
was defined as the time between the last CT administration and surgery. Prognostic im-
pact was investigated through Cox regression.

Results: Luminal-like subtype was the most frequent (53.69%) followed by HER2-
positive (29.26%) and triple negative BC (17.05%). Median follow-up was 55.07
months (mo). Estimated overall survival (OS) at 24 and 60 mo was 96.4% and 88.2%,
respectively. Estimated relapse free survival (RFS) at 24 and 60 mo was 83.6% and
65.8%. Median CTTS was 1.08 mo (25%-75% range: 0.89 - 1.2 mo). Among the total
population no statistically significant differences were observed in terms of OS and RFS
between CTTS> 1 vs< 1 mo (HR 1.18, 95%CI 0.72-1.98; HR 1.28, 95%CI 0.89-1.85,
respectively). On multivariate analysis, grade 3 and Ki67>¼20% were associated with
worse RFS (HR 2.09, 95%CI 1.31-3.33; HR 2.77, 95%CI 1.30-5.91, respectively); on the
other hand, a pathological complete response was associated with better RFS (HR 0.23,
95%CI 0.09-0.56). In terms of OS, grading and Ki67 were marginally significant.
Subgroup analysis for CTTS showed no statistically significant differences when stratifi-
cation for the main clinico-pathological features was applied. Notably, a trend for inter-
action in the nodal status stratification was observed.

Conclusions: This study explored the impact on RFS and OS of the interval between
the end of neaodjuvant CT and surgery. Notwithstanding the exploratory purpose, the
results suggest that an interval superior to 1 month was not significantly detrimental in
terms of both RFS and OS.

Legal entity responsible for the study: N/A

Funding: None

Disclosure: All authors have declared no conflicts of interest.

168P Updated results of the Breast cancer task force phase II study of
neoadjuvant weekly carboplatin (Cp) added to paclitaxel (P) followed
by epirubicin (E) and cyclophosphamide (C) in triple negative breast
cancer (TNBC) patients (pts)
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Background: Introduction: TNBC has the highest mortality of all BC subtypes.
Neoadjuvant platinum added to the taxanes-antracycline chemotherapy has been re-
ported to improve pathologic complete response (pCR) rate and survival in TNBC.
Aim: To evaluate the efficacy and toxicity of the addition of weekly Cp to Pl and dose
dense EC on the pCR rate in an open-label phase II study in stage II/III TNBC pts.

Methods: Patients and methods: Sixty three pts received dose dense P (80mg/m2/wk)
concurrent with Cp (AUC¼2) for 12 wks, added to two-weekly E (90mg/m2) and C
(600mg/m2) for 4 cycles, and followed by surgery and radiotherapy. The primary end-
point was pCR in the breast and axilla. Additionally adverse events are registered. A cor-
relative assessment of germ line mutations in HRD genes is ongoing. Pts are monitored
for clinical response by magnetic resonance and mammography and also for relapse
free survival and time to treatment failure. The study sample size has been calculated ac-
cording to the optimal Simon’s two-stage design method. The target sample size was 63
patients with 80% power to detect a pCR rate of> or¼ 47% (a¼ 0.05).

Results: Accrual to the study is completed and 63 eligible pts with operable, non-
inflammatory stage II/III TNBC were included. Most pts were between 40 and 60 yr old
and 49 out of 63 were stage T2. Forty percent were clinically nodeþ and 68% were G3.
Seventy three percent received breast conserving surgery. Thirty eight out of 63 pts
(60%) achieved a pCR rate in the breast and axilla. In 52 evaluable pts for toxicity, the
main toxicity for part 1 (CpþP) of the combination was neutropenia G3/4 in 37 pts
(71%) and for part 2 (EC) febrile neutropenia G3/4 in 18 pts (34%) despite primary
prophylaxis, followed by thrombocytopenia G3/4 in 11 pts (21%). Only three pts had a
neuropathy G3.

Conclusions: The addition of weekly carboplatinum to neoadjuvant dose dense pacli-
taxel and EC is feasible and a pCR rate in the breast and axilla as high as 60% in early
TNBC pts is obtained. Correlation with genomic HRD deficiency is ongoing.

Clinical trial identification: 2014-003723-21; 28-02-2014

Legal entity responsible for the study: Breast Cancer Task force on behalf of the
BSMO (Belgian Society of Medical Oncology)

Funding: Amgen and Teva

Disclosure: All authors have declared no conflicts of interest.

