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Background: Monocyte-to-lymphocyte ratio (MLR), neutrophil-to-lymphocyte ratio
(NLR) and LDH levels have been associated with worse prognosis in several malignan-
cies, including MBC. This study aimed at exploring the prognostic impact of a novel
risk score, integrating baseline LRs and LDH levels in MBC patients (pts).

Methods: This retrospective study analyzed 396 consecutive pts with a diagnosis of
MBC, treated between 2007 and 2017 at the Oncology Department of Udine (Italy).
MLR and NLR cut-offs were previously obtained through ROC analysis using propen-
sity score-matched healthy controls (Gerratana et al 2018). The LDH cut-off value
(480 U/L) was chosen according to the local laboratory upper reference limit. Based on
these data, an integrated LRs-LDH score (LLS) was calculated ranging from 0 (LRs and
LDH low), through 1 (LRs or LDH high), to 2 (both LRs and LDH high). The prognos-
tic impact of baseline LLS was investigated through Cox regression, and differences in
survival were tested by log-rank test.

Results: After a median follow-up of 52.8 months, median overall survival (OS) was
30.9 months and median progression free survival (PFS) was 9.2 months. Pts with base-
line elevated MLR, NLR or LDH were 64.2% (251/391), 70.8% (277/391), and 31.5%
(70/222), respectively. The 78.8% (308/391) of pts had elevated LRs (MLR, NLR or
both). Considering subgroup analysis, no interaction was seen between LDH and LRs.
By multivariate analysis, after adjustment for molecular profiles, performance status,
number of metastatic sites, central nervous system and liver involvement, a worse prog-
nosis in terms of OS was seen for pts with elevated levels of both LRs and LDH (LLS 2:
HR 2.41, 95% CI: 1.31-4.37, p¼.003), compared to pts with normal LRs and LDH (LLS
0). Notably, significant differences in OS were observed according to the LLS (LLS 2:
median OS 19.2 months, LLS 1: median OS 43.9 months, LLS 0: median OS 54.9
months; p<.0001).

Conclusions: Baseline LLS is able to predict survival in pts with MBC and provides
independent prognostic information. Prospective studies are needed to validate this
novel score and to explore how it may affect different treatment strategies.
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Background: TALA is a dual-mechanism PARP inhibitor that prevents DNA damage
repair by trapping PARP on DNA, resulting in cell death in BRCA1/2-mutated cells.

Methods: EMBRACA is an open-label, randomised, 2-arm phase 3 trial in which effi-
cacy and safety of TALA (1 mg/day) is compared with standard single-agent PCT (cape-
citabine, eribulin, gemcitabine, or vinorelbine) in pts with aBC and gBRCAm. In this
analysis clinical outcomes were assessed in 2 subgroups of pts who had either received
prior platinum (PP) or had no prior platinum (NPP) treatment.

Results: Of 431 pts randomised, 76 had PP in any setting (46 TALA; 30 PCT) and 355
were NPP (241 TALA; 114 PCT). Mean (SD) age was 46.4 (11.15) years. Pts in all
groups had received a median of 1 prior cytotoxic regimen for aBC. TALA demon-
strated a statistically significant improvement in both objective response rate (odds
ratio [OR] [95% CI]: PP 3.16 [0.88-15.67], P¼.0456; NPP 5.36 [2.89-9.89], P<.0001)
and progression-free survival (hazard ratio [95% CI]: PP 0.76 [0.40-1.45], P¼.41; NPP
0.52 [0.39-0.71], P<.0001) compared with PCT. Mean (SD) duration of TALA therapy

was 7.2 (6.52) mo (PP) and 8.7 (7.09) mo (NPP), with 15% (PP) and 19% (NPP) of pts
receiving TALA for�12 mo. Median duration of response (DOR) to TALA was longest
in NPP pts (5.4 mo), followed by PP pts (4.2 mo); pts receiving PCT had a DOR of
approximately 3.0 mo regardless of prior platinum status. Pts on TALA achieved a clini-
cal benefit rate at 24 weeks (PP 59%; NPP 71%) with OR significantly favouring TALA
over PCT in both groups. Of pts receiving TALA, nausea was the most common adverse
event (AE) in PP pts (59%) and anaemia in NPP pts (53%). Serious AEs occurred in
both PP (33%) and NPP pts (32%) taking TALA.

Conclusions: In pts with advanced gBRCAm breast cancer, TALA demonstrated statis-
tically significant improvements in clinical outcomes for both PP and NPP subgroups
compared with PCT. Although TALA treatment benefitted both groups, the benefit
was greater if TALA was used before platinum therapy.

Clinical trial identification: NCT01945775.
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Background: TALA is a dual-mechanism PARP inhibitor that traps PARP on DNA,
prevents DNA damage repair, and causes cell death in BRCA1/2-mutated cells.

Methods: EMBRACA is an open-label, randomized, 2-arm phase 3 trial comparing the
efficacy and safety of TALA (1 mg/day) with standard single-agent PCT (capecitabine,
eribulin, gemcitabine, or vinorelbine) in pts with aBC and a gBRCAm). In this analysis
clinical outcomes were assessed in BRCA1 and BRCA2 subgroups.

Results: Of 431 pts randomized, 196 were BRCA1 (133 TALA; 63 PCT), 235 were
BRCA2 (154 TALA; 81 PCT). Mean (SD) age was 45.4 (11.66) years (BRCA1) and 50.4
(11.45) years (BRCA2). Pts in all groups had received a median of 1 prior cytotoxic reg-
imen for aBC. TALA demonstrated a statistically significant improvement in both
objective response rate (odds ratio [OR] [95% CI] BRCA1 7.01 [2.99-19.54]; BRCA2
4.15 [1.90-8.52]; both P<.0001) and progression-free survival (hazard ratio [95% CI]
BRCA1 0.59 [0.39-0.90]; BRCA2 0.47 [0.32-0.70]) in BRCA1 and BRCA2 subgroups
compared with PCT. Mean (SD) duration of TALA therapy was 7.5 (7.07) mo
(BRCA1) and 9.2 (6.88) mo (BRCA2), with 15% (BRCA1) and 22% (BRCA2) of pts
receiving TALA for�12 mo. Median duration of response (DOR) to TALA was longest
in BRCA2 pts (6.3 mo), followed by BRCA1 pts (4.2 mo); BRCA1 and BRCA2 pts
receiving PCT had a DOR of approximately 3.0 mo. Pts on TALA achieved a clinical
benefit rate at 24 weeks (BRCA1 62%; BRCA2 74%) with OR significantly favouring
TALA over PCT in both groups. Of pts receiving TALA, anaemia was the most common
adverse event (AE) in BRCA1 pts (56%) and fatigue in BRCA2 pts (50%). Serious AEs
occurred in both BRCA1 and BRCA2 pts (32%) receiving TALA.

Conclusions: In pts with advanced gBRCAm breast cancer, TALA demonstrated statis-
tically significant improvements in clinical outcomes for both BRCA1 and BRCA2 sub-
groups compared with PCT.
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