[bookmark: _Toc7332][bookmark: _Toc3754][bookmark: _GoBack]Additional File

Part 1. Search terms for meta-analysis (PubMed, EMBASE)	2
Table S1 Values, Distributions, and Sources of Parameters in Cost-Effectiveness Analysis	3
Figure S1 Study flow chart	7
Part 2 Results for Risk of Bias	8
Part 3 Results for Publication Bias	9
Table S2  League Table for Network Meta-analysis of Safety	10
Table S3 Summary of Fit Effects for Fractional Polynomial Models in the NMA	11
Table S4 Fit Effects of Various Parametric Models for the Reference Regimen	12
Table S5 Subgroup Analysis Results for OS and PFS	13



[bookmark: _Toc12187]Part 1. Search terms for meta-analysis (PubMed, EMBASE)
1. ("colorectal cancer"[Title])AND ("Refractory"[Title/Abstract] OR "Advanced"[Title/Abstract]) AND "English"[Language] AND ("compare"[Title/Abstract] OR "comparison"[Title/Abstract] OR "comparative"[Title/Abstract] OR "comparing"[Title/Abstract] OR "versus"[Title/Abstract] OR "vs"[Title/Abstract]) AND ("randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "Randomized"[Title/Abstract] OR "randomised"[Title/Abstract] OR "randomly"[Title/Abstract] OR "clinical"[Title/Abstract] OR "Trial"[Title/Abstract] OR "phase"[Title/Abstract])
2. ("randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "Randomized"[Title/Abstract] OR "randomised"[Title/Abstract] OR "randomly"[Title/Abstract] OR "Trial"[Title/Abstract] OR "phase"[Title/Abstract])) OR (("colorectal Carcinoma"[Title] OR "colorectal adenocarcinoma"[Title]) AND ("Refractory"[Title/Abstract] OR "Advanced"[Title/Abstract]) AND "English"[Language] AND ("randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "Randomized"[Title/Abstract] OR "randomised"[Title/Abstract] OR "randomly"[Title/Abstract] OR "Trial"[Title/Abstract] OR "phase"[Title/Abstract]))


[bookmark: _Toc15161]Table S1 Values, Distributions, and Sources of Parameters in Cost-Effectiveness Analysis
	Parameters
	Mean
	Upper
	Lower
	Distribution
	Source

	Cost Parameters
	　
	　
	　
	　
	　

	Price of Bevacizumab (25MG/ML INJ,4ML), $
	541.66
	232.41
	784.92
	Gamma
	[1]　

	Price of Regorafenib, $
	19311.88
	15449.50
	23174.26
	Gamma
	　[1]

	Price of Fruquintinib, $
	25200.00
	20160.00
	30240.00
	Gamma
	[1]　

	Price of TAS-102 (TRI20/TIP8.19), $
	3654.69
	2923.75
	4385.63
	Gamma
	[1]　

	Price of TAS-102 (TR15/TIP6.14), $
	2723.81
	2179.05
	3268.57
	Gamma
	[1]　

	Follow-up costs (CBC w/auto differential WBC), $
	7.17
	5.74
	8.60
	Gamma
	[2]　

	Follow-up costs (metabolic panel), $
	13.15
	10.52
	15.78
	Gamma
	[2]　

	Follow-up costs (cyclely number of MD visits)
	2.00
	2.00
	2.00
	Gamma
	　[3]

	Follow-up costs_cyclely cost of MD visits
	353.88
	283.10
	424.66
	Gamma
	[3]　

	Follow-up costs (CT Scan), $
	112.60
	104.14
	157.93
	Gamma
	[2]　

	Follow-up costs (cyclely CT Scan Times)
	0.33
	0.33
	0.33
	Gamma
	　[4]

	BSC (7 days), $
	114.30
	91.44
	137.16
	Gamma
	[5]　

	BSC (7 days), $ (Scenario Analysis)
	0.00
	0.00
	0.00
	Gamma
	[4]　

	subsequent active treatment cost, $
	16786.89
	6559.17
	29712.50
	Gamma
	[6]　

	End-of-life cost, $
	36684.23
	29347.38
	44021.08
	Gamma
	[7]　

	Treatment cost for Abdominal paint, $
	13055.40
	10444.32
	15666.48
	Gamma
	[8]　

	Treatment cost for Alanine aminotransferase concentration increasedt, $
	144.66
	115.73
	173.59
	Gamma
	[8, 9]　

	Treatment cost for Anemiat, $
	9700.69
	7760.55
	11640.83
	Gamma
	[8, 9]　

	Treatment cost for Anorexiat, $
	12505.44
	10004.35
	15006.53
	Gamma
	[8, 9]　

	Treatment cost for Aspartate aminotransferase increasedt, $
	144.66
	115.73
	173.59
	Gamma
	[8, 9]　

	Treatment cost for Astheniat, $
	9376.69
	7501.35
	11252.03
	Gamma
	[8, 9]　

