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INTRODUCTION

L] L] L] L L]
Imlnunotherapy and EGFR tyrosme kinase inhibitors have K Findi
_ _ y g
established roles in advanced non-small cell lung cancer, and T i i E i i i i E
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their us S €Xp nded int dJUV ntand n dJUV nt treat nt  The pooled incidence rates of Grade =3 AEs for immunothera are 27.10% (advanced), 28.00% (adjuvant), and 26.57% (neoadjuvant). Multivariate Bayesian meta-regression indicates an odds ratio (O
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Setlings. of 0.40 (95% Crl: 0.19-0.86) for Grade =3 AE reporting in neoadjuvant versus advanced settings; however, no clear difference was found between adjuvant and advanced settings. Immune-related
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Most safety syntheses compare treatment strategies within a d ts (irAEs) did t hibit cl diff t t t setti
y Sy P g aaverse events (IrAeS) did Not exnibdit Clear alfferences across treatment setlings.
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. But it remains uncertain whether safety - ; - :
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estimates from advance ISease Can pe a Ied 10 adgjuvant or * The pooled Incidence o rade 23 AEs for E -TKls drops rom 23.36% Iin the advanced settlng to 12.12% in the adjuvant settlng and further to 4.62% in the neoadjuvant settin o) ared to the
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dj t treatment setti d d setting, the adjusted OR is 0.33 (95% Crl: 0.14—0.78) for ad; t th d 0.11 (95% Crl: 0.04—0.29) f dj t th
neoadjuvant trreatment setlings.. advanced setling, the adjuste IS V. o Urll. V. . Oor agjuvan erapy an . o LTIl U. : Oor neoadjuvan erapy.
» ; ) ) Sample size (No) : N - ' - Sample size (No) ; All-grade Grade>3
Study Clinical trail Treatment  Intervention First- All-grade Gradez3 Median follow-up Study Clinical trail Treatment Intervention First- All-grade Grade=>3 Median follow-up
(year) (Phase) setting ICIs line Total AEsfirAEs  AEsfirAEs  month (range) (year) (Phase) setting EGFR-TKIs line Total AEs AEs month (range) 0 0 a 0 a 0 0 Adverse Events Odds Ratio (95% Cl) P value Odds Ratio (95% CI) P value
NCT 03085069 (2022) NonRCT()  Advanced  Camrelizumab 200mg 2w N 146 128 31 29,5 [95%C127.410 30.8) SWOGS1403 (2020) RCT (1) Advanced _ Afatinib 40mg QD Y 85 84 34 12.2 (95%C1 9.3 to 15.1) Posterior distributions of adjusted odds ratios from BayeS|an
Camel (2023} RCT(111) sdvanced  Camrelizumab 200mg G3W + ¥ 205 204/182 145/32 24.2(0.2t0 54.0) LUX-Lung 6 (2014) RCT (1) Advanced  Afatinib 40mg QD Y 242 236 86 16.6 (IQR 4.7 to 19.4) t . Immunotherapy
Carboplatin + Pemetrexed LUX-Lung 7 (2016) RCT (1) Advanced  Afatinib 40mg QD Y 160 156 50 27.3 (IR 15.3 10 33.9) meta reqgression. )
