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• Introduction.  

• First line: CDK4/6i vs chemotherapy → RIGHT choice. 

• Progression to CDK4/6i: 

– Re-challenge with CDK4/6i → PACE, MAINTAIN. 

– Change endocrinal therapy and keep CDK4/6i → PALMIRA.

– Early "switch" by ctDNA ESR1→ PADA-1.   

– Endocrine treatment +Targets: ESR1, PIK3CA, AKT → EMERALD, SERENA-2, 

CAPITELLO

– Chemotherapy → TROPiCS-02, X-7/7. 

• CDK4/6i for everyone on the front line??. 

Outline



ER POSITIVE METASTATIC BREAST CANCER: Treatment algorythm

ESMO MBC Guidelines, v1.1 May 2023
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The advantage of CDK 4/6 inhibitors: Trials overview



Progression-free (PFS) and overall survival (OS) data

Finn NEJM 2016; Hortobagyi NEJM 2016; Goetz J Clin Oncol 2017; Finn, ASCO 2022; Hortobagyi NEJM 2022; Goetz ESMO 2022



CDK 4/6 inhibitors vs chemotherapy



First line in agressive disease: CDK 4/6 inhibitor vs QT

RIGHT Choice study design

Yen-Shen Lu, San Antonio Breast Cancer Symposium 2022 



PFS, TTR

RIGHT Choice results

Yen-Shen Lu, San Antonio Breast Cancer Symposium 2022 



PFS, TTR

RIGHT Choice results

Yen-Shen Lu, San Antonio Breast Cancer Symposium 2022 



Post CDK 4/6 inhibitors??



ER POSITIVE METASTATIC BREAST CANCER: Treatment algorythm

After CDKi + NSAI

ESMO MBC Guidelines, v1.1 May 2023



Second line treatment: Fulvestrant

Lindeman G. Clin Cancer Res 2022;28:3256-67; Kaklamani V SABCS 2022



Heterogeneity of Luminal Tumors

Implications for therapeutic decisions

ESMO Scale for Clinical Actionability of molecular Targets (ESCAT) – MBC ESMO Guidelines, Ann Oncol 2021
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Can CDK4/6i switch extend endocrine therapy?

Kalinsky ASCO 2022, Kalinsky JCO 2023, Erica L Mayer SABCS 2022 

MAINTAIN 

(phase II)

PACE 

(phase II)



Can CDK4/6i switch extend endocrine therapy?

Stover D, ASCO 2023



Can endocrine therapy switch extend CDK4/6i?
PALMIRA Study

Llombart A, ASCO 2023
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Can endocrine therapy switch extend CDK4/6i?

Kalinsky JCO 2023; Mayer SABCS 2022; Llombart-Cussac ASCO 2023



Benefit of early switch based on ESR1mut ctDNA?
PADA-1 Trial

Bidard FC, ASCO 2023
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Benefit of early switch based on ESR1mut ctDNA?

 15,4 m

Bidard FC , ASCO 2023

PADA-1 Trial results



SERDs

Kaklamani V, San Antonio Breast Cancer Symposium 2022 



EMERALD trial: Elacestrant

Kaklamani V, San Antonio Breast Cancer Symposium 2022 



EMERALD results

Kaklamani V, San Antonio Breast Cancer Symposium 2022 



EMERALD results

Kaklamani V, San Antonio Breast Cancer Symposium 2022 



No era mandatorio el 

uso de iCDK previo

SERENA -2 trial: Camizestrant

Design

ESR1m detectable 36,7%

Prior CDK4/6i 49,6%

M. Oliveira, San Antonio Breast Cancer Symposium 2022 



SERENA -2 trial: PFS

M. Oliveira, San Antonio Breast Cancer Symposium 2022 



SERENA -2 trial: PFS

M. Oliveira, San Antonio Breast Cancer Symposium 2022 



CAPItello-291: Study overview

N. Turner, San Antonio Breast Cancer Symposium 2022 



CAPItello-291: results

N.Turner, San Antonio Breast Cancer Symposium 2022 



CAPItello-291: results

N.Turner, San Antonio Breast Cancer Symposium 2022 



TROPiCS-02

Hope S. Rugo, San Antonio Breast Cancer Symposium 2022 
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Hope S. Rugo, San Antonio Breast Cancer Symposium 2022 



TROPiCS-02

S. Tolaney, ASCO 2023



TROPiCS-02

S. Tolaney, ASCO 2023



Fixed dose Capecitabine

Qamar Khan, MD. ASCO 2023



Fixed dose Capecitabine

Qamar Khan, MD. ASCO 2023



SONIA trial
CDK4/6 i: first line vs second line

Gabe Sonke, ASCO 2023
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SONIA trial

Gabe Sonke, ASCO 2023



SONIA trial

Gabe Sonke, ASCO 2023



Sonia TRIAL: Summary of the main findings

Gabe Sonke, ASCO 2023



Sonia TRIAL: Summary of the main findings

Gabe Sonke, ASCO 2023



Approach to newly diagnosed HR+/HER2- MBC

Dr. Daniel Stover, ASCO 2023



• Consolidated data of CDK4/6i in 1st and 2nd line of Luminal MBC.

‒ Differences between CDK4/6i → Customize treatment?

‒ Should all patients receive CDK4/6 inhibitors in the first line? → SONIA. 

‒ Early switch: ESR1 mut ctDNA→ PADA-1.

• To the progression CDK4/6i: 

‒ Fulvestrant monotherapy → Probably not optimal treatment. 

‒ Rechallenge with CDK4/6i → PACE: negative. MAINTAIN: positive. 

‒ Maintain CDK4/6i and change endocrinal treatment → PALMIRA: negative.

‒ PIK3CA/AKT mut → Alpelisib (BYLive, SOLAR1), Capivasertib (CAPITELLO). 

‒ ESR1 mut → Elacestrant (EMERALD), Camizestrant (SERENA-2).

Take-home messages



• The importance of "academic research". 

• More options of treatments in luminal metastatic breast cancer 

→  PFS and OS → Sort, prioritize.

• What we do after CDK4/6i in adjuvancy? 

• I haven't talked about HER 2 low...... (Dra. Echavarría). 

Take-home messages



sdelacrs@navarra.es

Thanks to Dr. Stover and Dr. Sonke for authorizing slides
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