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Abstract
Purpose of Review  Image-guided percutaneous breast biopsy of both palpable and non-palpable findings has become standard 
of care. These minimally invasive breast procedures can avoid a surgical procedure for patients who have benign findings 
and can also guide pre-surgical management for malignant pathology. Establishing radiology-pathologic concordance is 
critical to guide appropriate management and is often performed between the radiologist and pathologist. However, the role 
of a multidisciplinary team and understanding the overall clinical context can better guide clinical care, particularly when 
imaging and pathologic findings may be uncertain.
Recent Findings  This article presents a series of difficult cases where multidisciplinary input is needed to help guide sub-
specialty decision-making.
Summary  A multidisciplinary team that has an understanding of what information is needed to guide subspecialty decision 
making and recommendations can improve patient management, particularly in uncertain radiology-pathology situations.
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Introduction

Imaging-guided percutaneous breast biopsy of both palpable 
and non-palpable findings is now standard of care, and estab-
lishing radiology-pathologic concordance is critical to guide 
appropriate management. However, there are imaging and 

pathologic situations where the findings are uncertain. In 
these cases, the role of a multidisciplinary team and under-
standing the overall clinical context can better guide clinical 
care. Practices with multidisciplinary radiology-pathology 
conferences have been shown to result in changes to patient 
management in up to 5.3% of cases [1]. The purpose of this 
article is to present a series of cases where multidiscipli-
nary input is needed as either the imaging, pathology, and/
or management scenarios are not straightforward.

Case 1: Intraductal Atypical Papillary 
Proliferation in an Elderly Patient 
with Comorbidities

A 90-year-old woman with multiple comorbidities, includ-
ing severe dementia and heart failure, and breast history 
of remote right mastectomy for invasive ductal carcinoma 
(IDC) presented with a left breast palpable abnormality. A 
diagnostic left breast mammogram and targeted ultrasound 
showed an irregular solid mass with microlobulated margins 
(Fig. 1). This mass was highly suspicious for malignancy 
and assessed as American College of Radiology (ACR) 
Breast Imaging Reporting and Data System (BI-RADS) 
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category 5 [2••]. Biopsy pathology revealed intraductal 
epithelial proliferations with a monotonous appearance and 
focal papillary architecture. The combination of monoto-
nous, low-grade appearance of the proliferation and overex-
pression of estrogen receptor (ER) warranted an interpreta-
tion of atypia [3]. The intraductal nature of the proliferation 
is supported by the presence of surrounding myoepithelial 
cells on p63 immunostaining (Fig. 1). Overall, the features 

are that of an atypical papillary lesion without evidence of 
invasive carcinoma.

Multidisciplinary Discussion

A major goal of the ACR BI-RADS was to reduce confusion 
in breast imaging interpretation and management recom-
mendations through standardized reporting. Each BI-RADS 

Fig. 1   Intraductal atypical papillary proliferation. Diagnostic left 
breast spot ML mammogram (A) and targeted ultrasound (B) showed 
a solid round mass with microlobulated margins measuring 11 mm in 
the subareolar position. Histology (40 × in C, 100 × in D) showed an 
intraductal epithelial proliferation (short arrow) with papillary archi-
tecture (medium arrow indicates fibrovascular cores) and a some-

what monotonous appearance (D, long arrow). Immunostain for the 
myoepithelial marker p63 (E, 100 ×) highlights myoepithelium sur-
rounding the expanded ducts (short arrow) supporting that the prolif-
eration is intraductal. Immunostain for ER (F, 100 ×) showed that the 
intraductal proliferation overexpresses ER (short arrow)
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assessment category indicates the likelihood of malignancy 
based on imaging features. A BI-RADS category 5 indicates 
a > 95% chance of malignancy of the assessed lesion with 
the associated management plan of core needle biopsy [2••]. 
It can be debated whether pathology revealing a high-risk 
lesion (atypical papillary proliferation) of a BI-RADS cat-
egory 5 lesion should be categorized as concordant versus 
discordant; however, in this particular patient scenario, this 
was deemed as radiology-pathology concordant with a clear 
recommendation to refer to a surgeon for surgical excision.

Papillary lesions with atypia are associated with upgrade 
to ductal carcinoma in situ (DCIS) or invasive carcinoma in 
36.9% of cases in a recent meta-analysis [4]. Therefore, there 
is a general consensus in the literature that papillary lesions 
with atypia should undergo surgical excisional biopsy, par-
ticularly if there is a palpable finding, as this has been shown 
to be independently associated with upgrade [5]. Upgrade 
to DCIS is more common than invasive carcinoma [6–8]. If 
there is no upgrade on excisional biopsy, the long-term risk 
of breast cancer associated with atypical papillary lesions 
mirrors other high-risk atypical lesions, and close follow-
up with the option of chemoprevention is warranted. In this 
case, the patient was elderly with multiple comorbidities, 
including heart failure and dementia. Therefore, alternatives 
to excision were discussed, including expectant care with 
short-term interval imaging follow-up and clinical breast 
exam.

Case 2: Intraductal Epithelial Proliferation 
in a Patient with Prior Ipsilateral 
and Synchronous Contralateral Breast 
Cancer

A 65-year-old postmenopausal woman with a history of 
right breast cancer status post lumpectomy, radiation, and 
chemotherapy 15 years ago was subsequently diagnosed 
with multifocal left breast invasive lobular carcinoma. A 
breast MRI performed for determining extent of disease 
showed a focus of enhancement measuring 5 mm in the right 
breast (Fig. 2). This was assessed as BI-RADS category 4 
and an MRI-guided biopsy was performed.

