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Introduction

Neoadjuvant systemic therapy (NST) has historically been 
used in women with inoperable breast cancer to decrease 
tumor size and improve the feasibility of surgical resection 
(1,2). In the modern era, NST is increasingly utilized in 
patients with operable disease to downstage the primary 
tumor and increase eligibility for breast-conserving surgery 
(BCS). Ideally suited patients for downstaging are those 
with large unifocal tumors, in whom a decrease in tumor 
volume is sufficient to avoid mastectomy. Reducing the 
extent of breast surgery is an important priority for many 

patients, particularly older patients who are at increased 
risk of functional decline after mastectomy (3). Options for 
surgical downstaging include neoadjuvant chemotherapy 
(NAC) and neoadjuvant endocrine therapy (NET), although 
utilization of NET remains limited (4). Initial trials focused 
on the overall benefit of NAC for all early-stage breast 
cancer patients, as understanding of tumor biology, receptor 
status, and response to therapy was limited, and as systemic 
therapy regimens across all receptor subtypes was uniform 
(5-7). Subsequent understanding of different molecular 
subtypes of breast cancer resulted in tailoring of systemic 
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therapies in the adjuvant and neoadjuvant setting, as well as 
in the introduction of targeted therapies. In addition, the 
emergence of genomic assays for patients with hormone 
receptor positive (HR+)/human epidermal growth factor 
receptor 2 negative (HER2−) breast cancer has allowed for 
discrimination of “low-risk” subsets that do not benefit from 
chemotherapy (8,9), rendering consideration of NAC in 
these subsets obsolete. In this review article, we will address 
the evolution of response rates in the breast with NAC over 
time, assess conversion rates to BCS with NAC and NET 
in the modern era with a focus on patient selection based 
on response, report the oncologic safety of downstaging, 
address ongoing areas of controversy in patients who 
downstage, and discuss whether omission of breast surgery 
after NST is an important research priority.

Rates of BCS with NAC in the pre-trastuzumab 
era

The initial randomized trials comparing NAC to adjuvant 
chemotherapy were performed to assess whether a survival 
benefit was seen with the introduction of early systemic 
therapy. A patient-level meta-analysis of 10 randomized 
trials conducted between 1983 and 2002 comparing 
NAC to adjuvant chemotherapy showed no difference in 
distant recurrence, breast cancer mortality, or death from 
any cause between patients receiving NAC compared to 
adjuvant chemotherapy. However, patients receiving NAC 
had a significantly higher rate of BCS (65%) compared 
to those who had upfront surgery followed by adjuvant 
chemotherapy (49%) (5), demonstrating a potential surgical 
advantage to NAC. Notably, BCS-eligibility at presentation 
for patients included in the meta-analysis was unknown, 
and therefore the benefit of NAC for downstaging to 
BCS was likely underestimated from these trials. The 
European Organization for Research and Treatment of 
Cancer (EORTC) 10902 and National Surgical Adjuvant 
Breast and Bowel Project (NSABP) B-18 trials specifically 
examined BCS conversion rates with use of non-taxane-
based NAC regimens in patients with operable disease felt 
to require mastectomy, and demonstrated conversion rates 
of 23–27% (6,7). As these studies were conducted in the 
pre-trastuzumab era with limited knowledge of receptor 
status and somewhat older chemotherapy regimens, they 
underestimate BCS conversion rates in patients receiving 
modern systemic chemotherapy regimens.

Rates of BCS and avoidance of mastectomy 
after NAC in the modern era

Over the years, the understanding that tumor biology and 
receptor subtype result in a differential tumor response 
to NAC (10,11) has allowed for identification of tumor 
subtypes that will benefit most from NAC for downstaging 
in the breast. Specifically, the American College of 
Surgeons Oncology Group (ACOSOG) Z1071 trial, a 
single-arm, prospective multicenter trial designed to assess 
the false-negative rate (FNR) of sentinel lymph node 
biopsy (SLNB) in clinically node-positive patients after 
NAC, retrospectively assessed rates of breast pathologic 
complete response (pCR) and BCS by receptor subtype. 
Among 694 eligible patients, rates of breast pCR were 
higher in patients with triple-negative and HER2 positive 
(HER2+) breast cancer (48% and 50%, respectively), 
compared with HR+/HER2− cancer (16%, P<0.0001). 
Rates of BCS were similarly higher in patients with triple-
negative and HER2+ cancers (47% and 43%, respectively) 
than in HR+/HER2 − cancer (35%, P=0.019) (10) , 
highlighting the impact of receptor subtype on response 
and surgical procedure. Importantly, BCS-eligibility at 
presentation and at the completion of NAC was unknown 
in this retrospective analysis, limiting understanding of 
receptor subtype on downstaging. More recent phase III 
randomized neoadjuvant trials, including the Cancer and 
Leukemia Group B (CALGB) 40601, CALGB 40603, 
and BrighTNess trials specifically examined conversion 
rates from BCS-ineligible to BCS-eligible in patients with 
triple-negative and HER2+ breast cancer (Table 1) (12-14). 
Collectively, these trials showed rates of conversion to BCS-
eligibility of 42–53% with the use of NAC—significantly 
higher than the rates of conversion reported in the historic 
NAC trials. Because these studies included patients with 
clinical T4 and multicentric disease at presentation, factors 
traditionally considered ineligible for surgical downstaging, 
rates of conversion to BCS in patients with a large tumor 
size relative to breast size are unknown from these studies.

