Appendix A: Supplementary Figures and Tables
Supplementary Table A Search syntax performed last on Feb 26th, 2021
	Database
	Syntax

	PubMed（n=1069）
	("non small cell"[All Fields] AND "lung"[All Fields]) OR "non-small-cell lung carcinoma"[All Fields] OR ("non"[All Fields] AND "small"[All Fields] AND "cell"[All Fields] AND "lung"[All Fields] AND "cancer"[All Fields]) OR "non small cell lung cancer"[All Fields] OR ("carcinoma, non small cell lung"[MeSH Terms] OR ("carcinoma"[All Fields] AND "non small cell"[All Fields] AND "lung"[All Fields]) OR "non-small-cell lung carcinoma"[All Fields] OR ("non"[All Fields] AND "small"[All Fields] AND "cell"[All Fields] AND "lung"[All Fields] AND "carcinoma"[All Fields]) OR "non small cell lung carcinoma"[All Fields]) OR ("carcinoma, non small cell lung"[MeSH Terms] OR ("carcinoma"[All Fields] AND "non small cell"[All Fields] AND "lung"[All Fields]) OR "non-small-cell lung carcinoma"[All Fields] OR "nsclc"[All Fields] OR "nsclc s"[All Fields] OR "nsclcs"[All Fields]) OR ("adenocarcinoma of lung"[MeSH Terms] OR ("adenocarcinoma"[All Fields] AND "lung"[All Fields]) OR "adenocarcinoma of lung"[All Fields] OR ("lung"[All Fields] AND "adenocarcinoma"[All Fields]) OR "lung adenocarcinoma"[All Fields]) OR (("lung"[MeSH Terms] OR "lung"[All Fields]) AND ("carcinoma, squamous cell"[MeSH Terms] OR ("carcinoma"[All Fields] AND "squamous"[All Fields] AND "cell"[All Fields]) OR "squamous cell carcinoma"[All Fields] OR ("squamous"[All Fields] AND "cell"[All Fields] AND "carcinoma"[All Fields])))) AND ("afatinib"[MeSH Terms] OR "afatinib"[All Fields] OR ("afatinib"[MeSH Terms] OR "afatinib"[All Fields] OR "gilotrif"[All Fields]) OR ("afatinib"[MeSH Terms] OR "afatinib"[All Fields] OR "bibw2992"[All Fields]))

	Embase（n=3846）
	('non small cell lung cancer'/exp OR 'non small cell lung cancer' OR 'non small cell lung carcinoma'/exp OR 'non small cell lung carcinoma' OR 'nsclc' OR 'lung adenocarcinoma'/exp OR 'lung adenocarcinoma') AND ('afatinib' OR 'gilotrif' OR 'bibw2992')

	Cochrane Library（n=28）
	#1	MeSH descriptor: [Afatinib] explode all trees	
#2	MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] explode all trees	
#3	#1 AND #2	

	ClinicalTrials.gov（n=92）
	Afatinib | Non Small Cell Lung Cancer

	CNKI（n=96）
	（主题：阿法替尼）AND（主题：非小细胞肺癌）

	WanFang（n=129）
	主题:(阿法替尼) and 主题:(非小细胞肺癌)





Supplementary Table B Risk-of-bias assessment for included cohort studies using the modified Newcastle–Ottawa scale
	Study
	From the same population
	Assessment of exposure
	Outcome not present at start
	Adjustment
	Assessment of prognostic factors
	Assessment of outcome
	Adequate follow-up
	Similar co-interventions

	Arrieta, 201515
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Definitely Yes

	Halmos, 201926
	Definitely Yes
	Definitely Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Ko, 202016
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Probably No
	Definitely Yes
	Definitely Yes
	Probably Yes

	Lim, 201817
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably No
	Probably Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Moran, 201718
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Probably No
	Definitely Yes
	Probably Yes
	Definitely Yes

	Ninomiya, 201819
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Tamura, 201920
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Tan, 201821
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Tanaka, 201822
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Probably No
	Definitely Yes
	Definitely Yes
	Definitely Yes

	Wang, 201923
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes

	Wei, 201924
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
	Probably Yes
	Definitely Yes
	Definitely Yes
	Probably Yes

	Yang, 201725
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably No
	Definitely Yes
	Definitely Yes
	Definitely Yes
	Probably Yes
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Appendix B: Supplementary materials Analysis results of PFS in patients with 30 mg and 40 mg afatinib 
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Figure S1 Analysis results of PFS in patients with non-small cell lung cancer who used 30 mg and 40 mg afatinib
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Figure S2: Analysis results of PFS in patients with adenocarcinoma who used 30 mg and 40 mg afatinib
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Figure S3 Analysis results of PFS in patients with non-small cell lung cancer who first-line used 30 mg and 40 mg afatinib
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Figure S4: Analysis results of PFS in patients with adenocarcinoma who first-line used 30 mg and 40 mg afatinib
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Figure S5 Analysis results of PFS in patients with stage Ⅳ non-small cell lung cancer who first-line used 30 mg and 40 mg afatinib
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Figure S6: Analysis results of PFS in patients with stage Ⅳ adenocarcinoma who first-line used 30 mg and 40 mg afatinib
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DL                        0.1082

