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Elacestrant - Mechanism of action

• Elacestrant is a novel, nonsteroidal, oral SERD and ER antagonist. 

• In preclinical studies Elacestrant: 
1) induced the degradation of ER alpha in a dose-dependent manner and disrupted ER signaling, 

significantly inhibiting cell proliferation in vitro and in vivo BC models, including those harboring mESR11,2,3,4

2) prevented bone loss in osteopenic rat model with negligible SERM-like activity detected at uterine level.1,2,3

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

advanced ER+/HER2- BC, including patients with mESR15

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



• Elacestrant is predominately metabolized by CYP3A4. 

• As Elacestrant is a CYP3A4 substrate, its coadministration 

with a moderate/strong CYP3A4 inhibitor increases exposure 

(which may increase the risk of AEs) while the concomitant 

use with a moderate or strong CYP3A4 inducer decreases 

exposure (potentially reducing the effectiveness). 

• Administration: with food once daily.  

• Standard Dose: 345 mg (equivalent to 400 mg Elacestrant

hydrochloride); Dose Reduction: 258 mg (3 tablets 86 mg, 

equivalent to 300 mg)

• Pharmacokinetics: not affected by age, sex and body weight.

• No relevant differences in Elacestrant Cmax/AUC values in 

mild hepatic impairment (Child-Pugh A). No studies in severe 

hepatic impairment. 

Elacestrant - Pharmacokinetics 

Guglielmi G, et al., Eur J of Pharmacol 2024;  Sheridan M. Hoy, Drugs 2023



Patients who have not previously received Fulvestrant should be treated 

with Fulvestrant: Fulvestrant (69%) vs AI (31%)

EMERALD Trial

Median Age: 63 years (24-89)

Visceral metastasis: ~ 70%

Prior Adjuvant Therapy: ~ 65%

Prior CT for ABC: ~ 20%

2 prior lines of ET in ABC: ~ 45%

Prior Target Therapy for ABC: ~ 4% mTOR inhibitor; ~ 1% PI3K inhibitor

Prior Fulvestrant: ~ 30% 

ESR1m: ~ 48%

Bidard, et al., J Clin Oncol 2022



All Patients (ITT)

• Median PFS (2.8 months vs 1.9 months)

• Kaplan Meier curves show an initial drop in both arms, highlighting possible endocrine resistance in the 2nd/3rd-line 

setting, but then clear separation of the curves in the endocrine sensitive setting.

Primary End-points: PFS by BCIR

Patients with Tumors Harboring mESR1

• Median PFS (3.8 months vs 1.9 months)

Elacestrant improved PFS compared with fulvestrant or AI in both the overall population and 
patients with ESR1-mut

Bidard, et al., J Clin Oncol 2022



Subgroup Analysis of PFS (all patients)

Bidard, et al., J Clin Oncol 2022



OS (Interim Analysis)

Bidard, et al., J Clin Oncol 2022



PFS by Duration of CDK4/6i: Patients with ESR1m

Bardia A et al, Clin Cancer Res 2024



mPFS, mo

Patient Subgroup n (%) Elacestrant SOC* HR [95% CI]

All patients with ESR1-mut tumors 159 (100) 8.6 1.9 0.41 [0.26–0.63]

Bone metastases† 136 (86) 9.1 1.9 0.38 [0.23–0.62]

Liver and/or lung metastases‡ 113 (71) 7.3 1.9 0.35 [0.21–0.59]

<3 metastatic sites§ 82 (52) 9.0 1.9 0.41 [0.23–0.75]

≥3 metastatic sites§ 53 (33) 10.8 1.8 0.31 [0.12–0.79]

PIK3CA-mut¶ 62 (39) 5.5 1.9 0.42 [0.18–0.94]

TP53-mut 61 (38) 8.6 1.9 0.30 [0.13–0.64]

HER2-low expression# 77 (48) 9.0 1.9 0.30 [0.14–0.60]

ESR1 D538G-mut 97 (61) 9.0 1.9 0.38 [0.21–0.67]

ESR1 Y537S/N-mut 92 (58) 9.0 1.9 0.25 [0.13–0.47]

The results of these exploratory post hoc analyses of mPFS by ET + CDK4/6i duration are observational in nature and should be interpreted with caution.                                 

There was no prespecified statistical procedure controlling for type 1 error. 

PFS in Subgroups with ESR1m Tumors & Prior CDK4/6i ≥12 Mo

Bardia A et al, Clin Cancer Res 2024
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The results of these exploratory post hoc analyses of mPFS by ET + CDK4/6i duration are observational in nature and should be interpreted with caution.                                 

There was no prespecified statistical procedure controlling for type 1 error. 

PFS in Prior CDK4/6i≥12 Mo & ESR1m Tumors according to PIK3CA

Bardia A et al, Clin Cancer Res 2024



EMERALD - Most common AEs (≥10%) (Updated) 

Bardia A et al, Clin Cancer Res 2024



Safety profile of different SERD as monotherapy 

Elacestrant – Monitoring & Management 

• Eye examination is not necessary

• ECG monitoring is not necessary 

• Clinical laboratory data (ie, hematology, chemistry, and coagulation) according to clinical practice 



EMERALD – EORTC QLQ-C30 & EQ-5D-5L

Cortes J et al,  SABCS 2023



ESMO ​MBC Living Guideline (ER+/HER2-)

ESCAT Score: IA



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

indication of EMA.  

