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QUESITO CLINICO 1:

In pazienti con carcinoma mammario HR-positivo/HER2-negativo, 

metastatico, con mutazione ESR1, dopo almeno una linea di ormonoterapia 

(comprendente CDK 4/6i), è raccomandabile elacestrant?
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What to do at the time of CDK4/6i Progression? 

Potential Strategy: 

Novel ER-

targeting Agent?

CDK4/6i beyond 

progression?

Combinations? 

CT/ADC?  

Modified from Barrios, SABCS 2023



The four oral SERD (monotherapy) Phase II/III Trials 

Miglietta F, CANOA 2023



Elacestrant

• Elacestrant is a nonsteroidal, oral SERD and ER antagonist that in preclinical studies induced the 

degradation of ER and prevented bone loss in a osteopenic rat model with negligible SERM-like activity 

detected at the uterine level in in vitro and in vivo models of BC.1,2,3

• In preclinical studies, elacestrant degraded ER alpha in a dose-dependent manner and disrupted ER 

signaling, significantly inhibiting proliferation of BC cells in vitro and in vivo BC models, including those 

harboring ESR1 mutations.2,3,4

• Elacestrant demonstrated antitumor activity and tolerability in a phase I trial of heavily pretreated patients 

with advanced ER+/HER2- BC, including patients with ESR1-mutated tumors5

1. Bihani T, et al. Clin Cancer Res. 2017; 2. Wardell SE, et al. Endocr Relat Cancer. 2015; 3. Patel HK, et al. Pharmacol Ther. 2018; 4. 

Garner F, et al. Anticancer Drugs. 2015; 5. Patel HK, et al. Breast Cancer Res. 2019;. 5. Bardia A, et al. J Clin Oncol. 2021

In vivo efficacy of elacestrant in tumors 

expressing ESR1 mutations1
No stimulation in the immature rat model2 Maximum percent change in sum of diameters of 

all target lesions with 400 mg of elacestrant5



69%

EMERALD Trial

Bidard FC, JCO 2022

31%

Prior Adjuvant Therapy: ~ 65%

Prior CT for ABC: ~ 20%

Visceral metastasis: ~ 70%

Prior Target Therapy for ABC: ~ 4% 

mTOR inhibitor; ~ 1% PI3K inhibitor

2 prior endocrine therapies in 

Fulvestrant-treated patients (27.3%)

All Patients (ITT) Patients with Tumors Harboring mESR1



Elacestrant: ESMO-Magnitude of Clinical Benefit Scale 
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• On January 27, 2023, the FDA approved Elacestrant for 

postmenopausal women or adult men with ER-positive, HER2-

negative, ESR1-mutated advanced or metastatic breast cancer with 

disease progression following at least one line of endocrine therapy.

• FDA also approved the Guardant360 CDx assay as a companion 

diagnostic device to identify patients with breast cancer for treatment 

with Elacestrant.

• On September 2023, the EMA Commission approved Elacestrant for 

the treatment of postmenopausal women and men with ER–positive, 

HER2-negative, locally advanced, or metastatic breast cancer with an 

activating ESR1 mutation who have disease progression following at 

least one line of endocrine therapy including a CDK4/6 inhibitor. 

• On December 2023, the AIFA approved Elacestrant with the same 

indication of EMA.  

Elacestrant Approval



European EAP - Elacestrant
Inclusion Criteria



Exclusion Criteria

European EAP - Elacestrant



EMERALD - Subgroup Analysis of PFS (all patients)

Bidard FC, JCO 2022



Exclusion Criteria

European EAP - Elacestrant



Safety of Oral SERD

Giredestrant

Camizestrant

Elacestrant

Bidard FC, JCO 2022

Oliveira M, SABCS 2022Martin M, ESMO 2022



EMERALD - Quality of Life Results 

Cortes J et al,  SABCS 2023



Topics

• Background

• Elacestrant Approval

• mESR1 & Companion Diagnostic 

• Conclusions & Future perspectives



Which Factors are relevant for Clinical Decisions? 



Plasma-MATCH Trial: Liquid Biopsy

Modified from Kim J, ESMO BC 2023





Agostinetto E et al, ASCO 2023

ESR1m as a Prognostic Factor

Bidard FC et al, ASCO 2020

PADA-1 Trial



Pascual J et al, Ann. Oncol. 2022 & Modified from Kim J, ESMO BC 2023

Genomic driven Therapy – Clinical Relevance in ABC



Luchini C et al,  Trends in Cancer 2020

Ranking Genomic Alterations as Targets for Cancer 

Precision Medicine

NOT Subject of MTBs 

[Clinical Practice, 

Disease-TBs]

Subject of MTBs





UPDATED RECOMMENDATIONS

• …. the Expert Panel recommends routine testing for emergence of ESR1 mutations at 

recurrence or progression on ET (given with or without CDK4/6 inhibitor) in patients with 

ER+, HER2-MBC. Testing with a Clinical Laboratory Improvement Amendments–certified assay 

should be performed on blood or tissue obtained at the time of progression, as ESR1 mutations 

develop in response to selection pressure during treatment and are typically undetectable in the 

primary tumor.

• Blood-based ctDNA is preferred owing to greater sensitivity. If not performed earlier, testing for 

PIK3CA mutations should also be performed to guide further therapy. Patients whose tumor or 

ctDNA tests remain ESR1 wild-type may warrant retesting at subsequent progression(s) to 

determine if an ESR1 mutation has arisen (Type: Evidence-based, benefits outweigh harms; 

Evidence quality: High; Strength of recommendation: Strong).

Burstein HJ et al, JCO 2023



• Elacestrant approval due to better efficacy compared to Fulvestrant (bioavalaibility) 

– No incidence of bradycardia or ocular toxicity

– Dose: 345 mg/die (one dose reduction to 258 mg/die: 3x86 mg); hepatic metabolism (CYP3A4)

• How to identify patients with potential benefit to Elacestrant after CDK4/6i? 

– There are patients that remain sensible to ET and do derive benefit from single agent ET

– Duration of CDK4/6i & ESR1m were associated with PFS

– Nevertheless, a subset of patients with mESR1 presents primary resistant to Elacestrant

– Better setting?: 2nd line (after CDK4/6i progression and previous benefit from CDK5/6i), without 

previous CT or target agents

• Increase of mESR1 during ET (+CDK4/6i) treatment up to 40%

– Need to perform a real-time (ctDNA) test (NGS/ddPCR) to asses mESR1: possibility to perform the 

ESR1 test in the EAP

• In patients with PIK3CA altered pathway? Capivasertib (plus Fulvestrant) is FDA approval 

• Additional data with other SERDs & more potent ER-inhibitors are coming (EMBER3 - pre-

treated ABC; SERENA-4 1st line) also including other settings (early BC).  Also other genomic 

driven strategy are ongoing (SERENA-6)

Conclusions & Future Perspectives



Thank you for your attention