CAP-BRAIN (2023) Non-RCT(Il]  Advanced  Camrelizumab 200mg Q3W + [ a5 41/29 1574 12.5(95%C19.2 10 17.3) Advanced  Gefitinib 250mg QD Y 159 153 29 273 (I0R 15.3 10 33.9) (A) Ad g t th . th t t t Thrombocytopenia 169(0.34 08.49) 0.5249 0.94 (0.25 t0 3.63) 0.9342
Carboplatin + Pe metrexed LUX-Lung 8 (2015) RCT (1) Advanced Afatinib 40mg QD N 398 366 110 18.4 (IQR 13.8 to 22.4) verse events wi immunotnhera across treatmen . e . e 121 (0.45 t0 3.23 0.7075 101 (037 to 2.73 09876
WI0GBS15L (2022) RCT {11} Advanced Nivolumab 3mg/kg Q2w N 52 31 5 25.5(0.1t0 46.1) Advanced Erlotinib 150mg QD N 397 321 71 18.4 (IQR 13.8 t0 22.4) tt py FOI”eSt p|0t Of OddS ratIOS fOf' SpeC|f|C adverse eve ntS aCI’OSS treatment Sett|ngs. A 210 03.23) ! o1, 02.73) -
CheckiMate 063 (2015) Non-RCT (1) Advanced Nivolumab 3mg/kg Q2W N 117 87 20 8(IQR3.7t012.0) ARCHER1009 (2014) RCT (I11) Advanced Erlotinib 150mg QD N 439 392 93 7.1(IQR 3.3 to 11.5) Se |n S . . . White cell count decreased 2.98(0.41 to 21.80) 0.2827 1.45(0.32t06.67) 0.6323
CheckMare 171(2020) Non-RCT()  Advanced  Nivolumab 3meg/kg G2W N 811 265 114 2.2 (95%C1 3.7 10 4.6) ARCHER1050 (2017) RCT () Advanced _ Gefitinib 250mg QD v 25 220 %2 23.0(203 t0 25.8) B) | g lated ad t t t t i (A) Odds ratios for adjuvant treatment Compared with advanced treatment. ” ; ’ ( : ( )
JapicCTI-132072 (2017) Non-RCT (i) Advanced __ Nivolumab 3mg/kg C2W N 35 24 2 3.6(05t0293) NCTO1565538 (2014) RCT (1) Advanced __Erlotinib 150mg QD N 61 45 4 14.7(0.5t0 41.9) mmune related adverse events across treatment settings. 2 o . Neutrophil count decrease 191(036t010.03 0.4430 1.24(041t03.71 0.7017
Siwon et al (2023] Nor-RCT (1] Advanced  Nvolurmab 280mg Q2w N s = : o34z Foman etal. (2004) Non RCT (1] Advanced _ Erlotii 150mg D TR, 5 v 2(0510305) (B) ; 9 (B) Odds ratios for neoadjuvant treatment compared with advanced treatment. (098 10 25 83 00530 291 (0451095 05010
NCT02175017 (2018) Non-RCT(I)  Advanced  Nivolumab 3mg/kg Q2W N 100 97 4 2.50(0.03-22.47) Kaoru et al. (2008) Non-RCT ()  Advanced _Erlotinib 150mg QD N 62 62 NG NG (C) Adverse events W|th EGFR—TKl therapy across treatment Neutrgpenia 5.311(0.981028.83) 03 21 (04916 9.95) =01
CheckMate 078(2019) RCT (1IN Advanced Nivolumab 3mg/kg Q2W N 338 216 35 10.4(0.2t0 21.1) TITAN (2012) RCT (I11) Advanced Erlotinib 150mg QD N 203 114 50 27.9 (IQR 11.0 to 36.0) . Leukupema 6.34 (0_42 to 95.82) 0.1825 251 (0_24 to 25_97) 0.4406
ChecklMiate 017 (2015) RET(IN idvanced  Nivolumab 3ma/ks Q2W N1 75 s NG SATURN (2010) RCT (1) Advanced __Erlotinib 150mg QD N 4 281 54 114 Sett|ngs_ Advanced treatment was used as the reference
EDEN {2025) RCT (111} Advanced Nivolumab 240mg 02W N 63 44 6 47.9(I0R 363 t0 55.9) CTONG-0803 (2013) Non-RCT (Il)  Advanced Erlotinib 150mg QD N 48 40 4 NG ) Platelet count decreased 0.63(0.21t01.92) 0.4175 0.50 (0.16 to 1.60) 0.2408
ChiCTR1900027634 (2023)  Non-RCT (11) Advanced Sintilimab 200mg Q3'W + Docetaxel N 40 26/11 /L 12.2(1.6t0 206) BR.21 (2008) RCT (1) Advanced Erlotinib 150mg QD N 488 410 111 NG Sett' ng .
