APPENDIX TABLES

Appendix Table 3. Cochrane Risk of Bias for the Included Studies.
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Goss, 2009’ + + ? ? + +
Mok , 2009° + + - - n ¥ +
Maemondo, 2010° + + + + + + +
Zhou, 2011" + - - - + + ?
Gridelli, 2012" - + - - n n n
Miller, 2012" + + T + + 2 "
Pirker, 2012" + + - } + i 2
Rosell, 2012" + + - - n + n
Scagliotti, 2012" + + + + + + ?
Zhang, 2012'¢ + + + + + - +
Shi, 2013" - + + + 9 n +
Wu, 2013" - + + + + n +
Ellis, 2014" + + + + + + 9
Kawaguchi, 2014% + + - - + + 9
Ramalingam, 2014 + + + + + + T
Seto, 2014** + + - - + ) 9
Wu, 2014% + + - - ¥ n n
Yang, 2014** + + - B} + 9 )
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Scagliotti, 2015% + + + + ¥ + n

Soria, 2015 + + 9 9 ¥ + 9
Vansteenkiste , 2015% + + - ; + 4 9
Wu, 20157 + + - . + 9 9
Zhou, 2015” + + - - + + 9
Cheng, 2016 + + - ) n " +
Park, 2016 - + - - + + 9
Urata, 2016% + + - - ¥ n +
Kubota, 2017% - + + + + n +
Mok, 2017* + + - - n n +
Shi, 2017% - + ; - + 9 9
Spigel, 2017 + + + + + + +
Wu, 2017 - + - - + ¥ ¥
Yang (2), 2017%* + + - - n i 2
Yang, 2017% + + ? ? + + 2
Herbst, 2018* + + . - + ¥ ¥
Mok, 2018* + + - - + + 9
Soria, 2018% + + + + + + +
Wu, 2018% + + - - + n n
Kelly, 2019* + - - - + + 9
Reck, 2019* + + - - n n +
Saito, 2019 + + - - 9 n .

‘+’, yes; -/, no; ‘?’, unclear.
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Appendix Table 6. ORR of all available interventions according to treatment-level Bayesian network analysis.

Gef
2.22 (0.44-
14.61) L&l
0.67 (0.25- | 0.30 (0.05-
1.80) 1.56) St
0.84 (026|038 (0.04- | 126 (028-| -
2.71) 2.79) 5.73)
1.76 (0.53- | 0.79 (0.24- | 2.62 (0.79- | 2.07 (040- | .
7.49) 2.53) 10.86) 13.87)
4.14(0.57- | 1.87 (0.59- | 622 (0.86- | 490 (0.50- | 237 (0.46-|
39.21) 6.08) 57.60) 64.65) 12.50) 4
1.68 (027 0.76 (0.31- | 2.50 (040- | 1.99 (0.23- [0.95 (023 [ 040 (0.09- .\ o
13.68) 1.82) 20.46) 22.56) 4.17) 1.77)
0.86 (0.34- | 039 (0.05- | 1.29 (0.34- | 1.01 (0.23- | 049 (0.09- | 021 (0.02- | 0.51 (0.05- | - o\ &
2.44) 2.74) 5.32) 5.02) 2.37) 1.98) 4.30)
252 (0.56- | 1.13 0.16- | 3.77 (0.81- | 3.01 (0.44- | 1.4 (0.30- | 0.61 (0.06- | 1.51 (0.17- | 294 (0.45- | . o
11.83) 6.68) 17.54) 21.60) 5.72) 4.92) 10.61) 17.49)
514 (1.96- | 2.32 (0.48- | 7.67 (2.93- | 6.10 (1.34- | 2.93 (1.10- | 1.25 (0.17- | 3.06 (0.50- | 6.02 (1.42-| 2.04 (0.62-|
14.10) 8.90) 20.68) 29.20) 6.37) 7.18) 14.90) 23.13) 6.58)

Note: Results for objective response rate (ORR) are shown in blue-colour cells. Comparisons should be read from left to right
and the estimate is in the cell in common between the column-defining drugs and the row-defining treatment. ORs (and 95%
Crl) more than 1 favour the column-defining treatment (the column-defining treatment has superior ORR). To obtain ORs for

comparisons in the opposite direction, reciprocals should be taken. Significant results are in bold and underscored.

