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Bansal et al SABCS 2022, Abstract #HER2-12

Genomic Landscape of HER2-Low Breast Cancer (I)



Tarantino et al SABCS 2022; Abstract #HER2-05

Genomic Landscape of HER2-Low Breast Cancer (II)



Marra et al SABCS 2022; Abstract # HER2-07

Genomic Landscape of HER2-Low Breast Cancer (III)



Conclusions: Genomic Landscape of HER2-low Disease

• Across all 3 studies – HER2-low breast cancer did not appear to be a distinct 
genomic subset

• PIK3CA mutations may be more common in HR-/HER2-low v TNBC

• Most differences were observed based upon ER+ v ER- expression 

• Some genomic differences may occur when comparing HER2 IHC 1+ v 2+

• Better methods to quantify/define HER2-low are needed for clinical deployment
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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

Bardia et al SABCS 2022; Abstract # GS3-01



Phase 3 EMERALD: Study Design

• Randomized, Open-Label Phase 3 Study

• *Investigator’s choice of fulvestrant 500 mg IM on days 1 and 15 of cycle 1 and then on day 1 of 28-day cycles or an AI (continuous dosing of anastrozole 1 mg/day, letrozole 2.5 mg/day, or exemestane 25 
mg/day).
BIRC, blinded independent review committee; CBR, clinical benefit rate; IM, intramuscular; PD, progressive disease; PK, pharmacokinetics; QOL, quality of life.
Bardia A, et al. J Clin Oncol. 2020;38(suppl): Abstract TPS1104.

• Primary endpoint: PFS by BICR in all patients and in patients with mutant ESR1
– Overall population (power ≥ 90% for HR of 0.667​) or ESR1-mutated subset (power ≥ 80% for HR 

of 0.610​) at an overall α level of 5%
• Secondary endpoints: OS, PFS by BIRC in patients with WT ESR1, PFS by investigator review, ORR, 

DoR, CBR, safety, PK, and QOL

• Postmenopausal women 
and men with ER+/HER2- advanced 
or metastatic BC

• ≤1 lines prior chemo for mBC 

• 1 to 2 lines of ET, and documented 
PD on CDK4 and 6 inhibitor

• Measurable disease (RECIST v1.1) or 
bone-only disease eligible

Elacestrant 400 mg PO QD 

Endocrine therapy*

R

Stratification factors
• ESR1 mutation status 

(by ctDNA)
• Prior fulvestrant
• Any visceral disease

Until PD, 
unacceptable 

toxicity, 
or death

N = 466

Presenter Notes
Presentation Notes
BOR, best overall response; ECOG PS, Eastern Cooperative Oncology Group performance status; LHRH, luteinizing hormone-releasing hormone; TTD, time to deterioration.

https://meetinglibrary.asco.org/record/177345/poster
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ESHOS SABCS 2022 Review: Genomic Update
Summary and Future Directions

• HER2-low breast cancer does not appear to define a distinct genomic entity.

• Single cell sequencing can define distinct molecular subpopulations and provide insight into drug 
response in vitro (and potentially in vivo).

• Elacestrant response may be maximal in ESR1m patients with longer prior CDK4/6i response.

• Abemaciclib and palbociclib resistance may occur via distinct genomic and molecular pathways.

• Genomic profiling (and molecular phenotype) may help identify patient populations that derive 
benefit from adjuvant palbociclib.

• Biomarker discovery efforts need to leverage relative strengths/weaknesses of biased and unbiased 
approaches.
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