DRIENT-3 (2022) RCT {111) sdvanced  Sintilimab 200mg 03W N 145 122/84 26114 23.56 (0.03 to 34.30) OPTIMAL (2011) RCT (I11) Advanced _ Erlotinib 150mg QD Y 82 72 14 15.6 All-grade Gradez3 y_glutamyltransferase increased 2.63 (0.50 to 13.86) 0.2551 0.90 (0.12 to 6.64) e e 0.9154
ChiCTR1900021726 (2024) Non-RCT (1) Advanced Sintilimab 200mg Q3W + Carboplatin Y 45 A2/14 52 242 (1.0t0 37.8) EURTAC (2012) RCT (1) Advanced Erlotinib 150mg QD Y 86 78 39 18.9 (IQR 10.7 to 29.0) - o
+Paclitarel ASPIRATION (2016) Non-RCT(I)  Advanced __ Erlotinib 150mg QD Y 207 206 104 25.6(95%Cl 23.31025.9)  Grade of AEs  No.Cohorts  Events/Total  Incidence% (95%Cl) 30R (95%Crl) Adverse Events Odds Ratio (95% Cl) Pvalue Odds Ratio (95% Cl) P value AST increased 0.90{0.31t0 2.59) 0.8430 075 (0.16 to 3.51) 0.7190
CTONG1901{2024) CT (11 Advanced Sintilimab 200mg Q3W Y 13 12 5 16.5{0.8t0 29.7) RELAY (2019) RCT (1) Advanced Erlotinib 150mg QD ¥e 225 225 121 20.7 (IQR 15.8 to 27.2) All-grade Immunotherapy ALT increased 092 (0_41 to 2.06) 0.8443 0.94 (0_41 to 2_15) 0.8809
Advanced Pembrolizumab 200mg Q3w Y 14 13 6 16.5(0.8t0 29.7) Samir et al. (2012) RCT (1) Advanced Erlotinib 150mg QD N 65 51 37 2.0 '
advanced sintilimab 200mg Q3W + Platinum- Y 22 22 17 16.5[0.810 29.7) NCT00673049 (2015) RCT (I1l) Advanced Erlotinib 150mg QD N 290 271 NG 15 Advanced 39 5669/7477 84.84 (78.49 to 89.56) referenee . AST increased 0.64 (0.18 to 2.37) —_—— 0.5080 0.82 (0.33t0 2.05) 0.6690 Hepatitis 1.17 (0.23 t0 5.90) —_— 0.8475 1.17 (0.23 to 5.90) —_— 0.8475
Doublet METLung (2017) RCT (Il) Advanced Erlotinib 150mg QD N 249 234 125 8.0 : .
. . . . rdvanced Fembrolizumab 200mg Q3w + v BP) 20 13 16.5[0.810 297 Giorgio etal. (2012) RCT (I11) Advanced Erlotinib 150mg QD N 280 114 NG 22.0 Adjuvant 2 1015/1097 92.57 (89.57 to 94.76) 3.81 (0.85 to 16.75) —v—-— ALT increased 0.64 (0.19t02.17) — 0.4780 0.65 (0.24 t0 1.78) —— 0.4031 Nausea 1.63(0.87t0 3.03) 0.1264 0.92 (0.381t02.22) — 0.8602
T h IS SySteI | Iatl Cc review an d n |eta'a na IyS IS 11385 records identified from 12057 records identified from Y NET01039948 (2016) RET) Advanced _Gefitinib 250mg QD v o 2 39 >6 Neoadjuvant 13 1631/1895  87.28(77.86t093.05)  0.49(0.19t0127) —_— Nausea 050 (0.09 to 2.83) — +— 04359  017(0.02t01.72) * 01319 Decreased appetite 1.00(0.58 to 1.74) 0.9901 110(0.37t03.23) — 0.8650
database search (Targeted therapy) database search (Immunotherapy) CHOICE-01(2023) (1 Advanced Toripalimab 240mg Q3W + Platinum- 309 306/152 243/48 16.2 GAP BRAIN (2023) RCT (I11) Advanced Gefitinib 250mg QD Y 81 75 17 21.1(IQR 13.5t031.8) !