	Treatment cost for Blood bilirubin increased/Increase in total bilirubint, $
	6674.75
	5339.80
	8009.70
	Gamma
	[10, 11]　

	Treatment cost for Colonic obstructiont, $
	15255.21
	12204.17
	18306.25
	Gamma
	[8]　

	Treatment cost for Decreased appetitet, $
	12505.44
	10004.35
	15006.53
	Gamma
	[8, 9]　

	Treatment cost for Dehydrationt, $
	7873.89
	6299.11
	9448.67
	Gamma
	[8, 9]　

	Treatment cost for Diarrhoeat, $
	13055.40
	10444.32
	15666.48
	Gamma
	[8]　

	Treatment cost for Dyspnoeat, $
	4301.59
	3441.27
	5161.91
	Gamma
	[8, 9]　

	Treatment cost for Fatiguet, $
	14601.24
	11680.99
	17521.49
	Gamma
	[8]　

	Treatment cost for Febrile neutropeniat, $
	17524.36
	14019.49
	21029.23
	Gamma
	[8, 9]　

	Treatment cost for Hand-foot skin reactiont, $
	16665.95
	13332.76
	19999.14
	Gamma
	[8]　

	Treatment cost for Hyperbilirubinaemiat, $
	22054.29
	17643.43
	26465.15
	Gamma
	[8, 12]　

	Treatment cost for Hypertensiont, $
	11419.89
	9135.91
	13703.87
	Gamma
	[8]　

	Treatment cost for Hyponatremiat, $
	29448.77
	23559.02
	35338.52
	Gamma
	[8, 9]　

	Treatment cost for Hypophosphataemiat, $
	9162.69
	7330.15
	10995.23
	Gamma
	[8, 12]　

	Treatment cost for Increase alkaline phosphatase levelt, $
	8274.49
	6619.59
	9929.39
	Gamma
	[8, 12]　

	Treatment cost for Increase in alanine aminotransferase 
levelt, $
	144.66
	115.73
	173.59
	Gamma
	[8, 9]　

	Treatment cost for Increase in aspartate aminotransferase 
levelt, $
	144.66
	115.73
	173.59
	Gamma
	[8, 9]　

	Treatment cost for Leucopeniat, $
	24898.51
	19918.81
	29878.21
	Gamma
	[8]　

	Treatment cost for Lipase concentration increasedt, $
	8607.95
	6886.36
	10329.54
	Gamma
	[8, 9]　

	Treatment cost for Lymphocyte count decreasedt, $
	9510.06
	7608.05
	11412.07
	Gamma
	[8, 12]　

	Treatment cost for Myalgiat, $
	3003.22
	2402.58
	3603.86
	Gamma
	[8, 9]　

	Treatment cost for Nauseat, $
	4624.38
	3699.50
	5549.26
	Gamma
	[8, 9]　

	Treatment cost for Neutropeniat, $
	2550.51
	2040.41
	3060.61
	Gamma
	[8, 9]　

	Treatment cost for Oral mucositist, $
	21543.82
	17235.06
	25852.58
	Gamma
	[13]　

	Treatment cost for Rash or desquamationt, $
	185.31
	148.25
	222.37
	Gamma
	[8, 9]　

	Treatment cost for Thrombocytopeniat, $
	18551.34
	14841.07
	22261.61
	Gamma
	　[8]

	Treatment cost for Vomitingt, $
	4624.38
	3699.50
	5549.26
	Gamma
	[8, 9]　

	Treatment cost for Proteinuriat, $
	5784.68
	4627.74
	6941.62
	Gamma
	[8, 12]　

	Subsequent active treatment for BSC
	0.39
	0.382
	0.382
	Beta
	[14-18]

	subsequent treatment Fruquintinibquintinib
	0.34
	0.162
	0.162
	Beta
	[14, 18]

	subsequent treatment Regorafeniborafenib
	0.27
	0.088
	0.088
	Beta
	[15, 16]

	subsequent treatment REDoS
	0.27
	0.074
	0.074
	Beta
	[19]

	subsequent treatment TAS-102-102
	0.42
	0.044
	0.044
	Beta
	[17]

	subsequent treatment TAS-102-102+BEV
	0.42
	0.029
	0.029
	Beta
	[20]

	Discount
	0.03
	0
	0.08
	Beta
	[21]

	Body Surface Area, m2
	1.78
	1.42
	2.14
	Normal
	[3]

	Weight, kg
	80
	60
	100
	Normal
	[3]

	Utility Parameters
	
	
	
	
	

	Utility for PFS
	0.72
	0.71
	0.73
	Beta
	[4]

	Utility for PD
	0.59
	0.56
	0.62
	Beta
	[4] 

	Utility for PFS (BSC, Scenario Analysis)
	0.75
	0.68
	0.83
	Beta
	[4]

	Utility for PFS (Active Treatment, Scenario Analysis)
	0.78
	0.70
	0.86
	Beta
	[4]

	Utility for PD (Scenario Analysis)
	0.69
	0.62
	0.76
	Beta
	[4]