Pathology revealed a focal intraductal epithelial prolifera-
tion (0.1 cm) arising in a background of atrophic epithelial 
changes. The small proliferation is somewhat monotonous 
and on immunostaining is seen to overexpress ER and to 
have heterogeneous expression of cytokeratin CK5. Low-
grade atypical proliferations overexpress ER and exhibit loss 
of CK5, while benign epithelium typically will have variable 
ER expression and a mosaic pattern of expression for CK5. 
In this case, the patient’s post-menopausal status must be 
taken into consideration because overexpression of ER can 
be seen not only in low-grade atypical proliferations but also 

in post-menopausal breast epithelium [9]. Therefore, given 
the patient’s post-menopausal status (which can explain the 
ER overexpression) and the heterogeneous expression of 
CK5, this is interpreted as a small focus of intraductal epi-
thelial proliferation that is negative for atypia and carcinoma.

Multidisciplinary Discussion

Intraductal epithelial proliferations of the breast are charac-
terized by an increased number of cells perpendicular to the 
basement membrane and range from benign epithelial hyper-
plasia to malignant lesions [10]. In this case, it was neces-
sary to incorporate clinical information (i.e., the patient’s 
post-menopausal status) for clear pathological reporting, 
which led to a pathologic diagnosis of benign post-meno-
pausal epithelium without atypia or carcinoma. This find-
ing was radiology-pathology concordant and the radiologist 
recommendation was to follow up with her cancer treatment 
team for her known current left breast cancer.

Case 3: Atypical Apocrine Adenosis

A 60-year-old woman who is high risk for developing 
breast cancer due to family history had a screening breast 
MRI that showed a suspicious left breast mass measuring 
16 mm in the lower inner quadrant at 7:00 and a separate 
mass measuring 5 mm in the upper outer quadrant at 12:00. 
A targeted ultrasound was performed and found correlates 
for both the masses (Fig. 3) and a two-site biopsy was 
performed.

Pathology of the left breast 7:00 site revealed IDC, and 
pathology of the left breast 12:00 site demonstrated a small 
focus of adenosis. The adenosis has characteristic apocrine 
features with abundant eosinophilic cytoplasm, round nuclei, 
and focal snouting. In addition, some of the nuclei were sig-
nificantly enlarged and hyperchromatic, which warranted an 
interpretation of atypia (Fig. 4) [11]. Overall, the findings 
were consistent with atypical apocrine adenosis.

Multidisciplinary Discussion

Atypical apocrine adenosis is a rare diagnosis that is made 
when there are overlapping findings of apocrine adenosis 
and apocrine atypia. Given the rarity, there are few studies 
that have reported risks of upgrade and disease progres-
sion. Several small studies (12–51 patients with long-term 
follow-up) demonstrated no increased breast cancer risk 
when atypical apocrine adenosis was present in isolation, 
and no upgrade upon surgical excision [11–15]. Given the 
scarcity of data regarding atypical apocrine adenosis, there 
is variability in management of findings with some breast 
surgeons offering an excisional biopsy due to the finding of 
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atypia while others opt for clinical follow-up. After a dis-
cussion with this patient, the decision was made to excise 
only the known IDC with breast conserving therapy and 
plan for surveillance of the atypical apocrine adenosis on 

imaging. The patient’s imaging surveillance included both 
mammography and breast MRI with specific attention to 
the area of atypical apocrine adenosis on future imaging 
exams.

Fig. 2   Intraductal epithelial proliferation without atypia. Contrast 
enhanced T1-weighted fat saturated image from a breast MRI showed 
a focus of enhancement in the right breast (A, arrow). On low power 
(B, 40 ×), the right breast biopsy showed a focus of intraductal epi-
thelial proliferation (short arrows). On higher power (C, 100 ×), this 
focus is seen to be comprised of a monotonous population of cells 
(short arrows). Of note, the background glandular epithelium appears 

atrophic (long arrow). Immunostain for ER (D, 100 ×) showed that 
the intraductal proliferation overexpresses ER (short arrow). Immu-
nostain for CK5 (E, 100 ×) showed that the intraductal proliferation 
has heterogeneous (mosaic pattern) of CK5 (short arrow indicate 
cells that express CK5, long arrow indicates cells that do not express 
CK5)
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Case 4: Discordant Biopsy of Calcifications

A 45-year-old woman with pre-pectoral silicone implants 
had screen detected right breast calcifications. On diagnostic 
mammography, there were fine pleomorphic calcifications 
in the subareolar position. A stereotactic biopsy was per-
formed; however, given the location (subareolar position), 
small breast size, and pre-pectoral implant, this was a very 
technically challenging biopsy and only one potential calci-
fication was seen on specimen radiographs (Fig. 5).

Pathology revealed focal fibrosis without calcifications, 
which was discordant with the imaging findings (Fig. 5). 
A repeat biopsy was recommended given the radiology-
pathology discordance; however, the patient was lost to 
follow-up until 6 months after initial biopsy.

When the patient returned 6 months after her initial 
imaging, diagnostic imaging demonstrated an increase in 
the number of calcifications and new architectural distor-
tion in the upper outer quadrant. A targeted ultrasound 
at the area of distortion showed a solid mass. Pathology 
results revealed IDC with associated calcifications (Fig. 6).

