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Sample Description of Description of
Study Test Patient Survival analysis Total
Author Year Study Outcome Statistical Statistical description the the negative and Patients Treatment Source of unassessable | Follow-up Univariate | Multivariate
objective Blinding reproducibility selection according to the score
design | definition | considerations | methods and experimental positive control characteristics | description samples samples description analysis analysis
definition control criteria marker
conservation process procedures

Na II'° 2007 1 1 1 0 1 2 2 2 0 0 1 2 1 2 0 2 2 1 0 21
Suehisa H* 2007 2 1 2 0 2 2 2 1 2 2 1 2 2 2 1 2 2 1 2 31
Marks JL* 2008 2 1 2 1 2 2 2 1 0 1 2 2 1 2 2 2 2 1 2 30
Kobayashi N?? 2008 1 1 1 0 1 2 2 1 0 0 2 1 2 2 2 1 2 2 2 25
Woo T 2009 1 1 2 1 2 2 2 2 1 0 2 2 2 2 1 1 2 2 2 30
Hosokawa S** 2009 1 1 2 1 2 2 2 1 1 0 2 1 2 2 2 2 2 1 2 29
Lee YJ® 2009 1 1 2 0 2 2 1 1 0 0 2 2 1 2 2 2 2 2 2 27
Galleges26 2009 2 2 2 0 2 2 2 2 2 2 2 2 1 2 0 1 2 2 2 32
Kosaka T’ 2009 1 1 2 0 2 2 2 2 0 0 2 2 1 2 0 2 2 1 2 26
Liu HP*® 2010 1 1 1 1 2 2 2 1 1 0 2 2 2 2 2 2 2 0 2 28
Tsao MS* 2011 2 2 2 0 2 2 2 2 1 2 1 1 1 2 1 2 1 0 2 28
D'Angelo sp*® 2012 1 1 1 1 1 2 1 1 0 0 2 2 1 2 2 1 2 0 1 22
Kim HR3 2012 2 1 1 1 1 2 1 1 0 0 1 2 2 2 1 2 1 0 2 23
Scoccianti C** 2012 2 2 1 1 2 2 2 1 0 1 2 2 1 2 2 2 1 0 2 28
Sonobe M* 2012 1 2 2 0 1 2 2 2 1 1 1 2 2 2 0 2 2 1 2 28
lzar B 2013 1 1 1 0 1 2 1 1 1 1 2 2 1 2 2 2 2 1 2 26
Sun HB*® 2013 1 1 2 0 2 2 2 1 0 0 1 2 1 2 1 2 2 2 2 26
Kim YT 2013 2 1 1 1 2 2 2 2 0 1 1 2 2 2 2 1 2 0 2 28
Maki Y3 2013 1 1 1 0 2 2 2 1 1 1 2 2 1 2 1 1 2 1 1 25
Ragusa M 2014 1 1 2 0 2 2 2 1 0 1 1 2 1 2 0 1 2 2 2 25
Ohba T* 2014 1 1 2 0 1 2 2 2 0 0 1 2 1 2 1 1 2 1 1 23
Liu WS 2014 2 1 2 0 2 2 0 1 0 0 2 2 2 2 2 2 1 2 2 27
Ayyoub m*° 2014 1 1 1 0 2 2 2 1 1 0 1 1 1 2 1 1 1 1 0 20
Kudo Y*° 2015 2 1 2 0 2 2 2 1 1 0 2 2 1 2 2 2 2 2 2 30
Nadal E* 2015 1 1 2 0 2 2 1 1 1 0 1 2 2 2 1 2 2 2 2 27
Nishii T* 2016 1 1 2 0 1 2 2 1 0 0 1 2 0 2 0 1 2 0 2 20
Kadota K*® 2016 2 1 2 0 2 2 2 1 0 1 2 2 0 2 1 1 2 1 2 26
Isaka T* 2016 1 1 2 0 2 2 2 1 0 0 2 2 2 2 2 2 2 0 2 27
Zheng DY 2016 1 1 2 1 2 2 2 1 0 0 1 2 1 2 0 1 2 0 2 23
Kaseda K** 2017 2 1 2 0 2 2 2 2 1 0 1 2 2 2 1 1 2 2 0 27
Sullivan 1 2017 1 1 2 0 2 2 2 1 1 0 2 2 1 2 0 1 2 0 2 24
Yotsukura M*® 2017 1 1 1 0 1 2 2 1 0 1 2 2 1 2 1 2 2 0 2 24
Takamochi K" 2017 1 1 2 1 2 2 2 1 0 1 1 2 1 2 1 2 2 0 2 26