Abbreviations: Gef: gefitinib; Erlo: erlotinib; Dac: dacomitinib; Afa: afatinib; Osi: osimertinib; Naqg: naquotinib; Erlo+Bev:
erlotinib+bevacizumab; Gef+Peme: gefitinib+pemetrexed; Cet+Plat: cetuximab+platinum-based therapy; Plat: platinum-
based therapy.
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Appendix Table 7. Results of eligible studies on grade 3 or higher AEs.

Study Intervention Control AEs in AEs in control OR value
intervention arm
arm
Saito et al, 2019* erlotinib + erlotinib (112) 88% (98/112)  46% (53/114) 8.06 (4.12-15.75)

(Japan)

bevacizumab (112)

Kelly et al, 2019* naquotinib (267)  gefitinib/erlotinib (263) 46% (122/267) 25.6% (67/262) 2.45 (1.70-3.54)
(America)

Soria et al, 2018* osimertinib (279)  gefitinib/erlotinib (277) 32% (89/279) 41% (114/271) 0.65 (0.46-0.91)
(multiple nations)

Yang et al, 2017% erlotinib (128) gefitinib (128) 0% (0/128) 4.6% (6/128)  0.16 (0.02-1.35)
(China)

Yang et al (2), 2017%* icotinib (85) WBRT (73) 8% (7/85) 38% (28/73)  0.14 (0.06-0.36)
(China)

Wau et al, 2017”7 dacomitinib (227) gefitinib (225) 63% (143/227)  41% (92/224)  2.44 (1.67-3.57)
(multiple nations)

Shi et al, 2017% icotinib (148) cisplatintpemetrexed 0.7 % (1/148)  5.8% (8/137)  0.11 (0.01-1.89)
(China) (137)

Mok et al, 2017* osimertinib (279) pemetrexed+tcarboplatin/ 9% (34/279)  53.7% (73/136) 0.12 (0.07-0.20)
(multiple nations) cisplatin (140)

Park et al, 2016™ afatinib (160) gefitinib (159) 31% (50/160)  18% (29/159)  2.04 (1.21-3.44)
(multiple nations)

Cheng et al, 2016 gefitinib+pemetrexed gefitinib (65) 42% (53/126) 19% (12/65)  3.21 (1.56-6.58)
(multiple nations) (126)

Wu et al, 20152 erlotinib (110) gemcitabine/cisplatin ~ 40% (44/110)  56.7% (59/104) 0.51 (0.30-0.88)
(China) (107)

Soria et al, 20152 gefitinib (133) placebo (132) 45% (59/132)  47% (55/132)  1.13 (0.70-1.84)
(multiple nations)

Wau et al, 20147 afatinib (242) cisplatintgemcitabine  36% (86/239) 60.2% (68/113) 0.37 (0.23-0.59)
(multiple nations) (122)

Rosell et al, 2012" erlotinib (86) cisplatint+docetaxel/ 45% (38/84) 67% (55/82)  0.41(0.22-0.76)
(multiple nations) gemcitabine (87)

Pirker et al, 2012" cetuximab+cisplatint+  cisplatin+vinorelbine  87% (153/175) 90% (151/168) 0.78 (0.40-1.53)
(multiple nations) vinorelbine (178) (167)

Zhou et al, 2011"° erlotinib (82) gemcitabine+carboplatin  17% (14/83) 65% (47/72)  0.11 (0.05-0.23)
(China) (72)

Maemondo et al, 2010° gefitinib (114) carboplatin+paclitaxel 41.2% (47/114) 71.7% (81/113) 0.28 (0.16-0.48)
(Japan) (114)

Abbreviation: AE: adverse events.
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Appendix Table 8. Grade 3 or higher AEs of all available interventions according to treatment-level Bayesian network
analysis.

