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Abstract

Purpose Breast cancer is the most common cancer among females worldwide. Axillary lymph node involvement is an
important prognostic factor in pre-operative evaluation. The aim of this study was to evaluate the sensitivity and accuracy
of AUS during the initial breast cancer diagnosis and the contribution of ultrasound with guided FNAC (AUS +FNAC) in
cases of suspicious node.

Methods A retrospective study was conducted at the Lorraine Cancer Institute between 1 January and 31 December 2015.
It included patients with early breast cancer, all of whom received AUS. If axillary node involvement was suspected, FNAC
was performed. Sentinel lymph node biopsy (SLNB) and/or axillary lymph node dissection (ALND) were performed depend-
ing on FNAC results.

Results In total, 292 patients were included. 88 patients (30.1%) had a suspicious lymph node on ultrasound and had FNAC,
of whom 53 tested positive for axillary node involvement (60.2%). Among the 35 patients who tested negative with FNAC,
15 had axillary metastatic involvement. Performance of AUS +FNAC was better than that of AUS alone, with sensitivity,
specificity, positive predictive and negative predictive values of approximately 44.5%, 100%, 100% and 72.4%, respectively,
and accuracy of approximately 77.4%. Luminal A subgroup, axillary involvement of less than two positive nodes or nodal
tumor of less than 7 mm are independent factors of false negative rate.

Conclusions AUS performance would seem to be improved by FNAC, with a false negative rate of approximately 26%. It
may be possible to reduce the false negative rate of AUS if its contributing factors are taken into consideration, along with
the impact of specific echographic signs as revealed by experienced radiologists.
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Introduction

< Judicael Hotton

judicael.hotton @reims.unicancer.fr Breast cancer is the most common cancer among females
in France. In 2018, its incidence in women in France was
approximately 56,162 new cases (33.5% of all cancers
in women), and its mortality rate reached 13,353 deaths.
This disease is the leading cause of death due to cancer for
women in France and worldwide [1].

The identification of axillary lymph node involvement has
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a prognostic impact in breast cancer management, allows the
appropriate treatment to be carried out and can influence
surgical and adjuvant treatment [2, 3]. But this method is
associated with complications like lymphedema or alteration
of shoulder mobility [4]. Management of the axilla change
and patients with axillary node-negative exploration benefit
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from sentinel lymph node biopsy (SLNB). Although the
sentinel procedure is less invasive and associated with less
morbidity than axillary lymph node dissection (ALND), up
to 50% of the SLNBs collected are tumoral and require radi-
cal axillary surgery [5, 6].

The advantages of pre-operative identification of axillary
metastases include allowing direct dissection of the axillary
lymph nodes, avoiding unnecessary SLNB and the need for
a second surgical procedure involving the axillary lymph
nodes.

As physical examination is insufficient (sensitivity of 40%
and high false positive rates of more than 50%), axillary
ultrasound (AUS) is an economical and non-invasive alter-
native method [7]. Used alone, it remains limited by its sen-
sitivity and specificity, which in the literature average 63%
and 88%, respectively [8]. Its performance is improved when
it is combined with fine-needle aspiration cytology (FNAC),
especially improving specificity and positive predictive val-
ues, up to almost 100% and 95%, respectively [9—12].

The aim of this study was to evaluate the sensitivity and
accuracy of AUS during the initial breast cancer diagno-
sis and the contribution of ultrasound with guided FNAC
(AUS +FNAC) in cases of suspicious node. Other objectives
were to identify clinical, ultrasound and pathologic factors
that reveal false negatives in AUS results.

Materials and methods

Data were retrieved retrospectively from the Hospital Data-
base of the Department of Surgical Oncology at the Lor-
raine Cancer Institute, France, between 1 January and 31
December 2015.

Eligibility criteria

The analysis focused on patients who had been diagnosed
with breast cancer and who had received an AUS with
or without FNAC as part of the initial diagnostic assess-
ment. Patients with newly diagnosed breast cancer during
the study period, with tumors classified as T1 or T2, and
having pre-operative AUS were included. They also had to
have had a surgical evaluation by SLNB and/or ALND. The
exclusion criteria were tumors classified as more than T3,
ductal carcinoma in situ, men, metastatic lesions, breast or
axillary recurrence, and patients treated with neo-adjuvant
chemotherapy.

