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Background: With the increased use of neoadjuvant chemotherapy (NAC), as well as
increasing efficacy of systemic therapy, a substantial proportion of clinically node-
positive patients may achieve a nodal pathologic complete response (pCR) with che-
motherapy. Instead of axillary lymph node dissection (ALND), a novel surgical techni-
que called targeted axillary dissection (TAD) including removal of sentinel lymph
nodes (SLNs) and clip-marked node has been gaining acceptance in recent years.
Logically, preoperative identification of patients with pCR or residual disease would
allow for the optimization of axillary surgery for performing a TAD or proceeding to a
ALND after NAC, thus sparing patients unnecessary procedures or expense. The aim of
this study was to investigate the value of 18F-FDG PET/CT in tailoring axillary surgery
by predicting nodal response among node-positive breast cancer patients after NAC.

Methods: Breast cancer patients with biopsy-confirmed nodal metastasis were prospec-
tively enrolled. At least one 18F-FDG PET/CT scan was performed before NAC (a sec-
ond one after two cycles with baseline SUVmax in axillary lymph nodes� 2.5), among
whom a subset of patients had underwent TAD. All the patients ultimately underwent
ALND. The accuracy was calculated by a comparison with the final pathologic results.

Results: Table. Accuracy of 18F-FDG PET/CT to Predict Ax-pCR in Overall Population
and Different Subtypes Overall population ER-HER2þ subtype The rest subtypes No.
of patients 111 31 80 Ax-pCR rate (%) 55.9 74.2 48.8 AUC (95%CI) 0.75 (0.65-0.84)
0.55 (0.31-0.79) 0.80 (0.70-0.91) P value<0.05 0.69<0.05 Optimum cut-off (%) 78.4
79.9 76.2 Accuracy (%) 75.7 54.8 77.5 Sensitivity (%) 79.0 56.5 84.6 Specificity (%) 71.4
50.0 70.7 PPV (%) 77.8 76.5 73.3 NPV (%) 72.9 28.6 82.9 In this study, 133 patients
were enrolled. With the optimum cut-off value of� 2.5 for the baseline SUVmax and�
78.4% for the DSUVmax, 18F-FDG PET/CT scans showed a moderate predictive value of
axillary (Ax-pCR) with an area under the curve (AUC) of 0.75 (95% CI: 0.65-0.84)
(Table). Explorative subgroup analyses indicated little predictive value for estrogen
receptor (ER)-negative, human epidermal factor receptor 2 (HER2)-positive (HER2-
enriched) patients (AUC¼0.55). And the application of 18F-FDG PET/CT could spare
22 patients from unnecessary TADs or supplementary ALNDs and reduce 1 of 3 false-
negative cases occurring in TAD among the non-HER2-enriched patients.

Conclusions: Application of the subtype-guided 18F-FDG PET/CT could accurately
predict nodal response and aid in tailoring axillary surgery among node-positive breast
cancer patients after NAC, which included identifying candidates appropriate for TAD
or directly proceeding to ALND. This approach might help to avoid false-negative
events occurring in TAD.
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Background: Pathological complete response (pCR) of axillary lymph nodes (ALNs) is
frequently achieved in patients with clinically node-positive breast cancer after neoad-
juvant chemotherapy (NAC), and ALN status is an important prognostic factor in
breast cancer patients. Our goal is to develop a new clinical predictive model to assess
the axillary lymph node pCR probability after NAC.

Methods: A retrospective series of 547 patients who had biopsy-proven positive ALNs
at diagnosis and undergoing axillary lymph node dissection from 2007 to 2014 in
National Cancer Center/Cancer Hospital of Chinese Academy of Medical Sciences.
We analyzed the clinicopathologic features and developed a nomogram to predict
the probability of ALN pCR. Univariate assessment was performed using a logistic
regression model. A multivariate logistic regression stepwise model was used to

generate a nomogram to predict ALN pCR in node positive patients Variables with
P< 0.05 on multivariable analysis were included in the nomogram. The adjusted area
under the receiver operating characteristic curve (AUC) was calculated to quantify the
ability to rank patients by risk. Internal validation was estimated using 70-30 hold out
validation method. Nomogram was validated externally with the prospective cohort of
167 patients from 2016 to 2018.

