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Rationale 

It’s a strategy to prevent emergence of resistance 



Expectation from “Something”

- To prevent or delay the development of resistance - tumour is heterogenous, 

so prevent the development of resistant subclones by treating non 

overlapping pathways

- 20-30 % patients do not receive second line therapy, HIT HARD first time

- Few treatment options for resistant mutations, so to reserve the drugs for 

second line → better sequence 

- Affordable options 



Resistance Mechanisms to anti EGFR 



EGFR and VEGF 

- EGFR mutant mNSCLC → higher VEGF expression and mediated signaling 

- EGFR and VEGFR-2 signaling both can trigger activation of the PI3K/AKT and 
RAS/RAF/ERK pathways

- EGFR activation leads to HIF-1α upregulation, which may lead to VEGF gene 
expression and a positive feedback loop

- VEGF signaling in turn contributes to the emergence of resistance to EGFR 
TKIs

https://www.clinicaloptions.com/oncology/programs/2021/her3-lung/medical-minutes/mm3-slides






TKI                                                          Something

(I Generation)                                      (Anti VEGF agent )

(III Generation)                                    ( Chemotherapy )

( Other TKI including I + III)



I gen Erlotinib with Anti VEGF BEVERLY

NEJ026

I gen Erlotinib with Anti VEGFR2 RELAY

I gen Gefitinib with Chemotherapy NEJ009

TMH Study

I gen III gen NCT03122717

Evidence



III gen Osimertinib with Chemotherapy FLAURA 2 

III gen I gen NCT03122717

III gen                                       

(Lazertinib)

Amivantamab MARIPOSA

III gen Osimertinib Bevacizumab BOOSTER

WJOG9717L

III gen Osimertinib Ramucirumab RAMOSE



Combinations With the First-Generation EGFR TKI



NEJ026 trial 





OS 

numerically 

more than 

FLAURA 

and 

ARCHER 





Why no benefit ?

Skewed due to subsequent therapies

Shorter follow up and small sample size 



BEVERLY 

trial-Italian

JTO

Sept 2022



PFS benefit only

No OS benefit ! 











Importance of RELAY

Broader spectrum of activity, higher response rates

Evidence to suggest a viable option 

All subgroups benefited, no change in incidence of T790M

Await OS data !!











Geftinib 250 mg/day







Combinations With the Third-Generation EGFR TKI



NCT03122717

Osimertinib is active against the acquired gefitinib-resistant mutation EGFR

T790M, and gefitinib is active against the osimertinib-resistant mutation EGFR

C797S

Combination of osimertinib plus gefitinib is being investigated in phase 1/2 trial 

(NCT03122717)

Findings from this single-arm trial showed that patients treated with the 

combination (n = 27) had an overall response rate (ORR) of 88.9% (95% CI, 

71.9%-96.1%) with a disease-control rate of 100%



Other Combination Strategies

❖ MARIPOSA Trial 

After the response in CHRYSALIS-2 trial (Amivantamab with Lazertinib), the 

combination is tested against Osimertinib in First line mNSCLC with EGFR 

mutation

❖ FLAURA 2 Trial

Osimertinib with chemotherapy





ESMO guidelines



My take 

Brain metastasis : Osimertinib (RELAY did not include patients with brain mets)

Good PS or Low affordability: Gef with chemotherapy 

Affordable and Good PS : Combination with Erlotinib and Ramucirumab



Food for thought 

Gefitinib different from Erlotinib : Erlotinib inhibits absorption of cisplatin 

Ramucirumab different from Bevacizumab: 

Identification of sub groups more likely to benefit - smokers  



THANKYOU :)