Population characteristics
To determine predictive factors associated with node

involvement, demographic and histological data were
evaluated for each patient: age, menopausal status, clinical
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stage T and N, tumor size, multifocality in the breast, type
of surgery [breast-conserving surgery (BCS) or total mas-
tectomy, SLNB, ALNDY], final histological results [tumor
size, histological type, Scarff-Bloom—Richardson (SBR)
grade, Ki67 rate, estrogen and progesterone receptors,
HER?2 status], presence of lymphovascular space invasions
(LVSIs), number of involved lymph nodes and the presence
of extracapsular effraction. Immunohistochemical classifica-
tion subtypes of breast cancers were defined as Luminal A
(estrogen and progesterone receptors > 10%, Ki67 <20% and
negative HER2 immunohistochemical staining) Luminal B
(estrogen receptor > 10% and progesterone receptors < 10%
or Ki67>20%), basal-like (estrogen and progesterone recep-
tors < 10% and negative HER2 immunohistochemical stain-
ing) and overexpressed HER2 (HER2 immunohistochemical
staining +++ or ++ and amplified in situ hybridization)
[13].

AUS, axillary surgery and histological analysis

Each patient had bilateral mammography and breast ultra-
sound at the time of initial management. An AUS was per-
formed at the same time. These investigations were carried
out by four expert radiologists. A lymph node was classified
as suspect in case of increased lymph node size, cortical
thickening (>3 mm), cortical hypo echogenicity or loss of
fatty hilum and the AUS result was given as positive. All
patients with an axillary node suspected of a secondary
location had a FNAC using a 21G fine needle. The FNAC
result was qualified as positive when lymph node cytology
was found to have metastatic involvement. In these cases,
ALND was performed; otherwise the patient was eligible
for a SLNB. The presence of isolated tumor cells (i+) in
the axilla was considered as negative (NO). Except when
there were axillary lesions (N+), an ALND was performed
without SLNB procedure in cases of multifocality (when 2
tumor foci were more than 5 cm apart), multicentricity (2
foci located in 2 different quadrants or when there were more
than 2 foci). Some patients presenting a suspicious node
and negative FNAC at the time of the initial evaluation had
ALND for a larger or multifocal tumor, after discussion at
a multidisciplinary meeting. An ALND was also performed
in case of failure of the SLNB procedure.

Statistical analysis

Quantitative parameters were described as mean and stand-
ard deviation, qualitative parameters as frequency and per-
centage. Performance of AUS alone was assessed by con-
sidering the results of ALND or SLNB as the gold standard.
Sensitivity was measured as the number of patients with a
positive AUS result out of the number of patients with posi-
tive ALND or SLNB results. Specificity was measured as
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the number of patients with negative AUS results out of the
number of patients with negative ALND and SLNB results.
The positive predictive value was the number of patients
with positive ALND or SLNB results out of the number of
positive AUS results, whereas the negative predictive value
was the number of patients with negative ALND and SLNB
out of the number of patients with negative AUS results.
Accuracy was measured as the true positive plus the true
negative out of the total number of patients. The same com-
putations were performed for AUS combined with FNAC by
considering patients with positive AUS and positive FNAC
results as ‘positive’ patients, and patients with negative AUS
or patients with positive AUS and negative FNAC as ‘nega-
tive’ patients. The McNemar test was performed to compare
sensitivities in the subgroup of patients with positive ALND
or SLNB, and to compare specificities in the subgroup of
patients with negative ALND and SLNB. Prognostic fac-
tors of false negative (or true positive) for the combined
method (AUS +FNAC) were investigated in the subgroup of
the 131 patients with axillary involvement. Bivariate logis-
tic regression was performed for each prognostic factor and
parameters with a p value of less than 0.1 were introduced
in a multivariate logistic regression with backward selection.
Results were expressed as the odds ratio and 95% confidence
interval.

