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Conclusions

Background

= AURKA plays an integral role in the mitotic cell cycle, regulating spindle assembly, centrosome
function, chromosome alignment, and mitotic entry.’

Efficacy and safety outcomes

Table 1. Patient characteristics = Alisertib has shown efficacy and safety across multiple clinical studies in patients with

ER+/HER2- MBC and could provide a novel option for treating patients following progression
on endocrine therapy and a CDK4/6i. These findings provide a strong rationale for further
development of alisertib in this patient population. Additionally, biomarker analyses are
ongoing.
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= Amplification/overexpression of AURKA is linked to poor prognosis across multiple tumor
types, including ER+/HER2- breast cancer.3-5
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Regimen

= Alisertib is a selective, reversible, ATP-competitive AURKA inhibitor that has been shown to
disrupt spindle formation, leading to mitotic defects and cell death.® In xenografts, alisertib
administration led to antitumor activity across a variety of tumor types.’
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= Preliminary clinical data with alisertib have shown promising antitumor activity and a
manageable safety profile in patients with various cancers, including ER+/HER2— MBC.8-""
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Alisertib (50 mg BID on Days 1-3, 8-10, and 15-17 of a 28-day cycle)

Aged 218 years with
metastatic and/or locally
Haddad et al, 2023 advanced endocrine-
Phase I resistant HER2- breast
cancer previously treated

with fulvestrantc

) ) ) total  (95%CI) total  (95%CI)
ER<10% 7/8  179(0.77-4.19)
ER=10% 29/32 1 [Reference]

Discontinuation due
to AEs

: Patients with PD could cross over to combination
v therapy if they met prespecified criteria®

Alisertib (50 mg BID on Days 1-3, 8-10, and 15-17 of a
28-day cycle) + fulvestrant 500 mg IM

ER =10% &7 2.27(0.84-6.14)
ER =10% 30/31 1 [Refarence]

Primary outcomes: ORR n=1(3%) n=1 (11%) Arm 1: n=2 (4%) Arm 2: n=6 (13%) 501 B0’

AE, adverse event

DOR, duration of response mo, month

60 60

aSafety-evaluable patients with HR+/HER2- breast cancer. Data on file.!2 ANC, absolute neutrophil count

ER+, estrogen receptor-positive mPFS, median progression-free survival

40 40+

ATP, adenosine triphosphate
AURKA, Aurora kinase A G-CSF, granulocyte colony-stimulating

- N D BID, twice daily factor
vpoos e 8 b ama A o3 B 8 2 A3 A HER2-, human epidermal growth factor

Time from reglstration, mo Time from reglstration, mo

ERa, estrogen receptor alpha NA, not available

aStudy included 249 patients in total, 29 of whom had ER+/HER2- breast cancer.'2
bStudy included 10 postmenopausal patients with endocrine-resistant, ER+/HER2- MBC who had been previously treated with endocrine therapy.
¢Study included 91 postmenopausal women with endocrine-resistant, ER+/HER2- MBC who had been previously treated with fulvestrant.

Figure 2. Efficacy outcomes with alisertib monotherapy: change in target lesion size and best response in evaluable 20-
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ORR, objective response rate

dArm 1 patients experiencing PD could cross over to arm 2 if (1) ER was 10% or greater positive in preregistration or PD tumor tissue; (2) recovery from toxic effects to grade 0 to 1;
(3) adequate blood cell counts and chemistry results; and (4) treatment initiated within 35 days of PD.

PD, progressive disease

CBR, clinical benefit rate PR+, progesterone receptor-positive
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