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a clinically heterogenous group of tumors with different 
prognoses and responses to treatment
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ER+ breast cancer, while considered
a more treatable and better prognosis subtype of breast 

cancer, is associated with a consistent annual relapse rate
that persists beyond ten years after diagnosis.

(Jonathan T. Lei et al., 2019).

Nearly 65- 70% are estrogen receptor-positive (ER+) 
(Andreas D. Hartkopf et al., 2020)

(Fabi A, et al. 2022) 

https://pubmed.ncbi.nlm.nih.gov/?term=Lei%20JT%5bAuthor%5d
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7169993/#R35
https://pubmed.ncbi.nlm.nih.gov/?term=Hartkopf%20AD%5bAuthor%5d
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7169993/#R35
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The ABC Global Charter, is 
to double the survival among patients with advanced breast cancer 

by 2025.
“This is starting to happen especially in HR+ subtype of 

advanced breast cancer.” 
Dr. Cardoso said.

(ABC Sixth International Consensus)

HR+/HER2- Advanced/Metastatic Breast Cancer 
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Endocrine therapy is one of the most effective 
treatment options for ER-positive breast cancer.



Endocrine-based therapy is the preferred option for hormone receptor 
positive disease, even in the presence of visceral disease,  unless there 
is visceral crisis.
(LoE/GoR: I/A) (93%)

ER POSITIVE / HER-2 NEGATIVE MBC

* for pre and peri- with OFS/OFA, men (preferably with LHRH agonist) and post-menopausal women

Small changes
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According to the 5th ESO-ESMO international consensus guidelines for advanced breast cancer 
visceral crisis is defined as: “severe organ dysfunction, as assessed by signs and symptoms, 

laboratory studies and rapid progression of disease. Visceral crisis is not the mere presence of 
visceral metastases but implies important organ compromise leading to a clinical indication for 

the most rapidly efficacious therapy.”
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b Assess for germline BRCA1/2 mutations in all patients with recurrent or metastatic breast cancer to identify candidates for 
PARP inhibitor therapy. 
c PARPi can be considered for a later line for those with BRCA1/2 mutation, however available evidence suggests it is more 
effective if used earlier. 
d See Principles of HER2 Testing (BINV-A). 
e Maybe considered in a later line for HER2 IHC 1+ or 2+/ISH negative, if not used in second–line. 
f Sacituzumab govitecan-hziy may be used for adult patients with HR-positive, HER2-negative metastatic/locally advanced 
unresectable breast cancer after prior treatment including endocrine therapy, a CDK4/6 inhibitor, and at least two lines of 
chemotherapy, one of which was a taxane, and at least one of which was in the metastatic setting. It may be considered for 
later line if not used as second line therapy.
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Conclusions

METEORA-II trial showed VEX significantly improved TTF compared with P. 
VEX metronomic oral treatment should be considered as a first-line CT regimen 

for pts with ER+/HER2- MBC that require CT.



Endocrine-based therapy is the preferred option for hormone receptor 
positive disease, even in the presence of visceral disease,  unless there is 
visceral crisis.
(LoE/GoR: I/A) (93%)

ER POSITIVE / HER-2 NEGATIVE MBC

* for pre and peri- with OFS/OFA, men (preferably with LHRH agonist) and post-menopausal women

Small changes
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50% of HR+MBCs don’t benefit from ET due to 
Hormone resistance in breast cancer
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Miranda F, Prazeres H, Mendes F, Martins D, Schmitt F. Resistance to endocrine therapy in HR + and/or HER2 + breast cancer: 
the most promising predictive biomarkers. Mol Biol Rep. 2022 Jan;49(1):717-733. doi: 10.1007/s11033-021-06863-3. Epub
2021 Nov 5. PMID: 34739691.

A major challenge in treating ER-positive breast 
cancer is to overcome endocrine resistance.



PRIMARY ENDOCRINE RESISTANCE is defined as:
Relapse while on the first 2 years of adjuvant ET, or
PD within first 6 months of 1st line ET for ABC, while on ET 

SECONDARY (ACQUIRED) ENDOCRINE RESISTANCE is defined as:
Relapse while on adjuvant ET but after the first 2 years, or
Relapse within 12 months of completing adjuvant ET, or
PD ≥ 6 months after initiating ET for ABC, while on ET

(LoE:  Expert opinion/NA) (67%)

Note: resistance is a continuum and these definitions help mainly clinical trials and 
not necessarily clinical practice

Unchanged statement
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Many trials in ER+ ABC have not included 
pre-menopausal women. (ABC5)



