
Conclusions: Palbociclib significantly upregulates the inflammatory mediator IL-8 in
the four breast cancer cell lines tested, which included luminal, HER2þ and triple nega-
tive cells. Our resuls warrant further molecular characterization of the effects of palbo-
ciclib on tumor inflammatory microenvironment and analysis of the possible synergy
of CDK4-6 inhibitors with anti-PD-L1 drugs in breast cancer.

Legal entity responsible for the study: Pangaea Oncology.
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Background: Germline mutations in the high-penetrance susceptibility genes BRCA1
and BRCA2 are associated with inherited predisposition for breast and ovarian cancer.
Pattern of mutations varies considerably among different populations, and there are
groups with high prevalence of particular mutations according to geographical area, as
the c.156_157insAlu BRCA2 rearrangement, a founder mutation of Portuguese origin
and one of the most frequent BRCA2 mutations described to date. In this study we
review the clinical and pathological characteristics of the patients with Hereditary
Breast and Ovarian Cancer Syndrome (HBOC), the BRCA1 and BRCA2 mutation
spectrum and evaluate its relation with clinical outcomes.

Methods: Retrospective analysis of families with HBOC of our clinic between January
2007 and December 2017. Myriad or BRCAPRO model was applied and individuals
with score� 10% were tested for BRCA1/2 mutations, using PCR sequencing and
MLPA technique. Data was analyzed with SPSS statistics software.

Results: Ninety-four families with 378 members were evaluated. BRCA1 mutation was
identified in 182 individuals, and BRCA2 in 111 individuals. In BRCA1 population, 42
individuals (40 females, 2 males) with cancer (affected individuals – AI) were identified,
mainly with triple-negative breast cancer (BC) (57%). The most frequently detected
mutations were exon 16_17del, c.1121_1123delCACinsT and c.2037delGinsCC which
together represented 31% of total pathogenic mutations. In BRCA2 population, 62 AI
were identified (55 females, 6 males), mainly with luminal BC (71.4%). The
c.156_157insAlu BRCA2 rearrangement represented 61% of total pathogenic muta-
tions. Rate of risk reducing surgeries was similar in both groups. Five-year overall sur-
vival was 82.5% in BRCA1 AI vs 86.4% in BRCA2 AI.

Conclusions: Our results are consistent with literature in terms of genotype-phenotype
relation and frequency of founder mutations. Identify the most frequent mutations in
each population is crucial for a personalized approach of patients and to define strat-
egies of surveillance for patients and relatives at risk. Prognostic impact of these muta-
tions in outcomes in BC has not been fully determined to date. Further studies
including this population are warranted.
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Background: Metastasis continues to be a crucial problem for the clinical management
and treatment of breast cancer (BC). Among breast carcinoma of no special type (BC-
NST), grade 1 tumors do have the best prognosis in terms of recurrence and overall sur-
vival. However, rarely they metastasize to the axilla, suggesting a more aggressive
behaviour. Our study aimed to uncover the mechanism responsible for the dissemina-
tion of tumor cells of grade 1 BC-NST into axillary lymph nodes in order to better
understand lymph node metastasis phenomenon in BC.

Methods: Whole-exome sequencing technique was used to analyze a total of 7 BC with
lymph node metastases and 8 without, all Luminal A BCs. Analysis compared the
molecular profiles of the selected cases by Enlis Genome Research software, Cravat
application and QueryOr software.

Results: Analyzing the data, we can explain the presence of metastasis for 3 different
samples because of the presence of mutation in AKT1 and PI3K. However, surprisingly,
the group of patients with positive lymph node shared the same polymorphism
(rs406113) in GPX6 gene. The rs406113 polymorphism is a missense variation, which
in combination with other mutations, had previously been associated with the risk of
breast cancer. To further investigate the role of the GP6X polymorphism on the onset

of metastases, we collected 32 blood samples from breast cancer female patient. We per-
formed a Kaplan-Meier analysis on metastatic free survival, without highlighting an
increased risk due to the presence of the mutation (HR 1.01; 95% CI 0.41-2.45;
P¼ 0.976). By using Cox Regression Analysis, after adjusting the model, to confound
for Triple Negative status, MIB-1 levels, neoadjuvant and adjuvant therapy, the pres-
ence of GPX6 polymorphism confers an increased risk of metastasis onset (HR 2.1;
95% CI 0.76-5.8; P¼ 0.15). We have genotyped further 80 triple negative breast cancer
blood samples and are in the process of collecting all clinical-pathological information
to strengthen the statistical analysis.

