
1 

 

Supplementary Materials 

 

Supplementary Figures 

 

Supplementary Figure S1.  

(A) Unadjusted survival curves according to the predominant histologic subtype in patients 

with stage I adenocarcinomas manifesting as solid nodules on CT. Other subtypes included 

lepidic, acinar, and papillary-predominant subtypes. 

(B) Adjusted survival curves stratified by the predominant histologic subtype (adjusted for 

variables of age, sex, past cancer history, smoking status, nodule type, and clinical T category). 
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Supplementary Figure S2.  

(A) Unadjusted survival curves according to the predominant histologic subtype in patients 

with stage I adenocarcinomas after exclusion of the patients with mixed subtype. Other 

subtypes included lepidic, acinar, and papillary-predominant subtypes. 

(B) Adjusted survival curves stratified by the predominant histologic subtype after exclusion 

of the patients with mixed subtype (adjusted for variables of age, sex, past cancer history, 

smoking status, nodule type, and clinical T category). 
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Supplementary Figure S3. Flowchart of the study population. 
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Supplementary Tables 

Supplementary Table S1. Multivariable Cox Proportional Hazard Regression Analysis for 

Overall Survival with Modification of the Reference Category for the Predominant Histologic 

Subtype 

Variable Subcategory HR (95% CI) p-value 

Age (year)  1.05 (1.03, 1.08) <.001 

Women (reference: men)  0.71 (0.34, 1.46) .35 

History of malignancy other than 

lung cancer (reference: no history 

of malignancy) 

 1.86 (1.11, 3.14) .02 

Ex- or current smoker (reference: 

never-smoker) 

 1.63 (0.81, 3.29) .17 

Clinical T category 

(reference: cT1mi/cT1a) 

cT1b 3.05 (0.91, 10.19) .07 

 cT1c 4.31 (1.24, 14.98) .02 

 cT2 8.23 (2.28, 29.69) .001 

Adenocarcinoma subtype* 

(reference: 

lepidic/acinar/papillary) 

Solid/micropapillary 0.92 (0.51, 1.69) .80 

*The adenocarcinoma subtype was obtained by combining the lepidic and acinar/papillary 

subtypes given the low event rate (1/46) of lepidic-predominant adenocarcinomas. 

CI = confidence interval; HR = hazard ratio 
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Supplementary Table S2. Multivariable Cox Proportional Hazard Regression Analysis for 

Overall Survival in Adenocarcinomas Manifesting as Solid Nodules 

Variable Subcategory HR (95% CI) p-value 

Age (year)  1.05 (1.02, 1.08) .002 

Women (reference: men)  1.05 (0.42, 2.62) .92 

History of malignancy other than 

lung cancer (reference: no history 

of malignancy) 

 2.16 (1.08, 4.29) .03 

Ex- or current smoker (reference: 

never-smoker) 

 2.11 (0.85, 5.25) .11 

Clinical T category 

(reference: cT1mi/cT1a/cT1b) 

cT1c 1.66 (0.86, 3.21) .13 

 cT2 4.09 (2.03, 8.24) <.001 

Adenocarcinoma subtype 

(reference: 

lepidic/acinar/papillary) 

Solid/micropapillary 0.86 (0.45, 1.65) .65 

CI = confidence interval; HR = hazard ratio 
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Supplementary Table S3. Multivariable Mixture Cure Model for Overall Survival in 

Adenocarcinomas Manifesting as Solid Nodules 

Model Variable Subcategory OR (95% CI) p-value 

†Cure 

probability 

model 

Age (year)  0.95 (0.90, 1.00) .03  

 Women (reference: men)  0.97 (0.19, 5.02) .98  

 History of malignancy 

other than lung cancer 

(reference: no history of 

malignancy) 

 0.41 (0.15, 1.09) .07  

 Ex- or current smoker 

(reference: never-

smoker) 

 0.50 (0.09, 2.71) .42  

 Clinical T category 

(reference: 

cT1mi/cT1a/cT1b) 

cT1c 0.42 (0.16, 1.06) .07  

  cT2 0.23 (0.10, 0.54) .001  

 Adenocarcinoma 

subtype (reference: 

lepidic/acinar/papillary) 

Solid/micropapil

lary 

1.29 (0.51, 3.25) .60  

Model Variable Subcategory HR (95% CI) p-value 

‡Failure 

time 

distribution 

model 

Age (year)  1.00 (0.95, 1.06) .87  

 Women (reference: men)  1.11 (0.10, 12.55) .93  

 History of malignancy 

other than lung cancer 

(reference: no history of 

malignancy) 

 1.22 (0.30, 5.00) .79  

 Ex- or current smoker 

(reference: never-

smoker) 

 1.78 (0.16, 20.07) .64  

 Clinical T category 

(reference: 

cT1mi/cT1a/cT1b) 

cT1c 0.69 (0.18, 2.63) .58  

  cT2 2.04 (0.62, 6.74) .24  

 Adenocarcinoma Solid/micropapil 1.06 (0.32, 3.50) .92  
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subtype (reference: 

lepidic/acinar/ papillary) 

lary 

CI = confidence interval; HR = hazard ratio; OR = odds ratio 

†The cure probability model is one of two components of the mixture cure model. For patients 

who have long-term survival, this model allows investigators to evaluate which covariates are 

associated with their long-term survival. 

