
                                                          
  

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive 
statement on the safety, efficacy or effectiveness of the health technology covered and should not be used for commercial purposes 
or commissioning without additional information. A version of the briefing was sent to the company for a factual accuracy check. 
The company was available to comment.  
Copyright © National Institute for Health and Care Research Innovation Observatory, The University of Newcastle upon Tyne.  

Page 1 of 8 
 

 

Elacestrant for treating HER2-negative, ER-positive, 
advanced breast cancer after endocrine therapy 

Company/Developer Menarini Group 

 New Active Substance               Significant Licence Extension (SLE)  
 

 
 

Licensing and Market Availability Plans 

Currently in phase II/III trials. 
 

Summary 

Elacestrant is in clinical development for the treatment of oestrogen receptor positive (ER+), 
human epidermal growth factor receptor 2 negative (HER2-negative), advanced or metastatic 
breast cancer in patients who have progressed after prior treatment. Breast cancer is when 
abnormal cells in the breast begin to grow and divide in an uncontrolled way and eventually form 
a growth (tumour). Cancers that have receptors for the hormone oestrogen are ER+, and HER2-
negative means that the cancerous cells do not contain high levels of the protein HER2. 
Metastatic cancers have spread from where they started to other parts of the body. There is a 
major unmet need for breast cancer patients who have progressed after receiving standard 
endocrine therapy and cyclin-dependent kinase 4/6 (CDK4/6) inhibitor.  

Elacestrant is a novel, nonsteroidal, selective oestrogen receptor degrader (SERD) that degrades 
the oestrogen receptor, preventing oestrogen-mediated tumour growth. Elacestrant is 
administered orally. Elacestrant is the first oral SERD to demonstrate improved efficacy compared 
with standard of care endocrine therapy in advanced breast cancer. If approved, elacestrant will 
provide a novel treatment option for patients with ER+, HER2-, advanced or metastatic breast 
cancer who have had previous endocrine therapy, including treatment with a CDK4/6 inhibitor. 
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Proposed Indication 

Treatment of postmenopausal adults with oestrogen receptor positive (ER+), human epidermal growth 
factor receptor 2 negative (HER2-negative), advanced or metastatic breast cancer who had one or two 
lines of endocrine therapy.1,2 

 

Technology 

Description 

Elacestrant (RAD1901) is a novel, nonsteroidal, oral selective oestrogen receptor degrader (SERD). 
Elacestrant degrades the ER alpha in a dose-dependent manner and inhibits oestradiol-dependent ER-
directed gene transcription and tumour growth in both in vitro and in vivo preclinical models, including 
those harbouring ESR1 mutations associated with endocrine resistance.1 
 
Elacestrant is in clinical development for the treatment of ER+, HER2-, advanced or metastatic breast 
cancer who have had previous endocrine therapy, including treatment with a CDK4/6 inhibitor.2,3 In the 
phase III trial (NCT03778931), 400mg elacestrant once daily was administered orally.2 

Key Innovation 

Breast cancer progression after treatment with endocrine therapy, aromatase inhibitors/fulvestrant and a 
CDK4/6 inhibitor, can be associated with endocrine resistance, which includes development of acquired 
mutations in a variety of genes such as erb-b2 receptor tyrosine kinase 2 (ERBB2), neurofibromin 1 (NF1), 
and oestrogen receptor 1 (ESR1). Mutations in ESR1 result in oestrogen-independent ER activation and, 
consequently, resistance to aromatase inhibitors (AIs) but not ER inhibitors (e.g., SERDs and selective ER 
modulators).1 The clinical activity of endocrine monotherapy in patients who have received prior CDK4/6 
or mammalian target of rapamycin (mTOR) inhibition is limited, with a median progression-free survival 
(PFS) of approximately 2 months, highlighting a major unmet clinical need in the field.4-6  
 
In the phase III clinical trial (NCT03778931), elacestrant was associated with a statistically significantly 
prolonged PFS compared with standard of care (SOC) endocrine therapy in patients with 
advanced/metastatic ER-positive/HER2-negative breast cancer who had progressed on prior endocrine 
and CDK4/6 inhibitor therapy. Elacestrant is the first oral SERD to demonstrate improved efficacy 
compared with SOC endocrine therapy in patients with advanced breast cancer.1 Nearly two decades have 
passed since the last endocrine therapy, fulvestrant, was approved in 2002 for patients with ER-positive 
metastatic breast cancer.7 If approved, elacestrant offers a new oral endocrine therapy option to patients 
with previously treated metastatic HR–positive breast cancer, including ESR1-mutant breast cancer.1 

Regulatory & Development Status 

Elacestrant does not currently have Marketing Authorisation in the EU/UK for any indication.  
 