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     85.4%     25.2%     94.1%

H                          2.619     1.156     4.100

                                   [95% Conf. Interval] 

Cochran's Q                48.02        7      0.000

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -2.484  p = 0.013

                                                                    

Overall, DL                0.728      0.567     0.935     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      12.67

Wei2,2019                  0.513      0.357     0.739      11.46

Wei1,2019                  0.705      0.527     0.945      12.54

Wang2,2019                 1.667      1.087     2.556      10.50

Wang1,2019                 0.359      0.262     0.491      12.22

Tan,2018                   0.713      0.554     0.919      13.10

Lim,2018                   0.827      0.708     0.967      14.28

Arrieta,2015               0.630      0.494     0.804      13.23

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data


image2.emf
. 

                                   

DL                        0.1667

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     89.1%      8.5%     96.1%

H                          3.031     1.046     5.069

                                   [95% Conf. Interval] 

Cochran's Q                45.93        5      0.000

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -1.597  p = 0.110

                                                                    

Overall, DL                0.752      0.529     1.067     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      17.07

Wei2,2019                  0.513      0.357     0.739      15.91

Wei1,2019                  0.705      0.527     0.945      16.94

Wang2,2019                 1.667      1.087     2.556      14.94

Wang1,2019                 0.359      0.262     0.491      16.64

Lim,2018                   0.827      0.708     0.967      18.50

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data

Participants included: Unknown

Studies included: 6
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DL                        0.0955

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     84.5%      0.0%     94.3%

H                          2.542     1.000     4.196

                                   [95% Conf. Interval] 

Cochran's Q                32.31        5      0.000

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -2.916  p = 0.004

                                                                    

Overall, DL                0.667      0.508     0.876     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      16.60

Wei2,2019                  0.513      0.357     0.739      14.86

Wei1,2019                  0.705      0.527     0.945      16.41

Wang1,2019                 0.359      0.262     0.491      15.94

Tan,2018                   0.713      0.554     0.919      17.22

Lim,2018                   0.827      0.708     0.967      18.97

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data

Participants included: Unknown

Studies included: 6
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DL                        0.1287

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     87.6%      0.0%     95.8%

H                          2.841     1.000     4.900

                                   [95% Conf. Interval] 

Cochran's Q                32.29        4      0.000

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -2.441  p = 0.015

                                                                    

Overall, DL                0.655      0.467     0.920     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      20.07

Wei2,2019                  0.513      0.357     0.739      18.39

Wei1,2019                  0.705      0.527     0.945      19.88

Wang1,2019                 0.359      0.262     0.491      19.44

Lim

，

2018                  0.827      0.708     0.967      22.22

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data

Participants included: Unknown

Studies included: 5
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DL                        0.0527

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     70.1%      0.0%     90.5%

H                          1.830     1.000     3.245

                                   [95% Conf. Interval] 

Cochran's Q                10.05        3      0.018

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -2.265  p = 0.024

                                                                    

Overall, DL                0.732      0.559     0.959     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      25.74

Wei2,2019                  0.513      0.357     0.739      21.71

Wei1,2019                  0.705      0.527     0.945      25.26

Tan,2018                   0.713      0.554     0.919      27.29

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data

Participants included: Unknown

Studies included: 4
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DL                        0.0985

                                   

Method                     tau²

                                   

Heterogeneity variance estimates

I² = proportion of total variation in effect estimate due to between-study heterogeneity (based on Q)

H = relative excess in Cochran's Q over its degrees-of-freedom

                                                         

I² (%)                     79.7%      0.0%     94.5%

H                          2.218     1.000     4.277

                                   [95% Conf. Interval] 

Cochran's Q                 9.84        2      0.007

                                                         

Measure                    Value      df      p-value

                                                         

with Conf. Intervals based on Gamma (random-effects) distribution for Q

Heterogeneity measures, calculated from the data

Test of overall effect = 1:  z =  -1.518  p = 0.129

                                                                    

Overall, DL                0.734      0.493     1.094     100.00

                                                                    

Yang,2017                  1.054      0.794     1.399      34.65

Wei2,2019                  0.513      0.357     0.739      31.10

Wei1,2019                  0.705      0.527     0.945      34.25

                                                                    

study                    exp(b)    [95% Conf. Interval]   % Weight

                                                                    

with DerSimonian-Laird estimate of tau²

using the random-effects inverse-variance model

Meta-analysis pooling of aggregate data

Participants included: Unknown

Studies included: 3


