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eFigure. 1 Assessment of adverse event
[image: ]
Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); OR, odds ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is moderate heterogeneity, a random-effects model is used.







eFigure. 2 Results of subgroup analysis of event-free survival (1)
[image: ]

Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); HR, hazard ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is no heterogeneity, a random-effects model is used.




eFigure. 3 Results of subgroup analysis of event-free survival (2)
[image: ]
Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); HR, hazard ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is no heterogeneity, a random-effects model is used.

eFigure 4. Results of subgroup analysis of event-free survival (3)
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Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); HR, hazard ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is no heterogeneity, a random-effects model is used.












eFigure 5. Results of subgroup analysis of pathological complete response (1)
[image: ]
Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); OR, odds ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is moderate heterogeneity, a random-effects model is used.



















eFigure 6. Results of subgroup analysis of pathological complete response (2)
[image: ]
Abbreviations: The diamond indicates best estimate of the true (pooled) outcome (with width indicating 95% CI); OR, odds ratio; experimental stands for perioperative immunotherapy combined with chemotherapy; control stands for chemotherapy alone. Since there is moderate heterogeneity, a random-effects model is used.

eFigure 7. Funnel plot of overall survival.
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eFigure 8. Funnel plot of event-free survival.
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eFigure. 9 Funnel plot of pathological complete response
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eFigure. 10 Funnel plot of major pathological response
[image: D:\meta分析资料\肺癌免疫\meta分析图\Funnel plot of MPR.png]


eFigure. 11 Funnel plot of R0 resection rate
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eFigure. 12 Funnel plot of rate of underwenting surgery
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eMethods. Search Strategy

PubMed < updated to 2023-11-01> (42)
#1  Perioperative Period"[Mesh]
#2  Perioperative
#3  #1 OR #2
#4  "Immunotherapy"[Mesh] 
#5  "Immune Checkpoint Inhibitors"[Mesh] 
#6 Keytruda[Title/Abstract] OR Pembrolizumab[Title/Abstract] OR Opdivo[Title/Abstract] OR nivolumab[Title/Abstract] OR Imfinzi[Title/Abstract] OR Durvalumab[Title/Abstract] OR DHH02206[Title/Abstract] OR Tislelizumab[Title/Abstract] OR Toripalimab[Title/Abstract] OR ShuglizumabOR Sintilimab[Title/Abstract] OR Ipilimumab[Title/Abstract] OR Checkpoint Inhibitors, Immune[Title/Abstract] OR Immune Checkpoint Inhibitor[Title/Abstract] OR Checkpoint Inhibitor, Immune[Title/Abstract] OR Immune Checkpoint Blockers[Title/Abstract] OR Checkpoint Blockers, Immune[Title/Abstract] OR Immune Checkpoint Blockade[Title/Abstract] OR Checkpoint Blockade, Immune[Title/Abstract] OR Immune Checkpoint Inhibition[Title/Abstract] OR Checkpoint Inhibition, Immune[Title/Abstract] OR PD-L1 Inhibitors[Title/Abstract] OR PD L1 Inhibitors[Title/Abstract] OR PD-L1 Inhibitor[Title/Abstract] OR PD L1 Inhibitor[Title/Abstract] OR Programmed Death-Ligand 1 Inhibitors[Title/Abstract] OR Programmed Death Ligand 1 Inhibitors[Title/Abstract] OR PD-1-PD-L1 Blockade[Title/Abstract] OR Blockade, PD-1-PD-L1[Title/Abstract] OR PD 1 PD L1 Blockade[Title/Abstract] OR CTLA-4 Inhibitors[Title/Abstract] OR CTLA 4 Inhibitors[Title/Abstract] OR CTLA-4 Inhibitor[Title/Abstract] OR CTLA 4 Inhibitor[Title/Abstract] OR Cytotoxic T-Lymphocyte-Associated Protein 4 Inhibitors[Title/Abstract] OR Cytotoxic T Lymphocyte Associated Protein 4 Inhibitors[Title/Abstract] OR Cytotoxic T-Lymphocyte-Associated Protein 4 Inhibitor[Title/Abstract] OR Cytotoxic T Lymphocyte Associated Protein 4 Inhibitor[Title/Abstract] OR PD-1 Inhibitors[Title/Abstract] OR PD 1 Inhibitors[Title/Abstract] OR PD-1 Inhibitor[Title/Abstract] OR Inhibitor, PD-1[Title/Abstract] OR PD 1 Inhibitor[Title/Abstract] OR Programmed Cell Death Protein 1 Inhibitor[Title/Abstract] OR Programmed Cell Death Protein 1 Inhibitors[Title/Abstract]
#7  #4 OR #5 OR #6
#8  "Drug Therapy"[Mesh] 
#9  Therapy, Drug[Title/Abstract] OR Drug Therapies[Title/Abstract] OR Therapies, Drug[Title/Abstract] OR Chemotherapy[Title/Abstract] OR Chemotherapies[Title/Abstract] OR Pharmacotherapy[Title/Abstract] OR Pharmacotherapies[Title/Abstract]
#10  #8 OR #9
#11  "Carcinoma, Non-Small-Cell Lung"[Mesh] 
#12  Carcinomas, Non-Small-Cell Lung[Title/Abstract] OR Lung Carcinoma, Non-Small-Cell[Title/Abstract] OR Lung Carcinomas, Non-Small-Cell[Title/Abstract] OR Non-Small-Cell Lung Carcinomas[Title/Abstract] OR Non-Small-Cell Lung Carcinoma[Title/Abstract] OR NonSmall Cell Lung Carcinoma[Title/Abstract] OR Carcinoma, Non-Small Cell Lung[Title/Abstract] OR Non-Small Cell Lung Carcinoma[Title/Abstract] OR Non-Small Cell Lung Cancer[Title/Abstract] OR Nonsmall Cell Lung Cancer[Title/Abstract] 
#13  #11 OR #12
#14  Early Stage[Title/Abstract] OR resectable[Title/Abstract] 
#15  #3 AND #7 AND #10 AND #13 AND #14


