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Approved Therapies



FDA Approvals of SERD



EMERALD Trial



EMERALD Trial 

Elacestrant versus SOC in patients with detectable ESR1 mutation          Elacestrant versus Fulvestrant in patients with detectable ESR1 mutation

J Clin Oncol. 2022 May 18;40(28):3246–3256.



Kaklamani, J Clin Oncol 41, 2023 (suppl 16; abstr 1070)



Interim OS Analysis

Interim analysis of OS. Kaplan-Meier estimates of overall survival at the interim analysis are (A) shown for all patients and (B) patients with detectable ESR1 mutation. The differences 
in overall survival in this interim analysis were not statistically significant on the basis of the allocated two-sided alpha level of .0001

J Clin Oncol. 2022 May 18;40(28):3246–3256.



ELEVATE: Phase 1b/2 Umbrella Trial

 1-2 lines of ET+CDK4/6i 

 No prior chemotherapy in 
advanced stage

 Elacestrant with either: 

o Everolimus

o Alpelisib

o Capivasertib

o Ribociclib

o Abemaciclib

o Palbociclib

Subgroup Median PFS 
(months)

95% CI

All patients 8.3 4.0-10.2

ESR1 mutated 8.3 3.5-12.9

ESR1 wild type 9 4.2-12.7

PIK3CA 
mutated

8.3 3.6-10.2

PIK3CA wild 
type

9.4 4.0-NR

Elacestrant + Everolimus



ctDNA in ESR1 
detection

 Indication and Timing: 
o <5% of ER+/HER2- have ESR1 mutation at initial 

metastatic diagnosis

o Arise in ~40–50% of patients after AI–based therapy

o Can be detected 6 months before radiologic 
progress

o NCCN Guidelines: Testing at each progression on ET

o ctDNA > Tissue: 
o mutations are subclonal and dynamic

o ctDNA allows for real-time testing

o Modalities: NGS or digital/droplet PCR
o NGS: broad coverage of ESR1 mutation spectrum

o dPCR: high analytic sensitivity for hotspots (Y537S, 
D538G)







EMBER-03

 Three primary end points 

o PFS with imlunestrant vs SOC with ESR1 mutation patients

o PFS with imlunestrant as compared with SOC among all patients

o PFS with imlunestrant–abemaciclib vs imlunestrant among all patients

 Secondary end points

o OS of the above groups



Imlunestrant vs Fulvestrant / Exemestane



Imlunestrant + Abemaciclib vs Imlunestrant



SERENA-6



SERENA-6 



PFS2 – Progression after next line



Future Directions



Lei et al. Breast Cancer Res. 2026 Jan 22;28(1):48.



Bardia, SABCS 2025



Bardia, SABCS 2025



Fewer arthralgia discontinuations

Bardia, SABCS 2025



Adjuvant Camizestrant: In Trial



Adjuvant Imlunestrant: EMBER-4



The future is bright… and full of SERDs
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