Multidisciplinary Discussion

Radiology-pathology discordance is present when the his-
tologic findings do not provide an acceptable explanation 
for the breast imaging findings. There is a false negative 
rate of stereotactic biopsy of approximately 1–2%, with the 
majority of the studies using 10, 11, and 14 gauge devices 
[16–20]. At our institution, a 9-gauge vacuum-assisted 
device is used, which can also decrease a false negative 
biopsy given larger sample size. In this case, given the 

highly suspicious morphology of the calcifications and 
lack of calcifications on specimen radiographs, additional 
sampling was warranted, either by attempted repeat core 
needle biopsy or excisional biopsy. In cases where image-
guided core needle biopsy is technically challenging or 
not possible, such as too thinly compressed breasts for 
stereotactic core needle biopsy or findings close to the 
skin on mammogram-only findings, a surgical excisional 
biopsy may be necessary.

This case not only highlights the necessity of radio-
logic-pathology concordance, but also highlights the 
importance of patient follow-up in breast imaging. Mul-
tiple attempts were made by the breast imaging clinic 
staff to contact the patient, both by phone and by certified 
mail. The patient’s primary care provider was also alerted 
regarding the suspicious finding and need for additional 
biopsy.

Case 5: Architectural Distortion Showing 
Entrapped Glands in Fibrotic Stroma

A 41-year-old woman had a baseline screening mammo-
gram which showed architectural distortion in the lower 
outer quadrant. A diagnostic mammogram showed per-
sistence of the architectural distortion with a correspond-
ing mass on targeted ultrasound (Fig. 7). This finding was 
biopsied under ultrasound guidance.

Pathology revealed entrapped glands in fibrotic stroma 
with a background of proliferative changes includ-
ing usual ductal hyperplasia (UDH) and columnar cell 
change (CCC)/hyperplasia. The stroma was fibrotic with 

Fig. 3   Contrast enhanced T1-weighted fat saturated breast MRI 
image showed a suspicious round mass with spiculated margins at 
7:00 (A, arrow) and a separate suspicious oval mass with circum-
scribed margin at 12:00 (B, arrow). A targeted ultrasound demon-
strated two masses corresponding to the MRI findings. There was an 

irregular mass with indistinct margins and posterior acoustic shadow-
ing at 7:00 (C), and a round mass with indistinct margins at 12:00 
(D). Pathology showed IDC for the mass at 7:00 and atypical apo-
crine adenosis for the mass at 12:00
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Fig. 4   Atypical apocrine adenosis. On low power (A, 40 ×), the breast 
tissue has abundant stroma (short arrow) with a small focus of glan-
dular epithelium (medium arrow). In addition, there is a focus of 

detached calcification (long arrow). On higher power (B, 100 × and C, 
400 ×), the focus of glandular epithelium (short arrow) is seen to be 
atypical with enlarged and hyperchromatic nuclei (C, long arrow)

Fig. 5   Group of pleomorphic calcifications. Spot magnification true 
lateral view showed a group of pleomorphic calcifications in the sub-
areolar position (A). Two representative specimen radiographs after 
successive stereotactic sampling showed only 1 potential calcification 
(B, C, arrow). A post-biopsy mammogram showed the biopsy marker 

clip in the area of the calcifications (D, arrow).   On low power (E, 
20 ×), the breast tissue has focal glandular epithelium (short arrow) 
and abundant fibrous stroma (medium arrow). On higher power (F, 
100 ×), the stroma is confirmed to be highly fibrous (short arrow). 
Calcifications were not identified
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areas of elastosis, which in combination with the irregu-
lar, entrapped glands raised the possibility of a complex 
sclerosing lesion. Myoepithelial cells were variably pre-
sent around the glands, which made this challenging to 
interpret given the fibrotic background (Fig. 8). Definitive 
evaluation for this lesion, which had features that suggest a 
complex sclerosing lesion/radial scar, required additional 
sampling [21].

Multidisciplinary Discussion

Given the inability to make a definitive diagnosis on core 
needle biopsy, the options for management included repeat 
core needle biopsy versus surgical excisional biopsy. UDH 
and CCC are considered proliferative lesions associated with 
a mildly elevated breast cancer risk approximately 1.5 to 2.0-
fold. If they do not have a component of cytologic atypia and 

A C

D

E
B

Fig. 6   Architectural distortion and solid mass at site of prior calci-
fications. Spot-magnification mammographic view showed a new 
area of architectural distortion (A, circle) near the site of prior cal-
cifications, which have increased compared to prior exam. The prior 
biopsy marker clip is at the inferior aspect of calcifications. A tar-
geted ultrasound was performed of this area, which showed a solid 
irregular mass with spiculated margins and associated calcifications 
(B, arrow). On low power (C, 40 ×), irregular nests of atypical epi-

thelium infiltrate the fibrous stroma, diagnostic of invasive carcinoma 
(short arrow). There is associated calcification (medium arrow). 
On higher power (D, 100 × ,) the impression of invasive carcinoma 
is confirmed and ductal features are noted (short arrow) with cohe-
sive nests of carcinoma. There are associated calcifications (medium 
arrow). Immunostain for ER (E, 100 ×) showed that the invasive car-
cinoma expresses estrogen receptors (short arrow indicates nuclear 
brown staining immunoreactivity)
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there is radiologic-pathologic concordance, excision is not 
necessary. Complex sclerosing lesions and radial scar are 
terms used to describe similar histologic findings with some 
authors distinguishing between them based on the size of 
lesion (radial scar < 1 cm, complex sclerosing lesion > 1 cm) 

[22]. These lesions are significant because they can mimic 
invasive carcinomas on mammographic, gross, and micro-
scopic examinations. On microscopic examination, one 
potential pitfall is that due to the degree of glandular distor-
tion by the sclerotic stroma, myoepithelial immunoreactivity 

Fig. 7   Architectural distortion with corresponding sonographic mass. 
Diagnostic mammogram spot CC (A) and ML (B) views showed 
architectural distortion (circle). A targeted ultrasound showed an 

irregular hypoechoic mass with irregular margins measuring 11 mm 
at the site of the mammographic distortion (C)