Gef
1,52 (0.41-
Erlo
9.54)
452 (0.24-|2.83 (0.15-
Ico
NA) | 107.80)
0.67 (0.15-| 0.45 (0.06- [0.15 0003- [
a
3.61) 2.28) 3.16)
0.41 (0.06- {027 (0.02- [0.09 0.001- | 0.61 (0.04-|
2.99) 2.57) 3.00) 6.93) ac
2.58 (045- [ 1.71 037- 0.59 (0.01- |3.81 (0.53-| 632 0.50-|
S1
2367 | 730 13.45) | 3659 | 130.80)
0.72 0.07- [ 0.48 (0.07- [0.16 (0.003- | 1.06 (0.09- | 175 (0.09- | 028 0:02- |
a
1215) | 343 5.75) 19.10) | 56.96) 3.42) :
0.18 (0.02- | 0.12 (0.02- [ 0.04 (0.001- | 027 (0.02- | 045 (0.02- |0.07 (0.005:| 025 O.01-|
Irio €
3.13) 0.94) 1.56) 4.92) 14.84) 0.92) 4.46) v
0.30 (0.04- [ 0.20 (0.01- | 0.07 (0.001- | 0.44 (0.03- [ 0.74 (0.04- | 0.12 (0.005- | 0.42 (0.01- | 1.64 (0.05-| ~ Gef+
233) 2.03) 2.35) 5.54) 12.85) 1.60) 840) | 3407 | Peme
0.44 (0.04- [ 0.29 (0.03-0.10 (0.002- | 0.66 (0.06- [ 1.08 (0.05- | 0.17 (0.01- | 0.62 (0.03- | 2.44 (0.10- | 1.47 (0.07-| Cet+
6.42) 2.66) 2.93) 9.74) | 3143 2.06) 11.77) | 4658) | 46.40) | Plat
0.77
034(0:10-|0.23 Q07 008 (0.002- | 051 (0:12- 0.84 (0.09-| 013 03- [0.48 (0.05-| 188 O17-1AS ©O.11-| 10|
.10- al
1.68) 0.58) 1.16) 2.63) 11.47) 0.56) 4.03) 7o | 16en |
140 | 181

0.64 (0.02- ] 0.40 (0.01- | 0.14 (0.02- | 0.93 (0.02- | 1.57 (0.02- | 0.24 (0.005-| 0.86 (0.01- [ 3.41 (0.05- | 2.12 (0.03-
(0.03- | (0.05- [ WBRT

51.08) 25.27) 1.12) 76.56) 192.40) 17.54) 78.54) NA) NA)
132.70) | 106.70)
2.57 3.31
1.13 (0.15-10.75 (0.04- | 0.25 (0.01- | 1.68 (0.12-[2.78 (0.17- | 0.44 (0.02- | 1.58 (0.05- | 6.21 (0.18-]3.76 (0.22- 1.77 (0.01-
(0.09- | (0.24- Placebo
8.31) 7.33) 8.52) 19.88) 47.19) 5.78) 30.47) 128.00) 68.63) 107.60)

52.73) | 32.34)

Note: Results for grade 3 or higher adverse events (AEs) in individual-treatment level are shown in blue-colour cells.
Comparisons should be read from left to right and the estimate is in the cell in common between the column-defining drugs
and the row-defining treatment. ORs (and 95% Crl) less than 1 favour the column-defining treatment, which shows the
column-defining treatment has less grade 3 or higher AEs. To obtain ORs for comparisons in the opposite direction,
reciprocals should be taken. Significant results are in bold and underscored.

Abbreviations: Gef: gefitinib; Erlo: erlotinib; Ico: icotinib; Dac: dacomitinib; Afa: afatinib; Osi: osimertinib; Naqg: naquotinib;
Erlo+Bev: erlotinib+bevacizumab; Gef+Peme: gefitinib+pemetrexed; Cet+Plat: cetuximab+platinum-based therapy; Plat:
platinum-based therapy; WBRT: whole-brain radiotherapy; NA: not available.
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Appendix Table 9. PFS and OS of all available interventions according to class-level Bayesian network analysis.