Embase < updated to 2023-11-01> (184)
#1  'perioperative period'/exp
#2  perioperative:ab,ti
#3  #1 OR #2
#4  'immunotherapy'/exp
#5  'immune checkpoint inhibitor'/exp
#6  keytruda:ab,ti OR pembrolizumab:ab,ti OR opdivo:ab,ti OR nivolumab:ab,ti OR 'imfinzior durvalumab':ab,ti OR dhh02206:ab,ti OR 'tislelizumabor toripalimab':ab,ti OR 'shuglizumabor sintilimab':ab,ti OR ipilimumab:ab,ti OR 'checkpoint inhibitors, immune':ab,ti OR 'immune checkpoint inhibitor':ab,ti OR 'checkpoint inhibitor, immune':ab,ti OR 'immune checkpoint blockers':ab,ti OR 'checkpoint blockers, immune':ab,ti OR 'immune checkpoint blockade':ab,ti OR 'checkpoint blockade, immune':ab,ti OR 'immune checkpoint inhibition':ab,ti OR 'checkpoint inhibition, immune':ab,ti OR 'pd-l1 inhibitors':ab,ti OR 'pd l1 inhibitors':ab,ti OR 'pd-l1 inhibitor':ab,ti OR 'pd l1 inhibitor':ab,ti OR 'programmed death-ligand 1 inhibitors':ab,ti OR 'programmed death ligand 1 inhibitors':ab,ti OR 'pd-1-pd-l1 blockade':ab,ti OR 'blockade, pd-1-pd-l1':ab,ti OR 'pd 1 pd l1 blockade':ab,ti OR 'ctla-4 inhibitors':ab,ti OR 'ctla 4 inhibitors':ab,ti OR 'ctla-4 inhibitor':ab,ti OR 'ctla 4 inhibitor':ab,ti OR 'cytotoxic t-lymphocyte-associated protein 4 inhibitors':ab,ti OR 'cytotoxic t lymphocyte associated protein 4 inhibitors':ab,ti OR 'cytotoxic t-lymphocyte-associated protein 4 inhibitor':ab,ti OR 'cytotoxic t lymphocyte associated protein 4 inhibitor':ab,ti OR 'pd-1 inhibitors':ab,ti OR 'pd 1 inhibitors':ab,ti OR 'pd-1 inhibitor':ab,ti OR 'inhibitor, pd-1':ab,ti OR 'pd 1 inhibitor':ab,ti OR 'programmed cell death protein 1 inhibitor':ab,ti OR 'programmed cell death protein 1 inhibitors':ab,ti
#7  #4 OR #5 OR #6
#8  'chemotherapy'/exp
#9  'therapy, drug':ab,ti OR 'drug therapies':ab,ti OR 'therapies, drug':ab,ti OR chemotherapy:ab,ti OR chemotherapies:ab,ti OR pharmacotherapy:ab,ti OR pharmacotherapies:ab,ti
#10  #8 OR #9
#11  'non small cell lung cancer'/exp
#12  'carcinomas, non-small-cell lung':ab,ti OR 'lung carcinoma, non-small-cell':ab,ti OR 'lung carcinomas, non-small-cell':ab,ti OR 'non-small-cell lung carcinomas':ab,ti OR 'non-small-cell lung carcinoma':ab,ti OR 'nonsmall cell lung carcinoma':ab,ti OR 'carcinoma, non-small cell lung':ab,ti OR 'non-small cell lung carcinoma':ab,ti OR 'non-small cell lung cancer':ab,ti OR 'nonsmall cell lung cancer':ab,ti
#13 #11 OR #12
#14  'early stage':ab,ti OR resectable:ab,ti OR operable:ab,ti
#15  #3 AND #7 AND #10 AND #13 AND #14