	Disutility for Abdominal pain
	0.103
	0.08
	0.12
	Beta
	[4, 22]

	Disutility for Alanine aminotransferase concentration increased
	0.09
	0.07
	0.11
	Beta
	[4, 23]

	Disutility for Anemia
	0.13
	0.10
	0.16
	Beta
	[9]

	Disutility for Anorexia
	0.17
	0.14
	0.20
	Beta
	[9]

	Disutility for Aspartate aminotransferase increased
	0.09
	0.07
	0.11
	Beta
	[4, 23]

	Disutility for Asthenia
	0.17
	0.14
	0.20
	Beta
	[9, 24]

	Disutility for Blood bilirubin increased/Increase in total bilirubin
	0.09
	0.07
	0.11
	Beta
	[4, 23]

	Disutility for Colonic obstruction
	0.17
	0.14
	0.20
	Beta
	[9, 24]

	Disutility for Decreased appetite
	0.103
	0.08
	0.12
	Beta
	[4, 22]

	Disutility for Dehydration
	0.13
	0.10
	0.16
	Beta
	[9]

	Disutility for Diarrhoea
	0.103
	0.08
	0.12
	Beta
	[22]

	Disutility for Dyspnoea
	0.13
	0.10
	0.16
	Beta
	[9]

	Disutility for Fatigue
	0.115
	0.09
	0.14
	Beta
	[22]

	Disutility for Febrile neutropenia
	0.17
	0.14
	0.20
	Beta
	[9]

	Disutility for Hand-foot skin reaction
	0.032
	0.03
	0.04
	Beta
	[4, 23]

	Disutility for Hyperbilirubinaemia
	0.09
	0.07
	0.11
	Beta
	[4, 23]

	Disutility for Hypertension
	0.069
	0.06
	0.08
	Beta
	[23]

	Disutility for Hyponatremia
	0.17
	0.14
	0.20
	Beta
	[22]

	Disutility for Hypophosphataemia
	0.232
	0.19
	0.28
	Beta
	[12, 25]

	Disutility for Increase alkaline phosphatase level
	0.232
	0.19
	0.28
	Beta
	[12, 25]

	Disutility for Increase in alanine aminotransferase 
level
	0.13
	0.10
	0.16
	Beta
	[9]

	Disutility for Increase in aspartate aminotransferase 
level
	0.13
	0.10
	0.16
	Beta
	[9]

	Disutility for Leucopenia
	0.232
	0.19
	0.28
	Beta
	[12, 25]

	Disutility for Lipase concentration increased
	0.17
	0.14
	0.20
	Beta
	[9]

	Disutility for Lymphocyte count decreased
	0.09
	0.07
	0.11
	Beta
	[4, 23]

	Disutility for Myalgia
	0.13
	0.10
	0.16
	Beta
	[22]

	Disutility for Nausea
	0.103
	0.08
	0.12
	Beta
	[22]

	Disutility for Neutropenia
	0.13
	0.110
	0.20
	Beta
	[22]

	Disutility for Oral mucositis
	0.032
	0.026
	0.04
	Beta
	[4, 23]

	Disutility for Rash or desquamation
	0.13
	0.104
	0.16
	Beta
	[9]

	Disutility for Thrombocytopenia
	0.09
	0.072
	0.11
	Beta
	[4, 23]

	Disutility for Vomiting
	0.103
	0.110
	0.20
	Beta
	[22]

	Disutility for Proteinuria
	0.232
	0.19
	0.28
	Beta
	[25]

	Safety Parameters
	　
	　
	　
	　
	　

	Adverse event rate for Fruquintinib_Hypertension
	21.22%
	0.17
	0.25
	Beta
	[18]

	Adverse event rate for Fruquintinib_Hand-foot skin reaction
	10.79%
	0.09
	0.13
	Beta
	[18]

	Adverse event rate for Fruquintinib_Proteinuria
	3.24%
	0.03
	0.04
	Beta
	[18]

	Adverse event rate for Fruquintinib_Diarrhea
	2.88%
	0.02
	0.03
	Beta
	[18]

	Adverse event rate for Fruquintinib_Platelet count decreased
	2.52%
	0.02
	0.03
	Beta
	[18]

	Adverse event rate for TAS-102+BEV_Neutropenia
	38.30%
	0.31
	0.46
	Beta
	[26]

	Adverse event rate for TAS-102+BEV_Anaemia
	17.02%
	0.14
	0.20
	Beta
	[26]

	Adverse event rate for TAS-102+BEV_Nausea
	6.38%
	0.05
	0.08
	Beta
	[26]

	Adverse event rate for TAS-102+BEV_Vomiting
	2.13%
	0.02
	0.03
	Beta
	[26]

	Adverse event rate for TAS-102+BEV_Fatigue
	10.64%
	0.09
	0.13
	Beta
	[26]

	Adverse event rate for TAS-102+BEV_Febrile neutropenia
	2.13%
	0.02
	0.03
	Beta
	[26]

