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Figure S1Cochrane risk assessment.
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Figure S2ZFor e st

TGET versusFGET.

pl ot s

o dt theptimé of éata tcurofissociatad avitht

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H. Fi % Cl
1.1.1 Ongoing
Kelly 2019 0 267 0 263 Not estimable 2019
Ramalingam 2020 61 279 13 277 1.2% 4.66 [2.62, 8.28] 2020 -
Shi 2022 69 178 22 179 2.1% 3.15[2.05, 4.86] 2022 -
Lu 2022 a3 214 34 215 3.2% 2.75[1.95, 3.88] 2022 -
Lu 2023 66 182 29 180 27% 2.25[1.53, 3.31] 2023 -
Cho 2023 108 196 47 197 4.4% 2.31[1.75,3.05] 2023 -
Subtotal (95% CI) 1316 1311 13.6% 2.74 (2,32, 3.24] *
Total events 397 145
Heterogeneity: Chi? =6.11, df =4 (P = 0.18); 1= 35% 6002 0‘1 1' 1'0
Testfor overall effect: Z = 11.84 (P < 0.00001) Favours first generation EGFR TKI  Favours third generation EGFR TKI
1.1.2 Di inuation due to prog di Modified by random-effects model
Kelly 2019 61 267 82 263 6.6% 0.73[0.55, 0.97] 2018 -
Ramalingam 2020 153 279 199 2717 6.9% 0.76 [0.67, 0.87] 2020 -
Lu 2022 82 178 129 179  6.8% 0.64 [0.53, 0.77] 2022 -
Shi 2022 105 214 158 215 6.9% 0.67 [0.57,0.78] 2022 -
Lu 2023 81 182 138 180 6.8% 0.58 [0.48, 0.70] 2023 -
Cho 2023 44 196 109 197 6.6% 0.41 [0.30, 0.54] 2023 -
Subtotal (95% CI) 1316 1311 40.7% 0.63 [0.54, 0.73] ]
Total events 526 815
Heterogeneity: Tau? = 0.02; Chi? = 18.73, df = 5 (P = 0.002); P = 73%
Test for overall effect: Z = 6.00 (P < 0.00001)
1.1.3 Di: i ion due to events Modified by random-effects model
Kelly 2019 29 267 24 263 59% 1.19[0.71, 1.99] 2019 T
Ramalingam 2020 41 279 52 277 6.3% 0.78 [0.54, 1.14] 2020 T
Shi 2022 11 178 3 179 3.2% 3.69[1.05, 12.99] 2022 -
Lu 2022 1 214 9 215 4.5% 1.23[0.52, 2.90] 2022 -1
Cho 2023 19 196 18 197 5.5% 1.06 [0.57, 1.96] 2023 -
Lu 2023 20 182 2 180 2.8% 9.89 [2.35, 41.70] 2023 -
Subtotal (95% CI) 1316 1311 28.2% 1.44 [0.85, 2.43] -
Total events 131 108
Heterogeneity: Tau® = 0.26; Chi* = 16.54, df = 5 (P = 0.005); ? = 70% + t t
0.002 0.1 1 10 0

Test for overall effect: Z = 1.36 (P = 0.17)

Favours third generation EGFR TKI Favours first generation EGFR TKI



Figure S3 Comparisons of PFSEB-24 months)associated witif GET versusFGET

according to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
Events Total Events Total Weight M-H 95% Cl Year M-H. Random, 95% CI

4.2.1 PFSR-6m
Ohe 2018 242 279 205 277 51% 1.17[1.08,1.27] 2018 -
Kelly 2019 153 267 1989 263 5.0% 0.76 [0.67, 0.86] 2018 -
Shi 2022 153 178 142 179  51% 1.08 [0.98, 1.19] 2022 ~
Lu 2022 184 214 161 216 51% 1.15[1.04, 1.26] 2022 =
Cho 2023 169 196 148 197 51% 1.16 [1.05,1.29] 2023 ™
Lu 2023 162 182 158 180 5.1% 1.01[0.94,1.09] 2023 T
Subtotal (95% CI) 1316 1311 30.6% 1.05 [0.94, 1.17] *»
Total events 1063 1011

Heterogeneity: Tau? = 0.02; Chi? = 42.23, df = 5 (P < 0.00001); I? = 88%
Test for overall effect: Z = 0.86 (P = 0.39)

4.2.2 PFSR-12m

Ohe 2018 185 279 114 277 4.9% 1.61[1.37, 1.90] 2018 -
Kelly 2019 78 267 101 263 46% 0.76 [0.60, 0.97] 2019 a

Lu 2022 149 214 100 215 4.9% 1.50 [1.26, 1.77] 2022 -
Shi 2022 118 178 82 179 4.8% 1.45[1.20, 1.75] 2022 -
Cho 2023 141 196 81 197 4.8% 1.75[1.45, 2.11] 2023 -
Lu 2023 142 182 109 180 5.0% 1.29[1.12, 1.48] 2023 -
Subtotal (95% CI) 1316 1311 28.9% 1.36 [1.12, 1.65] .
Total events 813 587

Heterogeneity: Tau? = 0.05; Chi? = 34.93, df = 5 (P < 0.00001); I* = 86%
Test for overall effect: Z = 3.15 (P = 0.002)

4.2.3 PFSR-18m Modified by Fixed-effects model

Ohe 2018 138 279 60 277 3.0% 2.28[1.77,2.94] 2018 -
Shi 2022 96 178 35 179 1.8% 2.76[1.99, 3.82] 2022 -
Lu 2022 109 214 51 215 2.6% 2.15(1.63, 2.82] 2022 -

