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Background: Human epidermal growth factor receptor 3 (HER3) is overexpressed in a
variety of solid tumors, including breast cancer. U3-1402 is a HER3-targeted antibody
drug conjugate with a novel peptide-based cleavable linker and a potent topoisomerase
I inhibitor payload. The ongoing, phase 1/2 study (NCT02980341) is evaluating the
safety, tolerability, and efficacy of U3-1402 in HER3-overexpressing metastatic breast
cancer (MBC). Here, we report updated results from Dose Escalation and Dose
Finding.

Methods: In Dose Escalation, the U3-1402 dose was escalated between 1.6 and 8.0 mg/
kg based on dose-limiting toxicity (DLT) data and guided by the modified Continuous
Reassessment Method. In Dose Finding, patients received 1 of 2 doses (4.8 or 6.4 mg/
kg). The primary objectives were to determine the safety/tolerability, the maximum tol-
erated dose (MTD), and the recommended dose for expansion. Efficacy assessments
included investigator-assessed objective response rate (ORR) and disease control rate
(DCR) per RECIST v1.1. Pharmacokinetics and the anti-drug antibodies were also
assessed.

Results: As of 6 Nov 2018, 42 patients received U3-1402 across Dose Escalation
and Dose Finding (34 and 8, respectively). Overall, 21 patients have
discontinued treatment. The median age was 54.5, and the median prior
anticancer regimens was 6. ORR was 42.9% (18/42) and the DCR was 90.5% (38/42).
With a 7.6-month median exposure, 14 (33.3%) patients had serious treatment-
emergent adverse events (TEAEs) regardless of causality; 7 (16.7%) were drug-
related. One patient discontinued treatment due to TEAEs; no TEAEs led to death.
Grade�3 TEAEs (�15%) regardless of causality included thrombocytopenia
(35.7%), neutropenia (28.6%), leukopenia (21.4%) and anemia (16.7%). MTD
was not reached; DLTs included events of decreased platelet count and increases in
AST or ALT.

Conclusions: In a preliminary analysis of this ongoing phase 1/2 clinical trial, U3-1402
demonstrated antitumor activity in a substantial number of heavily pretreated HER3-
expressing MBC patients, and U3-1402 treatment was associated with a manageable
safety profile. (Encore from SABCS2018).

Editorial acknowledgement: Nicole Seneca, PhD; and Stefan Kolata, PhD, of
AlphaBioCom, LLC, King of Prussia, PA, USA.

Clinical trial identification: NCT02980341, release date December 2, 2016;
Clinicaltrials.jp: JapicCTI-163401, release date October 12, 2016.

Legal entity responsible for the study: Daiichi Sankyo Co., Ltd., and Daiichi Sankyo,
Inc.

Funding: Daiichi Sankyo Co., Ltd.

Disclosure: N. Masuda: Personal fees in the form of honoraria, research funding paid
to the institution: Chugai, AstraZeneca, Pfizer, Eli Lilly, Eisai, Takeda, Kyowa-Kirin,
Novartis, Daiichi Sankyo; Research funding paid to the institution: MSD. S. Takahashi:
Personal fees for non-CME services: Eisai, BMS; Research funding: Novartis,
AstraZeneca, Daiichi Sankyo, MSD, Taiho, Bayer, Chugai. T. Kogawa: Personal fees for
non-CME services: Taiho, AstraZeneca, Daiichi Sankyo Co., Ltd; Research funding:
Daiichi Sankyo Co. Y. Yamamoto: Personal fees: Chugai, AstraZeneca, Novartis, Pfizer,
Kyowa Hakko-Kirin, Eisai, Daiichi-Sankyo, Lilly, Sysmex, Taiho, Takeda. T. Toyama:
Personal fees for non-CME services: Daiichi Sankyo. T. Saeki: Grants, personal fees:
Eisai, Daiichi Sankyo, Chugai, Taiho, Ono Pharma. H. Iwata: Research funds (Inst),
consulting, personal fee: AstraZeneca, Chugai, Daiichi Sankyo, Pfizer; Research funds
(Inst), consulting: Kyowa Hakko Kirin, Lilly Japan; Personal fee: Eisai; Research funds
(Inst): Bayer, Eisai, GSK, MSD, Nihonkayaku, Novartis. All other authors have declared
no conflicts of interest.

152O First report of AURORA, the breast international group (BIG) molecular
screening initiative for metastatic breast cancer (MBC) patients (pts)

P.G. Aftimos1, A.M. Antunes De Melo e Oliveira2, F. Hilbers3, D. Venet4, A. Vingiani5,
E. Nili Gal Yam6, J.L. Martinez7, J. Ndozeng1, A. Irrthum7, M. Piccart8

1Clinical Trials Conduct Unit, Institute Jules Bordet, Brussels, Belgium, 2Medical
Oncology, Vall d’Hebron University Hospital, Barcelona, Spain, 3Scientific Department,
Breast International Group, Brussels, Belgium, 4Laboratoire Heuson de Recherche
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Background: MBC remains an incurable disease and the second cause of cancer mor-
tality for women worldwide. While evidence supports molecular evolution of the dis-
ease during its life cycle, few molecular profiling studies provide comprehensive
longitudinal molecular and clinical data.