Fig. 8   Breast parenchyma with entrapped glands in fibrotic stroma. 
The background breast tissue (A and B, 40 ×) has abundant glandular 
epithelium (short arrow) in a mildly fibrotic stroma (long arrow). An 
area (C, 100 ×) with irregular glands (short arrow) in fibrotic stroma 

with focal elastosis (long arrow) raises the possibility of a scleros-
ing lesion. Immunohistochemistry for myoepithelial marker p63 (D, 
100 ×) showed intact staining around most glands (short arrow) but 
loss around focal glands (long arrow)
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may be diminished, which can make the distinction with 
invasive carcinoma challenging, particularly in the biopsy 
setting [23]. They can also be associated with upgrade to 
DCIS or invasive carcinoma on surgical excision. In a recent 
meta-analysis, upgrade rates of radial scar without atypia 
were 7.5%, and those with atypia were 26% [24]. One caveat 
to understanding upgrade rates is that because these lesions 
can have significant overlap with other entities (for exam-
ples: fibrocystic changes), understanding upgrade rates can 
be challenging. Current recommendations are for excision of 
these lesions given high upgrade rates; however, prospective 

multi-center trials are ongoing to better define upgrade rates 
for radial scars without atypia. In this case, excisional biopsy 
was recommended given the findings of likely radial scar on 
core needle biopsy.

Surgical pathology showed a complex sclerosing lesion 
with a focus of atypical lobular hyperplasia (Fig. 9). Atypi-
cal lobular hyperplasia is a high-risk lesion that confers 
elevated risk of breast cancer in either breast of 9–25% at 
10 years [25–27]. Depending on extent and involvement, 
chemoprevention can be considered to reduce future risk of 
estrogen-receptor positive breast cancer [25, 27]. Imaging 

Fig. 9   Surgical excision showed complex sclerosing lesion. Post-
localization mammogram showed the localization reflector next to the 
biopsy marker clip (A, circle). Excisional biopsy specimen showed 
the targeted reflector and biopsy marker clip (B). There is breast tis-
sue (C, 20 ×) with irregular glands (short arrow) in fibrotic stroma 
with focal elastosis (long arrow) consistent with a sclerosing lesion. 

On higher power (D, 40 × and E, 100 ×), the features of sclerosing 
lesion are better appreciated including irregular glands (short arrow) 
in fibroelastotic stroma (long arrow). Immunohistochemistry for 
myoepithelial marker p63 (F, 100 ×) showed intact staining around 
most glands (short arrow)
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follow-up should consist of at least annual mammography 
with consideration for high-risk MRI screening based on 
other factors such as family history.

Case 6: Lymph Node with Metastatic 
Carcinoma Including Extracapsular 
Extension

A 41-year-old woman presented with a right breast palpable 
abnormality which showed an 18 mm mass in the upper 
outer quadrant on mammography. On ultrasound, this mass 
measured 14 mm. Biopsy revealed IDC with lobular fea-
tures. MRI showed a unifocal mass measuring 23 mm with 
no lymphadenopathy (Fig. 10).

She subsequently underwent lumpectomy with sentinel 
lymph node biopsy, which showed a 28-mm IDC with nega-
tive margins. One of three sentinel lymph nodes was positive 
for macrometastatic carcinoma with associated extracapsu-
lar extension (spanning 0.4 cm). Extracapsular (otherwise 
known as extranodal) extension (ECE) is defined as carci-
noma that extends beyond the capsule of the lymph node. 
Establishing an interpretation of ECE can be challenging 
if identifying the capsule is difficult (i.e., in a lymph node 
with fatty replacement, carcinoma effacing normal archi-
tecture, or when the carcinoma involves the hilum, which 
does not have a well-defined capsular component). Once 
an interpretation of ECE has been rendered, there is no 

consensus regarding the utility of quantifying ECE to risk 
stratify patients, although some consider ≥ 0.2 cm as “gross” 
ECE with the clinical implication of likely additional nodal 
disease [28].

Multidisciplinary Discussion

Results of the American College of Surgeons Oncology 
Group (ACOSOG) Z0011 trial demonstrated that comple-
tion axillary lymph node dissection did not prolong survival 
or decrease the risk of regional recurrence among women 
with < 3 positive lymph nodes and T1 or T2 invasive breast 
carcinomas who underwent breast conservation therapy 
[29••]. However, patients with extracapsular extension 
were excluded from this study. A recent study evaluating 
the significance of extracapsular extension in women who 
otherwise met Z0011 criteria demonstrated that the presence 
and extent of ECE were associated with greater axillary dis-
ease burden [30]. Twenty percent of patients with ECE had 
additional positive nodes on completion axillary lymph node 
dissection compared to 3% of women without ECE. On mul-
tivariate analysis, ≥ 2 mm of ECE was the strongest predictor 
of ≥ 4 positive nodes at completion ALND (odds ratio 14.2). 
This patient had 4 mm of ECE, and therefore, completion 
axillary lymph node dissection was recommended.