A single-institution study from Memorial Sloan Kettering 
Cancer Center (MSKCC; New York, NY, USA) specifically 
examined rates of conversion to BCS in patients considered 
BCS-ineligible because of a large tumor size relative to 
breast size (15). From November 2013 to March 2019, 1,328 
consecutively treated patients with stage I–III breast cancer 
who received NAC followed by surgery were identified. 



Translational Breast Cancer Research, 2024 Page 3 of 10

© Translational Breast Cancer Research. All rights reserved.   Transl Breast Cancer Res 2024 | https://dx.doi.org/10.21037/tbcr-23-50

Table 1 Rates of conversion to BCS-eligibility in HER2+ and triple-negative breast cancer patients receiving modern NAC regimens

Study N Receptor status Conversion to BCS-eligibility BCS attempted BCS successful

CALGB 40601 (12) 171 HER2+ 43% 67% 80%

CALGB 40603 (13) 185 Triple-negative 42% 68% 91%

BrighTNess (14) 141 Triple-negative 53% 56% –

BCS, breast-conserving surgery; HER2+, human epidermal growth factor receptor 2 positive; NAC, neoadjuvant chemotherapy; CALGB, 
Cancer and Leukemia Group B.

Table 2 Randomized trials of NAC and NET comparing clinical response rates and BCS rates

Study N
Clinical response rate BCS rate

NET NAC P value NET NAC P value

Semiglazov (16) 239 65% 64% >0.5 33% 24% 0.058

GEICAM/2006-03 (17) 95 48% 66% 0.075 56% 47% 0.24

NEOCENT (18) 44 91% 77% 0.32 68% 55% NR

NAC, neoadjuvant chemotherapy; NET, neoadjuvant endocrine therapy; BCS, breast-conserving surgery; NR, not reported.

The treating surgeon prospectively assessed BCS-eligibility 
pre- and post-NAC. Overall, 982 patients were considered 
BCS-ineligible; patients with multicentric or cT4 disease, 
or other contraindications to downstaging, were excluded. 
Overall, 600 patients were BCS-ineligible because of a 
large tumor size relative to breast size and comprised the 
study cohort. Of the 600 patients, 75% (n=450) became 
BCS-eligible with the use of NAC, with the highest rates 
of conversion in patients with triple-negative (84%) and 
HER2+ breast cancer (79%) compared with HR+/HER2− 
breast cancer (62%, P<0.001). Of the 450 BCS-eligible 
patients, 308 (68%) chose BCS, which was successful in 
93% (n=285) of patients. Overall, 48% of patients with a 
large tumor size avoided mastectomy with the use of NAC, 
providing evidence of a significant clinical benefit to NAC 
for downstaging across all receptor subtypes. A significant 
contributor to the success of NAC in the breast is that, 
unlike the axilla in which a nodal pCR is required to avoid 
axillary lymph node dissection (ALND), a breast pCR is not 
required for avoidance of mastectomy. This is highlighted 
by the observation that rates of breast pCR were lower (28%) 
than rates of conversion to BCS-eligibility (75%), and that 
70% of patients who did not achieve breast pCR became 
BCS-eligible with the use of NAC (15).

HR+/HER2− breast cancer: NAC vs. NET

While the MSKCC study demonstrated a BCS-conversion 

rate of >60% in patients with HR+/HER2− breast cancer 
selected for NAC, the emergence of genomic assays to 
inform prognosis and predict chemotherapy benefit has 
allowed for identification of “low-risk” subsets that do 
not benefit from systemic chemotherapy in the adjuvant 
or neoadjuvant setting. The Trial Assessing Individual 
Options for Treatment (TAILORx) and A Clinical Trial RX 
for Positive Node, Endocrine Responsive Breast Cancer 
(RxPONDER) trials demonstrated no additional invasive 
disease-free survival (DFS) benefit with chemotherapy 
vs.  endocrine therapy alone for node-negative and 
postmenopausal node-positive patients with 1–3 positive 
axillary nodes and a recurrence score (RS) ≤25 (8,9). For 
this population of patients who derive no known oncologic 
benefit from systemic chemotherapy, NAC would not be 
indicated solely for the purpose of downstaging the breast. 
NET is a less-toxic alternative that can also be used to 
facilitate breast conservation, although its use remains 
limited in clinical practice (4). Three randomized trials 
have compared clinical response rates and BCS rates in 
patients with HR+/HER2− breast cancer treated with NAC 
vs. NET, demonstrating similar clinical response rates and 
BCS rates between the two treatment arms (Table 2) (16-18). 
These studies were included in a study-level meta-analysis 
of 20 randomized trials and 3,490 patients; in the three 
randomized trials comparing NAC and NET, there was no 
difference in clinical response rate [odds ratio (OR), 1.08; 
95% confidence interval (CI): 0.5–2.35; P=0.85] but there 
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was a trend toward higher BCS rates (OR, 0.65; 95% CI: 
0.41–1.03; P=0.07), slightly favoring neoadjuvant endocrine 
monotherapy (19).

HR+/HER2− breast cancer: BCS conversion rates 
with NET

Evidence suggests that rates of conversion to BCS with 
NET among patients with HR+/HER2− breast cancer 
deemed BCS-ineligible at presentation are similar to rates 
of conversion observed with NAC. ACOSOG Z1031 was 
a randomized phase II neoadjuvant trial of patients with 
stage II–III HR+/HER2− cancer comparing clinical response 
to 16–18 weeks of letrozole vs. anastrozole vs. exemestane. 
In the study, 159 patients were considered “mastectomy 
candidates” at presentation; overall, 51% became BCS-
eligible with NET (20). A retrospective study from MSKCC 
specifically examined downstaging rates with NET in 
patients considered BCS-ineligible because of a large tumor 
size relative to breast size. In this cohort of 47 patients 
treated with physician choice NET for a median duration of  
4.9 months, a striking 77% of patients converted to BCS-
eligibility, higher than the conversion rate with NAC (21), 
demonstrating the clinical efficacy of NET for downstaging 
in patients with HR+/HER2− breast cancer.