ER POSITIVE / HER-2 NEGATIVE MBC

Many trials in ER+ ABC have not included pre-menopausal women.
Despite this, we recommend that young women with ER+ ABC should
have adequate ovarian suppression or ablation (OFS/OFA) and then be
treated in the same way as post-menopausal women with endocrine
agents with or without targeted therapies.
(LoE/GoR: Expert Opinion/A) (95%)

Future trials exploring new endocrine-based strategies should be
designed to allow for enrollment of both pre- and post-menopausal
women, and men.
(LoE/GoR: Expert Opinion/A) (92%)

Unchanged statement
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Evidence-based criteria for the diagnosis of menopause in 
patients with breast cancer are lacking.

Age <60 with amenorrhea for ≥12 months in the absence of prior chemotherapy, receipt of 
tamoxifen, toremifene, or ovarian suppression

and 
estradiol and FSH in the post-menopausal range



ADEQUATE OVARIAN FUNCTION SUPPRESSION (OFS) IN THE CONTEXT OF ABC

Adequate OFS for ABC premenopausal patients can be obtained through bilateral 
ovariectomy, continuous use of LHRH agonists or ovarian function ablation through 
pelvic radiotherapy (this latter is not always effective and therefore is the least preferred 

option). (LoE/GoR: I/A) (85%)

If a LHRH agonist is used in this age group, it should usually be given on a q4w basis 
to optimize OFS. (LoE/GoR: II/B) (85%)

Efficacy of OFS must be initially confirmed analytically through serial evaluations of 
serum estradiol, even in the presence of amenorrhea, especially if an AI is 
administered. (LoE/GoR: Expert Opinion/B) 

As all endocrine interventions for premenopausal patients with endocrine-responsive 
ABC require indefinite OFS, choosing one method over the other requires balance of 
patient’s wish for potentially preserving fertility, compliance with frequent injections 
over a long period of time, risk of inadequate estrogen level suppression and cost. 

Small changes

2 February 2023 17



2 February 2023 18

HR+/HER2- MBC: First-line Treatment
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• Preferred regimens
• CDK4/6i + NSAI* (anastrozole or letrozole)

• CDK4/6i + fulvestrant*

• FDA-approved CDK4/6i 
• Palbociclib

• Ribociclib

• Abemaciclib • Factors influencing selection of CDK4/6i
• Long-term survival data

• Menopause status

• Toxicity profile

• Organ function

• Drug interactions
Matutino. Curr Oncol. 2018;25:S131. Rugo. JCO. 2016;34:3069. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for 
Breast Cancer V2.2022. © National Comprehensive Cancer Network, Inc 2022. All rights reserved. Accessed March 18, 2022. Slide credit: ProCE.com and clinicaloptions.com

*No head-to-head trials comparing CDK4/6 inhibitors* 

HR+/HER2- MBC: First-line Treatment
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https://www.proce.com/
http://www.clinicaloptions.com/
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HR+/HER2- MBC: First-line Treatment
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Conclusions: 
Ribociclib plus ET continued to show significantly longer 

OS than ET alone in pre-/perimenopausal patients, 
including patients aged less than 40 years, with 

HR=/HER2 ABC with 53.5 months of median follow-up 
(ClinicalTrials.gov, NCT02278120).
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▪ Primary endpoint: PFS (investigator assessed)

▪ Key secondary endpoints: DCR, OS, safety, QoL, biomarkers 

ET + CDK4/6i or Chemo for Metastatic Premenopausal Women?
Phase II Young-PEARL Trial (KCSG-BR 15-10, NCT02592746)

Park. Lancet Oncol. 2019;20:1750.

Patients with premenopausal, 
inoperable, HR+/HER2- locally 

advanced or metastatic breast cancer 
who received treatment with 

tamoxifen and ≤ 1 line of CT for MBC; 
no previous treatment with AI, 

CDK4/6i, or capecitabine 
(N = 184)

Palbociclib 125 mg QD x 3 wk
Exemestane 25 mg QD x 4 wk

Leuprolide 3.75 mg SC D1 every 4 wk
For 28-day Cycles

(n = 92) 

Capecitabine
1250 mg/m2 BID x 2 wk

For 21-day cycles
(n = 86)

Stratified by prior cytotoxic chemo for MBC, presence of visceral metastases

50% in each arm 
treated in first-line 
metastatic setting

Slide credit: clinicaloptions.com

Conclusion: 
palbociclib plus ET, luminal type showed better prognosis. 
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http://www.clinicaloptions.com/
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First-line treatment. 
CDK4/6 inhibitors combined with ET are the standard-of-care for ER-positive, HER2-

negative MBC, with improved progression-free survival (PFS) and OS and a good 
toxicity profile seen in several trials [I, A; ESMO-Magnitude of Clinical Benefit Scale 

(ESMO-MCBS) v1.1 scores: 3-5].