Lu 2023 104 182 49 180  2.5% 2.10[1.60, 2.75] 2023 -
Cho 2023 106 196 50 197 2.5% 2.13[1.62, 2.80] 2023 —
Subtotal (95% CI) 1049 1048  12.4% 2.25[1.99, 2.55] L 2
Total events 553 245

Heterogeneity: Chi? = 2.03, df =4 (P = 0.73); P = 0%
Test for overall effect: Z = 12.89 (P < 0.00001)

4.2.4 PFSR-24m

Ohe 2018 98 279 24 277 37% 4.05[2.68,6.13] 2018 -
Lu 2022 72 214 27 215 3.8% 2.68[1.80, 4.00] 2022 -

Shi 2022 30 178 22 179 3.2% 1.37[0.82, 2.28] 2022 -

Cho 2023 82 196 26 197 3.8% 3.17 [2.14, 4.70] 2023 -
Lu 2023 81 182 39 180 4.2% 2.05[1.49, 2.83] 2023 -
Subtotal (95% Cl) 1049 1048  18.6% 2.53[1.82,3.52] -

Total events 363 138

Heterogeneity: Tau? = 0.10; Chi* = 13.59, df = 4 (P = 0.009); P =71%
Test for overall effect: Z =5.49 (P < 0.00001)

Total (95% CI) 4730 4718 100.0% 1.57 [1.36, 1.82] <
Total events 2792 1981
Heterogeneity: Tau? = 0.11; Chi? = 395.43, df = 21 (P < 0.00001); I? = 95%
Test for overall effect: Z = 6.05 (P < 0.00001)

Test for subarouo differences: Chi? = 91.45. df = 3 (P < 0.00001). 2= 96.7%

0.05 02 1 5 20
Favours first generation EGFR TKI  Favours third generation EGFR TKI



Figure S4 Comparisons of OSK6-36 months)associated witfGET versusFGET

according to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
B % Cl Year M-H. Fixed. 95% CI
4.1.1 OSR-6m
Ramalingam 2020 272 279 257 277 8.1% 1.05[1.01, 1.09] 2020 -
Shi 2022 164 178 164 179 5.2% 1.01[0.95, 1.07] 2022 R
Cho 2023 187 196 184 197 5.8% 1.02[0.97, 1.07] 2023 T
Lu 2023 170 182 172 180 55% 0.98[0.93, 1.03] 2023 L
Subtotal (95% CI) 835 833 24.5% 1.02 [0.99, 1.04] »
Total events 793 T
Heterogeneity: Chi? = 5.41, df = 3 (P = 0.14); I = 45%
Test for overall effect: Z = 1.46 (P = 0.14)
4.1.2 OSR-12m
Ramalingam 2020 248 279 227 277 7.2% 1.08 [1.01, 1.16] 2020 -
Lu 2022 184 214 183 216 58% 1.01[0.93, 1.09] 2022 - I
Shi 2022 149 178 154 179 4.8% 0.97 [0.89, 1.06] 2022 - 1
Cho 2023 175 196 165 197  52% 1.07 [0.99, 1.15] 2023 T
Lu 2023 155 182 159 180 5.0% 0.96 [0.89, 1.05] 2023 N P
Subtotal (95% CI) 1049 1048 28.0% 1.02 [0.99, 1.06]
Total events 911 888
Heterogeneity: Chi? = 7.25, df = 4 (P = 0.12); 12 = 45%
Test for overall effect: Z = 1.38 (P = 0.17)
4.1.3 OSR-18m Modified by random-effects model
Ramalingam 2020 228 279 198 277 5.3% 1.14[1.04, 1.25] 2020 -
Shi 2022 134 178 134 179 42% 1.01[0.89, 1.13] 2022 -
Lu 2023 137 182 145 180 4.5% 0.93 [0.84, 1.04] 2023 - - |
Cho 2023 157 196 141 197 4.4% 1.12[1.00, 1.25] 2023
Subtotal (95% ClI) 835 833 18.4% 1.05 [0.95, 1.15] —~——
Total events 656 618
Heterogeneity: Tau? = 0.01; Chi* = 9.24, df = 3 (P = 0.03); I* = 68%
Test for overall effect: Z = 1.01 (P = 0.31)
4.1.4 OSR-24m Modified by random-effects model
Ramalingam 2020 207 279 163 217 41% 1.26[1.12, 1.42] 2020 -
Shi 2022 122 178 109 179 3.1% 1.13[0.96, 1.31] 2022 -1
Lu 2023 121 182 126 180 3.5% 0.95[0.83, 1.09] 2023 - 1
Cho 2023 129 196 114 197 31% 1.14[0.97, 1.33] 2023 T
Subtotal (95% CI) 835 833 13.8% 1.12 [0.99, 1.26] "“
Total events 579 512
Heterogeneity: Tau® = 0.01; Chi* = 9.04, df = 3 (P = 0.03); I = 67%
Test for overall effect: Z = 1.74 (P = 0.08)
4.1.5 OSR-30m
Ramalingam 2020 178 279 144 277 4.6% 1.23 [1.06, 1.42] 2020 -
Lu 2023 121 182 108 180 3.4% 1.11[0.95, 1.30] 2023 I
Subtotal (95% CI) 461 457  8.0% 1.18 [1.06, 1.31] i
Total evenis 299 252
Heterogeneity: Chi? = 0.89, df = 1 (P = 0.35); I=0%
Test for overall effect: Z = 2.99 (P = 0.003)
4.1.6 OSR-36m
Ramalingam 2020 152 279 122 277 3.9% 1.24[1.04, 1.47] 2020
Subtotal (95% CI) 279 277 3.9% 1.24 [1.04, 1.47] —e R ——
Total events 152 122
Heterogeneity: Not applicable
Test for overall effect: Z = 2.44 (P = 0.01)
Total (95% Cl) 4294 4281 100.0% 1.07 [1.04, 1.09] L 4
Total events 3390 3169 ) . . X
ity: Chiz = = - 2= t + t t

