Supplementary Table 1. Univariate and multivariate analyses for post-recurrence survival in 179 patients with resected lung adenocarcinoma 

	
	Univariate Analysis
	
	Multivariate Analysis

	Variables
	HR
	95% CI
	 P value
	
	HR
	95% CI
	 P value

	Age at recurrence, years† 
	1.003
	0.983-1.024
	0.767
	
	1.027
	0.999-1.056
	0.057

	Gender
	
	
	
	
	
	
	

	   Female 
	1
	
	
	
	
	
	

	   Male
	1.316
	0.842-2.058
	 0.228
	
	1.075
	0.608-1.901
	0.802

	Tumor size, cm#
	1.148
	0.991-1.329
	0.066
	
	1.018
	0.826-1.256
	0.864

	Extent of pulmonary resection
	
	
	
	
	
	
	

	 Sublobar resection
	1
	
	
	
	
	
	

	 Lobectomy or bilobectomy 
	0.742
	0.356-1.547
	0.426
	
	
	
	

	T status
	 
	 
	  0.975 
	
	
	
	

	   T1a 
	1
	 
	 
	
	
	
	

	   T1b
	0.811
	0.271-2.428
	0.709
	
	
	
	

	   T2a
	0.843
	0.361-1.967
	0.693
	
	
	
	

	   T2b
	1.345
	0.336-5.395
	0.675 
	
	
	
	

	   T3
	0.905
	0.328-2.497
	0.847 
	
	
	
	

	   T4
	0.770
	0.192-3.086
	0.712
	
	
	
	

	N status
	
	
	 
	
	
	
	

	   N0 or N1
	1
	
	
	
	1
	
	

	   N2
	1.850
	1.196-2.863
	0.006*
	
	2.673
	0.848-8.428
	0.093

	TNM stage
	
	
	
	
	
	
	

	   I or II
	1
	
	
	
	1
	
	

	   III
	1.683
	1.087-2.607
	0.020*
	
	0.967
	0.264-3.545
	0.960

	Visceral pleural invasion
	
	
	 
	
	
	
	

	Absent
	1
	 
	
	
	
	
	

	Present
	1.136
	0.679-1.900
	0.628
	
	
	
	

	Angiolymphatic invasion
	
	
	
	
	
	
	

	   Absent
	1
	
	 
	
	
	
	

	   Present
	0.890
	0.562-1.409
	 0.619
	
	
	
	

	Histological grade
	
	
	 
	
	
	
	

	   Well or moderately 
   differentiated
	1
	
	
	
	
	
	

	   Poorly differentiated
	1.238
	0.794-1.929
	 0.347
	
	
	
	

	Adjuvant therapy
	
	
	0.664
	
	
	
	0.083

	   No
	1
	
	 
	
	1
	
	 

	   With C/T
	0.828
	0.528-1.299
	0.411
	
	0.441
	0.210-0.926
	0.030*

	   With R/T
	1.262
	0.303-5.257
	0.747
	
	1.853
	0.167-4.349
	0.848

	   With C/T and R/T
	1.493
	0.457-4.884
	0.507
	
	1.272
	0.318-5.092
	0.734

	Predominant pattern
	
	
	0.068
	
	
	
	

	   Acinar  
	1
	 
	
	
	
	
	

	 Papillary 
	0.969
	0.503-1.865
	0.924
	
	
	
	

	 Micropapillary 
	1.651
	0.895-3.046
	0.109
	
	
	
	

	 Solid  
	1.910
	1.033-3.532
	0.039
	
	
	
	

	Predominant pattern group
	
	
	
	
	
	
	

	   Acinar/papillary
	1
	
	
	
	1
	
	

	 Micropapillary/solid
	1.797
	 1.158-2.791
	  0.009*
	
	2.615
	 1.395-4.901
	0.003*

	Disease-free interval, months
	
	
	
	
	
	
	

	   ≤ 18
	1
	
	
	
	1
	
	

	   > 18
	0.630
	 0.392-1.011
	0.056
	
	0.806
	 0.437-1.486
	0.490

	Pattern of recurrence 
	
	
	0.377
	
	
	
	0.100

	   Local only
	1
	
	
	
	1
	
	