Cochrane library < updated to 2023-11-01> (4)
#1  MeSH descriptor: [Perioperative Period] explode all trees
#2  (Perioperative):ti,ab,kw
#3  #1 OR #2
#4  MeSH descriptor: [Immunotherapy] explode all trees
#5  MeSH descriptor: [Immune Checkpoint Inhibitors] explode all trees
#6  (Keytruda OR Pembrolizumab OR Opdivo OR nivolumab OR Imfinzi OR Durvalumab OR DHH02206 OR Tislelizumab OR Toripalimab OR Shuglizumab OR Sintilimab OR Ipilimumab OR Checkpoint Inhibitors, Immune OR Immune Checkpoint Inhibitor OR Checkpoint Inhibitor, Immune OR Immune Checkpoint Blockers OR Checkpoint Blockers, Immune OR Immune Checkpoint Blockade OR Checkpoint Blockade, Immune OR Immune Checkpoint Inhibition OR Checkpoint Inhibition, Immune OR PD L1 Inhibitors OR PD L1 Inhibitors OR PD L1 Inhibitor OR PD L1 Inhibitor OR Programmed Death-Ligand 1 Inhibitors OR Programmed Death Ligand 1 Inhibitors OR CTLA 4 Inhibitors OR CTLA 4 Inhibitors OR CTLA 4 Inhibitor OR CTLA 4 Inhibitor OR Cytotoxic T Lymphocyte Associated Protein 4 Inhibitors OR Cytotoxic T Lymphocyte Associated Protein 4 Inhibitors OR Cytotoxic T Lymphocyte-Associated Protein 4 Inhibitor OR Cytotoxic T Lymphocyte Associated Protein 4 Inhibitor OR PD 1 Inhibitors OR PD 1 Inhibitors OR PD 1 Inhibitor OR Inhibitor, PD 1 OR PD 1 Inhibitor OR Programmed Cell Death Protein 1 Inhibitor OR Programmed Cell Death Protein 1 Inhibitors):ti,ab,kw
#7  #4 OR #5 OR #6
#8  MeSH descriptor: [Drug Therapy] explode all trees
#9  (Therapy, Drug OR Drug Therapies OR Therapies, Drug OR Chemotherapy OR Chemotherapies OR Pharmacotherapy OR Pharmacotherapies):ti,ab,kw
#10  #8 OR #9
#11  MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] explode all trees
#12  Carcinomas, Non-Small-Cell Lung OR Lung Carcinoma, Non-Small-Cell OR Lung Carcinomas, Non-Small-Cell OR Non-Small-Cell Lung Carcinomas OR Non-Small-Cell Lung Carcinoma OR NonSmall Cell Lung Carcinoma OR Carcinoma, Non-Small Cell Lung OR Non-Small Cell Lung Carcinoma OR Non-Small Cell Lung Cancer OR Nonsmall Cell Lung Cancer):ti,ab,kw
#13  #11 OR #12
#14  (Early Stage OR resectable OR operable):ti,ab,kw
#15  #3 AND #7 AND #10 AND #13 AND #14
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Testfor oversll effect: 2= 8.23 (P < 0.00001)