Historically the presence of ECE has been linked to a 
higher risk of locoregional failure in the absence of adjuvant 

Fig. 10   Mammographic spot-magnification view with BB over the 
site of palpable abnormality showed an irregular mass with spiculated 
margins (A). A targeted ultrasound of this mass showed an irregu-
lar mass with spiculated margins (B). On subsequent breast MRI, 
there was no lymphadenopathy (C). Histology of the sentinel lymph 
node biopsy showed on low power (D, 20 ×) there is residual intact 
lymphoid tissue (short arrow) which is involved by macrometastatic 

carcinoma (medium arrow). There is infiltration of this metastatic 
carcinoma into adjacent adipose tissue (long arrow), consistent with 
extracapsular extension. On higher power (E, 40 × and F, 100 ×), the 
metastatic carcinoma (short arrow) is seen infiltrating beyond the 
lymphoid tissue (medium arrow in E) and into the adjacent adipose 
tissue (long arrow). This is consistent with extracapsular extension
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radiotherapy in breast cancer [31]. Furthermore, in conjunc-
tion with other unfavorable pathologic features, it may be a 
prominent negative prognostic factor [32]. More recently, 
phase III data support the use of less invasive axillary sur-
geries; however, they fall short in providing guidance on the 
role of regional nodal irradiation in this population, espe-
cially with respect to the presence of ECE [33, 34]. In this 
case, radiation treatment would encompass the entire breast 
including the low axilla using high tangential fields with the 
option to include a third field for regional nodal coverage.

Trials evaluating the utility of genomic testing for chemo-
therapy treatment decisions for node positive breast cancers 
were agnostic regarding ECE; however, they limit the use to 
women with 1–3 positive lymph nodes (N1 disease) [35, 36]. 
Given that ECE predicts for > N1 disease, it is worthwhile 
to consider this when making systemic therapy decisions.

Case 7: Biopsy of a Suspicious Mass After 
Neoadjuvant Chemotherapy

A 40-year-old woman with left breast triple negative 
35-mm IDC at 1 o’clock, upper outer quadrant was noted 
to have an additional suspicious 9-mm mass in the medial 
breast approximately 50 mm away from index malignancy 
on extent of disease breast MRI. An MRI-guided biopsy 
was recommended; however, 1.5 months of neoadjuvant 
chemotherapy (NAC) was completed prior to biopsy. At 
the time of MRI-guided biopsy, pre-biopsy post-contrast 
images showed resolution of the prior 9-mm mass; how-
ever, a biopsy using landmarks of this area was performed 
with pathology showing benign breast tissue. Without a 
pathologic finding to explain the radiologic impression of 
a mass lesion, this was deemed discordant (Fig. 11).

Fig. 11   Contrast enhanced T1-weighted fat saturated breast MRI 
image showed an irregular mass with heterogeneous internal 
enhancement in the left breast upper outer quadrant at the site of 
known cancer (A, arrow). There is an additional suspicious round 
mass with irregular margins at 9:00 (B, arrow). Post-NAC MRI per-
formed showed no abnormal enhancement at the prior mass (C) in 
addition to complete imaging response of the biopsy proven index 

mass (not shown). Histology from the left breast mass at 9:00 showed 
breast tissue without obvious pathology and no histologic correlate to 
the radiologic finding of a mass lesion (D, 40 × and E, 100 ×). Glan-
dular breast tissue was present (short arrow) in a background of typi-
cal fibrous stroma (long arrow). Residual in situ and/or invasive carci-
noma was not identified

375Current Breast Cancer Reports (2021) 13:365–380



1 3

Multidisciplinary Discussion

This radiologic and pathologic discordance could either 
have been due to a sampling error or possibly interval 
resolution of a neoplastic process. The absence of any 
sort of tissue response, such as marked fibrosis or histio-
cytic inflammation (i.e., treatment related changes), in this 
biopsy argues against the latter. A post-NAC breast MRI 
was performed, which confirmed that the suspicious addi-
tional mass had resolved and the biopsy marker clip was 
in the area of prior mass lesion. The known index cancer 
in the upper outer quadrant had also resolved. Options for 
surgical management included breast conservation of the 
primary carcinoma in the upper outer quadrant with close 
surveillance MRI for recurrence of the second mass versus 
mastectomy.

In regard to adjuvant radiation therapy, whole breast 
radiotherapy would be recommended after breast conser-
vation surgery. A tumor bed boost would be delivered after 
completing the whole breast course based on pre-chemo-
therapy imaging and surgical clips. Post-mastectomy radi-
ation therapy would not be recommended unless there was 
evidence of a large tumor bed or previously positive lymph 
node on final pathology. In this situation, a lumpectomy 
was performed after discussion with the patient. Final 

pathology revealed complete pathologic response, nega-
tive for carcinoma with biopsy site changes and treatment 
effect. Given the complete pathological response, no fur-
ther systemic therapy was indicated for this triple negative 
IDC; however, close monitoring on follow-up imaging was 
recommended.

Case 8A and 8B: Number of Abnormal 
Axillary Lymph Nodes on Initial Imaging 
in Women Who Receive Neoadjuvant 
Chemotherapy for Invasive Breast Cancer

The following two cases describe the importance for the 
radiation oncologist to understand the number of abnormal 
lymph nodes prior to NAC in order to determine treatment 
field.

Case 8A: Single Abnormal Lymph Node

A 64-year-old woman with known left breast unifocal IDC 
(ER + /PR − /HER2 +) and DCIS had a single abnormal 
left level 1 axillary lymph node identified on breast MRI 
(Fig.). A targeted ultrasound with ultrasound-guided 
biopsy and biopsy marker placement of this lymph node 

Fig. 12   Single abnormal 
axillary lymph node. Mam-
mographic CC view (A, circle) 
showed an oval mass with 
spiculated margins. There is a 
corresponding irregular shaped 
mass on ultrasound with indis-
tinct margins (B). Post-contrast 
breast MRI (C, arrow) showed 
a single abnormal left axillary 
level 1 lymph node with corre-
sponding abnormal lymph node 
seen on ultrasound (D, arrow)
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was performed which revealed axillary lymph node 
metastasis. The patient then had NAC with resolution of 
the index mass and abnormal lymph node by ultrasound  
(Figs. 12 and 13).