169P Neoadjuvant eribulin following anthracycline and taxane in triple
negative breast cancer (HOPE): A multicenter, two stage, phase II trial
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V. Torri7, F. Crippa8, B. Paolini9, G. Scaperrotta10, A. Gulino11, C. Tripodo11,
M.P. Colombo12, S. Folli13, F.G. de Braud14

1Biomarker Unit, Dipartimento di Ricerca Applicata e Sviluppo Tecnologico (DRAST),
Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy, 2Department of Oncology,
ASST Fatebenefratelli Sacco, Milan, Italy, 3Department of Oncology, Azienda
Ospedaliera San Gerardo, Monza, Italy, 4Breast Cancer Unit and Molecular Therapy
Unit, Istituti Ospitalieri di Cremona, Cremona, Italy, 5Division of Medical Oncology,
Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy, 6Trial Center, Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy, 7Statistics, Mario Negri, Milan, Italy,
8Nuclear Medicine and PET Unit, Fondazione IRCCS Istituto Nazionale dei Tumori,
Milan, Italy, 9Department of Pathology, Fondazione IRCCS Istituto Nazionale dei
Tumori, Milan, Italy, 10Breast Imaging Unit, Fondazione IRCCS Istituto Nazionale dei
Tumori, Milan, Italy, 11Tumor Immunology Unit, Palermo University School of Medicine,
Palermo, Italy, 12Experimental Oncology and Molecular Medicine, Fondazione IRCCS -
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Background: Neoadjuvant chemotherapy for triple negative breast cancer (TNBC) pa-
tients (pts) is mostly based on anthracycline and taxane (AT). The microtubule dy-
namics inhibitor eribulin mesylate (E) has been proved to increase survival in heavily
pretreated metastatic breast cancer pts. We argue that sequential AT and E would bene-
fit also non-metastatic TNBC pts.

Methods: Pts with primary TNBC>2 cm received doxorubicin 60 mg/m2þpaclitaxel
200 mg/m2 day 1, q 21 for 4 cycles, followed by E 1.4 mg/m2 days 1,8 q 21 for 4 cycles.
The primary endpoint was the pathological complete response (pCR) rate; secondary
endpoints included clinical response rate by RECIST 1.1, metabolic response by
EORTC criteria, safety profile and biomarker analysis. Sample size was estimated to de-
tect a 40% pCR, with 20% for a minimal hypothesis. With a type I error of 0.05 and a
statistical power of 80%, 13 patients were to be initially enrolled. Observation of� 4
pCR would justify continuation of accrual up to 43 pts.

Results: Thirteen pts were enrolled. The combination was safe with mostly G1/2 toxic-
ities. The only G� 3 event was neutropenia, which was related to AT in 4 pts and to E
in 2 pts. An analysis of the degree of response by imaging was feasible in 11 pts. Overall
6/11 (54%) pts achieved a partial response after AT; of note 3/5 (27%) AT-
unresponsive pts responded to E, 1 had stable disease and 1 pt definitely progressed.
FDG PET/CT scans were available in 12 pts after AT and in 10 pts after 2 cycles of E.
Median SUVmax values were 13, 3, and 2 at baseline, after AT and after E, respectively.
Of the 4 pts with complete metabolic response (2 after AT and 2 after E), 2 achieved
pCR at surgery. Immunostaining of paired pre- and post-treatment tumor bioptic spe-
cimens revealed reduction of beta-catenin, cyclin D and c-myc expression in the ab-
sence of n-cadherin modulation. The trial was halted because of the unmet primary
endopoint (3 pCR).

Conclusions: Despite an unmet primary endpoint, E showed clinical and biological ac-
tivity in TNBC pts. The observed modulation of beta-catenin pathway core proteins,
purportedly outside the domain of epithelial mesenchymal transition, claims for fur-
ther investigation and for the refinement in the definition of the clinical endpoints.

Clinical trial identification: EUDRACT: RELEASE: November 2012

Legal entity responsible for the study: Fondazione IRCCS Istituto Nazionale dei
Tumori, Milan, Italy

Funding: Eisai

Disclosure: All authors have declared no conflicts of interest.

170P Impact of neoadjuvant therapy (NT) and pathological complete
response (pCR) on breast-conserving surgery (BCS) in patients (pts)
with breast cancer (BC): A meta-analysis
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Background: We performed a meta-analysis of randomized trials that evaluated the
pCR and surgical decisions after NT for BC.