. . 1831 Pubmed 1454 Pubmed Doublet + Paclitare |/Pemetrexed INVITE (2008) RCT (1) Advanced _Gefitinib 250mg QD Y 97 54 1 28 Grade>3 § Decreased appetite 0.37(0.12t0 1.16) ——+ 0.0884 0.15 (0.02 to 1.35) ¢ 0.0907 Vomiting 1.07 (0.51 t0 2.24) 0.8555 1.31(0.43 t0 3.99) lo—— 0.6400
WaS re po rted | n aCCO rd a n Ce Wlth th e 3867 Web of Science 3940 Web of Science KEYNOTE-021 (2016) RCTAIN) sdvanced  Pembrolizumab 200ma COW + v 50 55/13 2372 10.6(IQR 82 to 133) LASER301 (2023) RCT (1) Advanced _ Gefitinib 250mg QD Y 197 168 2 20.6 (IQR 15.6 0 26.0) :
5059 Embase 6034 Embase Carboplatin + Pe metrexed NCT01017874 (2016) RCT (Il1) Advanced  Gefitinib 250mg QD Y 60 18 7 4.0 Advanced 39 2239/7477 27.10 (2063 t0 34.72) reference . Diarrhea 1.80(0.52 to 6.19) ——i— 0.3532 0.96 (0.20 t0 4.67) > 0.9581 Diarrhea 074 (0.44 to 1.24) 0.2545 1.06 (0.44 to 2.56) >— 0.8993
628 Clinical Trials.gov 629 Clinical Trials.gov KEYNOTE-033 {2023) RCT (111} sdvanced  Pembrolizumab 2 mg/kg Q3W N 213 149/61 24/NG 42(0t025.8) REZOR (2025) RCT (I1) Advanced  Gefitinib 250mg QD Y 185 168 43 24.4 (95%Cl 23.1t0 25.1) ) il
P R I S MA 2 02 O State m e nt a n d WaS KEYNOTE 407 (2018) RCT (111) advanced  Pembrolizumab 200mg 0B + ¥ 278 273/80 194/30 15.9195%C1 13.2 0 NR) CONVINCE (2017) RCT (1) Advanced lcotinib 125mg TID Y 148 80 7 18.0 Adjuvant 2 31471057 e e 1.85(0.54t0 6.29) Rash 0.62(0.21to 1.86) — 0.3924 0.39(0.07 t0 2.08) —_— 0.2716 Rash 1.03(0.63t01.67) 09177 1.23(0.51t02.97) >— 0.6439
- - ~ . Carboplatin + Paclitaxel ICOGEN (2013) RCT (1) Advanced Gefitinib 250mg QD N 196 140 20 NG Neoadjuvant 13 634/1895 26.57 (19.38 to 35.26) 0.40 (0.19 to 0.86) e Prurit 134 (0.56 t0 3.20 ‘ 05148 0.48 (0.06 to 4.11 _‘__ 05026 p t 0.86 (0.45 to 1.62 0.6368 1.21(0.23t06.28 Lo, 0.8166
. . . 10244 du_n_lfcz"c records and non-clinical 11»*"? \‘\'_Pl{ﬂ"f records and non-clinical KEYNOTE-189 (2018) RCT (111} Advanced Pembrolizumab 200mg Q3'W + ¥ 410 404/90 272/36 10.5[0.2 10 20.4) Advanced Icotinib 125mg TID N 199 121 14 NG W o o5 1 3 ) rurttus 34(056103:20) : 148 (00610:4.11) : LI ( 2 ) ( 2 )
rOS eCtlvel re ISte red I n P I QOS P E I 2 O rescarchs removed rescarehn removed Flatinumsoublet-nFemetresed NCT02486354 (2015) Non-RCT(l) _ Advanced __Icotinib 125mg TID N 124 61 2 NG ; Respiratory tract infection 4.02 (0.38t0 42.16) < 0.2458 o 3 Respiratory tract infection 3.18 (0.45 t0 22.47) ——————| 0.2458 10.21(2.41 t0 43.31) —@— 00016
y y KEYNOTE-598(2021) RCT (111} sdvanced  Pembrolizumab 200mg 03W ¥ 284 263/91 141/22 20.6(12.4t031.7) FLAURA (2018) RCT (I11) Advanced _ Osimertinib 80mg QD Y 279 273 95 15.0 (0.0 to 25.1) Lowodds of AE ' High odds of AE