Preferred endocrine therapy and optimal 
duration for surgical downstaging in the breast

Three randomized trials and a pooled analysis of seven 
trials comparing aromatase inhibitors (AIs) and tamoxifen 
have demonstrated superior efficacy of AIs compared to 
tamoxifen for downstaging the breast in postmenopausal 
HR+ patients (19,22-24). The P024, IMPACT, and ProACT 
trials randomized postmenopausal women with HR+/
HER2− breast cancer in whom mastectomy was planned, 
to neoadjuvant AIs vs. tamoxifen and demonstrated a 
significantly higher conversion rate to BCS with AIs across 

all three studies (43–46%) compared with tamoxifen 
(22–35%) (Table 3) (22-24)—supporting the use of AIs as 
the preferred NET for downstaging. The optimal length of 
treatment with NET to facilitate BCS is not standardized; 
however, most studies have shown that longer duration of 
NET is associated with higher rates of conversion to BCS 
(4,25-27). Early NET studies employed 3–4 months of 
preoperative therapy that mirrored the standard duration 
for NAC (22,23,28). Results of prospective trials from 
the United Kingdom and the Netherlands indicate that 
treatment for a minimum of 6 months correlates with a 
BCS rate of approximately 70%, and that objective response 
rates can increase for up to 12 months of treatment (25,27). 
A population-based study using the National Cancer 
Database (NCDB) evaluated real-world utilization of 
NET in patients with stage II–III HR+ breast cancer. In 
the 6,584 patients who were treated with NET, there was a 
dose-response relationship between duration of endocrine 
therapy and odds of BCS, with longer duration of therapy 
associated with higher odds of BCS [OR, 0.69 (95% CI: 
0.62–0.77) for 1–3 months; OR, 1.59 (95% CI: 1.46–1.73) 
for 3–6 months; OR, 1.85 (95% CI: 1.67–2.05) for 6– 
12 months; OR, 2.37 (95% CI: 1.86–3.02) for 12–24 months 
of therapy]. Importantly, while the majority of patients 
exhibited a clinical response to NET, approximately 20% 
of patients had disease progression (4), emphasizing the 
importance of close clinical follow-up to assess response. 
In patients who exhibit progression, early identification is 
critical to enable prompt intervention with either surgical 
intervention or modification of systemic therapy.

Oncologic safety of BCS after NET

Until recently, there have been limited data on the 
oncologic safety of NET, particularly among patients who 
downstage from mastectomy to BCS. The ACOSOG 
Z1031 randomized phase II neoadjuvant trial, which 
assessed clinical response to letrozole vs. anastrozole vs. 

Table 3 Rates of conversion to BCS with neoadjuvant AIs vs. tamoxifen in randomized trials

Study Mastectomy planned
Post-treatment BCS rate

P value
AI Tamoxifen

P024 (22) 337 45% 35% 0.022

IMPACT (23) 124 46% 22% 0.03

PROACT (24) 314 43% 31% 0.04

BCS, breast-conserving surgery; AI, aromatase inhibitor.
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exemestane in patients with cT2–4N0–3 HR+ invasive breast 
cancer, published long-term locoregional recurrence data 
in patients treated with NET (29). Overall, 509 patients 
completed 16–18 weeks of AIs followed by surgery and were 
included in the analysis; 342 (67%) had BCS, of whom 114 
(22%) were initially mastectomy candidates and downstaged 
to BCS. There were 12 locoregional recurrence events 
[seven local recurrence (LR), four regional recurrence, and 
one regional recurrence concurrent with a second primary 
cancer], with only two events occurring in patients who 
downstaged. The 5-year locoregional recurrence rate was 
1.53% (95% CI: 0.7–3.0%), supporting the safety of BCS 
after NET.

Oncologic safety of BCS after NAC

For patients receiving NAC, the Early Breast Cancer 
Trialists’ Collaborative Group (EBCTCG) patient-level 
meta-analysis raised concerns regarding the oncologic safety 
of BCS after NAC, as the meta-analysis demonstrated a 
significant 5.5% increase in LR in patients receiving NAC 
compared to upfront surgery [15-year LR rate 21.4% (NAC) 
vs. 15.9% (upfront surgery), P=0.0001] (5). This difference 
in LR was not solely attributed to the trials in which surgery 
was not performed after NAC. When including only the 
eight trials in which surgery was commonly performed 
after NAC, there remained a significant 3.2% increase in 
LR after NAC [10-year LR rate 15.1% (NAC) vs. 11.1% 
(upfront surgery), P=0.010]. Given the higher proportion 
of patients treated with BCS in the NAC group (65%) 
compared to the upfront surgery group (49%), this raised 
concerns about the safety of BCS after NAC, and the 
possibility that the increase in LR was secondary to the 
patients who downstaged from mastectomy to BCS with 
NAC. Importantly, the trials included in this meta-analysis 
pre-dated targeted systemic therapies and contemporary 
pathologic, radiologic, and surgical techniques, which could 
also account for the observed differences in LR.