Methods: Studies were retrieved by searching the PubMed database and the proceed-
ings of major conferences. The primary outcome was BCS rate. Secondary outcomes
were pCR rate and association to BCS. Meta-analyses were performed using random-
effects (RE) models that use inverse-variance weighting for each treatment arm based
on the number of evaluable pts. Point estimates are reported with 95% confidence
intervals, and p< 0.05 was considered statistically significant.

Results: 36 studies were identified (N¼ 12,311 pts). 17/36 studies reported both pCR
and BCT for at least 1 treatment arm, and comprise the studies in this analysis. The
number of arms per study ranged from 1 to 6, such that 42 independent units were
available to evaluate the association between pCR and BCT. The BCS rate ranged from
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5% to 76% across arms with an average BCS of 57% (95% CI 52%-62%). Significant
heterogeneity was observed among the trials (Cochrane Q¼ 787, p< 0.001, I2¼ 97%).
In the meta-regression model, BCS rates were not significantly associated with year of
first patient-in (p¼ 0.89), grade (p¼ 0.93), hormone-receptor status (p¼ 0.39).
Clinical N-stage (p¼ 0.01) and HER2 status (p¼ 0.03) were significantly associated
with BCS. pCR rate ranged from 3% to 60% across studies. The average pCR across all
study arms was 24% (95% CI 19%-29%). No association was observed between pCR
rate in a study arm and the resulting BCS rate in a univariate model (p¼ 0.34) nor after
adjusting for HER2 and clinical nodal status (p¼ 0.82). Change in BCS with NT was
further derived from the subset of 14 multi-arm trials, where 17 pairwise contrasts were
made between randomized populations: 2 studies showed a significant difference in
BCS. The difference in pCR rates between treatment arms ranged from -22% to 24%.
However, no significant association is seen with the corresponding difference in BCS
rates (p¼ 0.27).

Conclusions: This meta-analysis indicates that, despite increasing pCR, there is no con-
comitant increase in BCS. Future NT studies should reconsider using BCS as an
endpoint.

Legal entity responsible for the study: Carmen Criscitiello

Funding: None

Disclosure: All authors have declared no conflicts of interest.

171P Composite index of risk shows that benefit from adjuvant dose dense
chemotherapy is not confined to triple negative breast cancer
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Background: Compared with the standard interval adjuvant chemotherapy, dose-
dense schedule is proved to increase disease-free survival (DFS) in node-positive early
breast cancer (EBC) patients (pts). To date, GIM2 is the only trial supporting the role
of dose-dense chemotherapy in pts with hormone receptor-negative (HR-) or hormone
receptor-positive tumours (HRþ) (Del Mastro et al. Lancet 2015). To further refine the
evidence of treatment effect in the HRþ subgroup, a composite index of risk was de-
veloped including clinico-pathological features.

Methods: The randomized phase III GIM2 trial enrolled 2091 pts with node-positive
EBC (primary endpoint: DFS). A continuous, composite measure of treatment benefit
was determined from a Cox model incorporating potential predictive factors (age: 25-
40/41-55/56-71; histological grade: 1þ 2/3; HR status: positive/negative; ki-67 levels:
�20%/>20%). Subpopulation treatment effect pattern plot methodology was used to
reveal differential treatment effects on DFS according to composite index. The study
analyzed the cohort of pts with HER2- (N¼ 1127) disease with a special focus on HRþ
disease (N¼ 980).

Results: On average, the magnitude of benefit with dose dense chemotherapy versus
standard chemotherapy widely varied according to composite measure of specific fea-
tures. In the HER2- subgroup, the highest benefit was observed in pts with G3, HR-,
>10 positive nodes, age<40 yrs, ki-67> 20% (hazard ratio for DFS 0.57, 95% CI 0.35-
0.94). Notably, among pts with HRþ disease, the following clinic-pathological charac-
teristics conferred the highest benefit: G3,�4 positive nodes, age�56 yrs, ki-67> 20%
(hazard ratio for DFS 0.66, 95% CI 0.38-1.15).

Conclusions: Composite risk evaluation and corresponding subpopulation treatment
effect pattern plot methodology suggest that benefit of dose dense adjuvant chemother-
apy is not confined to triple negative EBC.