KEYNOTE-024(2016) RCT (111) advanced  Pembrolizumab 200mg CBW v 154 113/45 41/15 11216310 197) FLAURA? (2023) RCT (1) Advanced _ Osimertinib 80mg QD Y 278 268 75 16,5 (0.0 10 33.1) Dyspnea 1.00 (0.18 to 5.66) —_——— 0.9966 052 (0.19to 1.41) ——1— 0.2010 Dyspnea 1.03(032t03.33) — 0.9633 1.29(0.52t03.21) —— 0.5774
R 1141 records reviewed for screening 665 records reviewed for screening KEYNGOTE-010 (2016) RCT {1A11) Advanced Pembrolizumab 2 mg/kg Q3W N 344 215/69 A3/NG 13.1{lQR 8610 17.7) LAURA (2024) RCT (1) Advanced Osimertinib 80mg QD N 143 140 50 22.0 (0.0 to 60.6) . _—
(C D42 02 6 1 2 9795 1 ) KEYNOTE-789 (2024) RCT (111} Advanced Pembrolizumab 200mg QW + N 245 220/49 107/11 £.6(0.7to43.4) RAMOSE (2025) RCT (I1) Advanced Osimertinib 80mg QD Y 46 45 19 16.6 Arthralgia 1.54 (0.59 t0 4.02) —— 0.3812 0.71(0.25t0 2.01) —O— 0.5214 Pneumonia 2.61(0.48 to 14.15) —— 0.2645 2.56 (0.78 to 8.34) -—— 0.1196
Platinum-Doublet + Pemetrexed RADIANT (2015) RCT (111) Adjuvanl Er\otfmb 150mg QD N 623 611 NG 47.0 Grade of irAEs  No.Cohorts  Events/Total  Incidence% (95%CI) aOR (95%Crl) ; Fatigue 0.74 (0.16 to 3.53) —_— 0.7067 0.08 (0.01t0 0.76) ——— 0.0279 Arthralgia 1.16 (0.52 t0 2.56) —— 0.7206 0.32 (0.04t0 2.57) _ 0.2866
97 tiles/abstracts cxclude N HARMONI-2 (2025) RCT(11]) sdvanced  Pembrolizumab 200mg 03W ¥ 200 163/56 31/16 87(0R7.1t0 10.3) EVAN (2018) RCT (1) Adjuvant Erlotinib 150mg QD Y 51 29 6 33.0(IQR 17.8 to0 43.1) |
T2 titles/abstracts excluded 326ititles/abstracts excluded KEYLYNK-006 (2025) RCT (111 sdvanced  Pembrolizumab 200mg Q3w + N 335 266/87 100/26 39.9(28.110 51.5) ADJUVANT (2018) RCT (I11) Adjuvant Gefitinib 250mg QD N 106 61 13 36.5 (IQR 23.8 t0 44.8) All-grade | Immunotherapy (irAE) Fatigue 1.51(0.82t02.78) — 0.1833 0.98 (0.46 to 2.08) —— 0.9497
. . . . . . Pemetrexed IMPACT (2022) RCT (1) Adjuvant Gefitinib 250mg QD ¥ 116 112 48 70.0 Ad d 21 1593/5182 33.68 (25.67 to 42.75 f . L X
P h ase I I O r I I I CI I n I Ca | Stu d IeS We re el Ig I b I e If / / POPLAR (2018) RCT (1) idvanced  Atezolizumab 1200mg Q3w N 144 o5 B 14.8[0.2t0 195) ICOMPARE (2023) RCT (1) Adjuvant Icotinib 125mg TID Y 55 41 4 44.1(95%C1 37.1 10 49.9) vanee ( PR felerence 3 Hyperthyroidism 1.78 (0.73 t0 4.37) -—— 0.2057 0.84 (0.14 t0 5.05) —_— 0.8507 Immunotherapy (irAE)
ticles reviewed for cligibi 39 articles reviewed for eligibili GFPC06-2018(2024) Non-RCT(Il)  Advanced  Atezolizumab 1200mgQ3W + N 78 70 43 13.1{0.4t0 32.7) Icotinib 125mg TID Y 54 36 3 44.1(95%C137.11049.9)  Adjuvant 2 482/1097 44.27 (36.02 to 52.85) 1.56 (0.42 t0 5.71) ; » - a
169 articles reviewed for eligibilit 139 articles reviewed for eligibilit '