	Adverse event rate for REDoS_Fatigue
	0.13
	0.10
	0.16
	Beta
	[27]

	Adverse event rate for REDoS_Hand-foot skin reaction
	0.15
	0.12
	0.18
	Beta
	[27]

	Adverse event rate for REDoS_Hypertension
	0.07
	0.06
	0.09
	Beta
	[27]

	Adverse event rate for REDoS_Diarrhoea
	0.02
	0.01
	0.02
	Beta
	[27]

	Adverse event rate for REDoS_Anorexia
	0.02
	0.01
	0.02
	Beta
	[27]

	Adverse event rate for REDoS_Blood bilirubin increased
	0.04
	0.03
	0.04
	Beta
	[27]

	Adverse event rate for REDoS_Increase in AST leve
	0.02
	0.01
	0.02
	Beta
	[27]

	Adverse event rate for REDoS_Alkaline phosphatase increased
	0.06
	0.04
	0.07
	Beta
	[27]

	Adverse event rate for REDoS_Abdominal pain
	0.17
	0.13
	0.20
	Beta
	[27]

	Adverse event rate for REDoS_Dyspnoea
	0.04
	0.03
	0.04
	Beta
	[27]

	Adverse event rate for REDoS_Hyponatremia
	0.06
	0.04
	0.07
	Beta
	[27]

	Adverse event rate for REDoS_Lymphocyte count decreased
	0.07
	0.06
	0.09
	Beta
	[27]

	Adverse event rate for REDoS_Myalgia
	0.02
	0.01
	0.02
	Beta
	[27]

	Adverse event rate for REDoS_Colonic obstruction
	0.06
	0.04
	0.07
	Beta
	[27]

	Adverse event rate for TAS-102_Anemia
	0.11
	0.09
	0.13
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Diarrhoea
	0.01
	0.01
	0.02
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Hypoalbuminemia
	0.03
	0.02
	0.03
	Beta
	[15, 27] 

	Adverse event rate for TAS-102_Hyponatremia
	0.04
	0.03
	0.05
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Increase in AST level
	0.03
	0.03
	0.04
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Increase in total bilirubin level
	0.06
	0.05
	0.07
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Leukopenia
	0.04
	0.03
	0.05
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Lymphopenia
	0.12
	0.10
	0.15
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Neutropenia
	0.27
	0.22
	0.33
	Beta
	[15, 27]

	Adverse event rate for TAS-102_Neutrophil count decreased
	0.09
	0.08
	0.11
	Beta
	[15, 27]

	Adverse event rate for TAS-102_WBC count decreased
	0.09
	0.07
	0.11
	Beta
	[15, 27]

	Adverse event rate for Regorafenib_Anaemia
	0.02
	0.02
	0.02
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Anorexia
	0.02
	0.02
	0.03
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Diarrhoea
	0.05
	0.04
	0.07
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Fatigue
	0.09
	0.07
	0.11
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Hand-foot skin reaction
	0.16
	0.13
	0.20
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Hyperbilirubinaemia
	0.03
	0.02
	0.03
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Hypertension
	0.09
	0.07
	0.10
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Hypophosphataemia
	0.04
	0.03
	0.05
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Oral mucositis
	0.02
	0.02
	0.03
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Rash or desquamation
	0.05
	0.04
	0.06
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Thrombocytopenia
	0.03
	0.02
	0.03
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Increase in ALT level
	0.01
	0.01
	0.02
	Beta
	[17, 26]

	Adverse event rate for Regorafenib_Increase in AST level
	0.01
	0.01
	0.01
	Beta
	[17, 26]

	Adverse event rate for BSC_Hypertension
	0.01
	0.01
	0.01
	Beta
	[15-18]

	Adverse event rate for BSC_Fatigue
	0.02
	0.02
	0.03
	Beta
	[15-18]

	Adverse event rate for BSC_Anorexia
	0.01
	0.01
	0.01
	Beta
	[15-18]

	Adverse event rate for BSC_Increase in total bilirubin level
	0.02
	0.013
	0.020
	Beta
	[15-18]

	Adverse event rate for BSC_Hyponatremia
	0.01
	0.008
	0.012
	Beta
	[15-18]

	Adverse event rate for BSC_Increase in AST level
	0.01
	0.009
	0.014
	Beta
	[15-18]

	Duration of Adverse events, days
	30.00
	15.00
	45.00
	Gamma
	[28]　

	Effectiveness Parameters
	　
	　
	　
	　
	　

	Scale (Fruquintinib)
	2.241
	0.573
	3.913
	Fixed
	Bayesian First-Order Fractional Polynomial Network Meta-analysis Model for PFS

