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Background: Hormonal therapy is the mainstay of treatment for HRþ/HER2- meta-
static breast cancer (MBC). However, patients (pts) presenting with aggressive disease
are generally offered first-line chemotherapy (CT), followed by maintenance hormonal
therapy. This study is aimed to evaluate whether maintenance everolimus (EVE) com-
bined with aromatase inhibitors (AI) can prolong progression free survival (PFS) over
AI alone in pts with disease control after first-line CT.

Methods: The Main-A trial is an investigator driven, randomized Phase III study.
Postmenopausal pts achieving disease control (stable disease, partial response or com-
plete response) after first-line CT were randomly assigned to EVE 10 mg po daily plus
AI or to AI alone. Primary aim is PFS. We estimated a sample size of 54 pts per arm to
detect an improvement from 6 to 11 months in the median PFS (Hazard Ratio 0.55).

Results: 110 pts were randomized to EVEþAI (n¼ 52) or to AI (n¼ 58). Median age
was 58 yrs. Fifty% of the pts had liver metastases. Median interval from the time of pri-
mary diagnosis to first metastasis was 11.2 mos (9.1 mos in the EVEþAI arm and 16.0
months in the AI arm). A total of 88 PFS events were recorded, 40 in the EVEþAI arm
and 48 in the AI arm. Median PFS was 9.9 mos (95%CI: 7.4-13.8) in the EVEþAI arm
vs 7.2 mos (95%CI: 4.7-10.9) in the AI arm (HR 0.764, 95%CI: 0.501-1.164). EVE dose
reductions were reported for 28 pts. Treatment related adverse events (AEs) were
reported for 45 (87%) pts in the EVEþAI arm and for 15 (26%) pts in the AI arm. In
the EVE-AI arm, 16 pts discontinued EVE because of AEs or non-compliance. In the AI
arm one pts only discontinued therapy because of AE. Most common G>/¼2 AEs in
the EVE-AI arm were stomatitis (19.2%), neutropenia (9.6%), interstitial pneumonia
(7.7%) and skin toxicity (7.7%).

Conclusions: At our knowledge, this is the first randomized trial of maintenance endo-
crine therapy after CT for HRþ/HER2- MBC. In these high risk MBC pts deemed suit-
able for first-line CT, maintenance therapy with AI resulted in a median PFS of 7.2 mos
only. Adding EVE resulted in a 2.7 mos non significant PFS prolongation. No new
safety signals emerged from this study.
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Background: Defining the optimal dosing interval of bone-targeted agents (BTAs),
such as denosumab (DN) and bisphosphonates, for patients (pts) with bone metastases
remains an important clinical question. We performed a pragmatic randomised trial
comparing the non-inferiority of 12- vs. 4-weekly BTAs in pts with breast and prostate
cancer. We present data from the breast cohort.

Methods: Breast cancer pts who were either BTA-naı̈ve, or already receiving, DN,
zoledronate (ZA) or pamidronate (PAM) were eligible. They were randomised to their
chosen BTA every 12- or 4-weeks for one year. The primary endpoint was Health
Related Quality of Life (HRQL) (EORTC-QLQ-C30 Functional Domain-Physical
Subdomain). Secondary endpoints included: pain (EORTC-QLQ-BM22-pain
domain), Global Health Status (EORTC-QLQ-C30), symptomatic skeletal event (SSE)
rates and SSE-free survival (composite of time to first SSE and time to death). Adverse
events and toxicity were also compared.

Results: Of 160 breast cancer pts, 79 (49.4%) were randomised to 12- and 81 (50.6%)
to 4-weekly therapy. 64 pts (40%) were BTA naı̈ve. BTAs included; DN (n¼ 60,
37.5%), ZA (n¼ 48, 30%) or PAM (n¼ 52, 32.5%). Study-reported outcomes showed
no significant difference in change from baseline in: HRQL-physical domain (median
[range]: 0 [-87,20] vs. 0 [-66,53]), pain (median [range]: 0 [-80,33] vs. 0 [-27,20]),
Global Health Status (median [range]: 0 [-67,50] vs. 0 [-50,42]) between the 12- and 4-
weekly arms, respectively. Five (6%) and 7 (9%) pts had an SSE within 2 years and 1-
year SSE-free survival was 65% (95% CI:52-75%) and 80% (69-88%) in the 12- and 4-
weekly arms, respectively. Changes in dosing schedules were more common in the 4-
weekly arm (17% vs 31%). Results were similar for subgroup analyses for BTA naı̈ve
and pre-treated pts, and for pts receiving DN, ZA or PAM.

Conclusions: The findings of this trial are consistent with those previously reported for
de-escalating ZA. This trial also included pts receiving de-escalated DN and PAM.
While the results of the REDUSE trial are awaited, the data presented would suggest
that de-escalation of commonly used BTAs is a reasonable treatment option.
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