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Modern EGFR Family



Adapted From: Funda Meric-Bernstam et al. Clin Cancer Res 2019;25:2033-2041



EGFR lessons



EGFR in TNBC

Nielson, Clin Cancer Res 2004

Hoadley, BMC Genomics 2007

44% of Basal TNBC were EGFR+



Carey, JCO 2012



Non-canonical HER2 targeting



Hey VK, can I ask you about a patient?

• Dr. WG: I have a patient, pretty fit, with ER+ Her2- disease with 
metastatic disease first in the bones but now with liver 
involvement. She’s been through endocrine therapy but blew 
threw it and now on cape but looking like she’s progressing. I sent 
the liver for Oncoplex (NGS panel), and EK [lab med] says she’s 
got a HER2 mutation – V777L. Do I try to give her a TKI like 
neratinib?

• Me: Yes, and with trastuzumab and fulvestrant…
• WG: Great. Can you help me get it?
• Me: Yes!



Hyman, Nature 2019





Jhaveri, ASCO 2024



What about HER3?



Krop, JCO 2023



Kurozumi, Breast Cancer Research 2020

• HER2 mutations are 
enriched in about 5-
10% of unselected 
ILC

• prevalence as high 
as 27% in 
pleomorphic and 
higher grade ILCs

Kennedy and Arteaga, clinicaltrials.gov 



Vellky J, Clin Cancer Res 2024



Zhu, J of Transl Med 2024



HER: The other 
siblings and cousins

HER2 is the paradigm
- Should we revisit EGFR 

with available better 
tools?

- HER2 as a lead footed 
driver

- HER3
- Not just a target for 

ADC
- Some real biology 

worth exploring
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