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INAVO120: Trial Design

Dejan Juric, ASCO 2024
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INAVO120: Progression Free Survival

Turner  NC et al. NEJM. 2024;391:1584-96.
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1st line 
treatment 

❑ Fulvestrant 500 mg IM-Alpelisib 300 mg PO daily since May 2023
❑ Denosumab
❑ OFS with leuprolide

Good compliance to the treatment
Still ongoing

August 2023: 
PET-CT: showed interval decrease in SUV in the 
left iliac lesion and no new concerning findings.

Guardant 360: 70% VAF reduction.

Post-CDK4/6: HR+ bone only oligometastatic disease
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Guidelines for Molecular Testing in HR+/HER2- mBC

https://society.asco.org/practice-patients/guidelines/breast-cancer#/9676; Burstein HJ et al. JCO. 2023; 41(18):3423-3425.

Second- and third-line therapies 
reflect targeted options based on 

tumor genomics

PIK3CA 
Mutation

ET + 
capivasertib

ET + 
alpelisib

AKT1 
Mutation

ET + 
capivasertib 

PTEN 
Inactivation

ET + 
capivasertib

ESR1 
Mutation

Elacestrant 
monotherapy

• To aid in treatment selection, providers should test for acquired ESR1 mutations at each recurrence or 
progression on ET (with or without CDK4/6i) in patients with ER+/HER2- MBC

• Testing should be performed on blood or tissue obtained at the time of progression because ESR1 
mutations develop in response to selection pressure during treatment and are typically undetectable in the 

primary tumor
• Blood-based ctDNA is preferred owing to greater sensitivity

https://society.asco.org/practice-patients/guidelines/breast-cancer
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https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-elacestrant-er-positive-her2-negative-esr1-mutated-advanced-or-
metastatic-breast-cancer. Accessed September 8, 2024.

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-elacestrant-er-positive-her2-negative-esr1-mutated-advanced-or-metastatic-breast-cancer.%20Accessed%20September%208
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-elacestrant-er-positive-her2-negative-esr1-mutated-advanced-or-metastatic-breast-cancer.%20Accessed%20September%208


11
11

Bardia A et al, SABCS 2023: Abstract PS17-02. 

EMERALD: PFS – 
Subgroup Analysis

By Site of 
Metastases:
• Bone
• Liver and/or lung

By HER2 Status:
• HER2-low
• HER2-zero
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Negative 
Imaging

Faslodex

Treatment of molecular PD

De-Novo stage IV

ESR1-driven molecular progression
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Serial ESR1 Mutation 

Testing – SERENA-6
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Conclusions

• Liquid biopsy is standard of care in MBC

     - Actionable driver mutations in first and later lines of therapy 

(PI3KCA/Akt/PTEN)

     - Actionable acquired mutations (ESR1 and HER2) 

     - Future applications: TMB and Methylation

• Longitudinal monitoring of ctDNA

- Response to treatment (change in AF and tumor burden)
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