All p values of less than 0.05 were considered statistically
significant. All data were analyzed using SAS software, ver-
sion 9.4 (Institute, Inc., Cary, NC, USA).

Results

A total of 292 patients were included retrospectively from
the study period. Table 1 details their demographic, clinical
and surgical characteristics.

The average age at diagnosis was 61.7 +12.2 years. 219
patients had a cT1 tumor (75%) and 73 patients had a cT2
tumor (25%). Clinical axillary lymph node evaluation was
negative in 91.8% of cases (n=268) and cN1 in the remain-
ing cases. 58 patients had multifocal involvement in the
breast (19.9%). The majority of the lesions were classified
as ACR4 (34.8%, n=100) or ACRS5 (59.9%, n=172) and
more than half had associated microcalcifications (54.9%,
n=104). The average size of the breast lesions on ultrasound
was 14.4 + 16 mm. 88 patients (30.1%) had a suspicious
lymph node on ultrasound and had FNAC.

197 patients received BCS (67.5%), while the others
underwent total mastectomy (32.5%). A SLNB procedure
was performed in 67.8% of cases (n=198). The average
number of lymph nodes collected during this procedure was
3.1+ 1.8 nodes. 94 patients (32.2%) benefited from ALND,
including 53 patients with positive FNAC results and 41
who had multifocality or additional ALND after positive

Table 1 Demographic, clinical and surgical characteristics of the 292
patients

Age (years) 61.7+12.2
Body mass index (kg/m?) 26.5+5.7
> 25 kg/m? 52.1 (152)
Personal history of cancer 9.9 (29)
Family history of breast cancer 33.6 (98)
Laterality
Right breast 459 (134)
cT stage

cTO 44.5 (130)

cT1 30.5 (89)

cT2 25 (73)
Localization

Outer quadrants 65.7 (192)

Inner quadrants 28.1(82)

Central 6.2 (18)
cN stage®

cNO 91.8 (268)

N1 8.2 (24)
Multifocality in the breast 19.9 (58)
ACR classification®

3 5.23 (15)

4 34.8 (100)

5 59.9 (172)
Microcalcifications 53.9 (104)
Mean tumoral size (mm) 144 + 16
Breast-conserving surgery 67.5 (197)
Total mastectomy 32.5(95)
Sentinel lymph node biopsy 67.8 (198)
Mean number of sentinel nodes 3.1+1.8
Recovery for axillary lymph node dissection® 12.1 (24)
Axillary lymph node dissection 32.2 (94)
Mean number of axillary nodes 16.6 +7.2

% (n); mean + standard deviation

cT clinical tumor size classification, ¢N clinical node presence clas-
sification

“Physical examination

YACR American College of Radiology classification. ACR3: lesions
are probably benign abnormalities requiring short-term screening.
ACR4-5: lesions are suspicious abnormalities requiring histological
control or considered malignant

¢ Among the sentinel lymph node biopsies

SLNB results. Among the 24 patients who had additional
ALND:s out of the 56 who had positive SLNB results, 3 had
complementary metastatic lymph nodes.

Final histological results

Tumor histological characteristics are presented in
Table 2. The majority of lesions were of an invasive ductal
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Table 2 Tumor histological characteristics of the 292 patients

Table 3 Axillary histological characteristics of the 292 patients

Mean size of infiltrative lesions 193 +15.7 Axillary involvement 40.7 (119)

Tumor localization Positive SLNB* 22.2 (44)
Outer quadrants 64.4 (188) More than one positive node 204
Inner quadrants 30.5 (89) Positive ALND" 79.8 (75)
Central 5.1(15) Number of positive nodes in ALND 5.9+638

Multifocality 24.3 (71) Positive ALND recovery® 125(3)

Histological type Extracapsular effraction? 58.8 (70)
Invasive ductal carcinoma 82.9 (242) Axillary invasion type (not exclusive)?

