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Background: In the NeoSphere trial, we assessed research-based PAM50 subtype pre-
dictors at baseline in all patients (pts), and at surgery (SX) in pts with residual disease
(RD) to investigate the changes after treatment and the association with pCR and dis-
tant event free survival (DEFS).

Methods: 417 HER2þ pts were randomized to neoadjuvant TD, TPD, TP or PD
(T¼trastuzumab, P¼pertuzumab, D¼docetaxel), and received FAC/FEC and T after
SX. 296 pts had RD. We assessed the intrinsic subtypes, ROR-P and ROR-S in 350
(83.9%) and 191 (64.5%) pts at baseline and SX respectively (166 paired samples). We
evaluated the association with pCR and DEFS in the overall population and by ER sta-
tus (161 (46.0%) ERþ; 189 (54%) ER-).

Results: The intrinsic subtype distribution was different by ER status. After adjustment
for ER, no significant association with pCR was found. None of the baseline biomarkers
was associated with DEFS in the overall population. In ERþ, Her2-enriched (Her2E)
subtype was associated with worst prognosis (HR 3.00 [1.10-8.22]; p¼ 0.032). Higher
ROR-P and ROR-S were significantly associated with higher risk of recurrence in ERþ
only (test for interaction p¼ 0.035 and p¼ 0.012, respectively). At SX, there was a sig-
nificant increase in LumA and a decrease in Her2E and LumB subtypes. ROR scores
also decreased. In ERþ, post-treatment Her2E (HR 7.50 [1.86-30.1]; p¼ 0.044) and
LumB (HR 3.12 [1.03-9.94]; p¼ 0.004) subtypes were associated with worst outcome
than LumA. ROR-S and ROR-P were associated with outcome in ERþ tumors only
(significant test for interaction). Compared to low-ROR-S group, high (HR 10.5 [2.79-
39.3]; p¼ 0.0005) and median (HR 3.52 [1.11-11.4]; p¼ 0.032) groups had higher
recurrence risk. Five year-DEFS was 94%, 78% and 50% in the low, median and high
ROR-S groups, respectively. In paired samples, the post-treatment biomarker assess-
ment was more informative than at baseline.

Conclusions: In the NeoSphere study, PAM50 provides different prognostic informa-
tion in ERþ and ER- tumors. Pre-treatment biomarkers were less informative than
post-treatment, reflecting their dynamic modulation. In ERþ tumors with RD,
PAM50-derived scores assessed on surgical samples might identify patients who need
treatment escalation. This warrants independent validation.
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Background: Trastuzumab is an integral part of therapy for patients with HER2-posi-
tive breast cancer. Yet, cardiac side effects, particularly in patients who receive anthra-
cyclines require frequent monitoring and result in dose interruptions and
discontinuation of trastuzumab. Prophylactic use of angiotensin converting enzyme

inhibitors or beta blockers may prevent cardiotoxicity associated with chemotherapy
and trastuzumab.

Methods: In a large prospective double-blind, placebo-controlled trial, the rates of pre-
specified cardiotoxicity and trastuzumab interruptions were evaluated in patients with
early stage HER2 positive breast cancer treated with one year of trastuzumab. Patients
were randomized to simultaneously receive either the ACE inhibitor, lisinopril, or
beta-blocker, carvedilol, or placebo and were stratified by anthracycline use.

Results: The study included 468 eligible patients (median age:51, BMI:27 kg/m2, base-
line systolic BP: 126mmHg and LVEF: 63 6 6.29%) from 127 community-based practi-
ces. Both interventions reduced trastuzumab interruptions (p¼ 0.01). For patients
receiving an anthracycline, cardiac event rates were higher in the placebo group (47%),
compared to lisinopril (37%), and carvedilol (31%). Interruptions of trastuzumab
were required in 23% patients on lisinopril and 20% on carvedilol compared to 40% on
placebo (p¼ 0.007). Changes in LVEF from baseline (least square means, SE) were sig-
nificantly reduced with both carvedilol (-4.5 (0.8), p¼ 0.008, and lisinopril (-4.0 (0.8),
p¼ 0.002) than placebo, (-7.7 (0.8). Cardiotoxicity-free survival was longer on both
carvedilol (hazard ratio 0.49, 95% confidence intervals 0.27, 0.89, p¼ 0.009) or lisino-
pril (HR 0.53, CI 0.30, 0.94, p¼ 0.015). Cardiac events for patients treated with non-
anthracycline containing regimens were similar for all groups with no difference in
number of trastuzumab interruptions.

Conclusions: Both lisinopril and carvedilol prevented cardiotoxicity in patients with
HER2-positive breast cancer treated with trastuzumab and anthracyclines. The use of
lisinopril or carvedilol should be considered to offset cardiac events and to minimize
interruptions of trastuzumab.
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Background: Oncotype DXVR (ODX) is a multigene assay allowing physicians to tailor
treatment in HRþ, HER2- early-stage breast cancer patients. Clinical validation and
utility of ODX have been demonstrated across multiple studies in over 63,000 breast
cancer patients worldwide. It provides level 1A evidence and has been incorporated in
major international clinical guidelines. A market access program was initiated in 2015
in France and 2016 in Italy to assess real-life test utilization and its impact in current
clinical practice.

Methods: The program allows for prospective data collection reflecting real life use of
ODX by physicians in various clinical practice settings throughout France and Italy.
Patient data were collected through an online dedicated platform including classical
pathological and clinical parameters (e.g. histology, tumor grade and size, ER, PR,
HER2 and Ki67), patient age, ODX Recurrence Score (RS) Results and recommended
treatment both before and after the test results have been reported.

Results: A total of 53 and 19 qualified breast cancer centers, in France and Italy respec-
tively, participated in the program and collected 2632 case reports. Study results dem-
onstrated that ODX is used among a wide variety of patient profiles: 24% N1, 7% Nmic
& 69% N0, 11% G1, 64% G2 and 25% of G3, 32% pre-, 8% peri- & 59% are post-meno-
pausal, 34% are 35-50, 52% 51-70 and 13% are older than 70, 13% have Ki67%<10%,
35% KI67 10-20%, 30% KI67 21-30% & 18% Ki67>30%, 12% tumor<1cm, 59% 1-
2cm and 27% tumor 2.1-5cm. RS distribution is the following:<18 (56%), 18-30
(35%) and>30 (9%). In addition, pre-ODX 60% and 48% patients had a treatment
recommendation for chemo-hormonotherapy (CT-HT) in France and Italy respec-
tively. Post-testing, the number of patients recommended CT-HT decreased to 29%
and 31% for France and Italy respectively, highlighting that the test reduced unneces-
sary use of CT and homogenized treatment decisions.

Conclusions: In France and Italy, the use of the ODX test results in an overall reduction
in CT recommendations, while also identifying patients more likely to benefit from CT.
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