Addressing this clinical area of uncertainty, Mamtani et al. 
utilized a prospective neoadjuvant database at MSKCC to 
compare LR rates between BCS-eligible patients and BCS-
ineligible patients who downstage with modern systemic 
NAC regimens (30). Importantly, BCS-eligibility was 
prospectively assessed by the treating surgeon pre- and post-
NAC. From May 2014 to December 2018, 1,136 patients 
with cT1–3 breast cancer received NAC. Of these, 243 
were BCS-eligible prior to NAC and underwent BCS, 282 
were BCS-ineligible, downstaged, and chose BCS, and 160 

were BCS-ineligible, downstaged, and chose mastectomy. 
The mastectomy group was used as a comparator group to 
assess whether BCS-ineligible patients at presentation, in 
general, have a higher risk of LR compared to BCS-eligible 
patients. In the 685 patients included in the analysis, median 
follow-up was 35 months. The 4-year LR-free survival was 
96.2% (95% CI: 94.5–97.9%) for the entire cohort, with no 
difference between the BCS-eligible patients, BCS-ineligible 
patients who downstaged and chose BCS, and those who 
downstaged and chose mastectomy (4-year LR-free survival 
98.1% vs. 93.7% vs. 97.3%, respectively, P=0.17), supporting 
the oncologic safety of BCS in patients who downstage 
with NAC. More recently, the authors of the I-SPY2 
prospective multicenter adaptive randomized NAC trial 
reported locoregional recurrence rates and LR-free survival 
between BCS and mastectomy patients enrolled on trial (31). 
Overall, 1,462 patients with clinical stage II–III molecularly 
high-risk breast cancer who had NAC followed by surgery 
between 2010 and 2021 were included in the analysis, with 
43% undergoing BCS and 57% undergoing mastectomy 
per physician and patient preference. At a median follow-
up of 3.5 years, the crude locoregional recurrence rate was 
6.3%, with no difference between BCS patients (5.4%) 
vs. mastectomy patients (7%) (P=0.18). On multivariable 
analysis, there was no association between the extent of 
local surgery and LR-free survival (P=0.89); triple-negative 
receptor subtype, higher clinical T stage, and the presence 
of residual disease after NAC were associated with shorter 
locoregional recurrence-free survival. While this study 
was limited by the lack of information on BCS-eligibility 
or reason why a specific surgical procedure was chosen, it 
reinforces that BCS remains a safe option in patients treated 
with NAC.

Ongoing controversies in surgical management 
after NAC

Timing of surgery after completion of NAC

Following completion of NAC, patients need sufficient 
time prior to surgery to allow for resolution of short-term 
toxicities from NAC; however, a prolonged surgical delay 
could potentially result in tumor regrowth and worse overall 
outcomes. A recently published study-level meta-analysis 
of five studies and over 8,700 patients evaluated whether 
the timing of surgery after NAC impacted DFS and overall 
survival (OS). Patients who had surgery ≤8 weeks after 
NAC compared with >8 weeks had an improved DFS (OR, 



Translational Breast Cancer Research, 2024Page 6 of 10

© Translational Breast Cancer Research. All rights reserved.   Transl Breast Cancer Res 2024 | https://dx.doi.org/10.21037/tbcr-23-50

0.71; 95% CI: 0.52–0.98; P=0.04) and an improved OS 
(OR, 0.47; 95% CI: 0.34–0.65; P<0.00001). However, there 
was no advantage to having surgery even earlier, within 
4 weeks after completion of NAC, with similar DFS and 
OS as patients who had surgery 4–8 weeks after NAC. 
Importantly, rates of pCR were similar between patients 
who had surgery <4 weeks after NAC compared to 4– 
8 weeks (OR, 1.01; 95% CI: 0.80–1.28; P=0.93), suggesting 
that tumor regrowth was not occurring provided patients 
had surgery within 8 weeks after completion of NAC (32).

Is resection of entire initial tumor volume necessary?

As previously discussed, NAC facilitates breast conservation 
by reducing overall tumor volume, allowing for a smaller 
volume of resection. However, controversy remains as to 
whether the entire initial tumor volume needs to be resected 
when performing lumpectomy after NAC. Resection of the 
entire initial tumor volume negates the benefit of NAC and 
may result in unnecessary mastectomies. A retrospective 
study from The University of Texas MD Anderson Cancer 
Center (Houston, TX, USA) assessed the effect of NAC on 
the volume of tissue excised and the rate of re-excision after 
lumpectomy. Overall, 509 patients with cT1–3N0–2 disease 
who were enrolled in randomized chemotherapy trials 
at their institution were analyzed. In patients presenting 
with clinical T2–3 tumors, the volume of tissue resected 
at the time of lumpectomy was significantly smaller in 
those treated with NAC compared with upfront surgery 
(113 vs. 213 cm3, P=0.0043), despite the groups having 
similar tumor sizes at presentation. Importantly, there 
was no difference in rates of re-excision between the two 
groups, and at a median follow-up of 33 months, there was 
no difference in LR. Therefore, in patients with unifocal 
disease who have a sufficient reduction in tumor volume 
to allow for breast conservation, extent of disease on post-
NAC imaging and not initial tumor volume should guide 
volume of resection (33).