Conclusions: Further analysis will be performed to confirm data obtained, to make
in vitro study to investigate it possible role in metastatic process of breast cancer.

Legal entity responsible for the study: Fabio Beltram.
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Background: Endocrine therapy for breast cancer patients is currently determined
based on positive estrogen receptor alpha (ER) staining measured by immunohisto-
chemistry. However, not all selected patients will respond to this therapy, suggesting
that ER staining is not an optimal predictor for therapy response. We previously
described a new method to measure functional signal transduction pathways based on
a Bayesian inference from measurements of mRNA levels (microarray, qPCR) of the
specific ER pathway related target genes. Initial evaluation suggested that ER pathway
activity score of the primary biopsy is related to clinical response. In this study, this
association is confirmed together with the observation that only the ER pathway activ-
ity is targeted by endocrine therapy, making this pathway activity score a possible can-
didate for response prediction to this therapy.

Methods: The Edinburgh Breast Cancer Unit collected pre-treatment biopsies of 29
post-menopausal patients with primary localized ER-positive breast cancer. Patients
received neo-adjuvant letrozole treatment and clinical outcome was assessed at 3
months follow-up based on 3D ultrasound measurements (single clinician) and trans-
lated into complete response (CR), partial response (PR), stable disease (SD) and pro-
gressive disease (PD). Archival RNA from fresh frozen (FF) biopsy samples was used to
measure gene expression of target genes from several pathways (ER, AR, FOXO, HH,
TGFb and Wnt) using RT-qPCR. Pathway activity scores were computed and expressed
on a 0-100 scale.

Results: A high ER pathway activity score was correlated with a higher decrease in
tumour size (Pearson 0.4; p¼ 0.02), and low ER pathway score was clearly associated
with PD (ER score of 20.2 in PD vs 43.8 in non-PD, two-sided t-test p¼ 0.03) with an
AUC of 0.84 (CI 95% 0.63-1). Similar results were obtained by comparing CR/PR vs
SD/PD. Other measured pathway activities did not correlate to clinical response con-
firming the ER pathway as primary target for endocrine therapy.

Conclusions: This study confirms the potential use of ER pathway activity score from a
primary biopsy of ER-positive breast cancer patients as an improved biomarker in the
prediction of neoadjuvant endocrine therapy response.

Legal entity responsible for the study: Philips Electronics Nederland B.V., acting
through its HealthWorks Molecular Pathway Dx.

Funding: Has not received any funding.
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51P Higher ER load is not associated with better outcome in stage I-III breast
cancer

I. Noordhoek1, A.F. de Groot2, D. Cohen3, G-J. Liefers1, J.E.A. Portielje4, J.R. Kroep5

1Department of Surgical Oncology, Leids Universitair Medisch Centrum (LUMC), Leiden,
Netherlands, 2Medical Oncology, Leids Universitair Medisch Centrum (LUMC), Leiden,
Netherlands, 3Department of Pathology, Leids Universitair Medisch Centrum (LUMC),
Leiden, Netherlands, 4Internal Medicine and Medical Oncology, Hagaziekenhuis van
Den Haag, The Hague, Netherlands, 5Department of Medical Oncology, Leiden
University Medical Center (LUMC), Leiden, Netherlands

Background: In breast cancer, hormone receptor (HR) status is generally a qualitative
measure; either positive or negative. Quantitative measurement of HRs has often been
proposed as a prognostic and predictive marker in breast cancer, some guidelines even
provide different treatment options for patients with strong versus weak expression.
We aimed to evaluate quantitative HR load assessed by immunohistochemistry (IHC)
as a prognostic and predictive marker for patients with stage 1-3 breast cancer.
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