	Scale (Regorafenib)
	0.416
	-0.351
	1.183
	Fixed
	

	Scale (REDos)
	-0.114
	-0.94
	0.753
	Fixed
	

	Scale (TAS-102)
	1.714
	0.687
	2.82
	Fixed
	

	Scale (TAS-102+BEV)
	-0.355
	-1.351
	0.671
	Fixed
	

	Shape (Fruquintinib)
	11.338
	5.203
	17.459
	Fixed
	

	Shape (Regorafenib)
	3.78
	1.451
	6.066
	Fixed
	

	Shape (REDos)
	1.288
	-1.014
	3.73
	Fixed
	

	Shape (TAS-102)
	7.615
	4.881
	10.365
	Fixed
	

	Shape (TAS-102+BEV)
	3.877
	0.306
	7.535
	Fixed
	

	Scale (Fruquintinib)
	-13.32
	-20.138
	-6.528
	Fixed
	Bayesian First-Order Fractional Polynomial Network Meta-analysis Model for OS

	Scale (Regorafenib)
	-5.578
	-8.392
	-2.745
	Fixed
	

	Scale (REDos)
	-1.894
	-4.917
	1.009
	Fixed
	

	Scale (TAS-102)
	-9.531
	-13.212
	-5.955
	Fixed
	

	Scale (TAS-102+BEV)
	-4.734
	-8.802
	-0.769
	Fixed
	

	Shape (Fruquintinib)
	-6.602
	-18.29
	5.45
	Fixed
	

	Shape (Regorafenib)
	-3.304
	-8.314
	1.594
	Fixed
	

	Shape (REDos)
	-2.267
	-6.517
	1.74
	Fixed
	

	Shape (TAS-102)
	-1.737
	-6.789
	3.117
	Fixed
	

	Shape (TAS-102+BEV)
	-2.076
	-10.942
	6.896
	Fixed
	

	Scale (Fruquintinib)
	5.421
	-8.425
	18.778
	Fixed
	Bayesian Second-Order Fractional Polynomial Network Meta-analysis Model for PFS

	Scale (Regorafenib)
	2.303
	-3.233
	7.954
	Fixed
	

	Scale (REDos)
	1.932
	-2.717
	6.896
	Fixed
	

	Scale (TAS-102)
	1.54
	-3.934
	7.22
	Fixed
	

	Scale (TAS-102+BEV)
	0.126
	-10.843
	10.789
	Fixed
	

	Shape 1 (Fruquintinib)
	2.023
	-1.444
	5.401
	Fixed
	

	Shape 1 (Regorafenib)
	1.441
	-0.026
	2.922
	Fixed
	

	Shape 1 (REDos)
	0.64
	-0.522
	1.855
	Fixed
	

	Shape 1 (TAS-102)
	0.396
	-1.068
	1.923
	Fixed
	

	Shape 1 (TAS-102+BEV)
	0.676
	-1.754
	3.104
	Fixed
	

	Shape 2 (Fruquintinib)
	-1.518
	-2.026
	-1.01
	Fixed
	

	Shape 2 (Regorafenib)
	-1.346
	-1.524
	-1.162
	Fixed
	

	Shape 2 (REDos)
	-1.117
	-1.307
	-0.928
	Fixed
	

	Shape 2 (TAS-102)
	-1.299
	-1.494
	-1.094
	Fixed
	

	Shape 2 (TAS-102+BEV)
	-2.032
	-2.306
	-1.753
	Fixed
	

	Scale (Fruquintinib)
	1.239
	-0.153
	2.636
	Fixed
	Bayesian Second-Order Fractional Polynomial Network Meta-analysis Model for OS

	Scale (Regorafenib)
	0.086
	-0.407
	0.573
	Fixed
	

	Scale (REDos)
	0.72
	0.271
	1.186
	Fixed
	

	Scale (TAS-102)
	0.998
	0.556
	1.452
	Fixed
	

	Scale (TAS-102+BEV)
	0.968
	0.044
	1.865
	Fixed
	

	Shape 1 (Fruquintinib)
	-0.599
	-1.106
	-0.078
	Fixed
	

	Shape 1 (Regorafenib)
	0.244
	0.048
	0.443
	Fixed
	

	Shape 1 (REDos)
	-0.324
	-0.479
	-0.164
	Fixed
	

	Shape 1 (TAS-102)
	-0.416
	-0.607
	-0.221
	Fixed
	

	Shape 1 (TAS-102+BEV)
	-0.704
	-0.987
	-0.422
	Fixed
	

	Shape 2 (Fruquintinib)
	-1.178
	-4.699
	1.6
	Fixed
	

	Shape 2 (Regorafenib)
	-1.839
	-2.887
	-0.855
	Fixed
	

	Shape 2 (REDos)
	-0.164
	-1.186
	0.863
	Fixed
	

	Shape 2 (TAS-102)
	0.32
	-0.578
	1.283
	Fixed
	

	Shape 2 (TAS-102+BEV)
	-2.625
	-5.89
	0.263
	Fixed
	








[bookmark: _Toc32766]Figure S1 Study flow chartStudies identified through database searching registers,international conferences
(n =3979)
Excluded for duplicates or blank records
(n =407)
Titles and abstracts screening
(n =3572)
Reasons for excluded full-text articles
(n =356)
- Non-target population (n=105)
- No target results (n =251)
Full-text articles screening
(n =365)
Reasons for excluded titles and abstracts (n=3207)
- Single arm trial (n =794)
- No corresponding topics (n=1385)
- Observational study or case reports (n =746)
- Secondary analysis or study protocol (n =282 )
Total articles used for data extraction
 (n =9)
Identification
Screening
Eligibility

