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Next-generation SERD Protects Against Progression in Some Patients 

With Advanced Breast Cancer Resistant to Standard Hormone 

Therapy 
 

Imlunestrant was effective in combination with abemaciclib, and as monotherapy in 

ESR1-mutated breast cancer 
 

SAN ANTONIO – Imlunestrant, an investigational next-generation selective estrogen receptor degrader 
(SERD), improved progression-free survival in patients with endocrine therapy-pretreated, ER-positive, 
HER2-negative advanced breast cancer—as monotherapy in patients with ESR1 mutations and as 
combination therapy with abemaciclib (Verzenio) in all patients, regardless of ESR1 mutation status—
according to results from the phase III EMBER-3 clinical trial presented at the San Antonio Breast Cancer 
Symposium (SABCS), held December 10-13, 2024. 
 
The results of this study were simultaneously published in the New England Journal of Medicine. 
 
“The main purpose of this EMBER-3 trial was to evaluate the role of imlunestrant, a brain-penetrant oral 

SERD, as monotherapy or in combination with the CDK4/6 inhibitor, abemaciclib, in patients with ER-

positive, HER2-negative advanced breast cancer whose disease had recurred or progressed during or 

after an aromatase inhibitor alone or with a CDK4/6 inhibitor,” said Komal Jhaveri, MD, the Patricia and 

James Cayne Chair for Junior Faculty, section head of the Endocrine Therapy Research Program, and 

clinical director of the Early Drug Development Service at Memorial Sloan Kettering Cancer Center, and 

presenter of the study. 

“CDK4/6 inhibitors have been a critical addition to standard endocrine therapy with aromatase inhibitors, 

and if progression occurs, combining a SERD with a CDK4/6 inhibitor can be beneficial. However, given 

the limitations of existing SERDs like fulvestrant, including lack of oral bioavailability and need for monthly 

intramuscular injection, along with limited efficacy in patients who develop ESR1-mutations, novel SERDs 

such as imlunestrant are being developed with the goal of improving both efficacy and patient experience 

through ease of administration,” said Jhaveri, noting that ESR1 mutations are seen in 40%-50% of 

patients progressing on endocrine therapy. 

Unlike fulvestrant, imlunestrant can be taken orally and can penetrate the blood-brain barrier, offering the 

possibility of targeting central nervous system metastases, explained Jhaveri, who is also an associate 

professor at Weill Cornell Medical College.  
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In the multicenter study, 874 patients with ER-positive, HER2-negative advanced breast cancer were 

randomly assigned (1:1:1) to receive either imlunestrant alone, standard endocrine therapy (fulvestrant or 

exemestane) alone, or imlunestrant plus abemaciclib.  

Compared to standard endocrine therapy, imlunestrant significantly improved progression-free survival in 
patients with ESR1 mutations but not in the overall population. In the patients harboring ESR1 mutations, 
imlunestrant reduced the risk of progression or death by 38%.  

“These promising results mean that imlunestrant is potentially another single-agent option for the many 
patients whose recurrent breast cancers harbor ESR1 mutations,” said Jhaveri. 

Furthermore, compared to imlunestrant alone, imlunestrant and abemaciclib together were associated 
with a 43% reduction in risk of progression or death, resulting in median progression-free survival of 9.4 
months and 5.5 months respectively, for the combination and monotherapy groups. The benefit of 
combining these two therapies, both of which can be taken orally, were observed in all patients, including 
those with and without ESR1 mutations or PI3K-pathway mutations and including those previously treated 
with a CDK4/6 inhibitor. 

“The consistency of these results across clinically relevant subgroups is reassuring given most patients 
eligible for second-line therapy have received a CDK4/6 inhibitor previously and many currently available 
second-line therapies require biomarker selection,” noted Jhaveri, who called the data practice changing.  

