
Results: There were 61 women, median age 59 yo, with mBC treated with EVE, and 35
tumor samples were available. Median PFS was 6,5 mo (1-32 mo). 3 tumor-related fea-
tures were associated with poor prognosis (LDH>230 U/L, high NLR (>3) and visceral
metastases). A score was made out of these 3 criteria : patients with a “high score” (HS)
(2 or 3 criteria) had a low PFS compared to “low score” (LS) patients (0-1 criteria) (4 vs
11 mo, respectively; p< 0,001). Patients with IHC c-METþ had a lower PFS in LS (4 vs
13,5 mo, p¼ 0,01) and HS patients (c-MET- PFS 8,5 mo vs 3 mo if c-METþ, p¼ 0,02).
For HS patients with PTEN loss also had a shorter PFS (3 vs 5 mo, p¼ 0,003).
Combining these criteria, PFS in LS PTEN-/cMET- was 10,5 mo and only 3 mo in HS
PTENþ/cMETþ (p< 0,001).

Conclusions: Visceral metastases, high NLR and high LDH were associated with lower
PFS on EVE. They are useful, quick and economic scores to predict EVE efficacy in
mBC patients. Additional histological characteristics such as PTEN and c-MET could
help determine, within this population of patients, the ones who will and the ones who
will not benefit from EVE treatment.
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Background: Since the introduction of trastuzumab-containing therapies, patients
(pts) with HER2-positive breast cancers (BC) are experiencing longer progression-free
(PFS) and overall survival (OS). However, the extending life expectancy of these pts is
associated with an increased incidence of distance recurrences and, particularly, central
nervous system (CNS) metastases. Aim of this study is the evaluation of factors which
could affect prognosis from diagnosis of CNS metastatic disease to death.

Methods: Records of pts with HER2-positive BC treated at Humanitas Cancer Center
between 2000 and 2017 were retrospectively reviewed. OS was estimated by Kaplan
Meier method and differences between groups by log-rank test. Cox proportional
Hazard model was used to estimate Hazard ratio (HR) with 95% confidence intervals
(CI). Significance was set at a p value of 0.05.

Results: Globally, 1171 pts with HER2-positive BC were retrospectively analyzed. 283
pts (24%) developed metastatic disease; 16 (6%) developed only CNS metastases, 174
(61%) other-than CNS metastases, 93 (33%) both. Among pts with CNS metastases,
median age of diagnosis was significantly younger than median age of pts with other-
than CNS metastases (51 years old, range 31-81 vs 57 years old, range 30-89, p¼ 0.012).
The development of CNS metastases was associated with a worse prognosis, with an
almost 5-fold increased risk of death compared with other-than CNS metastases (HR
4.7, CI 3.5; 6.4). Median time from diagnosis of CNS metastases to death was 13
months. The number of CNS metastatic lesions (single vs multiple lesions) was associ-
ated with a different 3-year survival (39% vs 18% p¼ 0.003). The administration of a
brain radiation treatment had a favorable association with 3-year survival (p< 0.001).
Pts who received the newest HER2-targetting therapies (pertuzumab and/or T-DM1
and/or lapatinib) had a 3-year OS of 30.6%, compared with 22.5% for those who did
not receive the above mentioned treatments (p¼ 0.025).

Conclusions: Pts affected by HER2-positive BC who develop CNS metastases have a
poor prognosis. A multimodality therapeutic approach shows an impact on survival,
although limited. Still, greater efforts in understanding vulnerability of CNS metastases
should be made.
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Background: Improvements in the systemic treatment of patients with metastatic
breast cancer (MBC) and the inefficiency of many drugs in crossing the blood brain
barrier have led to an increased incidence of symptomatic CNS metastasis. CNS meta-
stases are clinically characterized by two distinct phenotypes, solid CNS metastasis and

leptomeningeal metastases (LM). In addition to its poor prognosis, neurological
impairment in LM is devastating. No major advances have been made in the treatment
and diagnosis of LM, which remains challenging due to low sensitivity of CSF cytology
and/or unequivocal MRI findings.