Optimal margin width after lumpectomy in patients 
receiving NAC

In patients with invasive breast cancer having upfront 
surgery with lumpectomy followed by radiotherapy, the 
Society of Surgical Oncology (SSO)/American Society of 
Clinical Oncology (ASCO)/American Society for Radiation 
Oncology (ASTRO) consensus guidelines endorse a 
margin of no tumor ink for optimal local control (34). 
However, these guidelines are not applicable to patients 
treated with NAC, due to concerns for a heavier residual 
tumor burden in patients with scattered disease close to 
the margin. The impact of margin width on LR in patients 
treated with lumpectomy and whole-breast irradiation after 
NAC was evaluated in two retrospective studies, both of 
which showed no difference in LR between patients with 
a margin width of ≤2 mm compared to >2 mm (Table 4) 
(35,36). Based on these findings, a margin of no tumor on 
ink is appropriate in patients receiving NAC, recognizing 
that the decision for re-excision in certain scenarios (i.e., 
multiple margins with scattered disease close to the margin) 
should be individualized based on the level of concern for 
significant residual disease in the breast.

Radiographic assessment of response to NAC

Radiographic assessment of treatment response and residual 
disease burden in the breast after NAC is important in 
guiding surgical decision making. However, the optimal 
imaging assessment, specifically for assessing downstaging 
from BCS-ineligible to BCS-eligible, remains a point of 
controversy. An individual patient-level meta-analysis 
including eight studies and 300 patients examined 
agreement between magnetic resonance imaging (MRI) 
and pathology, and MRI and standard imaging (with 
mammography and ultrasound) in patients treated with 
NAC. MRI accurately assessed the presence of residual 
disease in 93% of cases; MRI was less accurate in predicting 

Table 4 Rates of LR in patients treated with NAC followed by BCS and whole breast irradiation, stratified by margin width

Study BCS + WBI Margins ≤2 mm Median follow-up (months)
LR

≤2 mm >2 mm

DFCI (35) 382 27% 57 4.7% 5.8%

MSKCC (36) 582 12% 39 3% 2%

LR, local recurrence; NAC, neoadjuvant chemotherapy; BCS, breast-conserving surgery; WBI, whole-breast irradiation; DFCI, Dana-Farber 
Cancer Institute; MSKCC, Memorial Sloan Kettering Cancer Center.
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Table 5 FNRs of tumor bed biopsies after NAC reported in four prospective trials

Study N Eligibility Biopsy needle gauge FNR (95% CI)

RESPONDER TRIAL (Germany) (41) 398 Partial/complete response to NST 7–10 gauge 17.8% (12.8–23.7%)

MD Anderson/Royal Marsden/SNUH (42) 166 Partial/complete response to NAC 7–14 gauge 18.7% (10.6–29.3%)

NRG BR005 (40) 98 Partial/complete response to NAC Not reported 50% (32.9–67.1%)

MICRA Trial (43) 167 Partial/complete response to NST 14 gauge 37% (27–49%)

FNR, false-negative rate; NAC, neoadjuvant chemotherapy; CI, confidence interval; NST, neoadjuvant systemic therapy.

pCR, with 37% of patients with a pCR having an MRI 
imaging abnormality. Notably, as pCR was defined as the 
absence of invasive disease [ductal carcinoma in situ (DCIS) 
allowed], the imaging findings may have been accounted 
for by the presence of residual DCIS. When compared 
to mammography and ultrasound, MRI was better at 
identifying residual disease, particularly when compared to 
mammography, where mammography more often missed 
tumors ≤2 cm. In addition, MRI more accurately assessed 
pCR compared with mammography and ultrasound (37).

More important than predicting the absence or 
presence of disease in the breast, is the ability of imaging 
to accurately predict eligibility for BCS, particularly in 
those patients who downstage. In a retrospective study of 
111 patients treated with NAC between 2009 and 2012, 
all of whom had pre-and post-treatment MRIs, MRI 
alone correctly predicted BCS-eligibility in 88% of the 
60 patients who were eligible for downstaging (38). The 
addition of mammography increased the predictive accuracy 
to 92%, likely due to the ability of mammography to detect 
calcifications. While MRI remains an accurate tool to assess 
response to NAC, its primary utility is in patients who are 
BCS-ineligible at presentation who are desirous of breast 
conservation, to assess response to treatment. In patients in 
whom mastectomy is indicated due to locally advanced or 
multicentric disease or patient choice, and in whom imaging 
response will not alter surgical plan, MRI can be safely 
avoided post-NAC.

Omission of surgery for complete responders 
after NAC

The high pCR rates observed in triple-negative (30–50%) 
and HER2+ (50–60%) breast cancers, so-called “excellent 
responders” (10,11), have generated interest in complete 
avoidance of breast surgery after NAC. As imaging alone 
is insufficient to predict pCR (39), studies have evaluated 
whether tumor bed biopsies performed post-NAC can 

accurately predict pCR sufficiently to allow for omission 
of breast surgery. Four prospective studies evaluated the 
accuracy of image-guided tumor bed biopsies in predicting 
pCR, and include the MICRA, RESPONDER, NRG 
BR005, and MD Anderson/Royal Marsden/SNUH trials 
(40-43). Eligibility for these trials included a partial or 
complete response to NAC, and all patients had an image-
guided biopsy of the tumor bed after NAC followed by 
surgery. Cumulatively, the FNR reported in these trials 
was clinically unacceptable, ranging from 18% to 50%, 
precluding the use of tumor bed biopsies to predict pCR 
and avoid surgery (Table 5) (40-43). The University of 
Texas MD Anderson Cancer Center study performed a 
subgroup analysis of 76 patients who had a residual imaging 
abnormality <2 cm and at least 6 vacuum-assisted core 
biopsies (VACBs) performed, and demonstrated an FNR 
of 3.2%. Based on these results, the authors performed a 
multicenter single-arm phase II trial that enrolled patients 
age ≥40 years with cT1–2N0M0 triple-negative or HER2+ 
breast cancer with residual breast lesions <2 cm after  
NAC (44). Patients underwent a minimum of 12 VACBs 
with a 9-gauge needle, and surgery was omitted if no 
invasive or in situ disease was identified. All patients 
received whole-breast radiation. Of 50 patients enrolled, 31 
had no residual disease by VACB, and at a median follow-
up of 26.4 months, no ipsilateral breast tumor recurrences 
or other recurrence events were observed.