Invasive lobular carcinoma 9.9 (29) Micrometastasis 19.3 (23)
Others 7.2 (21) Macrometastasis 80.7 (96)
LVSI 24.6 (69) Mean size of axillary tumor? 8.9+ 10.0

Final histological grade pN stage
1 26.3 (76) pNO 55.1(161)
2 40.8 (118) pNO@+) 4.1(12)
3 32.9 (95) pNlmic 7.9 (23)
Ki-67 rate (%) pN1 20.6 (60)
<10 37.9 (110) pN2+3 12.3 (36)
10-30 36.5 (106) o
530 25.5 (74) ? (n); mea'n -0_1- lstand;\rd tljcv:jltlon i L
a7om SLAB sniolrmgh e gy ALND il bl e s
PR negative status 25.1(73) mic with micrometastasis
Overexpression of HER2 117 (34) #Among the 198 patients who benefit from SLNB
Triple negative 9.3(27) > Among the 94 patients who benefit from ALND
Biomolecular classification ¢ Among the 24 patients with recovery of sentinel lymph node biopsy
Luminal A S1.9(A5D 4Among the 119 patients with positive axillary lymph nodes
Luminal B 27.1(79)
Basal-like 9.3 (27)
Overexpressed HER2 11.7.(34) average size of the tumor site was 8.9 + 10.0 mm. More than
pT stage half of axillary involvement had extracapsular extension.
pT1 68.1(199) When cytology was positive, the mean number of positive
pT2 28.1(82) nodes was approximately 4.
pT3 3.1 09
pT4 0.7 (2)

% (n); mean + standard deviation

LVSI lymphovascular space invasion, ER status estrogen receptor sta-
tus, PR status progesterone receptor status, p7 histological tumoral
stage

carcinoma (82.9%), and the average size of the lesions was
19.3 + 15.7 mm. Histopronostic criteria were distributed as
follows: 32.9% of SBR 3 grade tumors, 25.5% had a Ki67
greater than 30%, 11.7% overexpressed HER2. The biomo-
lecular classification showed 51.9% of luminal A subtype,
27.1% of luminal B subtype, 9.3% basal-like and 11.7%
overexpressing HER2. Concerning axillary data (Table 3),
40.7% had axillary lymph node positivity, 22.2% (n=44) of
which had positive SLNB results out of the 198 patients who
benefit from SLNB. Among the 94 patients who benefit from
ALND, 79.8% of ALND were positive, with an average of
5.9+ 6.8 positive nodes; 19.3% were micrometastases. The
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AUS + FNAC performance

Axillary lymph node examination is summarized in Fig. 1.
We selected all patients who received AUS. Of the 204
negative AUSs, 51 procedures had positive lymph nodes
on pathologic assessment of the surgical specimen. The
88 patients with positive AUSs had FNAC. The main char-
acteristic that led to FNAC was cortical thickness greater
than 3 mm (71.6%). All cytologies were performed with
fine-needle aspiration. 60.2% were positive (n=53). Among
the 35 negative FNACs, 15 of the next procedures (SLNB/
ALND) were positive with metastatic axillary metastatic
involvement. For the combined method (AUS + FNAC),
the detection rate was 60.2% (53/88) and the false negative
rate was 42.8% (15/35). The sensitivity, specificity, posi-
tive predictive and negative predictive values (Table 4) of
the combined method were 44.5%, 100%, 100% and 72.4%,
respectively, with an accuracy of 77.4%. Sensitivity of the
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Table 4 Performance of axillary
lymph node examination in 292
patients according to axillary
ultrasound alone or axillary

Axillary ultrasound alone

Axillary ultrasound and
fine-needle aspiration
cytology

ultrasound combined with fine-

con Sensitivity
needle aspiration cytology

Specificity
Positive predictive value
Negative predictive value

57.1% (68/119)
88.4% (153/173)
77.3% (68/88)
75.0% (153/204)

44.5% (53/119)
100% (173/173)
100% (53/53)

72.4% (173/239)

