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HR+/HER2- MBC: an evolving scenario

Modified from Miglietta F et al, ESMO Open 2022



HR+/HER2- MBC: choice of first-line therapy

Gennari et al, Ann Oncol 2021

Standard approach

(imminent) organ failure

chemotherapy

endocrine-based 

treatment



HR+/HER2- MBC: CDK 4/6 inhibitors + ET

Modified from Miglietta et al, ESMO Open 2022



HR+/HER2- MBC: AI + CDK 4/6i in postmenopausal pts

Palbociclib

PALOMA-2

Ribociclib

MONALEESA-2

Abemaciclib

MONARCH-3

Finn RS et al, NEJM 2016; Hortobagyi G et al, NEJM 2016 and Ann Oncol 2018, Goetz MP et al, JCO 2017, Johnston et al NPJ BC 2019  

Primary endpoint results: PFS



Palbociclib

PALOMA-2

Ribociclib

MONALEESA-2

Abemaciclib

MONARCH-3

Finn RS et al, ASCO 2022; Hortobagyi G et al, NEJM 2022; Goetz M et al, ESMO 2022  

OS results

HR+/HER2- MBC: AI + CDK 4/6i in postmenopausal pts

NOT SIGNIFICANT OS-IA2 significance not formally reached



HR+/HER2- MBC: CDK 4/6i + ET in premenopausal pts

Ribociclib

MONALEESA-7

Tripathy et al, Lancet Oncol 2018; Im SA et al, NEJM 2019; Lu YS et al, Ann Oncol 2022

PFS OS (all pts)

PATIENTS RECEIVING AI: HR 0,798 (95%CI 0,615-1,035)

PFS and PS results



Palbociclib

PALOMA-3

Ribociclib

MONALEESA-3

Abemaciclib

MONARCH-2

Cristofanilli et al, Lancet Oncol 2016; Slamon et al, JCO 2018; Sledge et al, JCO 2017 

Primary endpoint results: PFS

HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts



Palbociclib

PALOMA-3

Ribociclib

MONALEESA-3

Abemaciclib

MONARCH-2

Turner et al, NEJM 2018; Slamon et al, NEJM  2020; Sledge et al, JAMA Oncol 2018

OS results

HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts

NOT SIGNIFICANT



Palbociclib

PALOMA-3

Ribociclib

MONALEESA-3

Abemaciclib

MONARCH-2

Turner et al, NEJM 2018; Slamon et al, NEJM  2020; Sledge et al, JAMA Oncol 2018

OS results

HR+/HER2- MBC: Fulv + CDK 4/6i in postmenopausal pts

NOT SIGNIFICANT Extension of the regulatory positioning of 

Ribociclib + FULV also in 

endocrine sensitive pts



HR+/HER2- MBC: Challenging the role of CT even in patients with aggressive clinical features 

Lu et al, SABCS 2022

RIGHT Choice trial

PFS TTR



HR+/HER2- MBC: can we challenge CDK 4/6i in the first line?



HR+/HER2- MBC: can we challenge CDK 4/6i in the first line?

PFS

PFS2

Sonke et al, ASCO 2023

Similar OS



Endocrine-resistance is virtually an inevitable phenomenon

Razavi et al, Cancer Cell 2018; Toi et al, Nat Genet 2013; Kingston et al, Nat Comm, 2021; Goncalves et al, NEJM 2018; TCGA Nature 2012

ESR1 mutation

ESR1 mutant BC could 

define a subset of patients 

with ER-driven resistance

30-50% of 

HR+/HER2- BC

PIK3CA



André et al, NEJM 2019, Andrè et al, Ann Oncol 2021

SOLAR-1 (III)

Primary endpoint: PFS in PIK3CA mutated cohort

PFS in PIK3CA-mut

No benefit of alpelisib in the PIK3CA-WT cohort

OS in PIK3CA-mut

7.9-month numeric improvement in median OS

Hyperglicemia (permanent discontinaution >6%) 

rash and diarrhea  

HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts



HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts

Rugo et al, Lancet Oncol 2021; Rugo et al, SABCS 2020 

ByLIEVE (II)

