was partial or no response to 
chemotherapy (26 HER2 women, 54 Luminal, and 33 TN). 

Table 1. Distribution of clinical characteristics according to 
breast cancer subtypes.

Total  
(%)

HER2  
(%)

Luminal 
subtypes  

(%)

TN  
(%)

Age at diagnosis

20–29 1 (1) 0 (0) 1 (100) 0 (0)

30–39 14 (10) 3 (21) 6 (42) 5 (37)

40–49 34 (26) 10 (30) 12 (35) 12 (35)

50–59 43 (32) 9 (21) 19 (44) 15 (35)

60–69 28 (21) 6 (21) 14 (50) 8 (29)

70–79 10 (7) 4 (40) 5 (50) 1 (10)

80–89 3 (3) 1 (33) 1 (33) 1 (33)

Tumor size

cT1 2 (1) 1 (50) 1 (50) 0

cT2 37 (28) 12 (32) 16 (43) 9 (25)

cT3 66 (50) 15 (23) 24 (36) 27 (41)

cT4 28 (21) 5 (18) 17 (61) 6 (21)

Lymph node evaluation

cN0 40 (30) 12 (30) 17 (42) 11 (28)

cN1 62 (47) 13 (21) 25 (40) 24 (39)

cN2 29 (22) 7 (24) 15 (52) 7 (24)

cN3 2 (1) 1 (50) 1 (50) 0 (0)

Distant metastasis

M0 133 (97) 33 (25) 58 (43) 42 (32)

M1 0 (0) 0 (0) 0 (0) 0 (0)

Clinical Staging

I 2 (1) 1 (50) 1 (50) 0 (0)

IIA 13 (10) 8 (62) 3 (23) 2 (15)

IIB 34 (26) 4 (12) 19 (56) 11 (32)

IIIA 57 (43) 15 (26) 17 (30) 25 (44)

IIIB 25 (19) 4 (16) 17 (68) 4 (16)

IIIC 2 (1) 1 (50) 1 (50) 0 (0)

TOTAL 133 33 58 42

HER2: human epidermal growth factor receptor 2; TN: triple-negative; 
cT: clinical stage of the tumor; cN: clinical stage of nearby lymph nodes; 
M: metastasis.
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DISCUSSION
Locally advanced breast cancer remains an important public 
health issue in Brazil. About 32% of breast cancer patients diag-
nosed at the National Cancer Institute have locally advanced dis-
ease16. This study evaluates this universe of patients, reporting 
their profile, adopted treatment, and obtained results. 

Patients treated at HUCFF from 2001 to 2018 who underwent 
NACT were selected for the analysis. The patients had a mean age 
of 54 years (28–86) and 49 women (37%) were under 50 years old. 
These data are similar to those described in a Brazilian observa-
tional study that included 4,912 patients, conducted in 28 public 
and private healthcare centers, and described an average age of 
54 years and 44.3% of patients under 50 years of age17. According to 
the guidelines of the Brazilian Ministry of Health, this popula-
tion would not be subjected to screening tests18. 

At the time of diagnosis, 71% of cases had a >5-cm tumor, and 
70% had a clinically compromised axilla. Almost half of the cases 
(43%) were classified as staging IIIA, followed by 26% IIB, and 
19% IIIB, with NACT being adopted with purpose of operability 
and to increase conservative surgical procedures. These findings 

demonstrate the delay in diagnosis, probably caused by the dif-
ficulty of access to screening tests and delay in diagnosis in the 
public sector. These findings are similar to those described in 
another oncological center of national reference19. 

According to the immunohistochemical profile, a predomi-
nance of aggressive HER2+ (26.6%) and TN (34.6%) subtypes 
were observed, which differ from the normal distribution of 
the population with breast cancer described in other Brazilian 
series, according to which the Luminal subtypes predominate 
with 57.9%; overexpression of HER2 with 17.6%; and triple-neg-
ative with 24.2%20. This fact can be justified by the selection of 
locally advanced breast cancer patients. 

This is a retrospective study, conducted over a long period of 
time (17 years). This fact could arise a methodological difficulty 
due to changes in the protocols considered.  Nevertheless, due 
to the difficulty in technological incorporation, there was no 
major change in the adopted regimen of neoadjuvant therapy.