Results: In retrospective study, there were 172 (31.4%) patients achieved axillary pCR
after NAC. Multivariate analysis indicated that clinical nodal (N) stage (P¼ 0.002),
hormone receptor (HR) status (P¼ 0.009) and clinical response of the primary tumor
after NAC (P< 0.001) were significant independent predictors for axillary pCR. The
NAC nomogram was based on these three variables. In the internal validation of per-
formance, the AUCs for the training and test sets were 0.719 and 0.753, respectively.
The nomogram was validated in an external cohort with an AUC of 0.734.

Conclusions: We developed a nomogram to predict the likelihood of axillary pCR in
node-positive breast cancer patients after NAC. The predictive model performed well
in prospective external validation. This practical tool could provide information to sur-
geons regarding whether to perform additional ALND after NAC.
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Background: The aromatase inhibitor letrozole (Femarâ/ Femaraâ) and the aromatase
inactivator exemestane (Aromasinâ) are currently widely used to treat estrogen receptor
positive breast cancer in postmenopausal patients. Interestingly, exemestane may cause
clinical disease stabilization following progression on non-steroidal AIs in patients with
metastatic breast cancer indicating that additional effects, not necessarily related to
estrogen-suppression, may be involved in the well-known “lack of cross-resistance”. The
adipocytokine leptin has been shown to enhance the expression of aromatase via pro-
moter II and I.3 using an AP-1 motif. In this study, we evaluated the serum levels of 12
adipokines relative to given treatment with aromatase inhibitors aiming for a direct head-
to-head comparison between letrozole and exemestane in vivo.

Methods: The NEO-LET-EXE-trial is a neoadjuvant, randomized, open-label, intra-
patient cross-over trial. Postmenopausal women with ERþ, HER-2 negative, locally
advanced breast cancer were enrolled. Blood specimens obtained at baseline, after 2
months and 4 months of treatment were available from 39 patients. All patients were
randomized to sequential treatment starting with either letrozole (2.5 mg o.d.) or
exemestane (25 mg o.d.) for 2 months followed by another 2 months on the alternative
aromatase inhibitor. The serum levels of twelve adipokines were assessed using the
Luminex xMAP technology (multiple ELISA).

Results: Serum levels of leptin were significantly decreased during treatment with
exemestane compared to treatment with letrozole (P< 0.001), regardless whether
exemestane was given as first or second therapy. Furthermore, we observed a strong
trend towards a reduction of serum levels of adiponectin during treatment with
exemestane (P¼ 0.059). No significant changes in serum levels of the other adipocyto-
kines were registered during treatment with aromatase inhibitors.

Conclusions: Our results suggest distinct influences of exemestane on serum leptin but
also adiponectin levels that may contribute to the clinical well-document positive
effects of exemestane following progression on non-steroidal AIs like letrozole.
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Background: The role of neoadjuvant chemotherapy (NACT) in the treatment of early
stage breast cancer is well established. Guidelines differ in their recommendation for

Annals of Oncology abstracts

Volume 30 | Supplement 3 | May 2019 doi:10.1093/annonc/mdz097 | iii35



staging work-up prior to NACT. Our institutional guidelines recommend CT thorax
abdomen and pelvis scan for all such patients and we sought to evaluate the rate of
metastatic disease by breast cancer stage.

Methods: All cases identified for potentially curative NACT by the Multidisciplinary
Team between 1/1/15-31/12/17 were included. Clinical records were reviewed. Those
without a CT, inoperable when referred, with a diagnosis other than breast cancer or
with loco-regional recurrence were excluded. Rates of metastases by tumour size (great-
est by MRI, USS and mammography), lymph node stage (MRI and USS), receptor sta-
tus and multifocality were calculated.