TableS1. Score of quality assessment for included studies




Hazard Ratio Hazard Ratio

Study or Subgroup Weight IV, Random, 95% Cl Year 1V, Random, 95% CI
Kobayashi N (2008) 22 3.8% 1.86 [0.69, 5.01] 2008 7
Lee YJ (2009) 25 7.9% 0.62[0.41, 0.94] 2009
Tsao MS (2011) 29 6.1% 0.83[0.44, 1.57] 2011 1
Kim HR (2012) 31 7.0% 0.84 [0.50, 1.40] 2012 — T
Scoccianti C (2012) 32 5.2% 1.31[0.62, 2.77] 2012 S B —
lzar B (2013) 13 3.8% 0.33[0.12, 0.88] 2013 S
Sun HB (2013) 35 6.4% 0.30[0.17, 0.54] 2013 _—
Kim YT (2013) 11 9.8% 1.19[1.03, 1.37] 2013 —
Maki Y (2013) 34 2.2% 0.91[0.21, 3.94] 2013
Ohba T (2014) 37 6.8% 0.81[0.47, 1.40] 2014 T
Ragusa M (2014) 36 4.5% 2.09[0.88, 4.96] 2014 T
Liu WS (2014) 38 7.5% 1.13[0.72, 1.79] 2014 -
Nishii T (2016) 42 3.8% 0.35[0.13, 0.94] 2016 D —
Isaka T (2016) 43 6.2% 0.44 [0.24, 0.81] 2016 s —
Kaseda K (2017) 44 5.9% 1.18[0.61, 2.28] 2017 —_—Y
Yotsukura M (2017) 46 4.1% 0.73[0.29, 1.88] 2017 I R
Takamochi K (2017) 47 8.9% 0.64 [0.48, 0.85] 2017 -
Total (95% CI) 100.0% 0.79 [0.62, 1.01] |
H . 2 . i2 .12 } } 1 } 1 il
Heterogeneity: Tau? = 0.16; Chi®* = 57.31, df = 16 (P < 0.00001); I° = 72% 0:1 0:2 015 3 é 1'0

Test for overall effect: Z = 1.87 (P = 0.06) Favours [experimental] Favours [control]

FigureS1 Random-effect model forest plot of DFS of EGFR mutations.
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Kim HR (2012) 31 7.0%  0.84(0.50, 1.40] 2012 — Tsao MS (2011) 29 6.1%  0.83[0.44,1.57] 2011 —
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Izar B (2013) 13 3.8%  0.33[0.12,0.88] 2013 Kim HR (2012) 31 7.0%  0.84(0.50, 1.40] 2012 —
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Study or Subgroup Weight IV, Random, 95% CI _Year IV, Random, 95% CI Study or Subgroup Weight IV, Random, 95% CI _Year 1V, Random, 95% CI

2.4.1 Asia 2.12.1 EGFR-TKIS

Kobayashi N (2008) 22 3.8%  1.86(0.69,5.01] 2008 — Lee Y (2009) 25 7.9%  0.62[0.41,0.94] 2009 —

Lee Y) (2009) 25 7.9%  0.62[0.41,0.94] 2009 —] Kim HR (2012) 31 7.0%  0.84[0.50,1.40] 2012 —

Kim HR (2012) 31 7.0%  0.84[0.50,1.40] 2012 —t Kim YT (2013) 11 9.8%  1.19[1.03,137) 2013 -

Kim YT (2013) 11 9.8% 1.19[1.03, 1.37] 2013 = Ohba T (2014) 37 6.8% 0.81[0.47, 1.40] 2014 -1

Sun HB (2013) 35 6.4%  0.30[0.17,0.54] 2013 —_ Subtotal (95% CI) 315%  0.87[0.61,1.25] <«

Maki Y (2013) 34 22%  0.91[0.21,3.94] 2013 _— Heterogeneity: Tau? = 0.09; Chi’ = 10.64, df = 3 (P = 0.01); I’ = 72%

Ohba T (2014) 37 6.8%  0.81[0.47,1.40] 2014 — Test for overall effect: Z = 0.75 (P = 0.45)

Liu WS (2014) 38 7.5%  1.13[0.72,1.79] 2014

Isaka T (2016) 43 6.2%  0.4410.24,0.81] 2016 —_— 2.12.2 No EGFR-TKIS

Nishii T (2016) 42 3.8%  0.35(0.13,0.94] 2016 — Kobayashi N (2008) 22 3.8%  1.86[0.69,5.01] 2008 -

Kaseda K (2017) 44 5.9%  1.18[0.61,2.28] 2017 Tsao MS (2011) 29 6.1%  0.83[0.44,1.57] 2011 —

Yotsukura M (2017) 46 4.1%  0.73[0.29, 1.88] 2017 Scoccianti C (2012) 32 5.2%  131[0.62,2.77) 2012 ——

Takamochi K (2017) 47 8.9%  0.64[0.48,0.85] 2017 - Maki Y (2013) 34 2.2%  0.91[0.21,3.94] 2013 —_—

Subtotal (95% CI) 80.4% 0.75 [0.57, 0.99] ‘ Izar B (2013) 13 3.8% 0.33[0.12,0.88] 2013 e e—

Heterogeneity: Tau? = 0.16; Chi? = 48.71, df = 12 (P < 0.00001); I* = 75% Sun HB (2013) 35 6.4%  0.30(0.17,0.54] 2013 —_