A 9% pCR was observed, which is well below the value cur-
rently reported in the international literature, but compatible 
with the report of other Brazilian series21,22. HER2+ tumors were 
not treated with neoadjuvant trastuzumab achieving a 12% 
response, whereas in the literature on dual inhibitor, a response 
of up to 60% was obtained11,12. Thus, these patients shall also 
present a lower response of overall and disease-free survival, as 
pCR has been confirmed as an intermediate marker capable of 
predicting survival23. 

Currently, the evaluation of the residual tumor according to 
the methodology suggested by M. D. Anderson is considered the 
most employed method in the literature24. However, considering 
that this is a long-term retrospective study, with difficulties in 
obtaining and reviewing the anatomopathological tests of the 
surgical specimens, the pathologic complete response was con-
sidered as the absence of an invasive tumor in the breast and 
lymph nodes. 

Although the pCR is lower than that reported in the literature, 
most patients obtained a partial response and almost all patients 
were able to perform the surgery (99%). In 21 patients (15.7%), it 
was possible to perform conservative surgery and search for sen-
tinel lymph nodes, avoiding axillary dissection. Unfortunately, the 
actual assessment of axillary downstaging was difficult to docu-
ment, as patients did not perform histopathological or cytologi-
cal analysis of the pre-NACT lymph node. Of 93 patients (69.9%) 
with clinically palpable axillary lymph nodes, at the beginning 
of the study, 52 (39%) had a negative axilla according to the his-
topathological examination. 

HER2-positive patients (positive FISH or IHC [immunohisto-
chemistry] 3+) have a proven benefit of combined chemotherapy 
treatment with anti-HER2 therapy. Studies evaluating the role 
of adding trastuzumab to chemotherapy have shown increased 
pCR and increased survival10. Subsequently, new inhibitors of 
the HER2 pathway, such as lapatinib, tyrosine kinase inhibitor 

Table 2. Surgical treatment of the breast and axilla.

Total  
(%)

HER2  
(%)

Luminal 
subtypes  

(%)

TN  
(%)

Surgical treatment of the breast

Conservative 
surgery

33 (25) 10 (30) 12 (36) 11 (34)

Radical surgery 99 (74) 22 (22) 46 (46) 31 (32)

Not performed 1 (1) 1 (100) 0 (0) 0 (0)

Surgical treatment of the axilla

Sentinel lymph 
node biopsy

41 (31) 11 (27) 17 (41) 13 (32)

Lymphadenectomy 88 (66) 21 (24) 39 (44) 28 (32)

Not performed 4 (3) 1 (25) 2 (50) 1 (25)

Histopathology of the axilla (SL and lymphadenectomy)

Negative lymph 
node

52 (39) 15 (29) 16 (31) 21 (40)

Positive lymph 
node

74 (56) 17 (23) 38 (51) 19 (26)

Not evaluated 7 (5) 1 (14) 4 (57) 2 (29)

TOTAL 133 33 58 42

Pathologic complete response – pCR

Yes 12 (9) 4 (33) 2 (17) 6 (50)

No 113 (85) 26 (23) 54 (48) 33 (29)

Not evaluated 8 (6) 3 (37) 2 (26) 3 (37)

TOTAL 133 33 58 42

HER2: human epidermal growth factor receptor 2; TN: triple-negative; 
SL: sentinel lymph node; pCR: pathologic complete response.
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(NEO-ALTO)11, and pertuzumab (NeoSphere)12, were tested alone 
and combined with chemotherapy, and showed a pCR benefit in 
relation to HER2 dual inhibitor. Thus, most international guide-
lines recommend the use of trastuzumab and pertuzumab, pref-
erably in an anthracycline-free regimen, to avoid cardiotoxic-
ity25,26 as a neoadjuvant therapy for patients with HER2-positive 
tumors greater than 2 cm27. 

In TN and HER2 amplified patients, NACT has been early 
indicated, in tumors larger than 1 cm and 2 cm respectively, or 
positive axilla, as these tumors are quite aggressive and have 
good response to chemotherapy. In addition, the adoption of 
NACT to these patients is intended to guide adjuvant treatment, 
as recent randomized and prospective studies demonstrate 
the benefit of survival with the use of capecitabine in TN28 and 
Trastuzumab emtansine (T-DM1) in HER229 in patients with 
residual disease.

The standard treatment of neoadjuvant chemotherapy for TN 
patients remains anthracyclines and taxanes, with the still con-
troversial addition of platinum, antiangiogenic therapy, poly (ADP-
ribose) polymerase inhibitors (PARP), and immunotherapy30,31.