» 096 | 063 1.30 1.14 0.74 0.63 1.01 0.77 1.07 | 097
St-gen
Ei (0.54- | (024- | (0.56- | (0.47- | NA NA | (024- | NA (0.18- | NA | (058 | (0.30- | (0.39- | (0.48-
2.14) | 1.68) | 298) | 3.43) 2.20) 2.38) 172) | 2.09) | 297) | 2.50)
125 | 0.66 1.34 1.17 0.77 0.66 1.05 0.78 1.12 1.01
na-gen
©.73- |70 f 0.18- | (041- | (038- | Na NA | (0.19- | NA (0.14- | NA | (039- | (024- | (0.29- | (0.52-
2.07) 1.92) | 3.58) | 3.90) 2.47) 2.59) 224) | 248) | 3.40) | 2.00)
1.27 L2 | 2.06 1.79 1.17 1.00 1.59 1.20 1.71 1.52
ra-gen
0.69- | (0.47- Ei (056- | (0.52- | NA NA | (026- | NA 020- | NA | (0.52- | (033- | (0.42- | (0.49-
232) | 2.26) 747) | 8.36) 5.15) 5.26) 490) | 5.08) | 7.03) | 6.31)
1.42 1.14 L2 | 088 0.56 0.48 0.77 059 | 083 0.75
a
(071~ | (049~ | (044- | 7| 026 | NA NA | (0.15- | NA (0.11- | NA | (029- | (0.18- | (0.22- | (0.26-
2.83) | 2.75) | 2.82) 3.56) 2.26) 2.31) 210) | 2.23) | 3.08) | 275
087 | 070 | 068 | 0.62 0.66 0.56 0.89 0.67 | 095 0.86
(0.21- | (0.16- | (0.15- | (0.13- | MT+ET | NA NA | (0.13- | NA (0.10- | NA | (026- | (0.17- | (0.20- | (0.24-
3.51) | 3.09) | 3.18) | 2.88) 2.40) 2.46) 241) | 246) | 3.42) | 2.98)
0.63 0.51 050 | 045 0.73
(0.11- | (0.08- | (0.08- | (0.07- | (0.08- | IT+Plat | NA NA NA NA NA NA NA NA NA

365 | 3.09) | 3.13) | 295 | 7.14)

