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RESULTS
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• While epidermal growth factor receptor tyrosine 

kinase inhibitors (EGFR-TKIs) have significantly 

improved outcomes for patients with EGFR-

mutant advanced non-small cell lung cancer 

(NSCLC), acquired resistance remains an 

inevitable clinical challenge, primarily driven by 

on-target alterations, bypass pathway activation, 

and histological transformation.

• Bypass pathway activation is a major resistance 

mechanism underlying EGFR-TKI resistance1. 

BRAF alterations, including point mutations and 

fusions, are classified into three categories based 

on kinase activity and rat sarcoma (RAS) 

dependency; however, only BRAF V600E (Class 

1) is currently targetable with standard-of-care 

combination therapies like dabrafenib plus 

trametinib2,3.

• Evidence for secondary BRAF V600E mutations 

arising after EGFR-TKI resistance is limited to 

case reports and series4-6, leaving the optimal 

therapeutic approach undefined.

• We retrospectively screened 5,857 patients with 

advanced EGFR-mutant NSCLC who received 

EGFR TKI treatment and underwent molecular 

profiling at progression at 11 medical centers. 

• Included patients harbored secondary BRAF 

V600E detected by next-generation sequencing 

(NGS) or polymerase chain reaction (PCR) in 

tissue or liquid biopsy.

• Objective response rate (ORR), disease control 

rate (DCR), progression-free survival (PFS), 

median depth of response (mDpR) and safety 

were evaluated.

Figure 1 A) Distribution of EGFR mutations; 
B) Distribution of concomitant mutations categories.

Figure 3 Kaplan-Meier curves for PFS across treatment strategies.

Figure 2 Therapeutic Efficacy Landscape Following BRAF V600E Mutation.

Treatment Outcomes
• Overall, the ORR was 21.1%, the DCR was 83.1%, the mDpR was -5.0%, and the mPFS was 5.8 months (Figure 2A). 

• EGFR+BRAF±MEK blockade significantly prolonged PFS compared to the BRAF+MEK blockade (p=0.02, Figure 3A). 

• There was no significant difference in mPFS between the patients using tissue and liquid biopsy as detection methods (Figure 3B).

• Exploratory post-progression analysis: chemoimmunotherapy after BRAF±EGFR-targeted therapy showed numerically higher ORR (50.0% 

vs 11.1%) than chemotherapy alone, with comparable DCR and mPFS (66.7% vs 77.8%; 3.2 vs 2.4 months).

Safety and Tolerability
• The overall incidence of TRAEs was 74.5%, with grade ≥3 TRAEs accounted for 20.0%, and no fatal adverse events were observed. 

• The TRAEs profile in the EGFR+BRAF±MEK blockade group was similar to that of the overall population, with a grade ≥3 TRAE incidence of 

25.6%, while no grade ≥3 TRAEs were reported in BRAF+MEK blockade group.

Conclusion
EGFR+BRAF±MEK blockade offers meaningful clinical activity and superior benefit over BRAF+MEK inhibition, with a notable safety burden 

that requires close monitoring, whereas exploratory analyses of subsequent-line therapy after progression on BRAF-directed treatment, adding 

immunotherapy to chemotherapy did not show a clear incremental benefit. 
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