18.4 Female
AEGEAN 00513 02499 20.5%
CheckMate 77T 03425 0274 246%
KEYNOTE 671 0821 02241 387%
Neotarch 0B1E2 06203 4.8%
RATIONALE 315 03887 0647 4.4%
Subtotal (95% CI) 100.0%

Heterogeneity: Chi*
Testfor oversl effect: 2

52,df=4 (P=024)F
29 (F=0.0010)

%

185 Current smoker
AEGEAN 0734 02651 328%
KEYNOTE 671 -0B530 02097 626%
RATIONALE 315 -0.4943 03994 14.5%
Subtotal (95% CI) 100.0%
Heterageneity: ChF = 0.25, o= 2 (P = 0.88); F= 0%
Testfor oversll effect: 2= 4.32 (P < 0.0001)

18,6 Former smoker
AEGEAN 02367 0166 328%
KEYNOTE 671 -08E21 01405 45.9%
RATIONALE 315 -0B162 02089 21.2%
Subtotal (95% CI)

Heterogeneity: Chi*=2.92,
Testfor overall effect Z=

df=2(P=0.23); ¢
90 (P < 0.00001)

1.8.7 Never smoked

AEGEAN 02744 03806 231%
CheckMate 77T 02776 04539 16.2%
KEYNOTE 671 03857 03242 318%
Neotarch -0B530 04927 138%
RATIONALE 315 05108 04692 15.2%
Subtotal (95% CI) 100.0%

Heterageneity: ChF = 2.41, o= 4 (P = 0.68); F= 0%
Testfor oversll effect: 2= 1.69 (P = 0.0)

18.8ECOGPS 0

AEGEAN 04308 04612 387%
CheckMate 77T -08E21 01927 27.1%
Neotarch 0821 02761 13.2%
RATIONALE 315 0sE21 02181 211%
Subtotal (95% CI) 100.0%

Heterageneity: ChF = 1.52, o= 3 (P = 0.68); F= 0%
Testfor oversll effect: Z= 5.44 (P < 0.00001)

18.9ECOGPS 1

AEGEAN 02485 02304 27.5%
CheckMate 77T 04943 02324 27.0%
Neotarch 10217 0238 27.2%
RATIONALE 315 05447 02828 18.3%
Subtotal (95% CI) 100.0%

Heterogeneity: Chi*=5.85, df=3 (P = 0.12); = 49%
Testfor oversll effect: 2= 4.79 (P < 0.00001)

Tact for subaroun diferences: Chi

445 df=B(P=081)

0.711[0.45,113)]
055[0.36,0.85]
053[0.39,0.71]
0.41[0.27,062)
051[0.40,094]
0.54[0.46, 0.65]

059[0.45,0.98]
051[0.41,091]
054[0.45,0.88)]
034[0.18,064]
0511(0.30,088]
0.60[0.50,0.72]

0511[0.45,083)
053[0.37,075]
053[0.49,0.80]
0.38[0.26,055]
057 [0.40,081]
0.56[0.48, 0.64]

0.95[058,1.55]
071[0.41,121]
0.44[0.28,068]
054[0.15,1.82]
058[0.19,2.42)
0.64[0.49,0.83]

0.48[0.29,081]
052[0.34,078]
0511(0.28,133)
052[0.38,0.70]