PFS in Cohort A PFS in Cohort B

50,4% of pts with no PD at 6 

mos → primary endpoint met

45,8% of pts with no PD at 6 

mos → primary endpoint met 



Jones et al, ASCO 2022; Howell et al, Lancet Oncol 2022

CAPItello-291

Primary endpoint: PFS in ITT and in AKT-altered

PFS in ITT PFS in AKT-altered

HR+/HER2- MBC: PI3K-AKT-i in HR+/HER2- endocrine resistant pts



HR+/HER2- MBC: oral SERDs

acelERAAMEERA-3SERENA-2EMERALD

ELACESTRANT*

vs Fulvestrant/AI

Phase III (478)

Iary: PFS in ITT/ESR1+

Prior CDK4/6i 100%

Prior Fulvestrant 30.3%

Prior CT (≤1) 22.3%

Visceral 69.7%

ESR1mut**: 47.7%

POSITIVE
(median PFS: 2.8 vs 1.9 mos)

CAMIZESTRANT*

vs Fulvestrant

Phase II (240)

Iary: PFS in ITT

Prior CDK4/6i 46.6%

Prior Fulvestrant 0%

Prior CT (≤1) 19.2%

Visceral 58.3%**

ESR1mut***: 36.7%

POSITIVE
(median PFS: 7.2-7.7 vs 3.7 mos)

AMCENESTRANT

vs Fulvestrant/AI/tam

Phase II (367)

Iary: PFS in ITT

Prior CDK4/6i 78.9%

Prior Fulvestrant 9.6%

Prior CT (≤1) 11.4%

Visceral 63.8%

ESR1mut*: 41.4%

NEGATIVE
(median PFS: 3.6 vs 3.7 mos)

GIREDESTRANT

vs Fulvestrant/AI

Phase II (303)

Iary: PFS in ITT

Prior CDK4/6i 42%

Prior Fulvestrant 19%

Prior CT (≤1) 32%

Visceral 68%

ESR1mut: 39%

NEGATIVE
(median PFS: 5.6 vs 5.4 mos)

Bidard et al, JCO 2022; Bardia et al, SABCS2022; Oliveira et al, SABCS2022; Tolaney et al, ESMO 2022; Martin et al, ESMO 2022

AMCENESTRANT 

DEVELOPMENT: STOPPED

*The dose of 75 mg will go forward

**lung and/or liver disease

***GuardantOMNI™

*Elacestrant is both a ER degrader and inhibithor of 

estradiol-dependent ER-directed gene trascription

**Gaurdant 360

*digital PCR *FoundationOne liquid CDx



HR+/HER2- MBC: CDK 4/6i remarks

• CDK 4/6i represent the current standard of care for the front-line therapy of HR+/HER2- BC

• both in postmenopausal and premenopausal setting

• both in endocrine sensistive and endocrine resistant setting

• In the absence of head-to-head comparisons and by acknowledging the questionability of direct cross-trial

comparisons, in the everyday treatment decision process it is reasonable to base the choice across the three

CDK4/6 inhibitors on:

• country-specific availability & regulatory/reimbursement policies

• agent-specific toxicity spectrum falling outside the overlapping class-effect AEs

• efficacy information progressively maturing and getting released, especially in terms of OS impact
• possible confounding role of treatment crossover and post-progression therapies → possible mitigation of the peremptoriness

of not statistically significant OS results

• Evolving scenario

• Challenging the role of CT even in highly symptomatic patients
• Not all patients may need CDK 4/6i in the first-line → be aware of finencial toxicity



HR+/HER2- MBC: beyond CDK 4/6i

• The clinical value of PI3Ki inhibitors in PIK3CA mutated patients with endocrine-resistant disease is

established

• The regulatory scenario of alpelisib (+fulv) currently precludes patients with PIK3CA-mutated disease

progressing to AI+CDK4/6i to get access to this treatment strategy → since almost all patients receive

CDK 4/6i in the first-line setting, alpelisib + fulv is only a virtual option, with no actual clinical positioning

→ waiting for EPIK-B5 trial

• The CAPITELLO trial (III) demonstrated the clinical value of capivasertib (+fulv) in endocrine-resistant

patients, including those pre-treated with CDK 4/6i

• Oral SERDs are going to represent an option in patients for whom endocrine-resistance is driven (at

least in part) by ESR1 mut.
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