The patient preferred to undergo mastectomy and had a 
sentinel lymph node biopsy. Pathology from the left breast 
mastectomy showed focal residual high-grade DCIS. The 
sentinel lymph node excision specimen did not identify 
residual carcinoma or treatment-related changes, such 
as marked fibrosis or histiocytic inflammation. How-
ever, biopsy site changes were present in the lymph node 
(Fig. 13).

Case 8B: ≥ 3 Abnormal Axillary Lymph Nodes on Initial 
Imaging

A 39-year-old woman had a right breast IDC (ER − /
PR − /HER2 +) spanning the upper outer and upper 
inner quadrants measuring up to 68 mm. In addition, she 
had biopsy proven metastatic disease in a right axillary 

lymph node. A subsequent breast MRI was performed 
which showed at least 3 abnormal right level 1 lymph 
nodes (one of which contained the biopsy marker) as 
well as an abnormal level 2 lymph node (Fig. 14). The 
patient received NAC with complete imaging response 
in the breast and lymph nodes.

Post-treatment surgical pathology revealed no residual 
invasive carcinoma in the right mastectomy specimen. 
There were four sentinel lymph nodes excised without 
residual carcinoma. There was evidence in one lymph 
node of biopsy site and treatment-related changes 
(Fig. 15).

Multidisciplinary Discussion

In women who undergo NAC with biopsy-proven axillary 
metastasis, it is particularly important for the radiation 
oncologist to understand how many lymph nodes may 
have originally been affected with carcinoma prior to 
NAC. This helps guide the radiation treatment fields. For 
example, if a patient had pathologic complete response 

Fig. 13   In the breast (A, 100 ×), there is focal residual treated DCIS 
(short arrow) with nearby calcification (long arrow); there is no 
residual invasive carcinoma. In a lymph node (B, 20 × and C, 100 ×), 
there is biopsy site change (short arrow) with a cystic space lined by 
synovial-type hyperplasia with associated foreign body giant cells, 

fibrosis, and lymphocytic inflammation. Residual lymphoid tissue 
(long arrow) is present without definite treatment effect. In a differ-
ent lymph node (D, 100 ×), there is focal fibrosis (short arrow); how-
ever, this appears to be in continuity with the overlying capsule (long 
arrow) and therefore is not interpreted as treatment effect
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with 5 negative lymph nodes upon sentinel lymph node 
biopsy, however, they all had treatment effect, the 
radiation oncologist might choose to treat the regional 
lymphatics. In contrast, if there were 5 negative lymph 
nodes without treatment effect, less comprehensive 

treatment may be warranted. Furthermore, based on 
future study results, these women may potentially 
not need radiation therapy [37]. The most significant 
predictor of long-term outcomes among women who 
undergo NAC is their response to therapy. Those with a 

Fig. 14   ≥ Three abnormal axillary lymph nodes. Contrast enhanced 
T1-weighted fat saturated breast MRI images showed at least 3 mor-
phologically abnormal right axillary level one lymph nodes (A, B, 

long arrow) in addition to an abnormal right axillary level 2 lymph 
node (B, short arrow). A targeted ultrasound showed the two abnor-
mal left level 1 lymph nodes in different planes (C, arrows and D)

Fig. 15   The breast (A, 40 ×) showed biopsy site changes (short 
arrow) with background fibrotic stroma (medium arrow) and mild 
inflammation (long arrow); there is no residual in  situ or invasive 
carcinoma. One of the sentinel lymph node specimens (B, 20 × and 
C, 100 ×) has focal residual lymphoid tissue (short arrow), predomi-

nantly a fibrotic stroma indicative of treatment changes (medium 
arrow), and biopsy site changes (long arrow) comprising a discrete 
area with foreign body giant cells and associated fibrosis. There is no 
residual metastatic carcinoma present in the lymph node
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pathological complete response have the best prognosis, 
and recommended therapy is completion of 1 year of 
HER2-directed antibody therapy without a change to 
ado-trastuzamab emtansine [38, 39].

Conclusion

This manuscript describes several challenging radiology-
pathology correlations for which a multidisciplinary team 
is helpful. Understanding the overall clinical context can 
better guide clinical management.

References

Papers of particular interest, published recently, have 
been highlighted as: 
•• Of major importance

	 1.	 Prakash S, Venkataraman S, Slanetz PJ, Dialani V, Fein-Zachary 
V, Littlehale N, et al. Improving patient care by incorporation of 
multidisciplinary breast radiology-pathology correlation confer-
ence. Can Assoc Radiol J. 2016;67(2):122–9.

	 2.••	D’Orsi CJ SE, Mendelson EB, Morris EA et  al. ACR 
BI-RADS® Atlas, Breast Imaging Reporting and Data 
System. 5th ed. Reston, VA: American College of Radiology. 
2013. This manual provides standardized breast imaging 
terminology and guidance for all imaging modalities and 
follow-up and outcomes monitoring. Although not recently 
published, it is the source for breast imaging reporting 
guidelines.

	 3.	 Rakha EA, Ellis IO. Diagnostic challenges in papillary lesions 
of the breast. Pathology. 2018;50(1):100–10.

	 4.	 Wen X, Cheng W. Nonmalignant breast papillary lesions at core-
needle biopsy: a meta-analysis of underestimation and influenc-
ing factors. Ann Surg Oncol. 2013;20(1):94–101.

	 5.	 Jung SY, Kang HS, Kwon Y, Min SY, Kim EA, Ko KL, et al. 
Risk factors for malignancy in benign papillomas of the breast 
on core needle biopsy. World J Surg. 2010;34(2):261–5.