Inclusion
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[bookmark: _Toc13691]Part 3 Results for Publication Bias
1. Overall Survival
[image: 漏斗图]

2. Progression-free Survival
[image: 发表偏倚-PFS]
[bookmark: _Toc28472]Table S2  League Table for Network Meta-analysis of Safety
	
	Grade 3+ TRAE

	Serious TRAE
	BSC
	6.63 (1.55, 31.57)
	7.34 (1.62, 32.9)
	NA
	7.51 (0.88, 65.32)
	NA

	
	0.89 (0.24,1.26)
	Fruquintinib
	1.11 (0.13, 8.81)
	NA
	1.13 (0.08, 15.08)
	NA

	
	0.81 (0.6, 1.08)
	0.92 (0.54, 1.39)
	Regorafenib
	NA
	1.02 (0.08, 13.75)
	NA

	
	0.97 (0.3, 3.27)
	1.08 (0.58, 1.89)
	1.2 (0.38, 3.89)
	REDoS
	NA
	NA

	
	0.98 (0.59, 1.59)
	1.11 (0.62, 1.79)
	1.21 (0.67, 2.13)
	1 (0.27, 3.63)
	TAS-102
	NA

	
	0.85 (0.32, 2.24)
	0.97 (0.59, 1.44)
	1.05 (0.38, 2.89)
	0.87 (0.18, 3.98)
	0.87 (0.38, 2)
	TAS-102+BEV


BSC, Best Supportive Care; REDo, regorafenib dose optimization; TAS-102, trifluridine/tipiracil; TAS-BEV, TAS-102 with bevacizumab; TRAE, treatment-related adverse event.
[bookmark: _Toc870]Table S3 Summary of Fit Effects for Fractional Polynomial Models in the NMA
	Overall Survival
	Progression-free Survival