While these “excellent responders” may be considered for 
omission of breast surgery in the future, the consequences 
of missing residual disease have the greatest impact on 
outcome in patients with triple-negative and HER2+ breast 
cancer, where data from randomized trials have shown 
an improvement in survival in triple-negative patients 
with residual disease who receive adjuvant capecitabine, 
and in HER2+ patients who switch from trastuzumab and 
pertuzumab (HP) to trastuzumab emtansine (TDM-1) 
(45,46). While surgical downstaging in many scenarios can 
significantly improve quality of life, with the prime example 
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being avoidance of ALND, it is unlikely that avoidance 
of lumpectomy, with its low morbidity, will result in an 
improvement in quality of life, particularly given the need 
for more intense surveillance.

Conclusions

Both NAC and NET can significantly reduce tumor burden 
in the breast, resulting in high conversion rates to breast 
conservation. For patients who successfully downstage, BCS 
is oncologically safe and associated with low rates of LR if 
negative margins are obtained. MRI is accurate in assessing 
BCS-eligibility post-NAC in patients who downstage and 
can accurately select patients for BCS. Omission of breast 
surgery in excellent responders after NAC is currently 
under investigation, but may not be a research priority given 
the low morbidity of BCS and the importance of identifying 
residual disease after NAC to tailor adjuvant therapy.

Acknowledgments

This manuscript was presented in part at the 18th St. Gallen 
International Breast Cancer Conference 2023, March 15-
18, 2023, Vienna, Austria.
Funding: None.

Footnote

Peer Review File: Available at https://tbcr.amegroups.org/
article/view/10.21037/tbcr-23-50/prf

Conflicts of Interest: Both authors have completed the 
ICMJE uniform disclosure form (available at https://tbcr.
amegroups.org/article/view/10.21037/tbcr-23-50/coif). The 
authors have no conflicts of interest to declare.

Ethical Statement: The authors are accountable for all 
aspects of the work in ensuring that questions related 
to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved.

Open Access Statement: This is an Open Access article 
distributed in accordance with the Creative Commons 
Attribution-NonCommercial-NoDerivs 4.0 International 
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with 
the strict proviso that no changes or edits are made and the 
original work is properly cited (including links to both the 

formal publication through the relevant DOI and the license). 
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

References

1. Buzdar AU, Singletary SE, Booser DJ, et al. Combined 
modality treatment of stage III and inflammatory breast 
cancer. M.D. Anderson Cancer Center experience. Surg 
Oncol Clin N Am 1995;4:715-34.

2. Hunt KK, Ames FC, Singletary SE, et al. Locally advanced 
noninflammatory breast cancer. Surg Clin North Am 
1996;76:393-410.

3. Minami CA, Jin G, Freedman RA, et al. Association of 
Surgery With Frailty Status in Older Women With Early-
Stage Breast Cancer. JAMA Surg 2023;158:664-6.

4. Pariser AC, Sedghi T, Soulos PR, et al. Utilization, 
duration, and outcomes of neoadjuvant endocrine 
therapy in the United States. Breast Cancer Res Treat 
2019;178:419-26.

5. Long-term outcomes for neoadjuvant versus adjuvant 
chemotherapy in early breast cancer: meta-analysis of 
individual patient data from ten randomised trials. Lancet 
Oncol 2018;19:27-39.

6. Fisher B, Bryant J, Wolmark N, et al. Effect of preoperative 
chemotherapy on the outcome of women with operable 
breast cancer. J Clin Oncol 1998;16:2672-85.

7. van der Hage JA, van de Velde CJ, Julien JP, et al. 
Preoperative chemotherapy in primary operable breast 
cancer: results from the European Organization for 
Research and Treatment of Cancer trial 10902. J Clin 
Oncol 2001;19:4224-37.

8. Sparano JA, Gray RJ, Makower DF, et al. Adjuvant 
Chemotherapy Guided by a 21-Gene Expression Assay in 
Breast Cancer. N Engl J Med 2018;379:111-21.

9. Kalinsky K, Barlow WE, Gralow JR, et al. 21-Gene Assay 
to Inform Chemotherapy Benefit in Node-Positive Breast 
Cancer. N Engl J Med 2021;385:2336-47.

10. Boughey JC, McCall LM, Ballman KV, et al. Tumor 
biology correlates with rates of breast-conserving surgery 
and pathologic complete response after neoadjuvant 
chemotherapy for breast cancer: findings from the 
ACOSOG Z1071 (Alliance) Prospective Multicenter 
Clinical Trial. Ann Surg 2014;260:608-14; discussion 614-6.