Neoadjuvant chemotherapy based on anthracyclines and tax-
anes remains the standard therapy adopted in SUS. Trastuzumab 
was approved by SUS in 2013 for use in initial breast cancer, in 
adjuvant and neoadjuvant treatments. However, to date, its use has 
not been adequately incorporated due to difficulties in the immu-
nohistochemistry test of HER2 or in the acquisition of the drug. 

CONCLUSION
This research enabled the identification of clinicopathologic char-
acteristics and outcome of patients who received neoadjuvant 
chemotherapy in a public university service. A predominance 
of tumors larger than 5.0 cm and positive axilla was verified, 
reinforcing the need for public health policies aimed at consoli-
dating the national breast cancer screening program as well as 
ensuring timely treatment for diagnosed cases. 

The data somewhat reflect the difficulty that the public sec-
tor encounters to perform the appropriate treatment or that rec-
ommended by international guidelines. The authors expect that 
this article, by analyzing the profile and the adopted treatment, 
in real cases and in a public university institution, can contrib-
ute to the improvement of breast cancer treatment in Brazil. 

AUTHORS’ CONTRIBUTION
L.C.B.A.: conceptualization, data curation, formal analysis, inves-
tigation, methodology, project administration, supervision, vali-
dation, visualization, writing – original draft, writing – review 
& editing; M.F.D.G.: conceptualization, data curation, formal 
analysis, investigation, methodology, project administration, 
supervision, validation, visualization, writing – original draft, 
writing – review & editing; A.H.P.C.C.: formal analysis, supervi-
sion, visualization, writing – review & editing; N.H.S.C.: formal 
analysis, supervision, visualization, writing – review & editing

1.	 Instituto Nacional de Câncer José Alencar Gomes da Silva. 
Estimativa 2020: incidência de câncer no Brasil / Instituto 
Nacional de Câncer José Alencar Gomes da Silva [internet]. 
[cited on Oct. 13, 2020]. Available at: https://www.inca.gov.br/
sites/ufu.sti.inca.local/files//media/document//estimativa-
2020-incidencia-de-cancer-no-brasil.pdf.

2.	 Amin MB, Edge SB, Greene FL, Compton CC, Gershenwald 
JE, et al (Eds.). AJCC Cancer Staging Manual. 8th ed. Chicago: 
Springer;2018.

3.	 Fisher B, Bryant J, Wolmark N, Mamounas E, Brown A, et al. 
Effect of preoperative chemotherapy on the outcome of women 
with operable breast cancer. J Clin Oncol. 1998;16(8):2672-85. 
https://doi.org/10.1200/JCO.1998.16.8.2672

4.	 Hortobagyi GN, Ames FC, Buzdar AU, Kau SW, McNeese 
MD, et  al. Management of stage III primary breast cancer 
with primary chemotherapy, surgery, and radiation therapy. 
Cancer. 1988;62(12):2507-16. https://doi.org/10.1002/1097-
0142(19881215)62:12<2507::AID-CNCR2820621210>3.0.CO;2-D

5.	 Buzdar AU, Singletary SE, Theriault RL, Booser DJ, Valero V, 
et al. Prospective evaluation of paclitaxel versus combination 
chemotherapy with fluorouracil, doxorubicin, and 
cyclophosphamide as neoadjuvant therapy in patients with 
operable breast cancer. J Clin Oncol. 1999;17(11):3412-7. https://
doi.org/10.1200/JCO.1999.17.11.3412

REFERENCES

6.	 Fumoleau P, Tubiana-Hulin M, Romieu G, Namer M, Delva R, 
et al. A randomized phase II study of 4 or 6 cycles of adriamycin/
taxol®(paclitaxel)as neoadjuvant treatment of breast cancer. 
Abstracts of the 24th Annual San Antonio Breast Cancer 
Symposium. San Antonio, Texas, USA. December 10-13, 2001. 
Breast Cancer Res Treat. 2001;69(3):209-325. PMID: 11762328.