Accuracy 75.7% (221/292) 77.4% (226/292)
292 AUS
|
|
204 AUS (-) 88 AUS (+)
I |
153 SLNB or ALND (-) 51 SLNB or ALND (+)
138 SLNB (-) 36 SLNB (+) 88 FNAC
15 ALND (-) 15 ALND (+)
I
[ I
35 FNAC (-) 53 FNAC (+)
I
| 1 |
20 SLNB or ALND (-) 15 SLNB or ALND (+)
16 SLNB (-) 8 SLNB (+) 53 ALND (+)
4ALND (-) 7 ALND (+)

Fig. 1 Flowchart of axillary lymph node examination. AUS axillary ultrasound, SLNB sentinel lymph node biopsy, ALND axillary lymph node

dissection, FNAC fine-needle aspiration cytology

combined method was better for AUS alone (p <0.001),
whereas specificity was better for AUS + FNAC (p <0.001).

Predictive factors of false negatives of AUS + FNAC

The data are presented in Table 5. The data considered were
from a group of 119 patients with axillary involvement and
included 66 false negative cases (15 negatives cases after
FNAC and 51 negative cases with only AUS). In bivariate
analyses, an ultrasound tumor size of less than 20 mm, grade
1, with a low Ki67 rate or luminal A was significantly asso-
ciated with a risk of false negative evaluation. At the axillary
level, two or fewer affected lymph nodes, a tumor site of less
than 7 mm and no capsular rupture were associated with a

risk of false negative evaluation. In multivariate analysis,
luminal A biomolecular status, minimal axillary involve-
ment with less than two affected lymph nodes or tumor site
of less than 7 mm were independent factors of false negative
of AUS +FNAC evaluation procedure.

Discussion

Axillary lymph node involvement is a major prognostic fac-
tor in the management of breast cancer [14]. A pre-operative
axillary evaluation will allow the axillary surgical procedure
to be adapted from the outset during initial management,
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Table 5 Predictive factors of false negatives for AUS+FNAC for 119 patients with axillary involvement

False negative (n=66) True positive (n=53) p-value Bivariate OR and 95% CI Multivariate OR and 95% CI

Localization site

Outer quadrants 65.2% (43) 73.6% (39) 0.4 1.10[0.26; 4.71]
Inner quadrants 28.8% (19) 18.9% (10) 1.90 [0.39; 9.26]
Central 6.0% (4) 7.5% (4) 1
Tumor size (mm)?
<20 56.1% (37) 32.1% (17) 0.009 2.70 [1.27; 5.74]
>20 43.9% (29) 67.9% (36) 1
Histological type
ILC 9.1% (6) 7.6% (4) 0.8 0.75 [0.09; 6.23]
IDC 84.9% (56) 88.6% (47) 0.60 [0.10; 3.40]
Others 6.0% (4) 3.8% (2) 1
Grade®
1 21.2% (14) 7.5% (4) 0.003 5.50[1.59; 18.98]
2 47.0% (31) 30.2% (16) 3.05 [1.35; 6.88]
3 31.8% (21) 62.3% (33) 1
LVSI
No 54.5% (36) 62.3% (33) 0.4 0.73 [0.35; 1.52]
Yes 45.5% (30) 37.7% (20) 1
Uni/multifocality
Multifocality 34.8% (23) 30.2% (16) 0.6 1.24 [0.57; 2.68]
Unifocality 65.2% (43) 69.8% (37) 1
ER
Negative 7.6% (5) 20.8% (11) 0.04 0.31 [0.10; 0.97]
Positive 92.4% (61) 79.2% (42) 1
PR
Negative 18.2% (12) 35.9% (19) 0.03 0.40 [0.17; 0.92]
Positive 81.8% (54) 64.1% (34) 1
HER2
Negative 86.4% (57) 81.1% (43) 0.4 1.47 [0.55; 3.94]
Overexpressed 13.6% (9) 18.9% (10) 1
Ki-67 rate®
<10% 13.5% (9) 3.8% (2) 0.001 2.31[0.46; 11.65]
10-30% 62.1% (41) 39.6% (21) 1
>30% 24.2% (16) 56.6% (30) 0.27 [0.12; 0.61]
Histological subtype
Luminal A 54.6% (36) 22.6% (12) 0.002 3.63 [1.49; 8.86]
Luminal B 28.8% (19) 43.4% (23) 1
Basal-like 3.0% (2) 15.1% (8) 0.30 [0.06; 1.60]
HER2 +++ 13.6% (9) 18.9% (10) 1.09 [0.37; 3.23]
Luminal A®
No 45.5% (30) 77.4% (41) <0.001 1 1
Yes 54.5% (36) 22.6% (12) 4.10[1.83;9.17] 3.32[1.26; 8.76]
pT stage
1 57.6% (38) 34.0% (18) 0.017 7.39 [1.39; 39.19]
2 39.4% (26) 52.8% (28) 3.2510.62; 17.09]
3/4 3.0% (2) 13.2% (7) 1
pN stage
Imi+1 87.9% (58) 47.2% (25) <0.001 8.12[3.25;20.27]
243 12.1% (8) 52.8% (28) 1
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Table 5 (continued)