11. Mamtani A, Barrio AV, King TA, et al. How Often Does 
Neoadjuvant Chemotherapy Avoid Axillary Dissection 
in Patients With Histologically Confirmed Nodal 
Metastases? Results of a Prospective Study. Ann Surg 
Oncol 2016;23:3467-74.

https://tbcr.amegroups.org/article/view/10.21037/tbcr-23-50/prf
https://tbcr.amegroups.org/article/view/10.21037/tbcr-23-50/prf
https://tbcr.amegroups.org/article/view/10.21037/tbcr-23-50/coif
https://tbcr.amegroups.org/article/view/10.21037/tbcr-23-50/coif
https://creativecommons.org/licenses/by-nc-nd/4.0/


Translational Breast Cancer Research, 2024 Page 9 of 10

© Translational Breast Cancer Research. All rights reserved.   Transl Breast Cancer Res 2024 | https://dx.doi.org/10.21037/tbcr-23-50

12. Golshan M, Cirrincione CT, Sikov WM, et al. Impact of 
neoadjuvant therapy on eligibility for and frequency of 
breast conservation in stage II-III HER2-positive breast 
cancer: surgical results of CALGB 40601 (Alliance). Breast 
Cancer Res Treat 2016;160:297-304.

13. Golshan M, Cirrincione CT, Sikov WM, et al. Impact of 
neoadjuvant chemotherapy in stage II-III triple negative 
breast cancer on eligibility for breast-conserving surgery 
and breast conservation rates: surgical results from 
CALGB 40603 (Alliance). Ann Surg 2015;262:434-9; 
discussion 438-9.

14. Golshan M, Loibl S, Wong SM, et al. Breast Conservation 
After Neoadjuvant Chemotherapy for Triple-Negative 
Breast Cancer: Surgical Results From the BrighTNess 
Randomized Clinical Trial. JAMA Surg 2020;155:e195410.

15. Petruolo O, Sevilimedu V, Montagna G, et al. How Often 
Does Modern Neoadjuvant Chemotherapy Downstage 
Patients to Breast-Conserving Surgery? Ann Surg Oncol 
2021;28:287-94.

16. Semiglazov VF, Semiglazov VV, Dashyan GA, et al. Phase 
2 randomized trial of primary endocrine therapy versus 
chemotherapy in postmenopausal patients with estrogen 
receptor-positive breast cancer. Cancer 2007;110:244-54.

17. Alba E, Calvo L, Albanell J, et al. Chemotherapy (CT) 
and hormonotherapy (HT) as neoadjuvant treatment 
in luminal breast cancer patients: results from the 
GEICAM/2006-03, a multicenter, randomized, phase-II 
study. Ann Oncol 2012;23:3069-74.

18. Palmieri C, Cleator S, Kilburn LS, et al. NEOCENT: a 
randomised feasibility and translational study comparing 
neoadjuvant endocrine therapy with chemotherapy in ER-
rich postmenopausal primary breast cancer. Breast Cancer 
Res Treat 2014;148:581-90.

19. Spring LM, Gupta A, Reynolds KL, et al. Neoadjuvant 
Endocrine Therapy for Estrogen Receptor-Positive Breast 
Cancer: A Systematic Review and Meta-analysis. JAMA 
Oncol 2016;2:1477-86.

20. Ellis MJ, Suman VJ, Hoog J, et al. Randomized phase II 
neoadjuvant comparison between letrozole, anastrozole, 
and exemestane for postmenopausal women with estrogen 
receptor-rich stage 2 to 3 breast cancer: clinical and 
biomarker outcomes and predictive value of the baseline 
PAM50-based intrinsic subtype--ACOSOG Z1031. J Clin 
Oncol 2011;29:2342-9.

21. Montagna G, Sevilimedu V, Fornier M, et al. How 
Effective is Neoadjuvant Endocrine Therapy (NET) in 
Downstaging the Axilla and Achieving Breast-Conserving 
Surgery? Ann Surg Oncol 2020;27:4702-10.

22. Eiermann W, Paepke S, Appfelstaedt J, et al. Preoperative 
treatment of postmenopausal breast cancer patients with 
letrozole: A randomized double-blind multicenter study. 
Ann Oncol 2001;12:1527-32.

23. Smith IE, Dowsett M, Ebbs SR, et al. Neoadjuvant 
treatment of postmenopausal breast cancer with 
anastrozole, tamoxifen, or both in combination: the 
Immediate Preoperative Anastrozole, Tamoxifen, or 
Combined with Tamoxifen (IMPACT) multicenter double-
blind randomized trial. J Clin Oncol 2005;23:5108-16. 

24. Cataliotti L, Buzdar AU, Noguchi S, et al. Comparison 
of anastrozole versus tamoxifen as preoperative therapy in 
postmenopausal women with hormone receptor-positive 
breast cancer: the Pre-Operative "Arimidex" Compared to 
Tamoxifen (PROACT) trial. Cancer 2006;106:2095-103.

25. Carpenter R, Doughty JC, Cordiner C, et al. 
Optimum duration of neoadjuvant letrozole to permit 
breast conserving surgery. Breast Cancer Res Treat 
2014;144:569-76.

26. Dixon JM, Renshaw L, Macaskill EJ, et al. Increase in 
response rate by prolonged treatment with neoadjuvant 
letrozole. Breast Cancer Res Treat 2009;113:145-51.

27. Fontein DB, Charehbili A, Nortier JW, et al. Efficacy of six 
month neoadjuvant endocrine therapy in postmenopausal, 
hormone receptor-positive breast cancer patients--a phase 
II trial. Eur J Cancer 2014;50:2190-200.

28. Ellis MJ, Coop A, Singh B, et al. Letrozole is more 
effective neoadjuvant endocrine therapy than tamoxifen 
for ErbB-1- and/or ErbB-2-positive, estrogen receptor-
positive primary breast cancer: evidence from a phase III 
randomized trial. J Clin Oncol 2001;19:3808-16.