Methods: AURORA is a European multicenter program enrolling MBC pts at first
diagnosis or after 1 line of therapy for MBC. Central targeted gene sequencing (TGS) is
performed on DNA extracted from primary tumor, a metastatic biopsy, whole blood
and circulating tumor DNA (ctDNA) extracted from baseline plasma. From the paired
tissue samples, RNA-seq and copy number variation analysis (CNV) are performed in
batches. Fresh frozen metastatic biopsies, baseline and sequential plasma and serum
samples are biobanked for future research. Up to 100 pts with “bone-only” disease are
allowed without a bone biopsy. Pathology, clinical and follow-up data are collected,
and pathology slides are scanned at high resolution. A report with the TGS data is anno-
tated by a molecular advisory board (MAB) and provided to the treating physician.

Results: Curated molecular results are available for 381 pts recruited up to November
2017. Pathological subtype distribution is: 232 HRþ/HER2-, 69 HER2þ, 77 triple-
negative (TNBC), 3 N/A. In addition to the whole MBC population, analysis has
focused on relevant categories of clinical interest: de novo and bone-only MBC, endo-
crine resistance, pts treated with targeted agents (mTOR, CDK4/6, HER2 inhibitors),
chemo-resistant TNBC and BC with late relapse. Clinically-relevant molecular catego-
ries were defined based on annotated aberrations: putative mechanisms of resistance
alterations (ESR1, FGFR1, RB1), activating drivers (ERBB2, PIK3CA, AKT1), somatic
and germline alterations in DNA damage repair genes (homologous recombination,
mismatch repair). We report on subtype switching from primary BC to MBC, on
molecular signatures, on genes and pathways disrupted in several of these categories,
and on the added value of ctDNA profiling.

Conclusions: Analysis of data from the AURORA program sheds light on the molecu-
lar makeup of several clinically-relevant MBC categories.
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Background: In patients (pts) with hormone receptor-positive (HRþ), human epider-
mal growth factor receptor-2–negative (HER2–) advanced breast cancer (ABC),
approximately 40% have tumors that exhibit PIK3CA mutations, resulting in
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phosphatidylinositol 3-kinase (PI3K) pathway hyperactivation. Use of the oral a-spe-
cific PI3K inhibitor alpelisib (ALP)þ fulvestrant (FUL) significantly improved
progression-free survival (PFS) in pts with ABC and a PIK3CA mutation (hazard ratio
[HR]¼0.65; P< 0.01) in SOLAR-1, a phase 3, randomized, double-blind study in men
and postmenopausal women with HRþ, HER2– ABC that progressed on or after aro-
matase inhibitor treatment. Here we report results by major region from SOLAR-1.

Methods: Pts (N¼ 572) received ALP 300 mg once daily (or placebo [PBO])þ FUL
500 mg every 28 daysþCycle 1, Day 15. Median PFS (mPFS) was estimated by Kaplan
Meier in pts with a PIK3CA mutation (n¼ 341). Data for Japan will be presented sepa-
rately and were excluded.

Results: For the PIK3CA-mutant (mut) cohort, pts were enrolled in Europe (EU;
n¼ 173), North America (NA; n¼ 43), Asia (n¼ 34), and Latin America (LA; n¼ 31).
Pts in the ALP arm (vs PBO) in EU had mPFS of 11.0 mo (vs 3.6 mo; HR¼ 0.56; 95%
CI 0.39-0.81) and overall response rate (ORR) of 27.9% (vs 11.5%); in NA, mPFS was
15.2 mo (vs 3.6 mo; HR¼ 0.41; 95% CI 0.19-0.91), ORR 21.1% (vs 16.7%); in Asia,
mPFS was 14.5 mo (vs 9.0 mo; HR¼ 0.55; 95% CI 0.20-1.51), ORR 46.7% (vs 10.5%);
and in LA, mPFS was 9.4 mo (vs 12.9 mo; HR¼ 1.43; 95% CI 0.54-3.79), ORR 21.4%
(vs 17.6%). Among all pts (mut and non-mut) in the ALP arm, median ALP exposure
in EU, NA, Asia, LA, and overall was 5.5, 5.5, 7.6, 6.0, and 5.5 mo, respectively. Median
average daily dose for ALP was 283.3, 294.0, 298.1, 260.2, and 286.1 mg/d. Most com-
mon all-grade AEs were hyperglycemia in EU, Asia, LA (63%, 75%, 65%) and nausea in
NA (66%); followed by diarrhea in EU, NA, LA (61%, 66%, 53%) and decreased appe-
tite (58%) in Asia.