Legal entity responsible for the study: Gruppo Italiano Mammella

Funding: None

Disclosure: All authors have declared no conflicts of interest.
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women treated with early stage breast cancer
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Background: In this study; Amenorrhea caused by chemotherapy in early stage breast
cancer patients and its effects on survival were investigated.

Methods: A total of 389 patients who received adjuvant chemotherapy from 600 pre-
menopausal patients who were treated with early stage breast cancer during 2000-2013
and followed up were included in the study. Patients who did not undergo medical
ovarian ablation (OA); Amenore as developing and non-developing, two groups were
separated and compared with clinicopathologic features and survival. SPSS 17. version
was used.

Results: Disease-free survival (DFS): median (m) 57 months (4-197 months), overall
survival (OS): m 60 (10-168 months) and follow up time m 60 months (23-168
months). During follow-up, chemotherapy induced amenorrhea (CIA) was observed
in 145 (57.5%) of 252 patients who did not have any ovarian ablation (OA. The 5-year
OS rate of patients with CIA was significantly higher than the patients without CIA
(p¼ 0.042, 95.9% vs 89.7 vs 158.88 vs 135.33 months, respectively). In the subgroup
analysis, the OS in patients with CIA was significantly higher than in those without CIA
in patients had HR (þ) (p¼ 0.036, 97.5% vs 91.5 vs 162.13 vs. 136.20 months, respect-
ively). There was no significant difference in the duration of OS between with CIA and
without CIA of the patients who had not HR (þ) (p¼ 0.736, 90.9% vs 86.8% and
126.16 and 133.76 months, respectively). The duration of OS was significantly longer in
patients with CIA in the luminal A molecular subtype than in those luminal B molecu-
lar subtype, but the difference was not significant in patients without CIA (p¼ 0.027 vs
p¼ 0.074 respectively).

Conclusions: The development of amenorrhea due to chemotherapy provides a signifi-
cant survival advantage over those patients who do not develop amenorrhea due to
chemotherapy. This advantage is more pronounced in hormone receptor positive,
lymph node involvement and advanced disease. The development of amenorrhea due
to chemotherapy in patients with HR negative does not affect survival. Amenorrhea de-
velopment further prolongs survival compared to luminal B in the luminal A molecular
subtype.

Legal entity responsible for the study: Istanbul Bilim University, Florence Nightingale
Group of Hospitals
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173P Determinants and outcomes associated with delays in adjuvant
chemotherapy among breast cancer patients
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Background: Adverse outcomes have been associated with delays in the administration
of adjuvant chemotherapy among breast cancer patients. We evaluate the determinants
and outcomes associated with delays in time to chemotherapy (TTC) in a large cohort
of older breast cancer patients.

Methods: We used the NCI-Surveillance Epidemiology and End Results (SEER) and
Texas Cancer Registry (TCR)-Medicare linked data bases to identify patients�66 years
old diagnosed with localized or regional breast cancer between 2001-2011. All patients
received chemotherapy within 9 months of surgery. Delayed TTC was defined as> 90
days. Multivariable logistic regression was used to identify predictors of treatment
delay. A Cox Proportional Hazards model was fit to determine the association between
treatment delay, overall survival (OS) and breast cancer specific survival (BCSS).

Results: 25,096 patients were included, of them 2,676 (10.7%) had a TTC>90 days. In
multivariable analysis factors associated with delays in TTC were: recent year of diagno-
sis (2011 vs 2001 OR¼ 1.31; 95%CI 1.03-1.67), older age (76-80 vs 66-70 OR¼ 1.51;
95%CI 1.33-1.72), black race (OR¼ 1.35; 95%CI 1.14-1.58), having state buy-in (as an
indicator of poverty) (OR¼ 1.27; 95%CI 1.1-1.47), comorbidities (Charlson score 1
OR¼ 1.23;95%CI 1.09-1.37; score 2 OR¼ 1.57; 95%CI 1.37-1.81), mastectomy
(OR¼ 1.49; 95%CI 1.33-1.67), mastectomy with immediate reconstruction
(OR¼ 1.85; 95%CI 1.37-2.48), Oncotype DX testing (OR¼ 1.68; 95%CI 1.4-2.02),
mastectomy>30 days after the initial surgery (OR¼ 16.91; 95%CI 12.07-23.68),
brachytherapy (OR¼ 4.11; 95%CI 3.17-5.34) and whole breast radiation prior to
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