29. Hunt KK, Suman VJ, Wingate HF, et al. Local-Regional 
Recurrence After Neoadjuvant Endocrine Therapy: 
Data from ACOSOG Z1031 (Alliance), a Randomized 
Phase 2 Neoadjuvant Comparison Between Letrozole, 
Anastrozole, and Exemestane for Postmenopausal Women 
with Estrogen Receptor-Positive Clinical Stage 2 or 3 
Breast Cancer. Ann Surg Oncol 2023;30:2111-8.

30. Mamtani A, Sevilimedu V, Le T, et al. Is local recurrence 
higher among patients who downstage to breast 
conservation after neoadjuvant chemotherapy? Cancer 
2022;128:471-8.

31. Mukhtar RA, Chau H, Woriax H, et al. Breast 
Conservation Surgery and Mastectomy Have 
Similar Locoregional Recurrence After Neoadjuvant 
Chemotherapy: Results From 1462 Patients on the 
Prospective, Randomized I-SPY2 Trial. Ann Surg 
2023;278:320-7.



Translational Breast Cancer Research, 2024Page 10 of 10

© Translational Breast Cancer Research. All rights reserved.   Transl Breast Cancer Res 2024 | https://dx.doi.org/10.21037/tbcr-23-50

32. Cullinane C, Shrestha A, Al Maksoud A, et al. Optimal 
timing of surgery following breast cancer neoadjuvant 
chemotherapy: A systematic review and meta-analysis. Eur 
J Surg Oncol 2021;47:1507-13.

33. Boughey JC, Peintinger F, Meric-Bernstam F, et al. Impact 
of preoperative versus postoperative chemotherapy on 
the extent and number of surgical procedures in patients 
treated in randomized clinical trials for breast cancer. Ann 
Surg 2006;244:464-70.

34. Moran MS, Schnitt SJ, Giuliano AE, et al. Society of 
Surgical Oncology-American Society for Radiation 
Oncology consensus guideline on margins for breast-
conserving surgery with whole-breast irradiation in 
stages I and II invasive breast cancer. J Clin Oncol 
2014;32:1507-15.

35. Choi J, Laws A, Hu J, et al. Margins in Breast-Conserving 
Surgery After Neoadjuvant Therapy. Ann Surg Oncol 
2018;25:3541-7.

36. Mrdutt M, Heerdt A, Sevilimedu V, et al. Margin Width 
and Local Recurrence in Patients Undergoing Breast 
Conservation After Neoadjuvant Chemotherapy. Ann Surg 
Oncol 2022;29:484-92.

37. Marinovich ML, Macaskill P, Irwig L, et al. Agreement 
between MRI and pathologic breast tumor size after 
neoadjuvant chemotherapy, and comparison with 
alternative tests: individual patient data meta-analysis. 
BMC Cancer 2015;15:662.

38. Jochelson MS, Lampen-Sachar K, Gibbons G, et al. Do 
MRI and mammography reliably identify candidates for 
breast conservation after neoadjuvant chemotherapy? Ann 
Surg Oncol 2015;22:1490-5.

39. Marinovich ML, Houssami N, Macaskill P, et al. Meta-
analysis of magnetic resonance imaging in detecting 
residual breast cancer after neoadjuvant therapy. J Natl 
Cancer Inst 2013;105:321-33.

40. Basik M, Cecchini RS, de Los Santos J, et al. Abstract 
GS5-05: Primary analysis of NRG-BR005, a phase II trial 
assessing accuracy of tumor bed biopsies in predicting 
pathologic complete response (pCR) in patients with 
clinical/radiological complete response after neoadjuvant 
chemotherapy (NCT) to explore the feasibility of breast-
conserving treatment without surgery. Cancer Res 
2020;80:GS5-05.

41. Heil J, Pfob A, Sinn HP, et al. Diagnosing Pathologic 
Complete Response in the Breast After Neoadjuvant 
Systemic Treatment of Breast Cancer Patients by Minimal 
Invasive Biopsy: Oral Presentation at the San Antonio 
Breast Cancer Symposium on Friday, December 13, 2019, 
Program Number GS5-03. Ann Surg 2022;275:576-81.

42. Tasoulis MK, Lee HB, Yang W, et al. Accuracy of Post-
Neoadjuvant Chemotherapy Image-Guided Breast Biopsy 
to Predict Residual Cancer. JAMA Surg 2020;155:e204103.

43. van Loevezijn AA, van der Noordaa MEM, van 
Werkhoven ED, et al. Minimally Invasive Complete 
Response Assessment of the Breast After Neoadjuvant 
Systemic Therapy for Early Breast Cancer (MICRA trial): 
Interim Analysis of a Multicenter Observational Cohort 
Study. Ann Surg Oncol 2021;28:3243-53.

44. Kuerer HM, Smith BD, Krishnamurthy S, et al. 
Eliminating breast surgery for invasive breast cancer in 
exceptional responders to neoadjuvant systemic therapy: 
a multicentre, single-arm, phase 2 trial. Lancet Oncol 
2022;23:1517-24.

45. von Minckwitz G, Huang CS, Mano MS, et al. 
Trastuzumab Emtansine for Residual Invasive HER2-
Positive Breast Cancer. N Engl J Med 2019;380:617-28.

46. Masuda N, Lee SJ, Ohtani S, et al. Adjuvant Capecitabine 
for Breast Cancer after Preoperative Chemotherapy. N 
Engl J Med 2017;376:2147-59.

doi: 10.21037/tbcr-23-50
Cite this article as: Pawloski KR, Barrio AV. Breast surgery 
after neoadjuvant systemic therapy. Transl Breast Cancer Res 
2024.