Methods: 27 pts were diagnosed with breast cancer related LM and treated with IT ther-
apy from 2008 - 2018 (GZA Hospitals Sint-Augustinus, Belgium). Conventional diag-
nosis was based on positive cytology on CSF and/or the combination of clinical signs
and neuro-imaging findings. For a subset of pts (n¼ 12), circulating tumor cells (CTC)
and CSF disseminated tumor cells (DTC) at time of LM diagnosis were enumerated,
using the CellSearch platform (Menarini Silicon Biosystems).

Results: The median OS from LM diagnosis was 27 months (4.5-128). Coexisting brain
metastases are present in 37% of pts. The biochemical data matched the classic CSF
findings of LM including a high protein concentration (75%, 9/12) and a low glucose
concentration (42%, 5/12). CSF lactate was elevated (>2.2 mmol/L) in 100% (10/10).
In 70% (7/10) CSF lactate was>3.5 mmol/L. Cytologic evaluation of the CSF demon-
strated unequivocal malignant cells in 10/12 (83%). DTC enumeration in the CSF of
these pts, however, revealed the presence of tumor cells 12/12 (100%). The cell count
ranged between 10 - 3523 Epcamþcells/mL CSF.

Conclusions: Symptomatic LM in patients with MBC has a variable prognosis, with some
patients experiencing prolonged survival. CSF lactate is a sensitive but aspecific marker of
LM. Epcam-based DTC enumeration in the CSF is a robust tool to diagnose LM with
apparently a superior sensitivity over conventional cytology. It furthermore has a broad
dynamic range rendering it more suitable for treatment effect evaluation. This methodol-
ogy should be considered in routine workup in MBC patients with suspected LM.
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Background: BM in HER2-positive BC patients are increasing, without agreement on
the appropriate treatment of this subgroup. The disrupted blood-brain barrier in the
setting of BM may allow the penetrance of T-DM1, with little evidence of its efficacy in
this situation.

Methods: HER2-positive BC patients treated with T-DM1 monotherapy at Ramon y
Cajal Hospital (Madrid) from 2012 to 2017 were eligible. We differentiated patients
without BM, stable BM (those with BM who had received local treatment for them and
they were not in progression) and progressive BM (those who were in brain progression
to a local treatment) at the beginning of T-DM1. We collected hormone receptors
(HR) status, neoadjuvant treatment, number of previous treatments for metastatic BC,
patients who received taxanes, pertuzumab or both, sites of metastatic disease, duration
of T-DM1 and sites of progression. We analysed progression free survival (PFS) in total
population and in both subgroups (patients with or without BM).

Results: We identified 29 patients, 69% had positive HR, 45% had received neoadju-
vant treatment and 55% had received 2 or more prior lines of treatment. Of total, 97%
received taxanes and 38% received pertuzumab. Most patients had visceral disease.
Patients received a median of 5 cycles of T-DM1, median duration of T-DM1 was 13
weeks and 4 remain on treatment at time of analysis. Before starting T-DM1, 28% had
known BM (75% stable, the rest in progression). Only 10% of patients had cerebral
progression during T-DM1. 19 patients had systemic progression during T-DM1, 2 of
them with brain progression at same time, and 9 patients presented brain progression
after finishing T-DM1. Median PFS was 21 months (m) in total population (confidence
interval [CI] 95%: 12,58-28,94), 5 m in patients with BM (CI 95%: 3,88-6,50) and 24 m
in those patients without BM when T-DM1 was started (CI 95%: 12,58-28,94). T-DM1
showed benefit in terms of PFS in patients without BM at the beginning of treatment in
comparison with those with baseline BM (HR 0,297, p¼ 0,014).

Conclusions: T-DM1 seems to be an effective therapeutic option in unselected HER2-
positive BC patients with BM, but these findings require a prospective validation.

Legal entity responsible for the study: Elena L�opez Miranda, Roberto Mart�ın Huertas.

Funding: Roche Pharma.
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189P Bone seeking matrix metalloproteinase-2 (MMP-2) inhibitors can
prevent bone metastatic breast cancer
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Background: Breast to bone metastasis is a common event during breast cancer pro-
gression. The resultant lesions are painful and currently, despite medical advances, are
incurable. Therefore, identifying the underpinning molecular mechanisms in the bone
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