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• 19% of patients died before systemic therapy with a 

median OS of 1.1 months, underscoring the aggressive 

natural history of stage IV SM-NSCLC. 

• 53% of the patients who died before receiving systemic 

therapy were Black, despite Black patients making up a 

much smaller proportion of the overall cohort.

• Median OS was 12.2 months and median PFS was 7.9 

months among treated patients receiving contemporary 

systemic therapy. 

• Median OS by treatment group was 10.7 months for 

chemoimmunotherapy, 18.3 months for ICI monotherapy, 

and 3.8 months for chemotherapy alone. 

• TP53 co-mutations were associated with improved 

overall survival, while STK11 co-mutations and baseline 

brain metastases were associated with poorer outcomes. 

• Poor ECOG performance status was associated with 

inferior survival, highlighting functional status as an 

important prognostic factor in this population.

• Early mortality remains a major challenge in stage IV 

SMARCA4-mutant NSCLC. 

• Future multi-institutional studies should evaluate clinical, 

molecular, and health equity–related factors that 

contribute to early mortality in SMARCA4-mutant NSCLC.

• Co-mutation status may improve prognostic risk 

stratification and should be evaluated in future prospective 

studies.
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• SMARCA4-mutant (SM) NSCLC is a rare 

molecular subtype associated with aggressive 

disease biology and poor clinical outcomes. 

• Contemporary data describing outcomes in 

patients treated with immune checkpoint 

inhibitor–based therapy remain limited. 

• The prognostic impact of common genomic co-

mutations (e.g., TP53, STK11, KRAS) has not 

been well characterized. 

• We evaluated clinical outcomes and prognostic 

factors in a contemporary cohort of patients 

with stage IV SMARCA4-mutant NSCLC. 
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