7.	 Miller KD, McCaskill-Stevens W, Sisk J, Loesch DM, Monaco F, 
et al. Combination versus sequential doxorubicin and docetaxel 
as primary chemotherapy for breast cancer: a randomized 
pilot trial of the Hoosier Oncology Group. J Clin Oncol. 
1999;17(10):3033-7. https://doi.org/10.1200/JCO.1999.17.10.3033

8.	 von Minckwitz G, Raab G, Caputo A, Schütte M, Hilfrich J, et al. 
Doxorubicin with Cyclophosphamide followed by Docetaxel 
every 21 days Compared with Doxorubicin and Docetaxel 
every 14 days as preoperative treatment in operable breast 
cancer: The Geparduo Study of the German Breast Group. 
J Clin Oncol. 2005;23(12):2676-85. https://doi.org/10.1200/
JCO.2005.05.078

9.	 Bear HD, Anderson S, Brown A, Smith R, Mamounas EP, 
et  al. The effect on tumor response of adding sequential 
preoperative docetaxel to preoperative doxorubicin and 
cyclophosphamide: preliminary results from National Surgical 
Adjuvant Breast and Bowel Project Protocol B-27. J Clin Oncol. 
2003;21(22):4165‑74. https://doi.org/10.1200/JCO.2003.12.005

https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//estimativa-2020-incidencia-de-cancer-no-brasil.pdf
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//estimativa-2020-incidencia-de-cancer-no-brasil.pdf
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//estimativa-2020-incidencia-de-cancer-no-brasil.pdf
https://doi.org/10.1200/JCO.1998.16.8.2672
https://doi.org/10.1002/1097-0142(19881215)62:12<2507::AID-CNCR2820621210>3.0.CO;2-D
https://doi.org/10.1002/1097-0142(19881215)62:12<2507::AID-CNCR2820621210>3.0.CO;2-D
https://doi.org/10.1200/JCO.1999.17.11.3412
https://doi.org/10.1200/JCO.1999.17.11.3412
https://doi.org/10.1200/JCO.1999.17.10.3033
https://doi.org/10.1200/JCO.2005.05.078
https://doi.org/10.1200/JCO.2005.05.078
https://doi.org/10.1200/JCO.2003.12.005
https://doi.org/10.1002/1097-0142(19881215)62:12<2507::AID-CNCR2820621210>3.0.CO;2-D


6

Amendola LCB, Gaui MFD, Carneiro AHPC, Canedo NHS

Mastology 2021;31:e20200076

10.	 Petrelli F, Borgonovo K, Cabiddu M, Ghilardi M, Barni S. 
Neoadjuvant chemotherapy and concomitant trastuzumab 
in breast cancer: a pooled analysis of two randomized trials. 
Anticancer Drugs. 2011;22(2):128-35. https://doi.org/10.1097/
cad.0b013e32834120aa

11.	 Baselga J, Bradbury I, Eidtmann H, Di Cosimo S, Aura C, et  al. 
First results of the neoaltto trial (big 01-06 / egf 106903): a phase 
III, randomized, open label, neoadjuvant study of lapatinib, 
trastuzumab, and their combination plus paclitaxel in women with 
her2-positive primary breast cancer. Cancer Res. 2010;70(24):S3-3. 
https://doi.org/10.1158/0008-5472.SABCS10-S3-3

12.	 Gianni L, Pienkowski T, Im YH, Tseng LM, Liu MC, et al. 5-year 
analysis of neoadjuvant pertuzumab and trastuzumab in 
patients with locally advanced, inflammatory, or early-stage 
HER2-positive breast cancer (NeoSphere): a multicentre, open-
label, phase 2 randomised trial. Lancet Oncol. 2016;17(6):791-
800. https://doi.org/10.1016/S1470-2045(16)00163-7

13.	 Rastogi P, Anderson SJ, Bear HD, Geyer CE, Kahlenberg MS, 
et al. Preoperative chemotherapy: updates of national surgical 
adjuvant breast and bowel project protocols B-18 and B-27. 
J Clin Oncol. 2008;26(5):778-85. https://doi.org/10.1200/
JCO.2007.15.0235.

14.	 von Minckwitz G, Untch M, Blohmer JU, Costa SD, Eidtmann 
H, et al. Definition and impact of pathologic complete response 
on prognosis after neoadjuvant chemotherapy in various 
intrinsic breast cancer subtypes. J Clin Oncol. 2012;30(15):1796-
804. https://doi.org/10.1200/JCO.2011.38.8595.

15.	 Roché H, Fumoleau P, Spielmann M, Canon JL, Delozier T, 
et  al. Sequential adjuvant epirubicin-based and docetaxel 
chemotherapy for node-positive breast cancer patients: the 
FNCLCC PACS 01 Trial. J Clin Oncol. 2006;24(36):5664-71. 
https://doi.org/10.1200/JCO.2006.07.3916. 