	 6.	 Nakhlis F, Ahmadiyeh N, Lester S, Raza S, Lotfi P, Golshan M. 
Papilloma on core biopsy: excision vs. observation. Ann Surg 
Oncol. 2015;22(5):1479–82.

	 7.	 Rizzo M, Linebarger J, Lowe MC, Pan L, Gabram SG, Vasquez 
L, et al. Management of papillary breast lesions diagnosed on 
core-needle biopsy: clinical pathologic and radiologic analy-
sis of 276 cases with surgical follow-up. J Am Coll Surg. 
2012;214(3):280–7.

	 8.	 Armes JE, Galbraith C, Gray J, Taylor K. The outcome of pap-
illary lesions of the breast diagnosed by standard core needle 
biopsy within a Breast Screen Australia service. Pathology. 
2017;49(3):267–70.

	 9.	 Shoker BS, Jarvis C, Sibson DR, Walker C, Sloane JP. Oestrogen 
receptor expression in the normal and pre-cancerous breast. J 
Pathol. 1999;188(3):237–44.

	10	 Costarelli L, Campagna D, Mauri M, Fortunato L. Intraductal 
proliferative lesions of the breast-terminology and biology mat-
ter: premalignant lesions or preinvasive cancer? Int J Surg Oncol. 
2012;2012:501904.

	11.	 Asirvatham JR, Falcone MM, Kleer CG. Atypical apocrine 
adenosis: diagnostic challenges and pitfalls. Arch Pathol Lab 
Med. 2016;140(10):1045–51.

	12.	 Calhoun BC, Booth CN. Atypical apocrine adenosis diagnosed 
on breast core biopsy: implications for management. Hum 
Pathol. 2014;45(10):2130–5.

	13.	 Carter DJ, Rosen PP. Atypical apocrine metaplasia in scleros-
ing lesions of the breast: a study of 51 patients. Mod Pathol. 
1991;4(1):1–5.

	14.	 Fuehrer N, Hartmann L, Degnim A, Allers T, Vierkant R, 
Frost M, et  al. Atypical apocrine adenosis of the breast: 
long-term follow-up in 37 patients. Arch Pathol Lab Med. 
2012;136(2):179–82.

	15	 Seidman JD, Ashton M, Lefkowitz M. Atypical apocrine adeno-
sis of the breast: a clinicopathologic study of 37 patients with 
8.7-year follow-up. Cancer. 1996;77(12):2529–37.

	16.	 Jackman RJ, Marzoni FA, Rosenberg J. False-negative diagno-
ses at stereotactic vacuum-assisted needle breast biopsy: long-
term follow-up of 1,280 lesions and review of the literature. 
Am J Roentgenol. 2009;192(2):341–51.

	17.	 Liberman L, Benton CL, Dershaw DD, Abramson AF, 
LaTrenta LR, Morris EA. Learning curve for stereotactic 
breast biopsy: how many cases are enough? AJR Am J Roent-
genol. 2001;176(3):721–7.

	18.	 Boba M, Kołtun U, Bobek-Billewicz B, Chmielik E, Eksner 
B, Olejnik T. False-negative results of breast core needle 
biopsies - retrospective analysis of 988 biopsies. Pol J Radiol. 
2011;76(1):25–9.

	19.	 Lee CH, Philpotts LE, Horvath LJ, Tocino I. Follow-up of 
breast lesions diagnosed as benign with stereotactic core-nee-
dle biopsy: frequency of mammographic change and false-
negative rate. Radiology. 1999;212(1):189–94.

	20.	 Heller SL, Jaglan S, Babb JS, Melsaether A, Toth HB, Moy 
L. Frequency of discordant lesions and false-negative can-
cers at stereotactic vacuum-assisted biopsy. Acad Radiol. 
2016;23(8):994–9.

	21.	 Morgan C, Shah ZA, Hamilton R, Wang J, Spigel J, Deleon 
W, et al. The radial scar of the breast diagnosed at core needle 
biopsy. Proc (Bayl Univ Med Cent). 2012;25(1):3–5.

	22.	 Cohen MA, Newell MS. Radial scars of the breast encountered 
at core biopsy: review of histologic, imaging, and management 
considerations. AJR Am J Roentgenol. 2017;209(5):1168–77.

	23.	 Hilson JB, Schnitt SJ, Collins LC. Phenotypic alterations in 
myoepithelial cells associated with benign sclerosing lesions 
of the breast. Am J Surg Pathol. 2010;34(6):896–900.

	24.	 Conlon N, D’Arcy C, Kaplan JB, Bowser ZL, Cordero A, Brogi 
E, et al. Radial scar at image-guided needle biopsy: is excision 
necessary? Am J Surg Pathol. 2015;39(6):779–85.

	25.	 Coopey SB, Mazzola E, Buckley JM, Sharko J, Belli AK, Kim 
EM, et al. The role of chemoprevention in modifying the risk 
of breast cancer in women with atypical breast lesions. Breast 
Cancer Res Treat. 2012;136(3):627–33.

	26.	 Degnim AC, Visscher DW, Berman HK, Frost MH, Sellers 
TA, Vierkant RA, et al. Stratification of breast cancer risk 
in women with atypia: a Mayo cohort study. J Clin Oncol. 
2007;25(19):2671–7.

	27.	 Hartmann LC, Degnim AC, Santen RJ, Dupont WD, Ghosh 
K. Atypical hyperplasia of the breast — risk assessment and 
management options. N Engl J Med. 2014;372(1):78–89.

	28.	 Choi AH, Blount S, Perez MN, de Paz Chavez CE, Rodri-
guez SA, Surrusco M, et al. Size of extranodal extension on 
sentinel lymph node dissection in the American College of 
Surgeons Oncology Group Z0011 Trial Era. JAMA Surg. 
2015;150(12):1141–8.