	   Distant only 
	1.824
	 0.755-4.409
	0.182
	
	1.236
	 0.422-3.625
	0.699

	   Both local and distant 
	1.804
	 0.766-4.252
	0.177
	
	2.183
	 0.757-6.293
	0.148

	Contralateral lung recurrence
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.928
	 0.588-1.466
	0.750
	
	
	
	

	Pleural seeding/effusion
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.972
	 0.686-1.377
	0.873
	
	
	
	

	Brain metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	1.084
	 0.681-1.726
	0.734
	
	
	
	

	Bone metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	1
	
	

	 Present
	1.625
	 1.032-2.558
	0.036*
	
	1.054
	 0.598-1.856
	0.856

	Liver metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	1
	
	

	 Present
	2.077
	 1.062-4.063
	0.033*
	
	1.846
	 0.835-4.080
	0.130

	EGFR mutation 
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.912
	 0.106-7.852
	0.933
	
	
	
	

	Treatment for recurrence
	
	
	<0.001*
	
	
	
	<0.001*

	 None
	1
	
	
	
	1
	
	

	 With surgery 
	0.039
	 0.012-0.125
	  <0.001
	
	0.053
	 0.014-0.199
	 <0.001*

	   C/T and/or R/T and/or EGFR 

   TKI therapy
	0.077
	 0.029-0.205
	<0.001
	
	0.122
	 0.040-0.368
	<0.001*


HR, Hazard ratio; CI, confidence interval; C/T, chemotherapy; R/T, radiotherapy; EGFR, epidermal growth factor receptor; TKI; tyrosine kinase inhibitor. †The HR associated with age is that the increase in hazard is associated with a 1-year increase in age. #The HR associated with tumor size is that the increase in hazard is associated with a 1-cm increase in tumor size. * indicates significant difference. 
Supplementary Table 2. Association between pattern of recurrence and treatment for recurrence with surgery (Only patients with known pattern of recurrence were included in the analysis)
	Pattern of recurrence
	        Treatment for recurrence with surgery
	

	
	          No
	         Yes
	       P value

	Local only
	        20 (15.9%)
	       3 (12.0%)
	         0.538

	Distant only
	        41 (32.5%)
	      11 (44.0%)
	

	Both local and distant
	        65 (51.6%)
	      11 (44.0%)
	


Supplementary Table 3. Univariate and multivariate analyses for post-recurrence survival in 159 patients who underwent treatment for recurrence 

	
	Univariate Analysis
	
	Multivariate Analysis

	Variables
	HR
	95% CI
	 P value
	
	HR
	95% CI
	 P value

	Age at recurrence, years† 
	1.010
	0.987-1.033
	0.412
	
	1.027
	0.999-1.057
	0.059

	Gender
	
	
	
	
	
	
	

	   Female 
	1
	
	
	
	1
	
	

	   Male
	1.277
	0.782-2.088
	 0.327
	
	1.161
	0.636-2.123
	0.627

	Tumor size, cm#
	1.169
	0.992-1.378
	0.062
	
	0.998
	0.805-1.237
	0.983

	Extent of pulmonary resection
	
	
	
	
	
	
	

	 Sublobar resection
	1
	
	
	
	
	
	

	 Lobectomy or bilobectomy 
	0.679
	0.309-1.492
	0.335
	
	
	
	

	T status
	 
	 
	  0.732 
	
	
	
	

	   T1a 
	1
	 
	 
	
	
	
	

	   T1b
	0.451
	0.126-1.617
	0.222
	
	
	
	

	   T2a
	0.598
	0.253-1.410
	0.240
	
	
	
	

	   T2b
	1.087
	0.271-4.362
	0.907 
	
	
	
	

	   T3
	0.711
	0.252-2.009
	0.520 
	
	
	
	

	   T4
	0.614
	0.153-2.463
	0.492
	
	
	
	

	N status
	
	
	 
	
	
	
	

	   N0 or N1
	1
	
	
	
	1
	
	

	   N2
	2.014
	1.250-3.246
	0.004*
	
	2.664
	0.801-8.858
	0.110

	TNM stage
	
	
	
	
	
	
	

	   I or II
	1
	
	
	
	1
	
	

	   III
	1.860
	1.147-3.016
	0.012*
	
	1.063
	0.285-3.968
	0.928

	Visceral pleural invasion
	
	
	 
	
	
	
	

	Absent
	1
	 
	
	
	
	
	

	Present
	1.170
	0.662-2.069
	0.589
	
	
	
	

	Angiolymphatic invasion
	
	
	