Elacestrant is also in currently in phase II and III clinical trials in combination with other drugs for the 
treatment of breast cancer, as well as in combination with abemaciclib for the treatment of brain metastasis 
due to HR+/HER2- breast cancer.8 
 
Elacestrant has the following regulatory designations/awards:9 

• An FDA Priority Review in August 2022. 
• An FDA Fast Track Designation by the FDA in 2018. 
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Patient Group 

Disease Area and Clinical Need 

Breast cancer is when abnormal cells in the breast begin to grow and divide in an uncontrolled way and 
eventually form a growth (tumour). Breast cancer starts in the breast tissue, most commonly in the cells 
that line the milk ducts of the breast.10 Cancers that have receptors for oestrogen are ER+ breast cancers.11 
When a breast cancer is HER2-negative, it means that the cancerous cells do not contain high levels of the 
protein HER2.12 Metastatic cancers have spread from where they started to other parts of the body. 
Cancers that have spread are often thought of as advanced when they can’t be cured or controlled with 
treatment.13 There are several risk factors that can cause breast cancer, including being overweight, 
drinking alcohol, contraceptive pill, hormone replacement therapy (HRT), ageing, diabetes and dense breast 
tissue.14 Symptoms include a new lump or thickening in the breast or armpit, a change in size, shape or feel 
of the breast, skin changes in the breast such as puckering, dimpling, a rash or redness of the skin, fluid 
leaking from the nipple in a woman who isn’t pregnant or breast feeding and changes in the position of the 
nipple.15 
 
Breast cancer is the most common cancer in the UK, and it is more common in women than men. Around 
55,500 women and around 370 men are diagnosed in the UK each year. 1 in 7 women in the UK develop 
breast cancer during their lifetime. It is more common in older women.10 HER2-negative breast cancer is 
the most common type, accounting for about 70% of all breast cancers.16 Approximately 75%  of breast 
cancers are ER+.11 There are around 11,500 breast cancer deaths in the UK every year (2017-2019). 
Around 85% of women diagnosed with breast cancer in England survive their disease for five years or 
more (2013-2017).17 Breast Cancer Now estimate that around 35,000 people living with metastatic breast 
cancer in the UK. In around 5% of women, breast cancer has already spread by the time it is diagnosed.18 
In England (2021-22), there were 244,374 finished consultant episodes (FCE) for malignant neoplasm of 
the breast (ICD-10 code C50), of which 1,196 were for male patients and 243,116 were for female 
patients. This resulted in 240,790 admissions, 218,006 day cases and 60,220 FCE bed days.19  

Recommended Treatment Options 

NICE recommend endocrine therapy for patients with ER-positive advanced breast cancer who have been 
treated with chemotherapy as their first-line treatment, following the completion of chemotherapy.20 
 
NICE guidelines suggest offering an aromatase inhibitor (either non-steroidal or steroidal) to:20 

• Postmenopausal women with ER-positive breast cancer and no prior history of endocrine therapy 
• Postmenopausal women with ER-positive breast cancer previously treated with tamoxifen 

 
NICE recommend the following for the treatment of ER+, HER2-, advanced or metastatic breast cancer, 
who have had prior treatment: 

• Abemaciclib plus fulvestrant in adults who have had endocrine therapy only if exemestane plus 
everolimus is the most appropriate alternative to a CDK 4/6 inhibitor.21 

• Ribociclib plus fulvestrant in adults who have had previous endocrine therapy only if exemestane 
plus everolimus is the most appropriate alternative to a CDK 4/6 inhibitor.22 

• Palbociclib with fulvestrant in people who have had previous endocrine therapy only if exemestane 
plus everolimus is the most appropriate alternative to a CDK 4/6 inhibitor.23 

• Everolimus, in combination with exemestane.24 
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Clinical Trial Information 

Trial 

EMERALD; NCT03778931; Elacestrant Monotherapy vs. Standard of Care for 
the Treatment of Patients With ER+/HER2- Advanced Breast Cancer Following 
CDK4/6 Inhibitor Therapy: A Phase 3 Randomized, Open-label, Active-
controlled, Multicenter Trial 
Phase III – Active, not recruiting 
Location(s) – 10 countries in EU, UK, USA, Canada and other countries  
Study completion date – August 2021 