Results: 185 patients were identified and 22 were excluded (no CT scan (6), inoperable
(5), referred for adjuvant therapy (7), locoregional recurrence (3) and angiosarcoma
(1)). 104/163 (64%) patients had a normal CT scan. 7/163 (4%) patients had definite
metastases identified on their staging CT and 52/163 (32%) had an equivocal scan with
further imaging required. Following additional imaging a further 10 patients had meta-
static disease confirmed giving an overall incidence of of 10% (17 patients). The inci-
dence of metastatic disease by stage (M1/total), (Nþ¼ node positive): T0Nþ 0/1;
T1N0 0/11; T1Nþ 0/12; T2N0 1/42 (2%); T2Nþ 9/53 (17%); T3N0 1/8 (12.5%);.

T3Nþ 4/32 (12.5%); T4N0 1/1 (100%); T4Nþ 1/3 (33%). T2N0M1 and T3N0M1
patients both had triple negative disease. Multifocal disease: 7/163 of which 4/7 (57%)
were metastatic. All 4 of multifocal M1 were node positive. For patients with an equivo-
cal CT scan, 72 additional scans were arranged: ultrasound (16), MR (25), CT (20),
bone scan (6), PETCT (5).

Conclusions: The incidence of metastatic disease detected on imaging during work-up
for NACT was 10%. The rate of metastatic diagnosis increases with T stage in patients
with clinical N0 disease. Staging can be omitted in patients T1/2N0 at diagnosis.
Omission of staging CT scans in the T1-2N0 cohort would have reduced the imaging
frequency across all modalities by 30% when both initial and additional imaging are
considered.
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Background: Neoadjuvant chemotherapy plus anti-HER2 treatment is increasingly
becoming the treatment of choice for all but the lowest risk HER2þ early and locally
advanced breast cancer (BC). Patients achieving a pathological complete response
(pCR) have substantially better outcomes compared with non-pCR. We evaluated the
pCR rates following neoadjuvant systemic therapy in our HER2þ BC population and
determined the influence of tumour and patient characteristics, and adverse events on
pCR rates, disease free survival (DFS) and overall survival (OS).

Methods: We retrospectively identified patients with early and locally advanced
HER2þ BC who received neoadjuvant treatment from January 2013 to December 2017
and underwent subsequent surgery. pCR was defined as ypT0/is N0. Demographics,
patient and disease characteristics, pathological responses, toxicities, dose delays and
reductions were recorded. Statistical analysis was undertaken using Chi-squared,
Kaplan Meier and Log-rank tests.

Results: 300 patients were identified. Median age was 51 years (range 25-78) and 286
(95.3%) patients had performance status (PS) 0. 11 (4.0%) patients had clinical stage I,
189 (63.0%) stage II and 100 (33.0%) stage III disease. 204 (68.0%) had grade 3 disease
and 282 (94.0%) ductal histology. 185 (61.7%) patients had ERþ disease and 115
(38.3%) ER- disease. 155 (52.0%) patients were treated with chemotherapy plus
Trastuzumab. 143 (48.0%) patients had chemotherapy plus Trastuzumab and
Pertuzumab. pCR rate in the overall population was 54.3% and significantly better in
the ER- compared with the ERþ subgroup ( 68.7 vs 45.4 %; p< 0.001). Patients on
dual anti-HER2 blockade achieved higher pCR rates compared with those on
Trastuzumab (56.6 vs 52.2%) although the difference was not statistically significant
(p¼ 0.448). pCR rates were not influenced by age, PS, dose reductions or dose delays
but were significantly lower in case of chemotherapy early discontinuation. With a
median follow-up of 23 months, median DFS and OS were not reached.

