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What was our past

HER2+

ER+

TNBC

Chemotherapy

Hormone therapy

Antibody therapy



What have we realized?

• Breast cancer is much more complicated that these three subsets
• Breast cancer evolves over time

• The original breast lump is comprised of different cells that may behave differently
• When breast cancer spreads, each site behaves independently
• Breast cancer evolves and changes based on what therapies it is exposed to



Why is it so hard to cure metastatic breast cancer?



What is our present

HER2+

ER+

TNBC

Chemotherapy

Hormone therapy

Antibody therapy
PDL-1+

Immunotherapy

BRCA1/2+

PARPi

ESR1

PIK3CA/AKT

Elacestrant
PI3Ki/AKTi

NTRK fusion

MSI-H/TMB-H

RET fusion

Entrectinib

Pembrolizumab

Selpercatinib





BRCA1/2 mutations

BRCA1m
PARP
PARPi



Immunotherapy



ESR1 mutations



PIK3/AKT pathway



Antibody Drug Conjugate (ADC)



How ADCs work and how do the cancer cells adapt



How can we individualize care

Molecular testing of blood 
or tissue



How can we individualize care?

Other mutations 
help characterize 
the tumor



What is our future?

Genomic 
characterization of 

cancer

Select the ideal 
Targeted therapy

Molecular 
progression/ 

characterization of 
cancer 

Targeted therapy



Predicting PFS on 1st line CDK4/6i+ET
Mixed clinico-genomic model

Razavi et al SABCS 2024



Novel PI3Ki

• Pan PI3K and mTOR1/2 inh
• IV
• Activity regardless of PI3K mutation
• Evaluated in 2 phase III trials VICTORIA-

1 and VICTORIA-2 SABCS 2024



Mechanisms of resistance to CDK4/6i



PADA-1 Trial

• 1L MBC
• HR+ HER2-
• AI-sensitive
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bESR1mut detection
at inclusion / 1 month / then q2months

AI + palbociclib

• 1L MBC
• HR+ HER2-
• AI-sensitive
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Ful + palbociclib

Step #3 
(optional)
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What have we learned?

• The same way we are all unique, all our breast cancers are unique.

• When we meet someone we want to get to know them. We need to 

get to know our cancers better too.

• The same way we evolve as people, our cancers evolve too.

• Instead of always being one step behind we need to strive to be one 

step ahead.
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