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Supplementary Methods
The primary analysis used propensity-score overlap weighting. We estimated 95% CIs using 2,000 patient-level bootstrap iterations and refitted the propensity score model in each iteration. Analyses restricted to third-generation TKIs, truncated stabilized inverse probability of treatment weighting, and leave-one-center-out analyses each used 500 bootstrap iterations. The parsimonious outcome model used robust standard errors. All risk differences were calculated as combination minus monotherapy.

Supplementary Table S1. Sensitivity analyses for R0-ITT
	Analysis
	Population or method
	N
	Effect measure
	Estimate (95% CI)
	ESS
	Maximum absolute SMD after weighting

	Primary analysis
	Full cohort; overlap weighting
	158
	RD, percentage points
	16.9 (2.9 to 31.1)
	109.2
	<0.001

	Restricted to third-generation TKIs
	Patients receiving third-generation TKIs only; overlap weighting
	134
	RD, percentage points
	15.2 (−2.3 to 30.9)
	87.4
	<0.001

	Truncated stabilized IPTW
	Full cohort; weights truncated at the 1st and 99th percentiles
	158
	RD, percentage points
	20.1 (4.0 to 35.3)
	81.2
	0.253

	Parsimonious outcome model
	Multivariable logistic regression with robust standard errors
	158
	OR
	3.07 (1.09 to 8.66)
	N/A
	N/A

	Excluding Center 1
	Centers 2 and 3 retained; overlap weighting
	91
	RD, percentage points
	19.9 (−12.9 to 54.8)
	51.8
	<0.001

	Excluding Center 2
	Centers 1 and 3 retained; overlap weighting
	104
	RD, percentage points
	17.3 (−1.7 to 38.1)
	66.4
	<0.001

	Excluding Center 3
	Centers 1 and 2 retained; overlap weighting
	121
	RD, percentage points
	16.2 (0.0 to 31.8)
	88.4
	<0.001



Abbreviations: CI, confidence interval; ESS, effective sample size; IPTW, inverse probability of treatment weighting; OR, odds ratio; RD, risk difference; SMD, standardized mean difference; TKI, tyrosine kinase inhibitor. The truncated stabilized IPTW analysis showed residual imbalance after weighting and is thus presented as a sensitivity analysis only. The parsimonious outcome model estimated 13 parameters with 34 R0-ITT failure events and may have been overfitted; its OR should not be compared directly with the RDs in the other rows. The leave-one-center-out analyses yielded wide CIs and were intended primarily to assess whether the direction of the results was driven by any single center.

Supplementary Table S2. Grade ≥3 adverse events during neoadjuvant therapy
Grade ≥3 AE occurrence was determined from the dedicated yes/no record and the corresponding AE categories are summarized below.
	Adverse event
	EGFR-TKI monotherapy
(n = 94)
	EGFR-TKI plus chemotherapy
(n = 64)

	Any grade ≥3 adverse event
	7/94 (7.4%)
	18/64 (28.1%)

	Neutropenia
	1/94 (1.1%)
	1/64 (1.6%)

	Leukopenia
	1/94 (1.1%)
	0/64 (0.0%)

	Thrombocytopenia
	0/94 (0.0%)
	3/64 (4.7%)

	Leukocyte/platelet count decreased
	1/94 (1.1%)
	0/64 (0.0%)

	Anemia
	0/94 (0.0%)
	2/64 (3.1%)

	Rash/acneiform dermatitis
	0/94 (0.0%)
	2/64 (3.1%)

	Stomatitis/oral ulceration
	2/94 (2.1%)
	2/64 (3.1%)

	Diarrhea
	1/94 (1.1%)
	1/64 (1.6%)

	Nausea/vomiting
	0/94 (0.0%)
	2/64 (3.1%)

	Decreased appetite
	0/94 (0.0%)
	2/64 (3.1%)

	Renal dysfunction/elevated creatinine
	1/94 (1.1%)
	0/64 (0.0%)

	Pulmonary embolism/venous thrombosis
	0/94 (0.0%)
	2/64 (3.1%)

	Interstitial lung disease/pneumonitis-like changes
	0/94 (0.0%)
	1/64 (1.6%)

	No grade ≥3 adverse event
	87/94 (92.6%)
	46/64 (71.9%)


AE, adverse event; TKI, tyrosine kinase inhibitor. Values are n/N (%), with all treatment initiators in each group as the denominator. Only patients recorded as having a grade ≥3 AE contributed to the category counts. Patients with a negative record were classified as having no grade ≥3 AE irrespective of any entry in the AE-type field. One category was recorded per patient; categories occurring in at least one group are shown, with source labels retained without merging overlapping categories. The table is not an exhaustive inventory of all toxicities.

Supplementary Table S3. Exploratory postoperative DFS according to MPR status
Analyses started at surgery and used the recorded DFS duration and recurrence/censoring status. Patients without evaluable MPR or DFS were excluded. Kaplan–Meier 95% CIs used the Greenwood log–log transformation; groups were compared using the log-rank test and an unadjusted Cox model with MPR as the sole covariate (Efron handling of ties). The R0-restricted analysis addressed uncertainty regarding disease-free status after non-R0 resection. No treatment-by-MPR interaction or treatment-specific MPR subgroup analysis was performed.
	Analysis / MPR group
	N
	Recorded
recurrences
	24-month estimate,
% (95% CI)
	36-month estimate,
% (95% CI)

	All evaluable surgical patients — MPR
	20
	4
	87.5 (58.6–96.7)
	72.9 (42.6–89.0)

	All evaluable surgical patients — Non-MPR
	107
	23
	74.9 (64.2–82.7)
	73.3 (62.4–81.5)

	R0-restricted patients — MPR
	18
	3
	85.7 (53.9–96.2)
	77.9 (45.9–92.3)

	R0-restricted patients — Non-MPR
	102
	20
	77.2 (66.5–84.9)
	75.6 (64.6–83.6)


All evaluable surgical patients: HR for MPR versus non-MPR, 0.87 (95% CI, 0.30–2.53); log-rank P = 0.804. R0-restricted patients: HR, 0.83 (95% CI, 0.25–2.79); log-rank P = 0.763
DFS, disease-free survival; MPR, major pathologic response; HR, hazard ratio; CI, confidence interval. Of 129 patients with postoperative DFS records, two lacked MPR status, leaving 127. Seven had non-R0 resection, leaving 120 in the R0-restricted analysis. At 36 months, only two MPR patients remained at risk in either analysis; therefore, later estimates are imprecise. The event field identified recorded recurrence versus censoring and did not separately establish death ascertainment. These conditional, unadjusted analyses do not establish MPR as a surrogate endpoint or estimate a treatment effect.

Supplementary Fig. S1. Recorded postoperative DFS according to MPR status
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(a) All 127 surgical patients with evaluable MPR and DFS records; (b) the 120 patients with R0 resection. Shading denotes 95% CIs; tick marks indicate censoring. Risk tables show patients at risk immediately before each displayed time. Follow-up starts at surgery, and curves end at the last observed follow-up within each group. Curves use the recorded recurrence/censoring status; deaths were not separately identifiable in these fields. This analysis excludes preoperative failures and is not a comparison of the initial treatment strategies. MPR, major pathologic response; DFS, disease-free survival; CI, confidence interval
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