Heterogeneity: Chi? = 58.70, df = 19 (P < 0.00001); I*=68% 07 0.85 1 12 15

Test for overall effect: Z = 5.67 (P < 0.00001)

Test for subaroup differences: Chi* = 18.24. df = 5 (P = 0.003). 1> =72.6%

Favours first generation EGFR TKI

Favours third generation EGFR TKI



Figure S5 Comparisons of CN®FSR(6-24 months)associated witlT GET versus

FGETaccording to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
_Study or Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H. Fixed, 95% CI
4.7.1 CNS-PFSR-6m
Reungwetwattana 2018 53 61 47 67 15.4% 1.24[1.03, 1.49] 2018 —
Shi 2022 CNS 59 65 50 62 17.6% 1.13[0.97, 1.30] 2022 ™
Soo0 2023 41 45 30 41 10.8% 1.25[1.01, 1.63] 2023 .
Subtotal (95% CI) 171 170 439%  1.19[1.08,1.32] <
Total events 153 127
Heterogeneity: Chi? = 0.96, df = 2 (P = 0.62); P = 0%
Test for overall effect: Z = 3.45 (P = 0.0006)
4.7.2 CNS-PFSR-12m
Reungwetwattana 2018 46 61 38 67 12.5% 1.33[1.03, 1.71] 2018 —
Shi 2022 CNS 51 65 31 62 10.9% 1.57 [1.19, 2.08] 2022 -
Soo 2023 3 45 16 4 5.8% 1.77[1.15,2.71] 2023 -
Subtotal (95% CI) 171 170 292%  1.51[1.26, 1.79] L 4
Total events 128 85
Heterogeneity: Chi = 1.53, df = 2 (P = 0.46); P = 0%
Test for overall effect: Z = 4.61 (P < 0.00001)
4.7.3 CNS-PFSR-18m
Reungwetwattana 2018 36 61 27 67 8.9% 1.46[1.02,2.10] 2018 I
Shi 2022 CNS 39 65 22 62 7.8% 1.69[1.14,2.50] 2022 -
Soo 2023 28 45 12 4 4.3% 2.13[1.25,3.60] 2023 -
Subtotal (95% CI) 17 170 21.0%  1.68[1.33,2.13] -
Total events 103 61
Heterogeneity: Chi? = 1.33, df = 2 (P = 0.51); I = 0%
Test for overall effect: Z = 4.32 (P < 0.0001)
4.7.4 CNS-PFSR-24m
Reungwetwattana 2018 36 61 18 67 5.9% 2.20[1.40,3.43] 2018 - =
Subtotal (95% CI) 61 67 59%  2.20[1.40, 3.43] ———
Total events 36 18
Heterogeneity: Not applicable
Test for overall effect: Z = 3.45 (P = 0.0006)
Total (35% CI) 574 577 100.0%  1.45[1.32, 1.59] *
Total events 420 291 ) ) ) , ) )
ity: Chi? = = = CR= + t t + + t
Heterogeneity: Chi? = 24.01, df =9 (P = 0.004); * = 63% 01 02 05 2 5 10

Test for overall effect: Z = 7.99 (P < 0.00001)

Test for subaroun differences: Chi2 = 14.95. df = 3 (P = 0.002). > = 79.9%

Favours first generation EGFR TKI

Favours third generation EGFR TKI



Figure S6 Subgroup analysis of PFSB-24 month$ in patients with CNS metastases

(A), without CNS metastases (Byith Ex19del mutations (C), and with L858R

mutations (D).
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Figure S7 Comparisons of PFSE-24 months)associated witif GET versusFGET

in patients with CNS metastassascording to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
_ Study or Sub Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
4.3.1 PFSR-6m Modified by Fixed-effects model
Ohe 2018 40 53 40 63  86% 1.19[0.93, 1.51] 2018 ~
Shi 2022 52 63 50 58 12.3% 0.96 [0.82, 1.12] 2022 i
Lu 2022 45 56 38 59 88% 1.25[0.99, 1.57] 2022 ™
Reungwetwattana 2023 35 39 27 31 71% 1.03 [0.87, 1.22] 2023 T
Lu 2023 51 59 50 57 12.0% 0.99 [0.86, 1.13] 2023 T
Subtotal (95% Cl) 270 268 439%  1.07[0.98,1.16] 4
Total events 223 205

Heterogeneity: Chi? = 5.89, df =4 (P = 0.21); P = 32%
Test for overall effect: Z = 1.53 (P = 0.13)

4.3.2 PFSR-12m

Ohe 2018 33 53 23 63 6.1% 1.71[1.16, 2.51] 2018 -
Lu 2022 34 56 16 59 5.5% 2.24[1.40, 3.58] 2022 -
Shi 2022 41 63 32 58 6.7% 1.18 [0.88, 1.58] 2022 Il

Lu 2023 41 59 41 57 71% 0.97 [0.76, 1.22] 2023 T
Reungwetwattana 2023 28 39 1" 3 5.2% 2.02[1.21,3.38] 2023 _
Subtotal (95% CI) 270 268 30.6% 1.48 [1.06, 2.08] at
Total events 177 123

Heterogeneity: Tau? = 0.11; Chi? = 18.07, df = 4 (P = 0.001); = 78%
Test for overall effect: Z = 2.27 (P = 0.02)