	
	
	
	

	   Absent
	1
	
	 
	
	
	
	

	   Present
	0.813
	0.492-1.345
	 0.421
	
	
	
	

	Histological grade
	
	
	 
	
	
	
	

	   Well and moderately  

   differentiated
	1
	
	
	
	
	
	

	   Poorly differentiated 
	1.062
	0.654-1.726
	 0.807
	
	
	
	

	Adjuvant therapy
	
	
	0.606
	
	
	
	0.156

	   No
	1
	
	 
	
	1
	
	 

	   With C/T
	0.820
	0.501-1.343
	0.430
	
	0.486
	0.228-1.039
	0.063

	   With R/T
	0.703
	0.095-5.177
	0.729
	
	0.623
	0.072-5.377
	0.667

	   With C/T and R/T
	1.563
	0.472-5.182
	0.465
	
	1.379
	0.345-5.504
	0.649

	Predominant pattern
	
	
	0.065
	
	
	
	

	   Acinar  
	1
	
	
	
	
	
	

	 Papillary 
	1.028
	 0.496-2.132
	0.940
	
	
	
	

	 Micropapillary 
	2.045
	 1.037-4.030
	0.039
	
	
	
	

	 Solid  
	1.867
	 0.920-3.790
	0.084
	
	
	
	

	Predominant pattern group
	
	
	
	
	
	
	

	   Acinar/papillary
	1
	
	
	
	1
	
	

	 Micropapillary/solid
	1.933
	 1.192-3.134
	  0.008*
	
	2.570
	1.357-4.865
	0.004*

	Disease-free interval, months
	
	
	
	
	
	
	

	   ≤ 18
	1
	
	
	
	1

	
	

	   > 18
	0.612
	 0.367-1.020
	0.060
	
	0.827
	0.435-1.574
	0.563

	Pattern of recurrence 
	
	
	0.420
	
	
	
	0.263

	   Local only
	1
	
	
	
	1

	
	

	   Distant only 
	1.896
	 0.725-4.957
	0.192
	
	1.284
	0.407-4.050
	0.699

	   Both local and distant 
	1.781
	 0.699-4.541
	0.227
	
	1.949
	0.647-5.872
	0.236

	Contralateral lung recurrence
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.835
	 0.512-1.362
	0.471
	
	
	
	

	Pleural seeding/effusion
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.912
	 0.563-1.477
	0.707
	
	
	
	

	Brain metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	1.272
	 0.781-2.074
	0.334
	
	
	
	

	Bone metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	1
	
	

	 Present
	1.629
	 1.004-2.643
	0.048*
	
	1.147
	0.624-2.108
	0.658

	Liver metastasis
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	1
	
	

	 Present
	2.149
	 1.058-4.365
	0.034*
	
	1.782
	0.798-3.978
	0.158

	EGFR mutation 
	
	
	
	
	
	
	

	 Absent
	1
	
	
	
	
	
	

	 Present
	0.681
	 0.076-6.132
	0.732
	
	
	
	

	Treatment for recurrence with surgery 
	
	
	
	
	
	
	

	 No
	1
	
	
	
	1
	
	

	 Yes
	0.500
	 0.239-1.046
	0.066
	
	0.449
	0.191-1.057
	0.067

	Treatment for recurrence with C/T 
	
	
	
	
	
	
	

	 No
	1
	
	
	
	 
	
	

	 Yes
	0.662
	 0.360-1.218
	0.185
	
	 
	 
	 

	Treatment for recurrence with R/T 
	
	
	
	
	
	
	

	 No
	1
	
	
	
	 
	
	

	 Yes
	1.358
	 0.843-2.185
	0.208
	
	 
	 
	 

	Treatment for recurrence with EGFR TKI therapy
	
	
	
	
	
	
	

	 No
	1
	
	
	
	1
	
	

	 Yes
	0.611
	 0.378-0.987
	  0.044*
	
	0.891
	0.463-1.713
	0.728


HR, Hazard ratio; CI, confidence interval; C/T, chemotherapy; R/T, radiotherapy; EGFR, epidermal growth factor receptor; TKI; tyrosine kinase inhibitor. †The HR associated with age is that the increase in hazard is associated with a 1-year increase in age. #The HR associated with tumor size is that the increase in hazard is associated with a 1-cm increase in tumor size. * indicates significant difference.