1.19 0.95 0.94 0.84 1.36 1.87
IT+aVEG

(020- | (@15 | (015~ | O.13- | @15 | (053 | "o | NA NA NA NA NA NA NA NA
al
6.93) | 594) | 592) | 5.58) | 13.40) | 6.70)
092 | 074 | 073 0.65 1.07 1.45 0.77 0.85 1.37 1.03 1.46 1.31
(0.44- | (031- | (0.30- | (0.24- | (022- | (0.24- | (0.12- |ET+Plat| NA (043- | NA | (053- | (026- | (0.33- | (0.38-
1.97) | 1.88) | 1.88) | 1.85) | 526) | 9.65) | 5.08) 1.78) 358) | 472) | 642) | 5.88)
0.73 058 | 057 | 051 0.84 1.14 0.61 0.79
aVEGFR
(020- | @15 | (015~ | @12 | O3 | (035 | (018 | (19~ | NA NA NA NA NA NA
al
264) | 231) | 228) | 221) | 574) | 377) | 2.04) | 3.16)
1.24 1.00 | 0.87 1.44 1.96 1.05 1.35 1.71 084 | o 1.60 1.20 1.70 1.54
a
(042- | (030 | (024- | (024 | (027- | (014~ | (059 | (034- | (017~ | 0 | NA | (048- | (026 | (0.32- | (037-
al
3.85) | 3.44) | 338) | 8.64) | 1520) | 8.14) | 3.07) | 9.10) | 4.34) 510) | 620) | 8.68) | 7.99)
1.46 1.17 1.16 1.04 1.69 2.32 1.24 1.60 2.02 1.19
0.47- | (034- | (0.32- | (028 | (028- | (0.28- | (0.15- | (0.40- | (0.36- | (0.23- | ET+CT | NA NA NA NA
473) | 428) | 441) | 4.09) | 10.60) | 19.00) | 1040) | 639) | 11.40) | 5.84)
041 | 033 | 033 | 029 0.48 0.65 0.35 0.45 0.57 0.33 0.28 0.76 1.07 | 097
028 | (0.19- | (018 | (0.13- | (©.11- | (0.12- | (0.06- | (022- | (0.17- | (0.11- | (0.08- | Plat | (0.27- | (0.34- | (0.41-
0.61) 0.62) | 0.61) | 0.65) 2.06) 3.63) 1.98) 0.90) 1.94) 0.97) 0.94) 243) 3.40) 2.39)
1.53 1.23 1.21 1.08 1.77 242 1.29 1.66 2.11 123 1.04 3.69 1.41 1.29
0.61- | (043- | (0.41- | (034- | (033- | (0.34- | (0.18- | (0.50- | (0.43- | (029- | (023- | (134- | CT | (0.33- | (0.38-
387) | 3.57) | 3.67) | 348) | 937) | 17.60) | 9.49) | 538) | 1030) | 5.19) | 4.53) | 10.01) 534) | 4.70)
0.56 | 045 044 | 040 0.65 0.88 0.47 0.61 0.77 0.45 0.38 1.35 1.13 0.90
0.17- | 0.13- | (0.12- | (0.10- | (0.11- | (0.11- | (0.06- | (0.15- | (0.14- | (0.09- | (0.07- | (0.40- | (0.31- | WBRT | (0.27-
1.85) | 1.68) | 1.67) | 1.59) | 4.08) | 750) | 4.04) | 247) | 451) | 224) | 2.00) | 475 | 4.46) 3.77)
050 | 040 | 039 | 035 0.57 0.79 0.42 0.54 0.69 0.40 0.34 1.20 032 | 088

(0.27- | (0.21- | (0.16- | (0.14- (0.12- (0.12- (0.06- (0.20- (0.16- (0.11- (0.09- (0.58- (0.10- | (0.22- | Placebo
0.89) 0.73) 0.91) 0.85) 2.59) 4.90) 2.63) 1.36) 2.72) 1.37) 1.19) 1.19) 0.95) 3.27)

Note: Results for PFS are shown in blue-colour cells, results for OS are in gray-color cells. Comparisons should be read from
left to right and the estimate is in the cell in common between the column-defining drugs and the row-defining treatment.
For PFS and OS, HRs (and 95% CI) less than 1 favour the column-defining treatment. To obtain HRs for comparisons in the
opposite direction, reciprocals should be taken. Significant results are in bold and underscored.

Abbreviations: 1st-gen ET: first generation EGFR-TKI; 2nd-gen ET, second generation EGFR-TKI; 3rd-gen ET: third generation
EGFR-TKI; ET+aVEGFR: EGFR-TKI+anti-VEGFR; MT+ET: MET-TKI+EGFR-TKI; IT+Plat: immunotherapy+platinum-based therapy;
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IT+aVEGFR+Plat: immunotherapy+anti-VEGFR+platinum-based therapy; ET+Plat: EGFR-TKI+platinum-based therapy;

aVEGFR+Plat: anti-VEGFR+platinum-based therapy; ET+aVEGFR+Plat: EGFR-TKI+anti-VEGFR+platinum-based therapy; ET+CT:
EGFR-TKI+cytotoxic therapy; Plat: platinum-based therapy; CT: cytotoxic therapy: WBRT: whole-brain radiotherapy; PFS:
progression-free survival; OS: overall survival; HR: hazard-ratio; Cl: confidence interval.

Appendix Table 10. ORR of all available interventions according to class-level Bayesian network analysis.