4.3.3 PFSR-18m

Ohe 2018 22 53 8 63 3.9% 3.27 [1.59, 6.73] 2018 -

Lu 2022 28 56 5 59  32% 5.90 [2.45, 14.20] 2022 -
Shi 2022 32 63 14 58 5.2% 2.10[1.25, 3.53] 2022 -
Reungwetwattana 2023 22 39 8 3 4.3% 2.19[1.13,4.22] 2023 -

Lu 2023 34 59 25 57  62% 1.31[0.91,1.90] 2023 p

Subtotal (95% CI) 270 268 22.8% 2.38 [1.46, 3.90] -

Total events 138 60

Heterogeneity: Tau® = 0.22; Chi* = 13.85, df =4 (P = 0.008); F=71%
Test for overall effect: Z = 3.45 (P = 0.0006)

4.3.4 PFSR-2dm

Ohe 2018 14 53 5 63 2.9% 3.33[1.28,8.64] 2018 -

Lu 2022 14 56 0 59 05% 30.53 [1.86, 499.88] 2022

Reungwetwattana 2023 18 39 0 3 0.5% 29.60 [1.85,472.51] 2023 >

Lu 2023 31 59 25 57 6.1% 1.20[0.82, 1.75] 2023 T

Subtotal (95% CI) 207 210 10.0% 5.00 [0.99, 25.27] e —

Total events v 30

Heterogeneity: Tau? = 1.95; Chi? = 20.56, df = 3 (P = 0.0001); I* = 85%

Test for overall effect: Z = 1.95 (P = 0.05)

Total (95% CI) 1017 1014 100.0% 1.52 [1.24, 1.86] ‘

Total events 615 418 ) ) ) )

Heterogeneity: Tau? = 0.14; Chi? = 124.52, df = 18 (P < 0.00001); I? = 86 4 T g .

el O (P <0.0001) f ) " Ll o g Ly CL
Fawvours first generation EGFR TKI Favours third generation EGFR TKI

Test for subaroun differences: Chi? = 16.77. df = 3 (P = 0.0008). I? = 82.1%



Figure S8 Comparisons of PFSE-24 months)associated witif GET versusFGET

in patients without CNS metastasescording to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
Events Total Events Total Weight M-H. Fixed. 95% Cl Year M-H, Fixed. 95% CI
4.4.1 PFSR-6m
Ohe 2018 202 226 165 214 18.9% 1.16 [1.06, 1.26] 2018 il
Lu 2022 139 158 123 156 13.8% 1.12[1.01, 1.23] 2022 ™
Shi 2022 101 15 92 121 10.0% 1.16 [1.02, 1.30] 2022 ™
Lee 2024 52 56 44 60 4.7% 1.27 [1.07, 1.50] 2024 -
Subtotal (95% CI) 555 551 47.5% 1.16 [1.10, 1.22] )
Total events 494 424

Heterogeneity: Chiz = 1.61, df = 3 (P = 0.66); 1= 0%
Test for overall effect: Z = 5.25 (P < 0.00001)

4.4.2 PFSR-12m

Ohe 2018 152 226 91 214 104% 1.58 [1.32, 1.89] 2018 -
Lu 2022 115 158 84 156 9.4% 1.35[1.14, 1.61] 2022 -
Shi 2022 7 115 50 121 5.4% 1.62 [1.26, 2.08] 2022 -
Lee 2024 43 56 26 80 2.8% 1.77 [1.28, 2.45] 2024 -
Subtotal (95% CI) 555 551 281% 1.53 [1.38, 1.70] ’
Total events 387 251

Heterogeneity: Chi? = 3.08, df = 3 (P = 0.38); = 3%
Test for overall effect: Z = 7.86 (P < 0.00001)

4.4.3 PFSR-18m

Ohe 2018 116 226 52 214 6.0% 2.11[1.62,2.76] 2018 -

Shi 2022 64 115 21 121 2.3% 3.21[2.10, 4.89] 2022 -
Lu 2022 81 158 46 156 52% 1.74[1.31,2.32] 2022 -

Lee 2024 32 56 16 60 1.7% 2.14 [1.33, 3.45] 2024 -
Subtotal (95% CI) 555 551 15.1% 2.15 [1.82, 2.54] L 2
Total events 293 135

Heterogeneity: Chi? = 5.69, df = 3 (P = 0.13); I = 46%
Test for overall effect: Z = 9.04 (P < 0.00001)

4.4.4 PFSR-24m Modified by random-effects model

Ohe 2018 84 226 19 214 48% 4.19[2.64, 6.64] 2018 -
Lu 2022 57 158 27 156  5.3% 2.08 [1.40, 3.11] 2022 -

Shi 2022 30 115 19 121 4.4% 1.66 [0.99, 2.78] 2022 —

Lee 2024 23 56 19 60 46% 1.30 [0.80, 2.11] 2024 T

Subtotal (95% CI) 555 551 19.1% 2.09[1.28, 3.43] -

Total events 194 84

Heterogeneity: Tau® = 0.20; Chi* = 13.61, df = 3 (P = 0.003); I* = 78%
Test for overall effect: Z = 2.94 (P = 0.003)

Total (95% CI) 2220 2204 100.0%  1.52[1.44, 1.61] ]
Total events 1368 894

o Chiz = - .\ 2 = 909 b ; + |
Heterogeneity: Chi = 144.68, df = 15 (P < 0.00001); I? = 90% 0.01 01 10 100

e 1
Test for overall effect: Z = 15.02 (P < 0.00001) Favours first generation EGFR TKI Favours third generation EGFR TKI

Test for subaroup differences: Chi* = 86.54. df = 3 (P < 0.00001). I? = 96.5%



Figure S9 Comparisons of PFSEB-24 months)associated witif GET versusFGET

in patients withEx19del mutationsccording to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio

__Study or Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI

4.5.1 PFSR-6m

Ohe 2018 156 175 135 174 20.8% 1.15[1.04, 1.26] 2018 B

Lu 2022 133 140 i 141 17.0% 1.21[1.10, 1.33] 2022 -

Reungwetwattana 2023 71 7 57 7 8.8% 1.25[1.07, 1.44] 2023 -

Subtotal (95% CI) 392 302 46.6%  1.19[1.12,1.26] [}

Total events 360 303

Heterogeneity: Chi? = 0.98, df = 2 (P = 0.61); I = 0%
Test for overall effect: Z = 5.52 (P < 0.00001)

4.5.2 PFSR-12m

Ohe 2018 125 175 77 174 11.9% 1.61[1.33, 1.95] 2018 -
Lu 2022 110 140 72 141 11.0% 1.54 [1.28, 1.85] 2022 -
Reungwetwattana 2023 61 7 39 v 6.0% 1.56 [1.22,2.01] 2023 -
Subtotal (95% CI) 392 392 28.9% 1.57 [1.40, 1.77] *

Total events 296 188

Heterogeneity: Chi? = 0.13, df = 2 (P = 0.94); I = 0%
Test for overall effect: Z = 7.59 (P < 0.00001)

4.5.3 PFSR-18m

Ohe 2018 95 175 38 174  59% 2.49[1.82,3.40] 2018 -
Lu 2022 80 140 36 141 55% 2.24[1.63,3.07] 2022 "7
Reungwetwattana 2023 48 7 27 7 4.2% 1.78[1.25,2.52] 2023 -
Subtotal (85% CI) 392 392 155%  2.21[1.83,2.67] L 4
Total events 223 101

Heterogeneity: Chi? = 2.03, df = 2 (P = 0.36); P = 2%
Test for overall effect: Z = 8.24 (P < 0.00001)

4.5.4 PFSR-24m

Ohe 2018 67 175 24 174 3.7% 2.78([1.83,4.21] 2018 -
Lu 2022 4 140 22 141 34% 1.88[1.18,2.98] 2022 -
Reungwetwattana 2023 32 7 12 7 1.8% 2.67 [1.49,4.78] 2023 -
Subtotal (95% CI) 392 392 8.9% 2.41[1.84,3.417] >
Total events 140 58

Heterogeneity: Chi? = 1.68, df = 2 (P = 0.43); P = 0%
Test for overall effect: Z = 6.34 (P < 0.00001)

Total (95% CI) 1568 1568 100.0% 1.57 [1.47, 1.67] (]

Total events 1019 650 . ) ) )
ity: Chi2 = = . |2 = 90 k t + d

Heterogeneity: Chi* = 105.13, df = 11 (P < 0.00001); 12 = 80% 0.01 01 1 10 100

Test for overall effect: Z = 14.14 (P < 0.00001)

F first tion EGFR TKI F third tion EGFR TKI
Test for subaroun differances: Chiz = 67.04. df = 3 (P < 0.00001). I* = 95.5% Bvours first generation avours third generation



Figure S10Comparisons of PFSE-24 months)ssociated witf GET versusFGET

in patients with L858R mutatioreeccording to survival time.

Third generation EGFR TKI  First generation EGFR TKI Risk Ratio Risk Ratio
_Study or Sub Events Total Events Total Weight M-H. Fixed, 95% CI Year M-H. Fixed, 95% C|
4.6.1 PFSR-6m
Ohe 2018 86 104 70 103  23.9% 1.22 [1.04, 1.43] 2018 =
Lu 2022 51 74 50 74 17.0% 1.02[0.82, 1.27] 2022 R
Reungwetwattana 2023 41 52 36 52 12.2% 1.14 [0.91, 1.43] 2023 ™
Subtotal (95% CI) 230 229 53.2% 1.14[1.01,1.27] *
Total events 178 156
Heterogeneity: Chi* = 1.64, df = 2 (P = 0.44); I = 0%
Test for overall effect: Z = 2.21 (P = 0.03)
4.6.2 PFSR-12m
Ohe 2018 60 104 37 103 12.6% 1.61[1.18,2.18] 2018 -
Lu 2022 39 74 28 74 95% 1.39[0.97,2.00] 2022 _'_
Reungwetwattana 2023 31 52 17 52 5.8% 1.82[1.16, 2.86] 2023 -
Subtotal (95% CI) 230 229 27.9% 1.58 [1.28, 1.94] <
Total events 130 82
Heterogeneity: Chi? = 0.86, df = 2 (P = 0.65); I?= 0%
Test for overall effect: Z = 4.31 (P < 0.0001)
4.6.3 PFSR-18m
Ohe 2018 42 104 22 103  7.5% 1.89[1.22,2.93] 2018 -
Lu 2022 29 74 15 74 51% 1.93[1.13, 3.30] 2022 -
Reungwetwattana 2023 21 52 8 52 27% 2.63[1.28,5.38] 2023
Subtotal (95% CI) 230 229 153% 2,04 [1.50, 2.76] >
Total events 92 45
Heterogeneity: Chi? = 0.63, df =2 (P = 0.73); 1= 0%
Test for overall effect: Z = 4.55 (P < 0.00001)
4.6.4 PFSR-24m Modified by random-effects model
Ohe 2018 31 104 0 103 08% 62.40(3.87, 1006.36] 2018 T g
Lu 2022 26 74 5 74 49% 5.20[2.11,12.81] 2022 -
Reungwetwattana 2023 20 52 5 52 4.9% 4.00[1.62, 9.85] 2023 -
Subtotal (95% CI) 230 229 10.7% 6.27 [2.13, 18.45] -‘
Total events 77 10
Heterogeneity: Tau® = 0.48; Chi* = 4.60, df = 2 (P = 0.10); P = 57%
Test for overall effect: Z = 3.33 (P = 0.0009)
Total (95% CI) 920 916 100.0% 1.62 [1.46, 1.80] ¢
Total events 477 293