	Model
	AIC
	Model
	AIC

	Second order FP,p1=-0.5, p2=0#
	1376.74
	Second order FP,p1=-2, p2=-1#
	1425.31

	Second order FP,p1=-1, p2=0
	1377
	Second order FP,p1=-2, p2=-0.5
	1462.88

	Second order FP,p1=-1, p2=-0.5
	1377.6
	Second order FP,p1=-2, p2=0
	1508.8

	Second order FP,p1=-1, p2=0.5
	1378.47
	Second order FP,p1=-2, p2=0.5
	1561.68

	Second order FP,p1=-1, p2=1
	1381.92
	Second order FP,p1=-1, p2=-0.5
	1563.11

	Second order FP,p1=-0.5, p2=0.5
	1382.32
	Second order FP,p1=-2, p2=1
	1618.42

	Second order FP,p1=-2, p2=-1
	1385.93
	Second order FP,p1=-1, p2=0
	1631.21

	Second order FP,p1=-2, p2=-0.5
	1388.81
	Second order FP,p1=-1, p2=0.5
	1707.26

	Second order FP,p1=-0.5, p2=1
	1391.2
	Second order FP,p1=-0.5, p2=0
	1714.62

	Second order FP,p1=-2, p2=0
	1392.04
	Second order FP,p1=-2, p2=2
	1728.33

	Second order FP,p1=-1, p2=2
	1392.46
	Second order FP,p1=-1, p2=1
	1786.66

	Second order FP,p1=-2, p2=0.5
	1395.36
	Second order FP,p1=-0.5, p2=0.5
	1804.18

	Second order FP,p1=0, p2=0.5
	1396.54
	Second order FP,p1=-2, p2=3
	1817.28

	Second order FP,p1=-2, p2=1
	1398.58
	Second order FP,p1=-0.5, p2=1
	1896.37

	First order FP, p1=-2*
	1400.16
	Second order FP,p1=0, p2=0.5
	1913.28

	Second order FP,p1=-2, p2=-2
	1400.16
	Second order FP,p1=-1, p2=2
	1937.27

	Second order FP,p1=-1, p2=3
	1403.74
	Second order FP,p1=0, p2=1
	2017.8

	Second order FP,p1=-2, p2=2
	1404.4
	First order FP, p1=-2*
	2022.68

	Second order FP,p1=-2, p2=3
	1409.1
	Second order FP,p1=-2, p2=-2
	2022.68

	Second order FP,p1=-0.5, p2=2
	1413.67
	Second order FP,p1=-1, p2=3
	2059.59

	Second order FP,p1=0, p2=1
	1414.23
	Second order FP,p1=-0.5, p2=2
	2069.52

	First order FP,p1=-1
	1422.69
	Second order FP,p1=0.5, p2=1
	2144.14

	Second order FP,p1=-1, p2=-1
	1422.69
	Second order FP,p1=-0.5, p2=3
	2210.35

	Second order FP,p1=-0.5, p2=3
	1435.31
	Second order FP,p1=0, p2=2
	2211.87

	Second order FP,p1=0.5, p2=1
	1447.97
	First order FP,p1=-1
	2355.01

	Second order FP,p1=0, p2=2
	1454.01
	Second order FP,p1=-1, p2=-1
	2355.01

	First order FP,p1=-0.5
	1488.39
	Second order FP,p1=0.5, p2=2
	2355.09

	Second order FP,p1=-0.5, p2=-0.5
	1488.39
	Second order FP,p1=0, p2=3
	2369.07

	Second order FP,p1=0, p2=3
	1489.47
	Second order FP,p1=1, p2=2
	2490.73

	Second order FP,p1=0.5, p2=2
	1507.15
	Second order FP,p1=0.5, p2=3
	2523.66

	Second order FP,p1=0.5, p2=3
	1556.69
	First order FP,p1=-0.5
	2560.09

	Second order FP,p1=1, p2=2
	1564.38
	Second order FP,p1=-0.5, p2=-0.5
	2560.09

	First order FP,p1=0
	1586.26
	Second order FP,p1=1, p2=3
	2663.93

	Second order FP,p1=0, p2=0
	1586.26
	First order FP,p1=0
	2764.49

	Second order FP,p1=1, p2=3
	1625.24
	Second order FP,p1=0, p2=0
	2764.49

	First order FP,p1=0.5
	1694
	Second order FP,p1=2, p2=3
	2881.98

	Second order FP,p1=0.5, p2=0.5
	1694
	First order FP,p1=0.5
	2937.24

	Second order FP,p1=2, p2=3
	1737.99
	Second order FP,p1=0.5, p2=0.5
	2937.24

	First order FP,p1=1
	1788.63
	First order FP,p1=1
	3055.55

	Second order FP,p1=1, p2=1
	1788.63
	Second order FP,p1=1, p2=1
	3055.55

	First order FP, p1=2
	1909.09
	First order FP, p1=2
	3147.65

	Second order FP,p1=2, p2=2
	1909.09
	Second order FP,p1=2, p2=2
	3147.65

	First order FP,p1=3
	1963.67
	First order FP,p1=3
	3160.07

	Second order FP,p1=3, p2=3
	1963.67
	Second order FP,p1=3, p2=3
	3160.07


# Choose for 2-Order Fractional Polynomial (FP) Model; * Choose for 1-Order FP Model


[bookmark: _Toc26848]Table S4 Fit Effects of Various Parametric Models for the Reference Regimen
	OS
	PFS#

	Model
	AIC
	Model
	AIC

	lnorm
	115.8233328
	llogis
	90.69386327

	FP2-2
	115.9671469
	lnorm
	93.00034836

	FP1-2
	117.9619041
	weibull
	93.76921764

	gengamma
	121.4167699
	FP2-1
	94.97394331

	FP2-1
	121.5481668
	gengamma
	95.09041137

	genf
	122.7768877
	exp
	97.83543284

	llogis
	126.8491592
	gamma
	98.30433582

	RCS2
	134.7159191
	RCS2
	98.78854652

	FP1-1
	136.8875745
	genf
	98.87339824

	RP-hazard-1
	137.6188385
	gompertz
	99.12892955

	RP-odds-2
	138.0663289
	FP2-2
	99.20643067

	RP-odds-1
	138.8115822
	FP1-2
	196.3426199

	RP-hazard-2
	140.5685646
	RCS1
	215.6180146

	RP-normal-2
	140.6722325
	FP1-1
	269.8802887

	RP-normal-1
	143.2825452
	
	

	gamma
	149.0667025
	
	

	weibull
	173.0516186
	
	

	RCS1
	191.1431515
	
	

	gompertz
	232.1844826
	
	

	exp
	268.7259158
	
	


#RP model was not suitable
[bookmark: _Toc24531]Table S5 Subgroup Analysis Results for OS and PFS
	RAS Wild-type, OS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	TAS-102 + Bevacizumab

	BSC
	-
	1.63 [1.30; 2.04]
	1.58 [1.20; 2.07]
	1.54 [1.27; 1.86]
	2.18 [1.45; 3.29]

	Fruquintinib
	0.61 [0.49; 0.77]
	-
	0.97 [0.68; 1.38]
	0.95 [0.70; 1.27]
	1.34 [0.84; 2.15]

	Regorafenib
	0.63 [0.48; 0.83]
	1.03 [0.72; 1.47]
	-
	0.97 [0.70; 1.36]
	1.39 [0.85; 2.27]

	TAS-102
	0.65 [0.54; 0.79]
	1.05 [0.79; 1.43]
	1.03 [0.73; 1.43]
	-
	1.42 [0.99; 2.04]

	TAS-102+Bevacizumab
	0.46 [0.30; 0.69]
	0.75 [0.47; 1.19]
	0.72 [0.44; 1.18]
	0.70 [0.49; 1.01]
	-