. . . . sl TeviewelTor e ieiTY e e Platinum-Doublet + Pemetrexed EVIDENCE (2021) RCT (I11) Adjuvant Icotinib 125mg TID Y 151 119 7 24.9 (IQR 16.6 to 36.4) o . — e —— e — g Pneumanitis 0.99(0.48 t0 2.05) —— 0.9820 057 (031t01.03) —9 0.0612 Hyperthyroidism 1.04(0.58t0 1.87) - 08993 1.35 (01210 14.92) b 0.8085
th ey en I’O| Ied atle ntS Wlth h |St0|0 |Ca| I or e e pnied_stezniemab 1200me 0 C— P0j20e e 210 ADAURA (2020) Raiii] Adjwant___Osimertinib 80mg QD N 839 = 58 22 ot g SRR | Colitis 0.95 (035 t0 2.56) —— 09145  0.65(0.25t01.70) — 0.3787 Pneumonitis 067(0.39t01.16) — 01521  0.85(0.53to136) ~t 0.4862
ARCTIC (20200 RCT (111} Advanced Durvalumab 10mg/kg Q2W N 52 35 & 8.1(0.1t033.0) TEAM-LungMate004 (2023)  Non-RCT (Il) Neoadjuvant Afatinib 40mg QD Y 47 47 3 2.7 Grade>3 :
. . tdvanced  Durvalumab 10mg/kg Q2W N 117 73 15 5.1(00t032.8 CTONG 1103 (2019) RCT (I1) Neoadjuvant Erlotinib 150mg QD Y 37 28 0 14 i Adrenal insufficiency 136 (0.57 t0 3.26) — 0.4892 1.02 (0.38t02.77) —— 0.9637 Colitis 0.66 (0.28 to 1.58) —— 0.3512 0.96 (0.34 to 2.68) — 09328
t I I | nf r d n n I I | I I n 122 articles excluded: 89 articles excluded: PACIFIC(2017) RCT(11) advanced  Durvalumab 10mg/kg C2W N 476 322/115  63/20 14.5(0.210299) NCT01833572 (2021) Non-RCT () Neoadjuvant _Gefitinib 250mg QD Y 35 30 0 14 Advanced 19 371/4625 7.87 (6.34t0 9.73) reference s _ ) -
Cy O Og|Ca y CO I l I Ie 0 -Sl I Ia Ce U g 67 total number of 22 total number of POSEIDON (2023) RCT(111) tdvanced  Durvalumab 1500mg Q3IA + [ 338 296/64 156/24 34.9(0.0t0 44.5) NCT03433469 (2024) Non-RCT () Neoadjuvant _Osimertinib 80mg QD Y 27 27 3 2.0 ‘ ; Hepatic events 2.99(0.58 to 15.43) —_ 0.1910 1.77 (0.72 to 4.37) ——— 0.2152 Adrenal insufficiency 1.51(0.62 to 3.70) —— 0.3634 1.48 (0.41t05.32) — o — 0.5508
patients experienced patients experienced Platinum-Doublet + NEOS (2023) Non-RCT(I)  Neoadjuvant Osimertinib 80mg QD Y 10 30 3 14 AdjEvEnt 2 851097 745/(6:31it69/45) 1.02(032 10 2.99) i
. patients experienced AFEtere e ) = ; Hypophysitis 1.09 (0.46 to 2.55) — 0.8443 1.13 (0.27 to 4.76) 0.8640 Hepatic events 0.66 (0.16 t0 2.67) B 0.5575 0.79 (0.28 t0 2.19) —— 0.6482
I t d th E G F R AEs was not documented 21 $ibgoun I veriodic analvsis Faclitaxel/Gemcitabine/Pe metrexed neoADAURA (2025) RCT (1) Neoadjuvant Osimertinib 80mg QD Y 117 71 5 2.5 Neoadjuvant 7 79/1283 5.90 (3.66 to 9.37) 0.58 (0.26 t0 1.28) —_—