False negative (n=66) True positive (n=53) p-value Bivariate OR and 95% CI Multivariate OR and 95% CI

Number of positive nodes®

<2 81.8% (54) 37.7% (20) <0.001 7.43[3.22;17.14] 5.11 [2.00; 13.07]

>3 18.2% (12) 62.3% (33) 1 1
Nodal tumor size®

<7 78.8% (52) 30.2% (16) <0.001 8.59[3.74; 19.73] 5.11 [2.05; 12.71]

>8 21.2% (14) 69.8% (37) 1 1
Extracapsular extension®

No 60.6% (40) 17.0% (9) <0.001 7.52[3.15; 17.96]

Yes 39.4% (26) 83.0% (44) 1

AUS+FNAC axillary ultrasound and fine-needle aspiration cytology, ILC invasive lobular carcinoma, /DC invasive ductal carcinoma, LVSI
lymph vascular space invasion, ER estrogen receptor, PR progesterone receptor, pT histologic tumoral classification, pN histologic node classifi-

cation, OR odds ratio, 95% CI 95% confidence interval

*Variables included in the multivariate analysis

which will consist of ALND in the case of positivity or a
SLNB in other cases.

AUS is now performed systematically [15]. Several ultra-
sound criteria can be used to characterize suspect lymph
nodes. Its detection rate is good, but alone it remains insuf-
ficient [16]. When AUS is combined with FNAC, a greater
number of pathological axillary lymph nodes are detected
during pre-operative assessment [2, 10]. In our study,
AUS-FNAC had low sensitivity (44.5%) but high specific-
ity (100%), whereas AUS alone had a sensitivity of 57.1%
and specificity of 88.4%. Identification of a positive lymph
node had a positive predictive value of 100% and negative
predictive value of 72.4%. These data are consistent with
the literature [15, 17]. The sensitivity of AUS + FNAC was
lower than AUS alone with similar accuracy. This difference
could be explained by the fact that FNAC was performed as
soon as an axillary node was appeared suspicious and not
as soon as it was visualized on ultrasound. These data are
linked to the performance of radiologists, ultrasound being
a dynamic ‘operator-dependent’ examination. Ultrasound by
experienced radiologists could be used to rule out significant
lymph node involvement in most early breast cancer patients
[18].

Ultrasound criteria were not exhaustively collected
because they were not always available in the files, but 2/3
of the suspect lymph nodes in this study had a cortical thick-
ening of more than 3 mm. The other signs indicating FNAC
were loss of fatty hilum, lymph node size or nodular thicken-
ing. These data improved the performance of the test. Corti-
cal thickness is the most sensitive and specific ultrasound
characteristic for identifying a metastatic axillary lymph
node according to the literature [19]. Another criterion is
loss of lymph node hilum. It had good sensitivity but worse
specificity [20, 21].

It may also be possible to perform core needle biopsy
(CNB). This technique is more sensitive than FNAC but
carries a higher risk of hematoma or vascular wound [22].
No CNBs were performed in the study. The other factor that
could influence the accuracy is the tumor size. An increased
tumor size was an increased risk factor of lymph node
involvement [23]. Clinical palpability could also be a fac-
tor influencing sensitivity and accuracy, making it easier to
guide ultrasound sampling [10]. The presence of several sus-
picious nodes could be another factor influencing the tests.