Ist-gen ET
0.71 (0.37-
1.33) 2nd-gen ET
138 (0.78- | 1.96(0.92-
2.59) 4.57) clitkgom If
0.76 (0.35- | 1.08(0.40- | 0.55 (0.20- ET +
1.66) 2.99) 2.99) aVEGFR
0.86 (0.35- | 122(042- | 0.62(021- | 1.13(0.34-
2.21) 3.90) 1.87) 3.91) ET+CT
227(0.66- | 3.22(0.89- | 1.64(047- | 2.99(0.69- | 2.66(0.54-
7.47) 11.32) 5.21) 12.45) 11.41) CALSSE
4.652.42- | 6.60(3.14- | 3.35(1.70- | 6.4 (2.19- | 5.44(1.67- | 2.06(0.73- Plat
8.79) 13.78) 6.09) 16.81) 15.96) 5.81)
882 (279- | 12.52(3.38- | 6.33(1.69- | 11.64(287- | 1028(2.28- | 3.89(074- | 190(052- | oo
29.56) 49.41) 24.30) 49.19) 45.82) 21.81) 7.58)

Note: Results for objective response rate (ORR) are shown in blue-colour cells. Comparisons should be read from left to right
and the estimate is in the cell in common between the column-defining drugs and the row-defining treatment. ORs (and 95%
Crl) more than 1 favour the column-defining treatment (the column-defining treatment has superior ORR). To obtain ORs for
comparisons in the opposite direction, reciprocals should be taken. Significant results are in bold and underscored.
Abbreviations: 1st-gen ET: first generation EGFR-TKI; 2nd-gen ET: second generation EGFR-TKI; 3rd-gen ET: third generation
EGFR-TKI; ET+aVEGFR: EGFR-TKI+anti-VEGFR; ET+CT: EGFR-TKI+cytotoxic therapy; ET+Plat: EGFR-TKI+platinum-based therapy;
Plat: platinum-based therapy; WBRT: whole brain radiotherapy.
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Appendix Table 11. Results of eligible studies on DoR.

Stud Intervention Control DoR of intervention DoR of control
y arm (Mons) arm (Mons)
Saito et al, 2019% » . .
arto etal, erlotinib + bevacizumab (112) erlotinib (112) 13.5 (0.2-26.9) 12.1 (1.43-24.5)

(Japan)
atezolizumab+carboplatin

56 (2:6-152
and paclitaxel (45) ( )

atezolizumab+bevacizumab+c
arboplatin and paclitaxel (34)

Reck et al, 2019%

11-1(2-8-18-0
(multiple nations) ( )

bevacizumab+carboplatin

; 4-7(2-6-13-5
and paclitaxel (45) ( )
Kelly et al, 2019*

(America)
Wu et al, 2018%

naquotinib (267) gefitinib/erlotinib (263) 9.17 (5.45-NA) 9.03 (7.39-NA)

(multiple nations) osimertinib (75) platinum-pemetrexed (41) 8.9 (4.3-NA) 5.7 (4.4-5.7)
Soria et al, 2018* L . .
(;L'ft 121: sations) osimertinib (279) gefitinib/erlotinib (277) 17.2 (13.8-22.0) 8.5 (7.3-9.8)
Wu et al, 2017%7 .
(m‘:ﬂi i;le; nations) dacomitinib (227) gefitinib (225) 148 (12:0-17-4) 83 (7-4-9-2)
Mok et al, 2017 . . pemetrexed-+carboplatin/cis
rtinib (2 7 (83-11.6 4.1(3.0-5.6

(multiple nations) osimertinib (279) platin (140) 7( ) ( )
Cheng et al, 2016 . -

eng etal, gefitinib+pemetrexed (126) gefitinib (65) 162 (12.6-18.7) 10.9 (9.7-12.8)

(multiple nations)

Abbreviations: DoR: duration of response; NA: not available.

Appendix Table 12. DoR of all available interventions according to class-level Bayesian network analysis.