16.	 Instituto Nacional de Câncer José Alencar Gomes da Silva. 
Informação dos registros hospitalares de câncer como 
estratégia de transformação: perfil do Instituto Nacional de 
Câncer José Alencar Gomes da Silva em 25 anos/Instituto 
Nacional de Câncer José Alencar Gomes da Silva. [internet]. 
[cited on Oct. 13, 2020]. Available at: https://www.inca.gov.br/
sites/ufu.sti.inca.local/files//media/document//informacao-
dos-registros-hospitalares-de-cancer-como-estrategia-de-
transformacao.pdf

17.	 Simon SD, Bines J, Werutsky G, Nunes JS, Pacheco FC, et  al. 
Characteristics and prognosis of stage I-III breast cancer 
subtypes in Brazil: the AMAZONA retrospective cohort study. 
Breast. 2019;44:113-9. https://doi.org/10.1016/j.breast.2019.01.008

18.	 Instituto Nacional de Câncer José Alencar Gomes da Silva. 
Confira as recomendações do Ministério da Saúde para o 
rastreamento do câncer de mama: mamografia de rotina deve 
ser feita entre os 50 e os 69 anos, a cada dois anos. [internet]. 
[cited on Dec. 24, 2020]. Available at: https://www.inca.gov.
br/noticias/confira-recomendacoes-do-ministerio-da-saude-
para-o-rastreamento-do-cancer-de-mama 

19.	 Andrade DAP, Zucca-Matthes G, VIEIRA RAC, Andrade 
CTAE, Costa AM, et al. Quimioterapia neoadjuvante e resposta 
patológica: coorte retrospectiva. Einstein. 2013;11(4):446-50. 
https://doi.org/10.1590/S1679-45082013000400007

20.	 Cintra JRD, Teixeira MTB, Diniz RW, Gonçalves Junior H, Florentino 
TM, et al. Perfil imuno-histoquímico e variáveis clinicopatológicas 
no câncer de mama. Rev Assoc Med Bras. 2012;58(2):178-87. 
https://doi.org/10.1590/S0104-42302012000200013

21.	 Pessoa EC, Rodrigues JR, Michelin O, De Luca HV, Kamiya 
CP, et  al. Avaliação da resposta à quimioterapia primária 
em amostra de mulheres brasileiras com tumores de mama 
localmente avançados. Rev Bras Ginecol Obstet. 2007;29(1):18-
26. https://doi.org/10.1590/S0100-72032007000100004

22.	 Bines J, Small IA, Sarmento R, Kestelman F, Silva S, et  al. 
Does the Sequence of Anthracycline and Taxane Matter? The 
NeoSAMBA Trial. Oncologist. 2020;25(9):758-64. https://doi.
org/10.1634/theoncologist.2019-0805.

23.	 Cortazar P, Zhang L, Untch M, Mehta K, Costantino JP, 
et  al. Pathological complete response and long-term clinical 
benefit in breast cancer: the CTNeoBC pooled analysis. 
Lancet. 2014;384(9938):164-72. https://doi.org/10.1016/S0140-
6736(13)62422-8

24.	 Symmans WF, Peintinger F, Hatzis C, Rajan R, Kuerer H, et al. 
Measurement of residual breast cancer burden to predict 
survival after neoadjuvant chemotherapy. J Clin Oncol. 
2007;25(28):4414-22. https://doi.org/10.1200/JCO.2007.10.6823.

25.	 Schneeweiss A, Chia S, Hickish T, Harvey V, Eniu A, et  al. 
Pertuzumab plus trastuzumab in combination with standard 
neoadjuvant anthracycline-containing and anthracycline-
free chemotherapy regimens in patients with HER2-positive 
early breast cancer: a randomized phase II cardiac safety 
study (TRYPHAENA). Ann Oncol. 2013;24(9):2278-84. https://
doi.org/2278-84. 10.1093/annonc/mdt182

26.	 Slamon D, Eiermann W, Robert N, Pienkowski T., Martin M, 
et al. Adjuvant trastuzumab in HER2-positive breast cancer. 
N Engl J Med. 2011;365:1273-83. https://doi.org/10.1056/
NEJMoa0910383 

27.	 Cardoso F, Kyriakides S, Ohno S, Penault-Llorca F, Poortmans 
P, et al. Early breast cancer: esmo clinical practice guidelines. 
Ann Oncol. 2019;30(8):1194-1220. https://doi.org/10.1093/
annonc/mdz173

28.	 Masuda N, Lee SJ, Ohtani S, Young-Hyuck I, Eun-Sook L, et al. 
Adjuvant capecitabine for breast cancer after preoperative 
chemotherapy. N Engl J Med. 2017;376(22):2147-59. https://doi.
org/10.1056/NEJMoa1612645