Heterogeneity: Chi? = 58.98, df = 11 (P < 0.00001); I* = 81%
Test for overall effect: Z = 9.11 (P < 0.00001)
Test for subaroun differences: ChiZ = 47 16. df = 3 (P < 0.00001). 2 = 93.6%

0.005 01 1 10
Favours first generation EGFR TKI Favours third generation EGFR TKI



Figure S11 Trend ofrisk ratios in thesubgroup analysisf PFSR 6-24 month$ in
patients with CNS metastases (A), without CNS metastases (B), with Ex19del

mutations (C), and with L858R mutations (D)
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Figure S12Forest plots ofesponse (ORR, DCR, CR, PR, SD, and P&ysociated

with TGET versusFGET.

Third generation EGFR TKI

5.5.1 ORR

Cho 2023 149 196 150
Lu 2023 138 182 141
Lu 2022 158 214 155
Shi 2022 158 178 151
Kelly 2019 88 267 126
Ohe 2018 223 279 210
Subtotal (95% CI) 1316

Total events 914 933

Heterogeneity: Tau? = 0.01; Chi? = 17.24, df = 5 (P = 0.004); P = 71%
Test for overall effect: Z = 0.40 (P = 0.69)

5.5.2 DCR

Cho 2023 184 196 185
Lu 2023 170 182 177
Shi 2022 170 178 167
Lu 2022 199 214 208
Kelly 2019 166 267 174
Ohe 2018 270 279 256
Subtotal (95% CI) 1316

Total events 1159 1167

Heterogeneity: Tau? = 0.00; Chi? = 15.29, df = 5 (P = 0.009); ? = 67%
Test for overall effect: Z = 0.43 (P = 0.66)

5.53CR

Cho 2023 2 196

Lu 2023 0 182

Shi 2022 0 178

Lu 2022 1 214

Kelly 2019 0 267

Ohe 2018 7 279

Subtotal (95% CI) 1316

Total events 10

Heterogeneity: Chiz = 0.16, df = 2 (P = 0.92); I? = 0%

Test for overall effect: Z = 0.99 (P = 0.32)

554 PR

Cho 2023 147 196 149
Lu 2023 138 182 141
Lu 2022 157 214 154
Shi 2022 158 178 151
Kelly 2019 88 267 126
Ohe 2018 216 279 208
Subtotal (95% CI) 1316

Total events 904 927
Heterogeneity: Tau® = 0.01; Chi* = 16.63, df = 5 (P = 0.005); P = 70%
Test for overall effect: Z =0.48 (P = 0.62)

5.5.55D

Lu 2023 32 182 36
Cho 2023 35 196 35
Shi 2022 12 178 16
Lu 2022 41 214 53
Kelly 2019 78 267 48
Ohe 2018 47 279 46
Subtotal (95% CI) 1316

Total events 245 234
Heterogeneity: Tau? = 0.05; Chi* = 11.02, df = 5 (P = 0.05); I = 55%
Test for overall effect: Z =0.07 (P = 0.95)

5.5.6 PD

Cho 2023 6 196 8
Lu 2023 1 182 1
Shi 2022 5 178 10
Lu 2022 12 214 L]
Kelly 2019 17 267 9
Ohe 2018 3 279 14
Subtotal (95% CI) 1316

Total events 44 48

Heterogeneity: Tau? = 0.46; Chi? = 12.41, df = 5 (P = 0.03); I? = 60%
Test for overall effect: Z=0.41 (P = 0.68)

PO soOa

@

First generation EGFR TKI

197
180
216
179
263
277
1311

197
180
179
215
263
277
1311

197
180
179
215
263
277
1311

197
180
215
179
263
277
1311

180
197
179
215
263
277
1311

197
180
179
215
263
277
1311

4.5%
4.5%
4.4%
5.9%
1.9%
5.5%
26.7%

7.5%
7.8%
7.5%
7.8%
3.9%
8.0%
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0.1%
0.2%

4.4%
4.5%
4.3%
5.9%
1.9%
5.3%

26.3%

0.6%
0.6%
0.2%
0.8%
1.0%
0.7%
3.9%

0.1%
0.0%
0.1%
0.1%
0.2%
0.1%
0.6%

Risk Ratio Risk Ratio

% Cl Year M-H, Randk

1.00[0.89, 1.12] 2023 T
0.97 [0.87, 1.08] 2023 T
1.02 [0.91, 1.15] 2022 T
1.05[0.97, 1.14] 2022 r
0.69 [0.56, 0.85] 2019 -
1.05 [0.96, 1.15] 2018 r
0.98 [0.90, 1.07] ¢4

1.00 [0.95, 1.05] 2023
0.95[0.91, 0.99] 2023 b
1.02[0.87, 1.08] 2022 r
0.96[0.92,1.00] 2022 1
0.94 [0.83, 1.07] 2019 1
1.05[1.01, 1.09] 2018 r
0.99 [0.96, 1.03]

Modified by Fixed-effects model
2.01[0.18,21.99] 2023
Not estimable 2023
Not estimable 2022
1.00 [0.06, 15.96] 2022
Not estimable 2019
1.74[0.51, 5.87] 2018
1.66 [0.61, 4.54]