079[057,1.09]
057[0.43,075]
0.5410.36,081]
0.63[0.52,0.76]

0.7610.36,1.60]
132[054,321)
0581[0.36,1.28]
052[0.20,1.37]
050[0.24,151]
0731051, 1.05]

055[0.47,089)
057[0.39,083)]
0.44[0.26,076]
057[0.37,087)
0.58[0.48,0.71]

078[050,1.23]
0511(0.39,096]
0.36[0.23,057]
058[0.33,1.01]
0.56[0.44,0.71]

0+¢*
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Hazard Ratio

Study or Su loglHazard Rat SE_Weight IV, Random, 95% C1
1.9.1 Pathological stage Il

AEGEAN 02744 0287 224%  076[0.43,133)
CheckMate 77T 02107 02893 217%  0.81[0.45,1.43)
KEYNOTE 671 04308 02216 37.0%  0.85(0.42,1.00]
RATIONALE 315 0755 03081 192%  0.47[0.25,086]
Subtotal (95% CI) 1000%  0.66[0.51,0.86]

Heterogeneity: Taw"= 0.00; ChP*= 1.96,
Testfor oversll effect: 2= 3.04 (P = 0.002)

=3(P=058)F= 0%

1.9.2 Pathological stage I

AEGEAN 04005 01848 174%  0.67[0.47,096]
CheckMate 77T 06733 01768 188%  0.51(0.35,072)
KEYNOTE 671 05162 01303 31.0%  0.54[0.42,070]
Neotarch 09163 018 183%  0.40[0.28,057)
RATIONALE 315 0478 02055 145%  052[0.41,083)
Subtotal (95% CI) 1000%  0.54[0.46,0.63]

Heterogeneity: Taw"= 0.01; Chi*= 4.69, df= 4 (P= 0.32); F= 15%
Testfor oversll effect: Z= 7.55 (P < 0.00001)

1.9.3 Pathological stage IIA

AEGEAN 05621 01907 214%  0.57[0.39,083)
KEYNOTE 671 05621 01326 436%  0.57(0.44,074)
Neotarch 0821 02107 173%  0.44[0.29,066]
RATIONALE 315 0478 02055 181%  0.62[0.41,083)
Subtotal (95% CI) 1000%  0.55[0.47,0.66]

Heterageneity: Taw"= 0.00; Chi*= 1.56, df= 3 (P = D.67); F= 0%
Testfor oversll effect: Z= 6.76 (P < 0.00001)

1.9.4 Pathological stage IIB

AEGEAN 01863 02352 359%  0.83[052,132)
KEYNOTE 671 05621 02337 360%  0.57(0.35,090]
Neotarch 41204 03339 281%  0.30[0.15,058)
Subtotal (95% CI) 1000%  054[0.32,0.92]

Heterogeneity: Taw"= 0.15; Chi*= 6.23,
Testfor oversll effect: 2= 2.26 (P = 0.02)

=2(P= 004y F=68%

1.9.5 Lymph node station: N2 single

AEGEAN 04943 02244 594%  051[0.39,095]
CheckMate 77T 07133 02713 406%  0.49(0.29,083)
Subtotal (95% CI) 1000%  0.56[0.40,0.78]

Heterogeneity: Taw"= 0.00; Chi*= 0.39, df= 1 (P = 0.53) F= 0%
Testfor oversll effect: Z= 337 (P = 0.0007)

1.9.6 Lymph node station: N2 mut

AEGEAN 03711 0365 S04%  0.69[0.34,1.41)
CheckMate 77T 0844 03655 499%  0.43(021,088)
Subtotal (95% CI) 1000%  0.54[0.33,0.90]

Heterogeneity Tau®= 0.00; Chi

84,01=1(P=0.36), F= 0%

Testfor oversll effect: 2= 235 (P = 0.02)

19.7 Squamous

AEGEAN 03435 01876 206%  0.71[0.49,1.03)
CheckMate 77T 07765 02233 169%  0.45(0.30,0.71]
KEYNOTE 671 05621 01591 243%  0.57(0.42,078)
Neotarch 410498 02031 189%  0.35[0.24,052)
RATIONALE 315 05798 01993 193%  0.56(0.38,083)
Subtotal (95% CI) 1000%  0.52[0.42,0.66]