Conclusions: In our analysis, pCR rate was similar to published data in the literature
and was higher in the ER-/HER2 positive subgroup.
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Background: Neoadjuvant concurrent chemoradiation (CTRT) is not widely practised
in breast cancer. We present our experience with the use of neoadjuvant CTRT in
patients with locally advanced breast cancers (LABC) treated at our centre.

Methods: The study included all consecutive female patients with inoperable stage III
LABC treated at our centre from December 2015 to June 2016. Data were collected ret-
rospectively from the patients’ case records. The impact of neoadjuvant CTRT on
pathological complete response and survival was analysed. All patients received 2 cycles
of Paclitaxel 3 weekly (175 mg/m2/dose) with External beam radiotherapy (EBRT)
delivered at 46 Gy in 23 fractions given over 5 weeks.

Results: The study included 100 patients with a median age of 49 years among whom 9/
100 (9%) had IIIA disease, 73/100 (73%) IIIB and 18/100 (18%) had IIIC disease.
Hormone receptor-positive disease was observed in 36/100 (36%) patients, triple nega-
tive in 24/100 (24%) and Her2 neu positive disease in 40/100 (40%) patients. All
patients were operable after completing the planned neoadjuvant treatments. Ninety-
one out of 100 (91%) patients underwent modified radical mastectomy whereas 9/100
(9%) did not consent for surgery. pCR was observed in 12/21 (57.1%) patients with
triple-negative disease, 11/34 (32.3%) patients with hormone receptor-positive disease
and 16/36 (44.4%) patients with Her2 neu positive disease. Most common morbidity
observed was grade 3 skin reactions. No grade 4 skin toxicity was observed. The 2-year
event-free survival (EFS) and overall survival (OS) for the entire cohort was 88 % and
73.1 % respectively.

Conclusions: Neoadjuvant CTRT is well tolerated and is associated with higher pCR
rates than what has been reported with neoadjuvant chemotherapy alone. However,
further prospective studies with longer follow-up are required to confirm our findings.
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Background: The prognostic and predictive value of the androgen receptor (AR) in tri-
ple negative breast cancers (TNBC) remains controversial. We assessed the impact of
AR in TNBC on core needle biopsy (CNB) and remaining tissue after neo-adjuvant
chemotherapy (NACT) by menopausal status which affects the androgen/estrogens
relation and pathological complete response (pCR) rate.

Methods: We retrospectively evaluated all consecutive TNBC patients receiving NACT
between 2000 and 2017 treated in a single center with sufficient remaining diagnostic
CNB material. AR-expression was assessed by immunohistochemistry using the�1%
as per recommendation of ASCO/CAP guidelines for estrogen receptor. AR was corre-
lated with baseline demographics and clinic-pathological characteristics, including
stromal tumor infiltrating lymphocytes (sTILs), pCR (pT0-is, N0), AR-expression in
remaining tumor, and metastasis for outcome using the Fine and Gray model for statis-
tical analysis. We explored whether results differ by menopausal status.

Results: 71 women were eligible (median age 51.0 yrs; 35 postmenopausal), 6.7 yrs
median follow-up. AR-pos was seen in 32%. pCR, reported in 39.8% (45.7% in pre-
and 33.3% in postmenopausal) predicted metastasis; 3.5% if pCR; 37.3% if no-pCR.
AR on CNB did not correlate with age, menopausal status, BMI, sTILs or pCR. AR-
status on CNB was not associated with metastasis. 14% of 43 patients with no-pCR fol-
lowing NACT were AR-pos; this predicted a poor outcome. The difference in median
TTM by AR was 4m longer if AR-pos but this was not significant. A total AR-score for
proportion of cancer cells staining�34% was more frequently observed in postmeno-
pausal patients (27%), as compared to the premenopausal ones (5.7%). This discrep-
ancy might possibly explain the 12.3% higher pCR rate in premenopausal patients. %
pCR by AR-expression (cut-off�1%) and menopausal status.
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