0.99[0.89, 1.11] 2023
0.97 [0.87, 1.08] 2023

1.02[0.91, 1.15] 2022

1.05[0.87, 1.14] 2022

0.69 [0.586, 0.85] 2019 -
1.04[0.95, 1.14] 2018

0.98 [0.90, 1.06]

0.88 [0.57, 1.35] 2023
1.01[0.66, 1.54] 2023
0.75[0.37, 1.55] 2022
0.78 [0.54, 1.12] 2022
1.60 (1.17,2.20] 2019
1.01[0.70, 1.47] 2018
1.01[0.79, 1.29]

0.01 0.1 1 10 100

Favours first generation EGFR TKI Favours third generation EGFR TKI

0.75[0.27, 2.13] 2023
0.99 [0.06, 15.69] 2023
0.50[0.18, 1.44] 2022
2.01[0.77, 5.26] 2022
1.86 [0.84, 4.10] 2019 T

0.21[0.06, 0.73] 2018

0.86 [0.42, 1.77]

0.01 0.1 1 10
Favours third generation EGFR TKI Favours first generation EGFR TKI



Figure S13Forest plots oDOR and CNSDOR associated witi GET versusFGET.

s s loafH Ratio] SE_Weight IV, Fixed, 95% Cl Y

5.1.1 DOR

Kelly 2019 0.260825 0.344212 11.6%
Ohe 2019 -0.34249 0.30118 13.6%
Lu 2022 -0.96758 0.152965 23.0%
Shi 2022 -0.84397 0.164171 22.2%
Cho 2023 -0.82098 0.160358 22.5%
Subtotal (95% Cl) 93.0%

Heterogeneity: Tau? = 0.09; Chi* = 12.96, df =4 (P = 0.01); I = 69%
Test for overall effect: Z = 3.95 (P < 0.0001)

5.1.2 CNS-DOR

Reungwetwattana 2018 -0.12783 0.656216  1.6%
Soo 2023 -0.65393 0.902071  0.9%
Subtotal (95% CI) 2.5%

Heterogeneity: Chiz = 0.22, df = 1 (P = 0.64); 1> = 0%
Test for overall effect: Z = 0.58 (P = 0.56)

Total (95% Cl) 100.0%
Heterogeneity: Chi2 = 13.91, df = 6 (P = 0.03); I? = 57%

Test for overall effect: Z = 9.01 (P < 0.00001)

Test for subaroun differences: Chi2 =0.73. df =1 (P = 0.39). 2= 0%

Hazard Ratio

Hazard Ratio

V. Fim"b Cl

Modified by random-effects model

1.30[0.66, 2.55] 2019
0.71[0.39, 1.28] 2019
0.38 [0.28, 0.51] 2022
0.43[0.31,0.59] 2022
0.44[0.32, 0.60] 2023
0.52[0.38, 0.72]

0.88[0.24, 3.18] 2018
0.52[0.09, 3.05] 2023
0.73 [0.26, 2.08]

0.47 [0.40, 0.55]

———

>
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1
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Figure S14Forest plots oflepth of response and depth of CNS resp@asseciated

with TGET versusFGET.

Third generation EGFR TKI First generation EGFR TKI Mean Difference Mean Difference

_Study or Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI

5.4.1 Depth of response

Ohe 2018 -0.547 0.097194 279  -0.485 0.117092 277 31.8% -0.06 [-0.08, -0.04] 2018 -

Lu 2022 -045 0.127551 214 -0.42 0.155867 215 14.0% -0.03[-0.06,-0.00] 2022 —

Shi 2022 -0.611 0.066837 178 -0.559 0.071939 179  49.0% -0.05[-0.07,-0.04] 2022 =

Reungwetwattana 2023 -0.514 0.222 129 -0.484 0.237 129  32% -0.03[-0.09, 0.03] 2023 1

Subtotal (95% CI) 800 800 98.1% -0.05[-0.06, -0.04] ’

Heterogeneity: Chi* = 4.34, df = 3 (P = 0.23); I?= 31%
Test for overall effect: Z = 9.88 (P < 0.00001)

5.4.2 Depth of CNS response Modified by random-effects model

Reungwetwattana 2018 -0.64 0.306122 22 -0.45 0.306122 19 1.7% -0.19 [-0.38, -0.00] 2018

Shi 2022 -0.61 0.201531 23 -0.4 0.125 37 6.1% -0.21 [-0.30, -0.12] 2022 -

Reungwetwattana 2023 -0.462 0.155867 13 -0.503 0.25051 14 24% 0.04 [-0.12, 0.20] 2023 R

Subtotal (95% CI) 58 70 10.3% -0.12 [-0.28, 0.04] *‘

Heterogeneity: Tau® = 0.01; Chi* =7.56, df = 2 (P = 0.02); F =74%

Test for overall effect: Z = 1.52 (P =0.13)

Total (95% ClI) 858 870 100.0% -0.05 [-0.06, -0.04] +

H neity: Chi? = 19.13, df = 6 (P = 0.004); I = 69 ! p t y

T::rfz??:v:gllgﬁem' zg= 130d35 (g (< ) oonggﬂ)) oo 05 025 0 0.25 05
N N Favours third generation EGFR TKI Favours first generation EGFR TKI

Test for subaroun differences: Chi* = 7.23. df = 1 (P = 0.007). I* = 86.2%



Figure S15Comparisons of EPE5-24 monthshassociated witi GET versusFGET.