Heterogeneity: Taw"= 0.03; Chi*= 7.20, df= 4 (P = 0.12); F= 45%
Testfor oversll effect: Z= 5.58 (P < 0.00001)

1.9.8 Non-squamous

AEGEAN 03711 01828 26.0%  0.69[0.48,099)
CheckMate 77T 03285 01992 219%  0.72[0.49,1.06]
KEYNOTE 671 05447 01504 384%  0.58[0.43,078)
Neotarch 05162 03623 B6%  0.54[027,1.10]
RATIONALE 315 04453 03496 7%  0541032,127)

Subtotal (95% CI) 100.0%
Heterogeneity: Taw"= 0.00; Chi*= 1.7, df= 4 (P = 0.88); F= 0%
Testfor oversll effect: 2= 4.83 (P < 0.00001)

0.64[0.53,0.77]

19.9PDL1TPS <1%

AEGEAN 02744 02198 206%  0.76[0.49,117)
CheckMate 77T 03147 02283 194%  073[047,1.14]
KEYNOTE 671 02614 01681 353%  0.77[055,1.07]
Neotarch 05276 02907 118%  0.59(0.33,1.04)
RATIONALE 315 02231 02748 132%  0.80[047,137)
Subtotal (95% CI) 1000%  0.74[0.61,0.90]

Heterogeneity Tau®= 0.00; Chi

76, 0= 4 (P=0.94), F= 0%

Testfor oversll effect: 2= 3.01 (P = 0.003)

19.10PD-L1TPS 1-49%

AEGEAN 03567 02084 236%  0.70[0.47,1.05
CheckMate 77T 02744 0255 200%  0.76[0.45,1.25]
KEYNOTE 671 06733 01998 243%  0.51(0.34,075]
Neotarch 414712 02896 17.6%  0.31[0.18,055]
RATIONALE 315 40788 0346 144%  0.34[017,067)
Subtotal (95% CI) 1000%  051[0.37,0.71]

Heterogeneity: Taw"= 0.08; Chi*= 8.88, df= 4 (P = 0.06); F= 55%
Testfor oversll effect: Z= 3.96 (P < 0.0001)

19.11PDL1TPS =50%

AEGEAN 05108 02676 229%  0.60[0.3,1.01]
CheckMate 77T 413471 03884 139%  0.26[0.12,056]
KEYNOTE 671 08675 02127 294%  0.42[0.28,064]
Neotarch 414712 03542 159%  0.31(0.15,062)
RATIONALE 315 03425 03215 182% 0710038133
Subtotal (95% CI) 1000%  0.45[0.32,062]

Heterogeneity: Taw"= 0.05; Chi*= 6.37, df= 4 (P= 0.17), F= 37%
Testfor oversll effect: 2= 4.79 (P < 0.00001)

Tact for subaroun diferences: Chi
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Hazard Ratio

n 95% C1

oo

01 1
Favours [experimental] Favours

100




image4.png
Hazard Ratio

Study or Su loglHazard Ratt SE_Weight IV, Random, 95% C1
1.10.1 Asia

AEGEAN 05108 02048 399%  0.60[0.40,090]
CheckMate 77T 0755 03052 180%  0.47[0.25,085]
KEYNOTE 671 04155 01991 422%  0.66[0.45,098)
Subtotal (95% CI) 1000%  0.60[0.46,0.77]

Heterogeneity: Taw"= 0.00; Chi*= 0.87, df= 2 (P = 0.65); F= 0%
Testfor oversll effect: Z= 3.98 (P < 0.0001)

1.10.2 Non-Asia

AEGEAN 02744 01703 299%  0.76[0.54,1.06]
CheckMate 77T 04943 01868 257%  0.51[0.42,088)
KEYNOTE 671 05162 01314 444%  0.54(042,070)
Subtotal (95% CI) 1000%  0.62[0.50,0.76]