29.	 von Minckwitz G, Huang CS, Mano MS, Loibl S, Mamounas 
EP, et al. Trastuzumab emtansine for residual invasive her2-
positive breast cancer. N Engl J Med. 2019;380(7):617-28. 
https://doi.org/10.1056/NEJMoa1814017

30.	 Denduluri N, Somerfield MR, Chavez-MacGregor M, 
Comander AH, Dayao Z, et al. Selection of Optimal Adjuvant 
Chemotherapy and Targeted Therapy for Early Breast Cancer: 
ASCO Guideline Update. J Clin Oncol. 2020;38:1-11. https://doi.
org/10.1200/JCO.20.02510

31.	 Amorim G, Tavares M, Sahade M, Reinert T. Mama: doença 
localizada -neoadjuvância. [internet]. [cited on Dec. 26, 2020]. 
Available at: https://www.sboc.org.br/images/diretrizes/
lote-8/Diretr izes%20SBOC%202020%20-%20Mama%20
neoadjuvante%20p%C3%B3s-sugest%C3%B5es.pdf 

© 2021 Brazilian Society of Mastology 
This is an open access article distributed under the terms of the Creative Commons license.

https://doi.org/10.1097/cad.0b013e32834120aa
https://doi.org/10.1097/cad.0b013e32834120aa
https://doi.org/10.1158/0008-5472.SABCS10-S3-3
https://do﻿i.org/10.1016/S1470-2045(16)00163-7
https://doi.org/10.1200/JCO.2007.15.0235
https://doi.org/10.1200/JCO.2007.15.0235
https://doi.org/10.1200/JCO.2011.38.8595
https://doi.org/10.1200/JCO.2006.07.3916
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//informacao-dos-registros-hospitalares-de-cancer-como-estrategia-de-transformacao.pdf
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//informacao-dos-registros-hospitalares-de-cancer-como-estrategia-de-transformacao.pdf
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//informacao-dos-registros-hospitalares-de-cancer-como-estrategia-de-transformacao.pdf
https://www.inca.gov.br/sites/ufu.sti.inca.local/files//media/document//informacao-dos-registros-hospitalares-de-cancer-como-estrategia-de-transformacao.pdf
https://doi.org/10.1016/j.breast.2019.01.008
https://www.inca.gov.br/noticias/confira-recomendacoes-do-ministerio-da-saude-para-o-rastreamento-do-cancer-de-mama
https://www.inca.gov.br/noticias/confira-recomendacoes-do-ministerio-da-saude-para-o-rastreamento-do-cancer-de-mama
https://www.inca.gov.br/noticias/confira-recomendacoes-do-ministerio-da-saude-para-o-rastreamento-do-cancer-de-mama
https://doi.org/10.1590/S1679-45082013000400007
https://doi.org/10.1590/S0104-42302012000200013
https://doi.org/10.1590/S0100-72032007000100004
https://doi.org/10.1634/theoncologist.2019-0805
https://doi.org/10.1634/theoncologist.2019-0805
https://doi.org/10.1016/S0140-6736(13)62422-8
https://doi.org/10.1016/S0140-6736(13)62422-8
https://doi.org/10.1200/JCO.2007.10.6823
https://doi.org/2278-84
https://doi.org/2278-84
https://doi.org/10.1056/NEJMoa0910383
https://doi.org/10.1056/NEJMoa0910383
https://doi.org/10.1093/annonc/mdz173
https://doi.org/10.1093/annonc/mdz173
https://doi.org/10.1056/NEJMoa1612645
https://doi.org/10.1056/NEJMoa1612645
https://doi.org/10.1056/NEJMoa1814017
https://doi.org/10.1200/JCO.20.02510
https://doi.org/10.1200/JCO.20.02510
https://www.sboc.org.br/images/diretrizes/lote-8/Diretrizes%20SBOC%202020%20-%20Mama%20neoadjuvante%20p%C3%B3s-sugest%C3%B5es.pdf
https://www.sboc.org.br/images/diretrizes/lote-8/Diretrizes%20SBOC%202020%20-%20Mama%20neoadjuvante%20p%C3%B3s-sugest%C3%B5es.pdf
https://www.sboc.org.br/images/diretrizes/lote-8/Diretrizes%20SBOC%202020%20-%20Mama%20neoadjuvante%20p%C3%B3s-sugest%C3%B5es.pdf