• Most patients with HR+/HER2- MBC will develop resistance to first-line CDK4/6i + ET 

• Endocrine resistance (ESMO guidelines)
• Primary: PD within first 6 mo of first-line ET for MBC, while on ET

• Secondary: PD 6 mo after starting ET for MBC, while on ET

• Addtional targeted therapies and associated biomarker testing 
✓Alpelisib for PIK3CAm

✓PARP inhibitors (olaparib or talazoparib) for gBRCA1/2m

✓Everolimus (no biomarker testing required)
1. Wander. doi.org/10.1101/857839. 2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V2.2022. 
© National Comprehensive Cancer Network, Inc 2022. All rights reserved. Accessed March 18, 2022. 3. Mayer. Clin Cancer Res. 
2017;23:26. 4. Loi. PNAS. 2010;107:10208. 5. Stemke-Hale. Cancer Res. 2008;68:6084. Slide credit: ProCE.com and clinicaloptions.com

HR+/HER2- MBC: Beyond First-line Treatment

https://www.proce.com/
http://www.clinicaloptions.com/
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SOLAR-1: PFS and OS Results in PIK3CA-mut After perior AI

PFS (Primary Endpoint) OS (Key Secondary Endpoint)

Median PFS 11.0 vs 5.7 months
HR 0.65 (0.50–0.85)

P = .00065

Median OS 39.3 vs 31.4 months
HR 0.86 (0.64–1.15)

P = .15
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Slide credit: clinicaloptions.com

Alpelisib + FUL (n = 169)
Placebo + FUL (n = 172)

Only 6% of patients with prior CDK4/6i exposure
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http://www.clinicaloptions.com/
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Abstract
Alpelisib and endocrine therapy provides ongoing treatment 

benefits for patients with HR-positive, HER2-negative, PIK3CA-
mutated advanced breast cancer, according to updated findings 

from all 3 cohorts of the phase II BYLieve trial.
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In the phase III BOLERO-2 trial, 
Everolimuse /exemestane significantly improved median PFS

versus placeboe exemestane (7.8 versus 3.2 months, HR 0.45) in 
patients who had progressed on a nonsteroidal AI, but there was 

no significant OS or quality-of-life (QoL) benefit.



• For patients with endocrine-sensitive tumours, continuation of ET with agents not previously 
received in the metastatic setting may represent an option [III, B].

• Patients with tumours that are endocrine resistant should be considered for ChT [V, B]. 

• Sequential single-agent ChT is generally preferred over combination strategies. In patients where 
a rapid response is needed due to imminent organ failure, combination ChT is preferred [II, A].  

• Available drugs for single-agent ChT include anthracyclines, taxanes, capecitabine, eribulin, 
vinorelbine, platinums and other agents.  Rechallenge with anthracyclines or taxanes is feasible in 
patients with a DFI 12 months. If available, the use of liposomal anthracyclines or protein-bound 
paclitaxel may be considered for the rechallenge [II, B].  

• The combination of a taxane or capecitabine with bevacizumab, if available, is an option for the 
first line of ChT [I, C; ESMO-MCBS v1.1 score: 2].  

• If capecitabine is used, patients should undergo germline variant testing for the lack of enzyme, 
DPD, before starting treatment.  ChT should generally be continued until PD or intolerable toxicity 
(except for anthracyclines where the cumulative limit needs to be taken into account) [II, B].  

• The optimal sequence of therapy in MBC has not been established. Available options should be 
discussed with the patient [I, A]. 

