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DISCUSSION AND CONCLUSION

Primary tumor resection after ROS1-
TKI therapy was feasible and 
associated with favorable survival in 
selected patients with advanced ROS1-
positive NSCLC. The OS association 
remained more consistent after 
accounting for surgical timing, whereas 
the PFS association was attenuated. 
These results suggest that 
consolidative surgery may have a role 
in selected patients achieving 
sustained disease control with ROS1-
TKI therapy. Prospective studies are 
needed to define the population most 
likely to benefit.
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RESULTS

After matching, 19 patients were included in each group. Median PFS was 35.2 

versus 15.6 months and median OS was not reached versus 52.1 months in the 

surgery and non-surgery groups, respectively (log-rank P=0.014 for both). 

Multivariable Cox analysis showed that primary tumor resection was associated 

with lower hazards of progression or death (aHR, 0.35; 95% CI, 0.15–0.83; 

P=0.017) and death (aHR, 0.18; 95% CI, 0.04–0.89; P=0.036). In multivariable 

time-dependent Cox analysis, the association with OS remained significant 

(aHR, 0.22; P=0.037), whereas the association with PFS was attenuated (aHR, 

0.62; P=0.230). Perioperative outcomes after TKI therapy were comparable with 

those of upfront surgery. Among 28 pathologically evaluable patients, MPR and 

pCR rates were 46.4% and 14.3%, respectively. Exploratory single-cell and 

spatial transcriptomic analyses associated favorable pathological response with 

greater effector T-cell infiltration and less prominent myofibroblast-endothelial 

spatial barriers.
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In this retrospective cohort study, 

128 patients with ROS1-positive 

NSCLC were included. Survival 

associated with primary tumor 

resection after ROS1-TKI therapy 

was evaluated using a 6-month 

conditional restriction, propensity 

score matching, and time-

dependent Cox models, together 

with analyses of perioperative 

outcomes, pathological response, 

and exploratory multiomic 

features.

Although ROS1 tyrosine kinase 

inhibitors (TKIs) yield robust clinical 

responses in advanced ROS1-

rearranged non-small cell lung 

cancer (NSCLC), acquired 

resistance and progression from 

residual disease remain inevitable. 

Furthermore, whether primary tumor 

resection in the context of ROS1-

TKI therapy can translate into long-

term survival benefits while 

maintaining an acceptable safety 

profile remains unclear.
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