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Prevalence of ESR1 Mutations in Untreated vs Treated 
ER+/HER2- mBC

10 1. Jeselsohn R et al. Clin Cancer Res 2014;20:1757-1767; 2. Jeselsohn R et al. Cancer Cell 2018;33:173-186; 3. Allouchery V et al. Breast Cancer Res 2018;20:40; 
4. Schiavon G et al. Sci Transl Med 2015;7(313):313ra182; 5. Brett JO et al. Breast Cancer Res 2021;23(1):85. 

Treatment Setting ESR1 Mutation Prevalence1-5

At Initiation of First-Line ET ~5%

Second-Line ~33%

Third-Line Up to 40%
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Drugging the PI3K Pathway Through the Decades

CLL, chronic lymphocytic leukemia; FL, follicular lymphoma; MZL, marginal zone lymphoma; NET, neuroendocrine tumor; R/R, relapse/refractory; RCC, renal cell carcinoma; SLL, small lymphocytic lymphoma.

Adapted from Vasan N, et al. Nat Rev Clin Oncol. 2022;19:471-485

STX-478

Capivasertib
With Fulvestrant 
for adults with 
locally advanced or 
metastatic HR+ 
HER2- breast 
cancer with one or 
more biomarker 
alterations in 
PIK3CA/AKT/PTEN

2023
Capivasertib

Inavolisib
With Fulvestrant and 
palbociclib for HR-
positive, HER2-
negative cancer 
with PIK3CA mutation 
that's resistant to 
hormone therapy

2024
Inavolisib
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PFS Gedatolisib Triplet vs. Fulvestrant PFS Gedatolisib Doublet vs. Fulvestrant

VIKTORIA-1 Study 1 results for PI3K WT

A Gennari

Interim OS Censored at Cross-Over

 Gedatolisib Triplet vs. Fulvestrant
Interim OS Censored at Cross-Over

 Gedatolisib Doublet vs. Fulvestrant

Hurvitz SA et al, ESMO 2025.
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Treatment Paradigm for HR+/HER2– MBC  

1st LINE

ET + CDK4/6i

ET

Chemo

2nd LINE

ET + CDK4/6i

ET + AKTi

ET + mTORi

ET + PI3Ki

ET

SERD

Chemo

3rd LINE

ET

SERD

Chemo

ET + AKTi

ET + mTORi

ET + PI3Ki

4th LINE

ADC/Chemo

• NGS – PIK3CA, AKT 

pathway,  ESR1 

• Germline

• ER/PR/HER2 ET + mTORi

PARPi PARPi

ET

SERD

*ET + Inavolisib + 

palbociclib

*For PIK3CA m and those who recur on or within 12 mo of adj ET

Adapted from Komal Jhaveri
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