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Supplemental Figure 1 Risk of bias graph
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Supplemental Figure 2 Risk of bias summar




Funnel plot with pseudo 95% confidence limits
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Supplemental Figure3 The funnel plot of included studies

Study %
D RR (95% ClI) Weight
chematherapy
Sequist(2013) — e 32,63 (2,02, 527.62) 3.60
Wui2014) — 12.82(0.77,213.84) 363
Machiels(2015) —E- 5.00 (155, 16.13) 2142
Schuler(2016) —— 1514 (0.92, 248 18) 367
Subtotal (-squared = 0.0%, p = 0.537) L 3 10.11(3.94, 25.92) 3233
first EGFR-TKI
Soria(z015) B 413(2.10,8.13) 53.36
Park(2016) —a— 9.94(236,4181) 1075
Subtotal (-squared = 16.7%, p = 0.273) % 5.10 (2.78,9.38) £4.10
placebo
Miller(2012) 66.67 (415,107135) 357
Subtotal (-squared=.%, p=.) s 66.67 (4.15,1071.35) 357
Overall (--squared = 33.1%, p = 0175) & 8.92 (533, 1493) 100.00
T T
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Supplemental Figure 4  Forest plots of relative risk (RR) for Diarrhea comparing afatinib-based
regimens to the control arm



Study %

D RR (5% CI) Weight
chemotherapy

Sequist ¢ 2013} —_— 36.52 (2.26, 589.33) 1233
Wu (2014) _— 33.72 (2.09, 544.89) 1233
Machiels {2015) —_— 31.60 (1.95, 513.06) 123
Schuler (2016) —_— 229 (0.11, 47.05) 11.50

Subtotal (-squared = 0.0%, p = 0.457) 18.71 (453, 77.33) 4847

first EGFR-TKI
Soria {2015) 0.57 (0.35, 0.92) 2019
Park {2016) 298 (1.11,801) 19.00
Subtotal (-squared = 28.5%, p = 0.003) 123 (0.24, 6.23) 3919

placebo

Subtotal (Hsquared = %, p=.) 56.64 (3.52,911.92) 1234

Overall (-squared = 83.5%, p = 0.000) 7.31(1.56, 34.12) 100.00

-
——
Miller {20123 —_—l 56.64 (3.52,911.92) 1234

NOTE: Weights are from random effects analysis
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Supplemental Figure 5 Forest plots of relative risk (RR) for Rash comparing afatinib-based regimens

to the control arm

Stugy %
D RR (95% CI) Weight
chematherapy

Sequist(2013) —_— 960 (132, 71.31) 15.99
Wu(2014) — 1282(077,21384) 1291
Machiels(2015) 0.77 (0.39, 1.51) 2033
Schuler(2016) 2.29 (0.11, 47.05) 12.19
Subtotal (-squared =72.5%, p = 0.012) 320 (0 50, 20 47) 6142
first EGFR-TKI

Soria(2015) 3325(200,55233) 1293

Park(2016) 4
Subtotal (-sgquared = 0.0%, p=0.690}

14.91 (0.86, 258.83) 1277
22 40(3.02, 165.95) 2570

B
e

placebo
WMiller(2012) — s 1253 (0.75,21056)  12.89
Subtotal {-squared= %,p=) -rons = 1253 (0.75,21056) 1289

Overall (-squared =75.0%, p=0.001) 6.45(1.27, 32.78) 100.00

MOTE: Weights are from random effects analysis
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Supplemental Figure 6 Forest plots of relative risk (RR) for Stomatitis comparing afatinib-based

regimens to the control arm