Imlunestrant was well tolerated, both as monotherapy and in combination, Jhaveri said. Imlunestrant 

showed favorable safety profile, with generally low-grade and manageable adverse events, and without 

the oral SERD-specific safety signals of ocular or cardiac issues. The safety profile of the combination 

was consistent with the known fulvestrant-abemaciclib profile with a relatively low discontinuation rate of 

6.3% that compares favorably to available combination regimens. Additionally in patient-reported 

outcomes data from the study, 72% of patients receiving fulvestrant reported injection site pain, swelling, 

or redness. 

“Taken together, these data are encouraging for patients and show that imlunestrant, as monotherapy or 

combined with abemaciclib, could provide an all-oral targeted therapy option after progression on 

endocrine therapy for patients with ER-positive, HER2-negative advanced breast cancer.” 

One limitation of the study is that unlike the phase III postMONARCH and EMERALD trials, EMBER-3 did 

not require prior treatment with a CDK4/6 inhibitor. However, most patients (65%) in the combination 

therapy comparison in EMBER-3 were CDK4/6 inhibitor pretreated and the treatment effect of 

imlunestrant-abemaciclib in these patients was consistent with the overall population. 

This study was supported by Eli Lilly and Company. Jhaveri has consulting or advisory roles with 
Novartis, Pfizer, Taiho Oncology, Genentech, AbbVie, Eisai, AstraZeneca, Blueprint Medicines, Daiichi 

Sankyo, Sun Pharma Advanced Research Company Ltd., Menarini/Stemline Therapeutics, Gilead, 
Scorpion Therapeutics, Olema Pharmaceuticals, Bicycle Therapeutics, Lilly/Loxo Oncology, and 
Zymeworks. Jhaveri also has research funding support to her institution from Novartis, Genentech, 
AstraZeneca, Pfizer, Lilly/Loxo Oncology, Zymeworks, Immunomedics/Gilead, Puma Biotechnology, 
Merck Pharmaceuticals, Context Therapeutics, Scorpion Therapeutics, Eisai, RayzeBio, and Blueprint 
Medicines. 

Abstract 

 
GS1-01: Imlunestrant, an Oral Selective Estrogen Receptor Degrader (SERD), as Monotherapy and Combined 

with Abemaciclib, for Patients with ER+, HER2- Advanced Breast Cancer (ABC), Pretreated with Endocrine 

Therapy (ET): Results of the Phase 3 EMBER-3 trial 

 

Background: Imlunestrant is a next-generation, brain-penetrant, oral SERD and pure estrogen receptor (ER) 

antagonist that delivers continuous ER inhibition, including in ESR1-mutant cancers. 
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Methods: This phase-3, randomized, open-label trial (NCT04975308) enrolled patients (pts) with ER+, HER2- ABC 

that recurred or progressed on/after an aromatase inhibitor, alone or with a CDK4/6 inhibitor (CDK/6i). No other prior 

therapy for ABC was allowed. Pts were randomized 1:1:1 to imlunestrant (400 mg once daily [QD]), physician’s 

choice standard-of-care (SOC) ET (fulvestrant or exemestane per label), or imlunestrant (400 mg QD) + abemaciclib 

(150 mg twice daily). Primary endpoints were investigator-assessed PFS of imlunestrant vs SOC in pts with ESR1 

mutations (ESR1m) and all pts and of imlunestrant + abemaciclib vs imlunestrant in all concurrently randomized pts. 

Secondary endpoints included OS (tested if the corresponding PFS was statistically significant), PFS by BICR, ORR, 

and safety. 