Conclusions: Consistent with the overall SOLAR-1 population of the PIK3CA-mut
cohort, PFS was generally improved across regions in the ALP vs PBO arm; however,
low PFS events and pt numbers in some regions may limit conclusions.
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Background: In EMBRACA, a randomised 2:1 phase 3 open-label study of pts with
ABC and a gBRCA mutation, a statistically significant higher OR rate was observed
with talazoparib (TALA) (n¼ 219) vs physician’s choice of chemotherapy (PCT;
n¼ 114) (62.6% vs 27.2%; odds ratio, 5.0; 95% CI, 2.9, 8.8; P< 0.001). To evaluate the
effects of OR on PRO, we performed post hoc analyses between pts who had OR vs
those who did not, based on both treatments combined as well as for each treatment
separately.

Methods: PRO were assessed on day 1 (baseline), at the start of each treatment cycle
(every 3 wks), and at the end of treatment using the EORTC QLQ-C30 and breast can-
cer module QLQ-BR23. Higher scores indicated better global health status/quality of
life (GHS/QoL). Pts were stratified by OR status (with OR vs without OR) within each
treatment arm. Repeated measures mixed-effects analyses were performed to compare
overall change from baseline scores while controlling for baseline. Time to definitive
clinically meaningful deterioration (TDD) (decrease of� 10 points) in GHS/QoL was
compared between pts who had OR vs those who did not using stratified log-rank test
and Cox proportional hazards model.

Results: With the 2 treatment arms combined, an overall change from baseline in GHS/
QoL favoured pts with OR vs those without OR (3.9 [95% CI 0.7, 7.1]). Likewise, over-
all change from baseline favouring pts with OR vs those without OR was also seen in
the TALA (2.1 [95% CI -1.6, 5.9]) and PCT arms (3.4 [95% CI -2.2, 9.1]) separately.

Additionally, with the 2 treatment arms combined, a greater delay in TTD of GHS/QoL
was observed in pts who had an OR vs those without OR (hazard ratio [HR]: 0.67; 95%
CI 0.46, 0.98). A delay in TTD in those with OR vs no OR was also seen in the TALA
(HR: 0.78; 95% CI 0.49, 1.24) and PCT arms (HR: 0.85; 95% CI 0.43, 1.71) separately.

Conclusions: Overall change from baseline and greater delay in TTD in GHS/QoL were
observed favouring pts who experienced OR vs those who did not have OR. These
results suggest that higher OR rates may lead to better overall improvement from base-
line and greater delay in TTD in GHS/QoL in pts with ABC and a gBRCA mutation.
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Background: In 3 Phase III trials, RIB (cyclin-dependent kinase 4/6 inhibitor)þ vari-
ous ET partners demonstrated longer progression-free survival (PFS) vs placebo (PBO)
þ ET in patients (pts) with HRþ/HER2– ABC. Using pooled trial data from the
MONALEESA–2 (ML-2; all patients), ML-3 (ET-naı̈ve subgroup only), and ML-7
(NSAI subgroup only) trials, we further evaluate efficacy in ET-naive pts here.

Methods: ML-2 and ML-3 enrolled ET-naive postmenopausal pts with ABC to receive
PBO or RIBþ study-designated ET, letrozole (ML-2) or fulvestrant (ML-3). In ML-7,
ET-naive premenopausal pts with�1 line of chemotherapy for ABC received RIB or
PBOþ goserelinþ nonsteroidal aromatase inhibitor or tamoxifen. The primary end-
point was locally assessed PFS. Secondary endpoints included clinical benefit rate
(CBR) and overall response rate (ORR).

Results: Data were pooled from 1530 pts (including 34% with de novo metastatic dis-
ease) treated with RIBþ ET (n¼ 820) or PBOþ ET (n¼ 710). Median follow-up time
for PFS was 15.1 (ML-2), 16.5 (ML-3), and 13.0 (ML-7) months. Addition of RIB to ET
prolonged PFS vs PBO (median, 25.3 vs 15.6 months; HR, 0.57 [95% CI, 0.49-0.66]).
The PFS benefit of RIBþ ET over PBOþ ET was observed in most pt subgroups,
including those defined by age, race, baseline ECOG performance status, presence of
visceral or bone metastases, de novo metastatic disease, and prior chemotherapy. ORR
and CBR were both improved in the RIB arm vs the PBO arm, and the estimated proba-
bilities of tumor response for RIB vs PBO were 16.0% vs 10.0% at 2 months, 35.2% vs
22.6% at 6 months, and 42.3% vs 28.8% at 12 months (Table).

Conclusions: The addition of RIB to several ET partners consistently demonstrated
longer PFS and higher response rates vs PBOþ ET in this pooled population. This very
large data set (> 1500 pts) supports RIB-based ET as an option for a diverse population
of pre- and postmenopausal pts with ET-naive HRþ/HER2– ABC.
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