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RxPONDER Primary Results
ü Post-menopausal women with 1-3 LN+ and RS < 25 derived no benefit 

from the addition of chemotherapy to ET

ü “Pre-menopausal” women <55 years with 1-3 LN+ and RS < 25 had 
an improvement in IDFS and DRFS with the addition of chemotherapy 
to ET

ü Menopausal status is crudely estimated by clinical criteria; is there a 
role for serologic assays?
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Objective
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RxPONDER Subgroup analysis
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21% of “premenopausal” women < 55 years had <br />serum AMH in postmenopausal range
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“Premenopausal” < 55 years with low AMH have no IDFS benefit with chemotherapy
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Pre-treatment serum AMH predicts chemotherapy benefit in “premenopausal” women < 55 years
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Only AMH predicted chemotherapy benefit



RxPONDER (SWOG S1007) 
ü “Pre-menopausal” women <55 years with 1-3 LN+ and RS < 25 with low 

AMH levels (< 10pg/ML) did not derive any benefit from the addition of 
chemotherapy to ET

ü 52.2% of women 50-54 years had low pre-treatment serum AMH

ü AMH was a better predictor of adjuvant chemotherapy benefit than 
menopause status, age, or other serum hormone levels

ü Low serum AMH could classify who can safely forego adjuvant 
chemotherapy in women whose menopausal status is unclear
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HR+/HER2- mBC (PFS benefit)

1L ET + CDK4/6i
no prior CDK4/6i                                                                                                             24.8 - 28.2 mo1-3

2L+ ET + targeted 
therapies prior CDK4/6i                            5.5 mo4,5

3L+
Single-agent CT

T-DxD (HER2-low)

CT naive                              6.2– 7.1 mo6-8

prior ET and CT                                                   10.1 mo9



INAVO120 study design1
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INAVO prolongs PFS in 1st line PIK3CAmut HR+ mBC



Time from randomization to end or discontinuation of next-line treatment, or death from any cause <br />(proxy for PFS2)<br />
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INAVO120 (PFS2)



Time from randomization to first subsequent chemotherapy after treatment discontinuation  
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INAVO120 (TTFC)



Safety
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Time to confirmed clinical meaningful deterioration in <br />worst pain severity (BPI-SF)
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INAVO120
ü Inavolisib + palbociclib + fulvestrant is a promising option in high risk 
PIK3CA-mutated, HR+/HER2- mBC who relapsed during/within 12 
months of adjuvant ET completion

                  - improvement in PFS1 and PFS2
                  - delay time to chemotherapy 
                  - improvement in worst bone pain

ü Inavolisib discontinuation rate was low with manageable safety profile

ü Received breakthrough therapy designation on May 20th, 2024

ü Caveat: Unclear efficacy/toxicity with other CDK4/6i combinations
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Treatment options after 1L CDK4/6i

• Biomarker driven approach

• Everolimus + ET 
      (if no targetable mutation)

• mPFS with these agents is 
<6months and toxicities vary



postMONARCH Study Design
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Abemaciclib + Fulvestrant prolongs PFS post CDK4/6i + AI
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Subgroup Analysis: Investigator-Assessed PFS by Prior CDK4/6i Duration<br />
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Exploratory: Consistent Effect Across Biomarker Subgroups
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postMONARCH
ü 1st Phase III RCT to show benefit of continued CDK4/6i with abemaciclib 

+ fulvestrant following progression on a CDK4/6i

ü Greatest benefit seen in patients who received prolonged benefit with 
1st line CDK4/6i + ET and w/o visceral metastasis

ü Safety was consistent with known abemaciclib profile and 
discontinuation rate was low
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Trastuzumab Deruxtecan is approved for HER2-low mBC



Targeting ‘low’ and ‘ultralow’ HER2-expressing tumors in mBC
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Study design
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Patient demographics and key baseline characteristics
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Prior therapies
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PFS (BICR) in HER2-low: primary endpoint
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T-DxD improves PFS in HER2-low and HER2-ultralow mBC



OS in HER2-low and ITT: key secondary endpoints (~40% maturity)
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PFS and OS in HER2-ultralow: prespecified exploratory analyses
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PFS (BICR) in HER2-low: subgroup analysis
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DESTINY Breast-06
ü T-DxD demonstrated a statistically significant and clinically meaningful 

PFS benefit vs. chemotherapy in HR+, HER2-low mBC after > 1L ET

ü Consistent results also observed in HR+, HER2-ultralow mBC

ü ~85% of patients with HR+/HER2- mBC eligible for T-DxD
       - HER2-low (60-65%) and HER2-ultralow (20-25%) 



Key Take Aways (ASCO 2024)
ü In RxPONDER, AMH was a better predictor of adjuvant chemotherapy 

benefit than menopause status, age, or other serum hormone levels

ü Inavolisib + palbociclib + fulvestrant is a promising option in high risk 
PIK3CA-mutated, HR+/HER2- mBC who relapsed during/within 12 
months of adjuvant ET completion

ü The addition of abemaciclib to fulvestrant significantly improved PFS 
in patients who previously received a CDK4/6i in the 1L setting

ü T-DxD demonstrated a statistically significant and clinically meaningful 
PFS benefit vs. chemotherapy in HR+, HER2-low mBC after > 1L ET

             - consistent results in the HER2-ultralow cohort



Treatment landscape in HR+/HER2- mBC (2024)

1L
ET + CDK4/6i

2L+

PIK3CA mutation

3L+

ET + CDK4/6i +/- Inavolisib (High-risk, PIK3CAm)

Alpelisib + Fulvestrant; Capivarsertib + Fulvestrant

AKT1/PTEN alteration Capivarsertib + Fulvestrant

ESR1 mutation Elacestrant

HER2-low, HER2-ultra low* Trastuzumab Deruxtecan

HER2-low, HER2-ultra low* Trastuzumab Deruxtecan

HER2 0 Sacituzumab Govitecan Single-agent Chemotherapy

No targetable mutation
Everolimus + ET 

Switch CDK4/6i + ET

gBRCA: PARP inhibitor (2L+)