 

Results: Overall, 874 pts were randomized (imlunestrant, n=331; SOC, n=330; imlunestrant + abemaciclib, n=213), 

60% received prior CDK4/6i (imlunestrant, 59%; SOC, 57%; imlunestrant + abemaciclib, 65%). A total of 256 pts had 

ESR1m (imlunestrant, n=138; SOC, n=118). Imlunestrant significantly improved PFS vs SOC in pts with ESR1m (HR, 

0.62; 95% CI, 0.46-0.82; P<0.001; median PFS [mPFS] 5.5 vs 3.8 months). Imlunestrant did not significantly improve 

PFS in the overall population (n=661; HR, 0.87; 95% CI, 0.72-1.04; P=0.12). Imlunestrant + abemaciclib significantly 

improved PFS vs imlunestrant in all pts (n=426; HR, 0.57; 95% CI, 0.44-0.73; P<0.001; mPFS 9.4 vs 5.5 months), 

with benefit observed regardless of ESR1m or PI3K pathway mutation status and in CDK4/6i pretreated pts. 

Investigator and BICR assessments were consistent across all endpoints. In all pts with measurable disease, ORR 

was 12% for imlunestrant; 8% for SOC; and 27% for imlunestrant + abemaciclib. All OS analyses were immature and 

ongoing; favorable trends were observed for imlunestrant vs SOC in pts with ESR1m (31% events; HR, 0.55; 95% CI, 

0.35-0.86; P<0.01 [not statistically significant]) and in all pts (23% events; HR, 0.69; 95% CI, 0.50-0.96; [not 

inferentially tested]). OS analyses were less mature for imlunestrant + abemaciclib vs imlunestrant (15% events; HR, 

1.34; 95% CI, 0.81-2.21; P=0.25). 

 

In post-hoc analyses, imlunestrant had lower 12-month cumulative incidence of central nervous system progression 

vs SOC in pts with ESR1m (2% vs 7%; HR, 0.18; 95% CI, 0.04-0.90) and all pts (2% vs 3%; HR, 0.47; 95% CI, 0.16-

1.38), though absolute numbers were small. Common all-grade TEAEs with imlunestrant were fatigue (23% vs 13% 

SOC), diarrhea (21% vs 12%), and nausea (17% vs 13%), mostly grade 1. Notably, all-grade bradycardia (2% vs 0% 

SOC), photopsia (0% each), and dyslipidemia (7% vs 9%) were infrequent or not observed with imlunestrant. 

Common grade ≥3 TEAEs with imlunestrant were anemia (2% vs 3% SOC), and neutropenia (2% each). Common 

all-grade/grade ≥3 TEAEs with imlunestrant + abemaciclib were diarrhea (86%/8%), nausea (49%/2%), and 

neutropenia (48%/20%). Grade ≥3 TEAEs rates were 17% for imlunestrant, 21% for SOC and 49% for imlunestrant + 

abemaciclib. Discontinuation of imlunestrant and imlunestrant + abemaciclib due to AEs was low (4% and 6%, 

respectively).  

 

Conclusion: Imlunestrant significantly improved PFS vs SOC in pts with ESR1m, and imlunestrant + abemaciclib 

significantly improved PFS vs imlunestrant in all pts regardless of ESR1m status. Imlunestrant had a favorable safety 

profile alone and combined with abemaciclib, thus providing an all-oral targeted therapy option for ET-pretreated pts 

with ER+, HER2- ABC. 

 
# # #  

Follow SABCS: #SABCS24; X/Twitter; and Facebook 
 
About the San Antonio Breast Cancer Symposium®  
Since 1977, the San Antonio Breast Cancer Symposium® (SABCS®) has been the leading scientific conference for 
basic scientists, physician-scientists, clinical investigators and breast care providers, and advocates seeking an 
exchange of new information in experimental biology, etiology, prevention, diagnosis, and therapy of premalignant 
breast disease and breast cancer. Founded, owned, and operated by UT Health San Antonio, the symposium has 
grown to a five-day event attended by an international audience of academic investigators and private physicians 
from over 100 countries to attain information through abstract presentations, panel discussions, research findings, 
and state-of-the-art educational sessions. UT Health San Antonio, with co-sponsor the American Association for 
Cancer Research, supports SABCS, which provides education and accessibility to the latest information regarding 
the prevention, diagnosis, and treatment of premalignant breast cancer and breast disease. For more information on 
SABCS, visit www.sabcs.org.  
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