Ca n Ce r, eva u a e I I I l l I I u n O e ra py O r 12 previously used < ;1t'cTi1|iC[al c[«:l\orl Al MYSTIC (2020) RCT (111} Advanced Durvalumab 20mg/kg QL4W Y 374 200/50 55/16 0.2(03t037.2) AE=adverse events; irAE=immune-related adverse events; RCT=randomized controlled trial; Q2W=every 2 weeks; Q3W=every 3 weeks; QD=once daily; TID=three times daily; 02 G ‘ 3 3 Myocarditis 1.25 (0_42 to 3_74) _._ 0.6868 0.84 (0_20 to 3_53) 0.8130 Hypophysitis 0.89 (0_35 to 2_28) + 0.8057 0.86 (0_20 to 3_60) —‘— 0.8350
EGFR-TKIs / unknow n |8 treatient ieptien /dosize SWOG S14004 (2021) Non-RCT (1) Advanced Durvalumab 10mg/kg 02W N [ 60/47 22/13 3.3(05 to 12.6) Y=yes; N=no; Cl=confidence interval; IQR=interquartile range; NG=not given. I !
ty rosi n e ki n ase i n h i b ito rS i n th e adva n Ced 11 research design / objectives didnot meetinclision criteria KEYNOTE-D091{2022) RCT (111} Adjuvant Pembrolizumab 200mg Q3w N 590 556/226 198/46 35.6(IQR27.1t045.5) More detailed baseline characteristics are provided in the supplementary table S5a-b L 60ds OFIfAE High odds of irAE Rash 4.33(0.84 t0 22.33) 4—-— | 0.0802 1.66 (0.70 to 3.90) ——— 0.2485 Myocarditis 1.31(0.37 to 4.66) —— 0.6758 0.46 (0.05 to 4.48) —_—— 0.5065
did not meet inclusion criteria - : ] p
! ) 10 research design / objectives IMpower010(2021) RCT (111} Adjuvant Atezolizumab 1200mg Q3w N 507 459/256 116/39 32.2(IQR27.5 t038.4) 1 -
’ N e e o ienelision aiteh NCTO4379738 (2024) Nen-RCT{T  Meoadjuwant Camrelizumab 200me G3W + v 0 2475 &1 21 Targeted therapy Rash 132 (0.22103:33) — Bao5a  A06{04910237) p— et
H - H 1o e e peion et 7 previously used ICIs / unknown Platinum-doublet ! | | o Targeted th
adJ u Va n t, O r n eoadJ Uva nt treatm e nt Settl n g y o :“;lﬁ:l““‘:p‘l L_’::l::;:'“ Analysis 6 included patients TD-FOREKNOW (2023) RCT{IN) Neoadjuvant Camrelizumab 200mg C3W + v P} 21723 11/0 21 ASTiincreated 232(06110.8:84) —— 02184 292 (068101 2:06) 01514 afpeted tMerapy
5 patients less than 20 did not meet inclusion criteria Cisplatin/Nedaplatin + Paclitaxel Grade of AEs  No.Cohorts  Events/Total  Incidence% (95%Cl) aOR (95%Crl) ! ALT increased 2.33(0.85t06.38) —— 0.1010 3.33(0.55t020.29) ——e— | 01922 AST increased 0.36 (0.07 to 1.80) — 0.2144 S &
d rt d d t d d 5 recorded AEs 2 patients less than 20 CheckiViate 816(2022) RCTUID Necadjuvant Nivolumab 360mg Q3W + Platinum- Y 175 1 55 21 = i
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DISCUSSION AND CONCLUSION

Summary
« Early-stage and advanced-stage patients differ significantly in terms of tumor burden, organ reserve, duration of treatment exposure, timing of surgery, and the windows for AE monitoring and reporting. Consequently, perioperative patient counseling, monitoring strategies,
and clinical trial designs should—whenever possible—utilize safety estimates specific to the treatment setting.




