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Treatment of acquired resistance in 2nd line 

EGFR mutant NSCLC should NOT be 
mechanism based
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When would mechanism-based salvage therapy 
make sense?

- A highly prevalent resistance mutation ( Gatekeeper?)

- Availability of a potent, mutant selective, targeted therapy with a 

tolerable side effect profile

Precision medicine isn’t about ordering every 
possible test. It’s about ordering the right test 
for the right patient at the right time…
And impact management
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based

University of Miami Medical School 2015

IN 2015!
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based

University of Miami Medical School 2015

IN 2015!

D. Westover et al. Annals of Oncology,  29(1), 2018
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There was a time when acquired resistance in EGFRm NSCLC was mechanism based

University of Miami Medical School 2015

AURA trial P2 extension: Osimertinib

327 patients’ samples were eligible for T790M testing. 

207 (64%) had positive test results for T790M.

201 received osimertinib treatment (61 as 2nd line and 140 as 3rd + line

James Chih-Hsin Yang et al.J Clin Oncol 35, 1288-1296 (2017)

ORR was 62% (95% CI, 54%-68%)

Disease control rate was 90% (95% CI, 85-94). 

Median DOR in 122 responding patients was 15.2 months (95% CI, 11.3-NC) 

Median PFS was 12.3 months (95% CI, 9.5 to 13.8)

IN 2015!
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Why we need to invest in mechanism agnostic approaches:
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Why we need to invest in mechanism agnostic approaches:

Clinical trial

Amivantamab

The plan may change in a 

handful of patients
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Why we need to invest in mechanism agnostic approaches:

1. Chemo works!  

2. Amivantamab works!

3. ADCs work!

Clinical t ria l approaches target ing mechanisms of resistance have an 
important role in a subset of pat ients:

 - who want to undergo repeat testing, and sometimes invasive biopsies

 - have the performance status

 - measurable disease

 - creatinine clearance (often > 60!)

 - lack of active brain metastases

 - and have the family and logistic support for travel, frequent appointments
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Many patients still start with osimertinib first:

Peled, N et al. ESMO Open (2025)
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Amivantamab

Carlisle et al., ASCO Education Book, 2025
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MARIPOSA-2 ( post osimertinib)
Primary endpoint PFS by BICR

mPFS, months (95% CI)
Ami+Chemo: 6.3 (5.6–8.4)
Chemo: 4.2 mo (4.0–4.4)

HR: 0.48 (95% CI, 
0.3–0.64); P<0.001

52% reduced risk of 
progression  or death in 

patients in the 
Ami+Chemo group 

compared to Chemo alone  

Passaro A et al. Annals of Oncology, 2023; 35, 77-90
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ORR to 

docetaxel

(n=45)

9%
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Datopotamab deruxtecan ( TROP-2 ADC with topo-1 payload)
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Conclusions:

Molecular testing at progression can certainly be useful  for some 
patients. 

 -  Liquid biopsies are convenient,  patient friendly

 -  Tissue needed to r/o transformation to SCLC, SCC

But the majori ty of patients do not have a target!

Cl inical  tr ial  data support mechanism agnostic approaches in relapsed 
classical  EGFR mutant NSCLC

- FDA approved amivantamab with  carbop latin  and pemetrexed  -  Sept 2024

- FDA accelerated approval  of  Dato -DXD –  June 2025
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We can collect 

information on 

mutations

but we should also 

ask ourselves, will 

it change the plan?
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