Elacestrant Approval



European EAP (closed) – Elacestrant
Inclusion Criteria

Exclusion Criteria



CNN Italia (ongoing) - Elacestrant



Elacestrant: Real-Word Analysis (>700 Pts) 

Lloyd MR et al,  SABCS 2024



ELEVATE: a phase 1b/2, open-label, umbrella study

• RP2Ds are established for elacestrant

in combination with abemaciclib, 

everolimus and palbocicilib.

• The safety profiles of the combination 

are consistent with the combination of 

these drugs with SOC ET and there is 

no evidence of drug-drug interactions. 

Rugo HS et al,  SABCS 2024



Elacestrant plus Abemaciclib combination: ELEVATE & ELECTRA

Rugo HS et al,  SABCS 2024

• Early results from a relatively small number of 
patients ( N=27) from the Phase Ib ELECTRA trial 
show a median PFS of 8.7 mo. 

• An Open-label Multicenter Phase 1b-2 Study of 
Elacestrant in Combination with Abemaciclib in 
Women and Men with Brain Metastasis from 
Estrogen Receptor Positive, HER-2 Negative 
Breast Cancer (ELECTRA) is ongoing



ADELA Trial: Elacestrant plus Everolimus vs Elacestrant in ESR1m 



EMERALD1 SERENA-22 EMBER-33 AMEERA-34-6 acelERA6-9

Treatment Elacestrant Camizestrant
Imlunestrant +/-

abemaciclib Amcenestrant Giredestrant

Control
Arm

fulvestrant / AIs fulvestrant fulvestrant / exemestane fulvestrant / AIs / tamoxifen fulvestrant / AIs

Phase (n) Phase 3 (478) Phase 2 (240) Phase 3 (800) Phase 2 (367) Phase 2 (303)

Patients
Men or postmenopausal 

women
Postmenopausal women 

Men or postmenopausal 
women

Men or women (any 
menopausal status) 

Men or women (any 
menopausal status)

Prior
CDK4/6i

Required
(100%)

Permitted Permitted
Permitted

(79.7%)
Permitted

(42%)

Allowed Prior
Fulvestrant

YES NO NO YES YES

Allowed Prior
Chemotherapy in mBC

YES YES NO YES YES

Data readout
Positive

(Registrational)
Positive

(Non-Registrational)
Positive Negative Negative

1. Bidard FC, et al. J Clin Oncol. 2022;40(28):3246-3256. 2. SERENA2. ClinicalTrials.gov identifier: NCT04214288. Accessed November 18, 2022, https://clinicaltrials.gov/ct2/show/NCT04214288; 3. EMBER-3. Clinical Trials.gov identifier: 
NCT04975308. Accessed November 18, 2022. https://clinicaltrials.gov/ct2/show/NCT04975308; 4. AMEERA3. ClinicalTrials.gov identifier: NCT04059484. Accessed November 18, 2022. https://clinicaltrials.gov/ct2/show/NCT04059484; 5. 
Tolaney SM, et al. Ann Oncol. 2022; 33(7):S88-S121 (Abstr 212MO); 6. Evaluate Vantage. https://www.evaluate.com/vantage/articles/news/trial-results/roche-has-rare-breast-cancer-setback. Accessed July 20, 2022; 7. acelERA
ClinicalTrials.gov identifier: NCT04576455. Accessed November 18, 2022. https://clinicaltrials.gov/ct2/show/NCT04576455; 8. Martin M, et al. J Clin Oncol. 2021;39(15):abstr TPS1100; 9. Martin Jimenez M, et al. Ann Oncol. 2022;33(7):S88-
S121 (abstr 211MO). 
Modified from Kaklamani V et al., GS3-01 EMERALD phase 3 trial of elacestrant versus standard of care endocrine therapy in patients with ER+/HER2- metastatic breast cancer: Updated results by duration of prior CDK4/6i in metastatic 
setting. Abstract GS3-01; SABCS 2022

Oral SERD in pretreated MBC



EMBER-3 Trial: Imlunestrant, as monotherapy and with Abemaciclib

~60%

Jhaveri KL et al,  SABCS 2024 & NEJM 2024

(And ESR1WT)



Better Efficacy of oral SERD in ESR1m

Burstein HJ,  SABCS 2024



Summary

• Elacestrant is an oral SERD with better bioavalaibility and efficacy compared to Fulvestrant

• EMERAL is the only pivotal trial in 2nd/3rd line with 100% prior CDK4/6i progression

• Once-daily oral Elacestrant is well-tolerated. Musculoskeletal pain and Gastrointestinal AEs 
(mainly Low-grade) are the most common side effects. No incidence of bradycardia, hematologic, 
and ocular symptoms. 

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

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

• Need to perform a liquid biopsy for ESR1m at the time of disease progression

• A subset of patients (i.e. PIK3CAm) have limited benefit to ET and should they be treated with 
modern cytotoxic agents or ET plus target therapy or ADC. 

• Elacestrant represents an optimal partner for combination with target agents (i.e. ongoing trials 
with Abemaciclib, Everolimus, Alpelisib and Capivasertib). 

• EMBER-3 suggest that Imlunestrant plus Abemaciclib can achieve substantial durations of tumor 
control irrespective of tumor ESR1 mutation status or PIK3CA status

• Additional data with other SERDs & more potent ER-inhibitors are coming (SERENA-4 or pre-
treated ABC) also including other settings (early BC). Moreover, other genomic driven strategy are 
ongoing (positive high-level results from a planned interim analysis of the SERENA-6)



Thank you for your attention
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