2 February 2023 44https://doi.org/10.1016/j.annonc.2021.09.019

HR+/HER2- MBC: Beyond Third-line Treatment
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FDA Approves Elacestrant for ER-Positive, HER2-
Negative, ESR1-Mutated Advanced or Metastatic Breast Cancer

By The ASCO Post Staff

Posted: 1/30/2023 10:30:00 AM
Last Updated: 1/30/2023 10:48:45 AM

On January 27, the U.S. Food and Drug Administration (FDA) approved elacestrant (Orserdu) for postmenopausal women or adult men with estrogen receptor 
(ER)-positive, HER2-negative, ESR1-mutated advanced or metastatic breast cancer with disease progression following at least one line of endocrine therapy. 
The FDA also approved the Guardant360 CDx assay as a companion diagnostic device to identify patients with breast cancer for treatment with elacestrant.
EMERALD
Efficacy was evaluated in EMERALD (ClinicalTrials.gov identifier NCT03778931), a randomized, open-label, active-controlled, multicenter trial that enrolled 
478 postmenopausal women and men with ER-positive, HER2-negative advanced or metastatic breast cancer; in this group, 228 patients had ESR1 mutations. 
Patients were required to have had disease progression on one or two prior lines of endocrine therapy, including one line containing a CDK4/6 inhibitor. 
Eligible patients could have received up to one prior line of chemotherapy in the advanced or metastatic setting.
Patients were randomly assigned 1:1 to receive elacestrant at 345 mg orally once daily (n = 239) or investigator’s choice of endocrine therapy (n = 239), which 
included fulvestrant (n = 166) or an aromatase inhibitor (n = 73). Random assignment was stratified by ESR1 mutation status (detected vs not detected), prior 
treatment with fulvestrant (yes vs no), and visceral metastasis (yes vs no). ESR1 mutational status was determined by blood circulating tumor DNA using the 
Guardant360 CDx assay and was limited to ESR1 missense mutations in the ligand binding domain.
The major efficacy outcome measure was progression-free survival, assessed by a blinded imaging review committee. A statistically significant difference in 
progression-free survival was observed in the intention-to-treat (ITT) population and in the subgroup of patients with ESR1 mutations.
In the 228 (48%) patients with ESR1 mutations, median progression-free survival was 3.8 months (95% CI confidence interval [CI] = 2.2–7.3) in the 
elacestrant arm and 1.9 months (95% CI = 1.9–2.1) in the fulvestrant or aromatase inhibitor arm (hazard ratio [HR] = 0.55, 95% CI = 0.39–0.77, two-sided P-
value = .0005).
An exploratory analysis of progression-free survival in the 250 (52%) patients without ESR1 mutations showed a hazard ratio of 0.86 (95% CI = 0.63–1.19), 
indicating that the improvement in the ITT population was primarily attributed to the results seen in the ESR1-mutated population.
The most common adverse events (≥ 10%), including laboratory abnormalities, were musculoskeletal pain, nausea, increased cholesterol, increased aspartate 
aminotransferase, increased triglycerides, fatigue, decreased hemoglobin, vomiting, increased alanine transaminase, decreased sodium, increased creatinine, 
decreased appetite, diarrhea, headache, constipation, abdominal pain, hot flush, and dyspepsia.
The recommended elacestrant dose is 345 mg taken orally with food once daily until disease progression or unacceptable toxicity.
This review used the Assessment Aid, a voluntary submission from the applicant to facilitate the FDA’s assessment. This application was granted Priority 
Review and Fast Track designation.

A statistically significant difference in progression-free survival was observed in the 
intention-to-treat (ITT) population and in the subgroup of patients 
with ESR1 mutations.
In the 228 (48%) patients with ESR1 mutations, median progression-free survival was 
3.8 months (95% CI confidence interval [CI] = 2.2–7.3) in the elacestrant arm and 1.9 
months (95% CI = 1.9–2.1) in the fulvestrant or aromatase inhibitor arm (hazard ratio 
[HR] = 0.55, 95% CI = 0.39–0.77, two-sided P-value = .0005).

The recommended elacestrant dose is 345 mg taken orally with food once daily 
until disease progression or unacceptable toxicity.

https://www.ascopost.com/search-results/?q=The+ASCO+Post
https://guardant360cdx.com/
https://clinicaltrials.gov/ct2/show/NCT03778931
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Key Points to Consider:  

• Pembrolizumab (MSI-H/dMMR) (TMB-H)
• Larotrectinib/entrectinib (NTRK fusions)

• Antibody–drug conjugates:
• Trastuzumab deruxtecan might be FDA approved for HER2-low metastatic 

breast cancer in patients with no more than 2 lines of chemotherapy

• Sacituzumab govitecan demonstrated statistically significant efficacy 
compared to standard chemotherapy in endocrine refractory MBC who have 
received 2-4 lines of chemotherapy

Slide credit: clinicaloptions.com2 February 2023 48

http://www.clinicaloptions.com/


Take home massage

2 February 2023 49

“We now have a median overall survival of 5 years. 
For the first time, 

we can speak about hope for these patients, not just 
wishful thinking,” 
said Dr. Cardoso.
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