Ist-gen ET
-6.48 (-18.19 to
5.16) 2nd-gen ET
-4.43 (-12.62 to 2.09 (-12.16 to
3.80) 16.42) I gEnlal
-1.36 (-13.18 to 5.08 (-11.44 to 3.04 (-11.29 to
10.23) 21.63) 17.31) ET +aVEGFR
-0.04 (-11.68 to 6.46 (-9.97 to 4.40 (-3.79 to 1.36 (-15.13 to Plat
11.60) 22.94) 12.65) 17.78)
-5.28 (-16.81 to 1.22 (-15.28 to 0.84 (-15.06t0 | -3.87(2038t0 | -5.25(-21.64 to BT+ CT
6.27) 17.66) 13.50) 12.47) 11.28)

Note: Results for Duration of response (DoR) are shown in blue-colour cells. Comparisons should be read from left to right
and the estimate is in the cell in common between the column-defining drugs and the row-defining treatment. MDs (Mean
Difference, MD and 95% Crl) more than O favour the column-defining treatment (the column-defining treatment has superior
DoR). To obtain MDs for comparisons in the opposite direction, reciprocals should be taken. Significant results are in bold and
underscored.

Abbreviations: 1st-gen ET: first generation EGFR-TKI; 2nd-gen ET: second generation EGFR-TKI; 3rd-gen ET: third generation
EGFR-TKI; ET+aVEGFR: EGFR-TKI+anti-VEGFR; ET+CT: EGFR-TKI+cytotoxic therapy; Plat: platinum-based therapy.
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Appendix Table 13. Grade 3 or higher AEs of all available interventions according to class-level Bayesian network

analysis.
Ist-gen ET
0.49 (0.19-
1.23) 2nd-gen ET
1.09 (0.43- | 2.24 (0.63-
2.75) 212) [
0.12 (0.02- | 0.25 (0.04- | 0.11 (0.02- ET +
0.61) 1.61) 0.72) aVEGFR
0.30 (0.06- | 0.61 (0.09- | 0.27 (0.04- | 2.48 (0.25-
1.57) 4.15) 1.84) 26.12) | ETTCT
0.28 (0.05- | 0.57 (0.08- | 0.25(0.04- | 2.33(0.21- | 0.94 (0.08-
1.60) 3.85) 1.73) 25.33) 10.14) ET  Plat
0.22 (0.11- | 0.45(0.16- | 0.20 (0.07- | 1.81 (0.31- | 0.73 (0.12- | 0.78 (0.15- Plat
0.41) 1.20) 0.53) 10.43) 4.15) 4.00)
014 (0.02- | 028 (0.04- | 0.13 (0.02- | 1.14 (0.10- | 0.46 (0.04- | 0.49 (0.04- | 063 (0.10- | oo
0.77) 2.04) 0.89) 12.42) 4.87) 5.91) 4.16)
114 (0.24- | 2.34(0.38- | 1.05(0.17- | 9.51(1.00- | 3.82(039- | 407 (039- | 525(0.98- | 836 (081- | o
5.60) 14.82) 6.52) 92.27) 37.26) 45.12) 29.83) 87.95)

Note: Results for grade 3 or higher adverse events (AEs) are shown in blue-colour cells. Comparisons should be read from left
to right and the estimate is in the cell in common between the column-defining drugs and the row-defining treatment. ORs
(and 95% Crl) less than 1 favour the column-defining treatment (the column-defining treatment has less grade 3 or higher
AEs. To obtain ORs for comparisons in the opposite direction, reciprocals should be taken. Significant results are in bold and

underscored.

Abbreviations: 1st-gen ET: first generation EGFR-TKI; 2nd-gen ET: second generation EGFR-TKI; 3rd-gen ET: third generation
EGFR-TKI; ET+aVEGFR: EGFR-TKI+anti-VEGFR; ET+CT: EGFR-TKI+cytotoxic therapy; ET+Plat: EGFR-TKI+platinum-based therapy;
Plat: platinum-based therapy; WBRT: whole brain radiotherapy.
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