Trial Design Randomised, parallel assignment, open label 

Population 

N = 466 (actual); 18 years and older; adenocarcinoma of the breast with 
evidence of either locally advanced disease not amenable to resection or 
radiation therapy with curative intent or metastatic disease not amenable to 
curative therapy; appropriate candidate for endocrine monotherapy; 
ER+/HER2- tumour status; previously received at least one and no more than 
two lines of endocrine therapy; received prior treatment with a CDK4/6 
inhibitor in combination with either fulvestrant or an aromatase inhibitor 

Intervention(s) Elacestrant, 400mg once daily, orally 

Comparator(s) SOC (One of fulvestrant, anastrozole, letrozole or exemestane) 

Outcome(s) 

Primary outcomes 
• Progression Free Survival (PFS) in the ESR1-mut subjects [Time frame: 

from date of randomisation until disease progression or death due to any 
cause (up to 12 months)] 

• PFS in all (ESR1-mut and ESR1-WT) subjects [Time frame: from date of 
randomisation until disease progression or death due to any cause (up to 
12 months)] 

 
See trial record for full list of other outcomes. 

Results (efficacy) 
PFS was prolonged in all patients (hazard ratio = 0.70; 95% CI, 0.55 to 0.88; P = 
.002) and patients with ESR1 mutation (hazard ratio = 0.55; 95% CI, 0.39 to 
0.77; P = .0005).1 

Results (safety) 

Treatment-related grade 3/4 adverse events occurred in 7.2% of patients 
receiving elacestrant and 3.1% receiving SOC. Treatment-related adverse 
events leading to treatment discontinuations were 3.4% in the elacestrant arm 
versus 0.9% in SOC. Nausea of any grade occurred in 35.0% receiving 
elacestrant and 18.8% receiving SOC (grade 3/4, 2.5% and 0.9%, respectively).1 

 

 

Estimated Cost 

The cost of elacestrant is not yet known.  
 

Relevant Guidance 

https://clinicaltrials.gov/ct2/show/NCT03778931
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NICE Guidance 

• NICE technology appraisal guidance in development. Sacituzumab govitecan for treating hormone 
receptor-positive HER2-negative metastatic breast cancer after 2 or more therapies (GID-
TA10919). Expected publication date to be confirmed. 

• NICE technology appraisal guidance in development. Entinostat for treating hormone receptor-
positive breast cancer after hormonal therapy (GID-TA10309). Expected publication date to be 
confirmed. 

• NICE technology appraisal guidance. Palbociclib with fulvestrant for treating hormone receptor-
positive, HER2-negative advanced breast cancer after endocrine therapy (TA836). October 2022. 

• NICE technology appraisal guidance. Abemaciclib with fulvestrant for treating hormone receptor-
positive, HER2-negative advanced breast cancer after endocrine therapy (TA725). September 
2021. 

• NICE technology appraisal guidance. Ribociclib with fulvestrant for treating hormone receptor-
positive, HER2-negative advanced breast cancer after endocrine therapy (TA687). March 2021. 

• NICE technology appraisal guidance. Palbociclib with fulvestrant for treating hormone receptor-
positive, HER2-negative, advanced breast cancer (TA619). January 2020. 

• NICE technology appraisal guidance. Everolimus with exemestane for treating advanced breast 
cancer after endocrine therapy (TA421). December 2016. 

• NICE clinical guideline. Advanced breast cancer: diagnosis and treatment (CG81). August 2017. 
• NICE quality standard. Suspected cancer (QS124). December 2017. 
• NICE quality standard. Breast cancer (QS12). June 2016. 

NHS England (Policy/Commissioning) Guidance 

• NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). B15/S/a. 
• NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). B01/S/a. 

Other Guidance 

• National Comprehensive Cancer Network (NCCN). Breast Cancer, Version 3.2022, NCCN Clinical 
Practice Guidelines in Oncology. June 2022.25 

• American Society of Clinical Oncology. Endocrine Treatment and Targeted Therapy for Hormone 
Receptor–Positive, Human Epidermal Growth Factor Receptor 2–Negative Metastatic Breast 
Cancer: ASCO Guideline Update. July 2021.26 

• European Society for Medical Oncology. 5th ESO-ESMO international consensus guidelines for 
advanced breast cancer (ABC 5). December 2020.27 

• NHS England. Clinical Guidelines for the Management of Breast Cancer. 2019.28 
 

Additional Information 
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Therapy for Estrogen Receptor–Positive, Human Epidermal Growth Factor Receptor 
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