Third generation EGFR TKI

5.2.1 EPR-6m

Ohe 2019 43 49
Shi 2022 140 158
Cho 2023 135 149
Subtotal (95% CI) 356
Total events 318

First generation EGFR TKI

29 42
122 151
93 150
343

244

Heterogeneity: Tau? = 0.03; Chi? = 12.45, df = 2 (P = 0.002); I* = 84%

Test for overall effect: Z = 2.20 (P = 0.03)

5.2.2 EPR-12m

Ohe 2018 143 223
Cho 2019 83 129
Lu 2022 105 158
Shi 2022 107 158
Cho 2023 110 149
Subtotal (95% CI) 817
Total events 548

43 210
56 148
58 155
64 151
59 150
814

280

Heterogeneity: Tau? = 0.04; Chi? = 16.03, df = 4 (P = 0.003); ? = 75%

Test for overall effect: Z = 6.07 (P < 0.00001)

5.2.3 EPR-18m

Ohe 2018 110 223
Cho 2019 62 129
Shi 2022 92 158
Lu 2022 83 158
Cho 2023 84 149
Subtotal (95% CI) 817
Total events 431

Heterogeneity: Chi? = 6.04, df =4 (P = 0.20); I* = 34%
Test for overall effect: Z = 13.39 (P < 0.00001)

5.2.4 EPR-24m

Ohe 2019 12 49
Shi 2022 35 158
Cho 2023 68 149
Subtotal (95% CI) 356
Total events 115

Heterogeneity: Tau? = 0.28; Chi* = 7.89, df = 2 (P = 0.02); P = 75%

Test for overall effect: Z = 2.54 (P = 0.01)

Total (95% CI) 2346

Total events 1412

24 210
31 148
26 151
29 155
30 150
814
140
4 42
22 151
17 150
343
43
2314
707

Heterogeneity: Tau? = 0.21; Chi* = 234.06, df = 15 (P < 0.00001); I* = 84%

Test for overall effect: Z = 6.03 (P < 0.00001)

Test for subaroun differences: Chi? = 35.26. df = 3 (P < 0.00001). I* = 91.5%

6.8%
71%
71%
21.0%

6.6%
6.7%
6.8%
6.8%
6.8%
33.7%

3.5%
4.1%
3.7%
4.1%
4.2%
19.6%

3.1%
5.6%
5.6%
14.3%

100.0%

Risk Ratio
% Cl Year

Risk Ratio
M-H. Rand| ¥

1.27[1.01,1.60] 2019
1.10[1.00, 1.21] 2022
1.46 [1.28, 1.67] 2023
1.26 [1.03, 1.55]

3.13[2.36, 4.16] 2018
1.70[1.33,2.17] 2019
178[1.41,2.24] 2022
1.60 [1.29, 1.98] 2022
1.88 [1.51, 2.34] 2023
1.93 [1.56, 2.39]

Modified by Fixed-effects model
4.32[2.90, 6.43] 2018
2.29[1.60,3.29] 2019
3.38 [2.33,4.91] 2022
2.81[1.96,4.02] 2022
2.82[1.99,4.00] 2023
3.08 [2.61, 3.63]

2.57[0.90, 7.38] 2019
1.52[0.94,2.47] 2022
4.03 [2.49, 6.51] 2023
2.50 [1.23, 5.07]

2.12 [1.66, 2.70]
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Figure S16 Comparisons of CNEPR (6-24 months)associated witifGET versus

FGET.

Third generation EGFR TKI  First generation EGFR TKI
Total Weight M-H. Fixed, 95% Cl Year

_Study or Events Total Evenis
5.3.1 CNS-EPR-6m
Reungwetwattana 2018 15 20 8
Soo 2023 15 17 8
Subtotal (95% CI) 37
Total events 30 16
Heterogeneity: Chi? = 0.00, df = 1 (P = 0.99); I = 0%
Test for overall effect: Z = 1.20 (P = 0.23)
5.3.2 CNS-EPR-12m
Reungwetwattana 2018 " 20 7
Soo0 2023 13 17 6
Subtotal (95% CI) 7
Total events 24 13
Heterogeneity: Chi? = 0.50, df = 1 (P = 0.48); ¥ = 0%
Test for overall effect: Z = 0.81 (P = 0.42)
5.3.3 CNS-EPR-18m
Reungwetwattana 2018 8 20 7
Soo 2023 13 17 6
Subtotal (95% CI) a7
Total events 21 13
Heterogeneity: Chi? = 1.74, df = 1 (P = 0.19); I* = 43%
Test for overall effect: Z = 0.20 (P = 0.84)
5.3.4 CNS-EPR-24m
Soo 2023 13 17 6
Subtotal (95% CI) 17
Total events 13 6
Heterogeneity: Not applicable
Test for overall effect: Z=1.10 (P = 0.27)
Total (95% CI) 128
Total events 88 48

Heterogeneity: Chi? = 2.67, df = 6 (P = 0.85); I = 0%
Test for overall effect: Z = 1.57 (P = 0.12)
Test for subarouo differences: Chi? = 0.60. df = 3 (P = 0.80). I? = 0%
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16.7%
16.7%
33.3%

14.6%
12.5%
27.1%

14.6%
12.5%
271%

12.5%
12.5%

100.0%

Risk Ratio Risk Ratio
M-H, Fixed, 95% C|
1.22[0.74,2.01] 2018 T
1.21[0.81, 1.81] 2023 -
1.22 [0.88, 1.67] R
1,02 [0.54,1.94] 2018 —_—r
1.40 [0.77, 2.56] 2023 D
1.20 [0.77, 1.85] -
0.74[0.36, 1.55] 2018 —T
1,40 [0.77,2.56] 2023 S
1.05 [0.66, 1.66] .
1.40[0.77, 2.56] 2023 S
1.40 [0.77, 2.56] e
1.19 [0.96, 1.47] >
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Figure S17Sensitivity analysis oPFS (A), ORR (B), DCR (C), DOR (D), total AEs (E), and gradeAEs (F)