Heterogeneity: Taw"= 0.01; Chi*= 253, df= 2 (P = 0.28), F= 21%
Testfor oversll effect: Z= 4.66 (P < 0.00001)

1.10.3 Cisplatin
AEGEAN 05276 02678 115%  0.59[0.35,1.00]
CheckMate 77T 04943 02874 100%  051[0.35,1.07]
KEYNOTE 671 05276 01024 785%  0.59(0.48,072)
Subtotal (95% CI) 1000%  0.59[0.50,0.71]

Heterogeneity: Taw"= 0.00; Chi*= 0.01, df= 2 (P = 0.99); F= 0%
Testfor oversll effect: Z= 5.78 (P < 0.00001)

1.10.4 Carboplatin

AEGEAN 03147 0152 546%  0.73[054,098)
CheckMate 77T 05349 01802 454%  0.53[0.37,075]
Subtotal (95% CI) 1000%  0.63[0.46,0.86]

Heterogeneity: Taw"= 0.02; Chi*= 1.84, df= 1 (P = 0.17); F= 8%

Testfor oversll effect 2= 2.89 (P = 0.004)

1105 pCR

CheckMate 77T 44087 07246 457%  0.33[0.08,1.37)
KEYNOTE 671 411087 0665 543%  0.33(0.09,121]
Subtotal (95% CI) 1000%  0.33[0.13,0.86]

Heterogeneity Tau®= 0.00; Chi

00,d=1(P=1.00)F= 0%

Testfor oversll effect: 2= 2.26 (P = 0.02)

1.10.6 Non-pCR.

CheckMate 77T 02367 01538 343%  079[058,1.07]
KEYNOTE 671 03711 01111 B57%  0.69(0.55,0.86]
Subtotal (95% CI) 1000%  0.72[0.61,0.86]

Heterogeneity: Tau®= 0.00; Chi*= 051, df=1 (P = 0.48); F= 0%
Testfor oversll effect: 2= 3.61 (P = 0.0003)

1107 MPR
CheckMate 77T 09163 04649 417%  0.40[0.15,099)
KEYNOTE 671 05162 0393 583%  0.54[025,117)
Subtotal (95% CI) 1000%  0.48[0.26,0.86]

Heterogeneity: Taw"= 0.00; Chi*= 0.24, df= 1 (P= 0.62) F= 0%

Testfor oversll effect: 2= 247 (P = 0.01)

1.10.8 Non-MPR

CheckMate 77T 01625 01576 358%  0.85[052,1.16]
KEYNOTE 671 03147 01177 B42%  073[058,052)
Subtotal (95% CI) 1000%  0.77[0.64,0.93]

Heterogeneity Tau®= 0.00; Chi

B0, d=1(P=0.44), F= 0%

Hazard Ratio

W, n 95% C1

oy 0”+

olH

0**

Test for overall efiect Z= 2.76 (P = 0.006)
1.10.9 EGFR-mutation positive
AEGEAN 01508 04678 §0.7%  0.86[0.34,215] ——
KEYNOTE 71 24079 1098 403% 009001077 —— @ ——
Subtotal (95% CI) 100.0%  0.35[0.04,3.03] —————
Heterageneity: Talr = 1.84; ChP= 3.58, 0= 1 (P= 0.0B); F= 72%
Test for overall efect Z= 0,96 (P = 0.34)
1.10.10 EGFR mutation negative
AEGEAN 03857 0128 281%  068[053,087] -
Checktate 77T 05447 01824 187%  058[0.41,083] -
KEYNOTE 71 0734 0222 142%  048[0.31,074] -
Neatorch 09163 018 190%  040(0.38,057] -
RATIONALE 315 05798 01736 199%  056(0.40,079] be
Subtotal (95°% Cl) 1000%  055[0.45,0.66] *
Heterageneity: Talr = 0.02; ChP= 6.31, 0= 4 (P= 0.18), F= 37%
Test for overall efect Z= 6.23 (P < 0.00001)

001 01 i 00

Tact for subaroun diferences: Chi

18) F= 28 6%
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