The false negative rate in this study was approximately
26%, which is similar to data in the literature (average of
25%) [24-27]. In bivariate analysis, factors significantly
associated with higher false negative rates were tumor sizes
of less than 20 mm (OR =2.7, p=0.009), lower histologi-
cal grades (OR=5.5, p=0.003), Ki67 rates less than 10%
(OR=2.31, p=0.001), luminal A histological subtypes
(OR=4.10, p<0.001), 2 or fewer axillary pathological
nodes (OR=7.43, p <0.001), lymph node tumor site of less
than 8 mm (OR=8.59, p<0.001) and absence of extraca-
psular extension (OR=7.52, p <0.001). The independent
predictive clinical pathological criteria for false negatives
in multivariate analysis in our study were luminal A his-
tological subtype (OR=3.32, p<0.001), a maximum of
2 metastatic axillary lymph nodes (OR=5.11, p <0.001)
and an axillary tumor node of less than 8 mm (OR=5.11,
p<0.001). Some of these factors were consistent with the
literature [24, 28].

Not all micrometastatic diseases were detected by axillary
FNAC, owing to the maximum focus size of 2 mm. These
data correspond to those in the literature [24, 29]. Lobular
histological type and LVSI were not predictive criteria for
false negatives in our study, in contrast to previous reports
[8, 30-32]. This is most likely due to the low percentage of
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lobular diseases (9.9%) or LVSI (24.6%) in our study. Simi-
larly, BMI had no impact on AUS analysis. Most patients
with false negative AUS have significantly fewer than 3
metastatic axillary lymph nodes (OR=5.11). Reyna et al.
studied axillary disease in patients with false negative pre-
operative axillary assessment and concluded that the rates of
post-operative axillary damage found were similar in most
patients with 2 or fewer positive nodes [30]. This is all the
more important as the ACOSOG Z0011 study reported that
patients with limited axillary metastatic disease do not gain
additional benefit from ALND in terms of survival [33, 34].
The detection rate of axillary involvement was lower for the
luminal A subtype compared to other histological subtypes
(OR =3.63). A recent study by Helfgott et al. reported a
lower sensitivity of AUS in luminal A (25%) and luminal B
(40%) cancers than in non-luminal cancers (70%), exposing
these patients to a higher risk of inappropriate treatment
[28]. The design of this retrospective study does not allow us
to determine whether the negative cytology of the suspected
node was the same as the positive node on the final histol-
ogy, it could have been another node and could also explain
a part of the false negative rate.

The false positive rate of AUS-FNAC was 0%. This rate
is similar to the low rates ranging from O to 2% reported in
other studies [24, 35].

There were some limitations to our study. First, this was
a retrospective study, which limits the validity of the results.
The sample size is small and hence there are low numbers
for certain variables, limiting some interpretations. Second,
we did not have all of the data collected by the radiologists
that allowed them to determine the indication for FNAC; for
example, other than the ultrasound aspect, it is possible that
they were suspicious but near to a vascular pedicle or deep
and inaccessible. Third, another potential bias is the inter-
pretation of ultrasound pathological nodes by radiologists.
In the center, all external imaging examinations are reviewed
systematically. Nevertheless, 20.5% of axillary involvement
was found among the negative ultrasound analyses. This bias
could be minimized by establishing specific and reproduc-
ible imaging criterion to limit inter-observer variability, and
to systematize the reviewing of external examinations with
the aim to reduce the false negative rates.

Conclusion and perspectives

AUS-FNAC has many advantages. It allows the pre-oper-
ative detection of axillary involvement, indicating from the
outset the need for surgical ALND in case of positivity,
which avoids an unnecessary SLNB procedure.

Low numbers of involved lymph nodes and small meta-
static nodes are the strongest independent predictors of false

@ Springer

negatives in axillary exploration, followed by histological
subtype luminal A.

AUS and FNAC do not seem to detect axillary microme-
tastases. Further progress is needed to better detect axillary
disease.
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