‡The failure time distribution model is another component of the mixture cure model. For 

patients who do not show long-term survival, this model allows investigators to evaluate which 

covariates are survival predictors. 
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Supplementary Table S4. Unadjusted and Adjusted Pairwise Comparisons Using the Log-rank Test for Overall Survival after Exclusion of the 

Patients with Mixed Subtype 

 

 

 

 

*p-value for the comparison between the lepidic and acinar/papillary-predominant subtypes. 

† p-value for the comparison between the lepidic and solid/micropapillary-predominant subtypes. The comparison between the acinar/papillary 

and solid/micropapillary subtypes demonstrated p-values of .28 for the unadjusted log-rank test and .88 for the adjusted log-rank test. 

N/A = not available; OS = overall survival. 

Predominant histologic 

subtype of 

adenocarcinoma 

Number of events 

per total patients 

Median 

OS rate 

(%) 

5-year OS rate (%) p-value  

(unadjusted log-

rank test) 

p-value  

(adjusted log-

rank test) 

Lepidic 1/46 N/A 97.8 (93.7, 100)   

Acinar/papillary  53/359 N/A 90.0 (86.9, 93.1) .03* .45* 

Solid/micropapillary 7/29 N/A 82.8 (70.1, 97.7) .009† .63† 
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Supplementary Table S5. Multivariable Cox Proportional Hazard Regression Analysis for 

Overall Survival after Exclusion of the Patients with Mixed Subtype 

Variable Subcategory HR (95% CI) p-value 

Age (year)  1.06 (1.02, 1.09) .001 

Women (reference: men)  0.76 (0.33, 1.77) .53 

History of malignancy other than 

lung cancer (reference: no history 

of malignancy) 

 1.41 (0.72, 2.76) .31 

Ex- or current smoker (reference: 

never-smoker) 

 1.39 (0.61, 3.15) .43 

Clinical T category 

(reference: cT1mi/cT1a/cT1b) 

cT1c 1.61 (0.87, 2.96) .13 

 cT2 3.86 (1.96, 7.61) <.001 

Adenocarcinoma subtype 

(reference: 

lepidic/acinar/papillary) 

Solid/micropapillary 0.98 (0.43, 2.22) .96 

CI = confidence interval; HR = hazard ratio 
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Supplementary Table S6. Multivariable Mixture Cure Model for Overall Survival after 

Exclusion of the Patients with Mixed Subtype  

Model Variable Subcategory OR (95% CI) p-value 

†Cure 

probability 

model 

Age (year)  0.94 (0.88, 0.99) .03  

 Women (reference: men)  0.85 (0.20, 3.55) .82  

 History of malignancy 

other than lung cancer 

(reference: no history of 

malignancy) 

 0.34 (0.11, 1.03) .06  

 Ex- or current smoker 

(reference: never-

smoker) 

 0.46 (0.13, 1.65) .23  

 Clinical T category 

(reference: 

cT1mi/cT1a/cT1b) 

cT1c 0.43 (0.16, 1.16) .10  

  cT2 0.21 (0.06, 0.69) .01  

 Adenocarcinoma 

subtype (reference: 

lepidic/acinar/papillary) 

Solid/micropap

illary 

0.50 (0.09, 2.89) .44  

Model Variable Subcategory HR (95% CI) p-value 

‡Failure 

time 

distribution 

model 

Age (year)  1.00 (0.94, 1.07) .99 

 Women (reference: men)  0.35 (0.02, 5.84) .47 

 History of malignancy 

other than lung cancer 

(reference: no history of 

malignancy) 

 0.52 (0.15, 1.83) .31 

 Ex- or current smoker 

(reference: never-

smoker) 

 0.53 (0.06, 4.97) .58 

 Clinical T category 

(reference: 

cT1mi/cT1a/cT1b) 

cT1c 0.80 (0.18, 3.48) .77 

  cT2 1.62 (0.38, 6.93) .52 

 Adenocarcinoma Solid/micropap 0.36 (0.03, 3.80) .39 
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subtype (reference: 

lepidic/acinar/ papillary) 

illary 

CI = confidence interval; HR = hazard ratio; OR = odds ratio 

†The cure probability model is one of two components of the mixture cure model. For patients 

who have long-term survival, this model allows investigators to evaluate which covariates are 

associated with their long-term survival. 

‡The failure time distribution model is another component of the mixture cure model. For 

patients who do not show long-term survival, this model allows investigators to evaluate which 

covariates are survival predictors. 