Test for overall effect: Z = 2.01 (P = 0.04) Ragusa M (2014) 36 4.5%  2.09(0.88, 4.96] 2014 —
Liu WS (2014) 38 7.5% 1.13[0.72, 1.79] 2014 -T

2.4.2 Other Isaka T (2016) 43 6.2%  0.44[0.24,0.81] 2016 —_—

Tsao MS (2011) 29 6.1%  0.83[0.44, 1.57] 2011 Nishii T (2016) 42 3.8%  0.35[0.13,0.94] 2016 —

Scoccianti C (2012) 32 5.2%  131[062,2.77] 2012 Kaseda K (2017) 44 5.9%  1.18(0.61,2.28) 2017 -1

Izar B (2013) 13 3.8%  0.33[0.12,0.88] 2013 _— Takamochi K (2017) 47 8.9%  0.64[0.48,0.85] 2017 -

Ragusa M (2014) 36 45%  2.09[0.88,4.96] 2014 — Yotsukura M (2017) 46 4.1%  0.73[0.29, 1.88] 2017 —_—

Subtotal (95% CI) 19.6%  0.96[0.49, 1.87] - Subtotal (95% CI) 68.5%  0.76 [0.55, 1.05] <

Heterogeneity: Tau? = 0.30; Chi? = 8.52, df = 3 (P = 0.04); I’ = 65% Heterogeneity: Tau? = 0.20; Chi’ = 34.06, df = 12 (P = 0.0007); I* = 65%

Test for overall effect: Z = 0.13 (P = 0.90) Test for overall effect: Z = 1.66 (P = 0.10)

Total (95% CI) 1000%  0.79 [0.62, 1.01] * Total (95% C) 100.0%  0.79[0.62, 1.01] <

Heterogeneity: Tau’ = 0.16; Chi’ = 57.31, df = 16 (P < 0.00001); ' = 72% i+ 00 eterogeneity: Tau? = 0.16; Chi® = 57. 31 df = 16 (P < 0.00001); I = 72%  bom o v Tod

Test for overall effect: Z = 1.87 (P = 0.0
Test for subgroup differences: Chi? = 0. 31 df =1 (P =0.58), 1’ = 0%

Test for overall effect: Z = 1.87 (P = 0.06)
Test for subgroup differences: Chi” = 0.42, df = 1 (P = 0.52), I’ = 0%

1 0.1 10
Favours [experimental] Favours [control] Favours [positive] Favours [negative]

FigureS2 A. Random-effect model forest plot of DFS of EGFR mutations in stage subgroup analysis
according to the patient's pathological staging. B. Random-effect model forest plot of DFS in statistical
analysis method subgroup analysis according to EGFR mutations. C. Random-effect model forest plot of DFS
of EGFR mutations in race subgroup analysis according to source of the studies. D. Random-effect model

forest plot of DFS of EGFR mutations in EGFR-TKIs subgroup analysis according to the adjuvant treatment.



Begg's Test

adj. Kendall's Score (P-Q) 16
Std. Dev. of Score 24.28
Number of Studies 17
z = 0.66
Pr > |z| 0.510
z 0.62 (continuity corrected)
Pr > |z| 0.537 (continuity corrected)
Egger's test
Std_Eff Coef.  Std. Err. t P>|t] [95% Conf. Interval]
slope .1382493 .1589251 0.87 0.398 -.2004915 .4769902
bias -1.227112 .7356253 -1.67 0.116 -2.79506 .3408361

FigureS3. Begg’s test and Egger’s test for publication bias of DFS of EGFR
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FigureS4 A. Random-effect model forest plot of OS of EGFR mutations. B. Random-effect model forest plot
of OS in detection method group analysis according to EGFR mutations. C. Random-effect model forest plot
of OS in statistical analysis method group analysis according to EGFR mutations. D. Random-effect model
forest plot of OS of EGFR mutations in race subgroup analysis according to source of the studies. E.
Randome-effect model forest plot of OS of EGFR mutations in stage subgroup analysis according to the
patient's pathological staging. F. Random-effect model forest plot of OS of EGFR mutations in EGFR-TKIs
subgroup analysis according to the adjuvant treatment.

Comment:

a: All patients

b: Five patients with no data at the EGFR mutation variable, and 18 patients who had received TKI treatment for tumor
recurrence were not included

c: Mutation site: L858R

d: Mutation site: 19 Del

e: Mutation site: others
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FigureS5. Begg’s test and Egger’s test for publication bias of OS of EGFR
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FigureS6 A. Random-effect model forest plot of DFS of KRAS mutations B. Random-effect model forest plot

of DFS of KRAS mutations in race subgroup analysis according to source of the studies. C. Random-effect

model forest plot of DFS in statistical analysis method subgroup analysis according to KRAS mutations.
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FigureS7. Begg’s test and Egger’s test for publication bias of OS of KRAS
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