	29.••	Giuliano AE, Ballman KV, McCall L, Beitsch PD, Brennan 
MB, Kelemen PR, et al. Effect of axillary dissection vs no 

379Current Breast Cancer Reports (2021) 13:365–380



1 3

axillary dissection on 10-year overall survival among women 
with invasive breast cancer and sentinel node metastasis: the 
ACOSOG Z0011 (Alliance) randomized clinical trial. JAMA. 
2017;318(10):918–26. This paper described long-term out-
come follow-up of women enrolled in the ACOSOG Z0011 
trial which showed similar survival outcomes in women 
with T1 or T2 invasive primary cancer with non-palpable 
axillary lymphadanotphy treated with sentinal lymph node 
dissection alone versus axillary lymph node dissection.

	30.	 Gooch J, King TA, Eaton A, Dengel L, Stempel M, Corben 
AD, et al. The extent of extracapsular extension may influence 
the need for axillary lymph node dissection in patients with 
T1–T2 breast cancer. Ann Surg Oncol. 2014;21(9):2897–903.

	31.	 Katz A, Strom EA, Buchholz TA, Thames HD, Smith CD, Jhin-
gran A, et al. Locoregional recurrence patterns after mastec-
tomy and doxorubicin-based chemotherapy: implications for 
postoperative irradiation. J Clin Oncol. 2000;18(15):2817–27.

	32.	 Geng W, Zhang B, Li D, Liang X, Cao X. The effects of ECE 
on the benefits of PMRT for breast cancer patients with positive 
axillary nodes. J Radiat Res. 2013;54(4):712–8.

	33.	 Donker M, van Tienhoven G, Straver ME, Meijnen P, van de 
Velde CJ, Mansel RE, et al. Radiotherapy or surgery of the axilla 
after a positive sentinel node in breast cancer (EORTC 10981–
22023 AMAROS): a randomised, multicentre, open-label, phase 
3 non-inferiority trial. Lancet Oncol. 2014;15(12):1303–10.

	34.	 Giuliano AE, Hunt KK, Ballman KV, Beitsch PD, Whit-
worth PW, Blumencranz PW, et al. Axillary dissection vs no 
axillary dissection in women with invasive breast cancer and 
sentinel node metastasis: a randomized clinical trial. JAMA. 
2011;305(6):569–75.

	35.	 Cardoso F, van’t Veer LJ, Bogaerts J, Slaets L, Viale G, Delaloge 
S, et al. 70-gene signature as an aid to treatment decisions in 
early-stage breast cancer. N Engl J Med. 2016;375(8):717–29.

	36.	 National Cancer Institute. Tamoxifen citrate, letrozole, anastro-
zole, or exemestane with or without chemotherapy in treating 
patients with invasive RxPONDER breast cancer. Available 
from: https://​www.​clini​caltr​ials.​gov/​ct2/​show/​NCT01​272037. 
ClinicalTrials.gov Identifier: NCT01272037. Accessed January 
14, 2021.

	37.	 NSABP Foundation Inc. Standard or comprehensive radiation 
therapy in treating patients with early-stage breast cancer previ-
ously treated with chemotherapy and surgery. Available from: 
https://​clini​caltr​ials.​gov/​ct2/​show/​NCT01​872975. ClinicalTrials.
gov Identifier: NCT01872975. Accessed January 18, 2021.

	38.	 von Minckwitz G, Huang CS, Mano MS, Loibl S, Mamou-
nas EP, Untch M, et  al. Trastuzumab emtansine for resid-
ual invasive HER2-positive breast cancer. N Engl J Med. 
2019;380(7):617–28.

	39.	 Symmans WF, Wei C, Gould R, Yu X, Zhang Y, Liu M, et al. 
Long-term prognostic risk after neoadjuvant chemotherapy asso-
ciated with residual cancer burden and breast cancer subtype. J 
Clin Oncol. 2017;35(10):1049–60.

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

380 Current Breast Cancer Reports (2021) 13:365–380

https://www.clinicaltrials.gov/ct2/show/NCT01272037
https://clinicaltrials.gov/ct2/show/NCT01872975

	A Multidisciplinary Approach to Managing Uncertainty
	Abstract
	Purpose of Review 
	Recent Findings 
	Summary 

	Introduction
	Case 1: Intraductal Atypical Papillary Proliferation in an Elderly Patient with Comorbidities
	Multidisciplinary Discussion

	Case 2: Intraductal Epithelial Proliferation in a Patient with Prior Ipsilateral and Synchronous Contralateral Breast Cancer
	Multidisciplinary Discussion

	Case 3: Atypical Apocrine Adenosis
	Multidisciplinary Discussion

	Case 4: Discordant Biopsy of Calcifications
	Multidisciplinary Discussion

	Case 5: Architectural Distortion Showing Entrapped Glands in Fibrotic Stroma
	Multidisciplinary Discussion

	Case 6: Lymph Node with Metastatic Carcinoma Including Extracapsular Extension
	Multidisciplinary Discussion

	Case 7: Biopsy of a Suspicious Mass After Neoadjuvant Chemotherapy
	Multidisciplinary Discussion

	Case 8A and 8B: Number of Abnormal Axillary Lymph Nodes on Initial Imaging in Women Who Receive Neoadjuvant Chemotherapy for Invasive Breast Cancer
	Case 8A: Single Abnormal Lymph Node
	Case 8B: ≥ 3 Abnormal Axillary Lymph Nodes on Initial Imaging
	Multidisciplinary Discussion

	Conclusion
	References