	RAS Wild-type, PFS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	TAS-102 + Bevacizumab

	BSC
	-
	3.94 [3.13; 4.96]
	2.14 [1.68; 2.71]
	2.08 [1.66; 2.62]
	6.43 [4.30; 9.63]

	Fruquintinib
	0.25 [0.20; 0.32]
	-
	0.54 [0.39; 0.76]
	0.53 [0.38; 0.73]
	1.63 [1.03; 2.60]

	Regorafenib
	0.47 [0.37; 0.60]
	1.85 [1.32; 2.56]
	-
	0.98 [0.70; 1.36]
	3.01 [1.88; 4.81]

	TAS-102
	0.48 [0.38; 0.60]
	1.89 [1.37; 2.63]
	1.02 [0.74; 1.43]
	-
	3.09 [2.21; 4.31]

	TAS-102+Bevacizumab
	0.16 [0.10; 0.23]
	0.61 [0.38; 0.97]
	0.33 [0.21; 0.53]
	0.32 [0.23; 0.45]
	-

	RAS Mutant, OS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	TAS-102 + Bevacizumab

	BSC
	-
	1.42 [1.17; 1.73]
	1.21 [0.95; 1.52]
	1.24 [1.01; 1.51]
	2.11 [1.54; 2.91]

	Fruquintinib
	0.70 [0.58; 0.85]
	-
	0.85 [0.62; 1.15]
	0.87 [0.66; 1.15]
	1.49 [1.02; 2.16]

	Regorafenib
	0.83 [0.66; 1.05]
	1.18 [0.87; 1.61]
	-
	1.03 [0.75; 1.40]
	1.75 [1.18; 2.60]

	TAS-102
	0.81 [0.66; 0.99]
	1.15 [0.87; 1.52]
	0.97 [0.71; 1.33]
	-
	1.71 [1.34; 2.19]

	TAS-102+Bevacizumab
	0.47 [0.34; 0.65]
	0.67 [0.46; 0.98]
	0.57 [0.38; 0.85]
	0.58 [0.46; 0.75]
	-

	RAS Mutant, PFS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	TAS-102 + Bevacizumab

	BSC
	-
	3.02 [2.51; 3.64]
	2.11 [1.73; 2.57]
	2.04 [1.63; 2.55]
	4.09 [3.01; 5.55]

	Fruquintinib
	0.33 [0.27; 0.40]
	-
	0.70 [0.53; 0.92]
	0.68 [0.51; 0.90]
	1.35 [0.95; 1.93]

	Regorafenib
	0.47 [0.39; 0.58]
	1.43 [1.09; 1.89]
	-
	0.97 [0.72; 1.30]
	1.94 [1.35; 2.79]

	TAS-102
	0.49 [0.39; 0.61]
	1.47 [1.11; 1.96]
	1.03 [0.77; 1.39]
	-
	2.00 [1.63; 2.47]

	TAS-102+Bevacizumab
	0.24 [0.18; 0.33]
	0.74 [0.52; 1.05]
	0.52 [0.36; 0.74]
	0.50 [0.40; 0.61]
	-

	More than 3 Previous treatment lines for metastatic disease, OS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	

	BSC
	-
	1.59 [1.30; 1.95]
	1.40 [1.12; 1.75]
	1.58 [1.32; 1.89]
	

	Fruquintinib
	0.63 [0.51; 0.77]
	-
	0.88 [0.65; 1.19]
	0.99 [0.75; 1.30]
	

	Regorafenib
	0.71 [0.57; 0.89]
	1.14 [0.84; 1.54]
	-
	1.13 [0.84; 1.50]
	

	TAS-102
	0.63 [0.53; 0.76]
	1.01 [0.77; 1.33]
	0.89 [0.67; 1.19]
	-
	

	More than 3 Previous treatment lines for metastatic disease, PFS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	

	BSC
	-
	3.09 [2.54; 3.77]
	2.29 [1.89; 2.77]
	2.27 [1.86; 2.78]
	

	Fruquintinib
	0.32 [0.27; 0.39]
	-
	0.74 [0.56; 0.97]
	0.73 [0.55; 0.98]
	

	Regorafenib
	0.44 [0.36; 0.53]
	1.35 [1.03; 1.79]
	-
	0.99 [0.75; 1.31]
	

	TAS-102
	0.44 [0.36; 0.54]
	1.37 [1.02; 1.82]
	1.01 [0.76; 1.34]
	-
	

	Less than 4 Previous treatment lines for metastatic disease, OS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	

	BSC
	-
	1.51 [1.21; 1.87]
	1.46 [1.12; 1.90]
	1.30 [0.98; 1.73]
	

	Fruquintinib
	0.66 [0.53; 0.83]
	-
	0.97 [0.69; 1.36]
	0.86 [0.60; 1.24]
	

	Regorafenib
	0.68 [0.53; 0.89]
	1.03 [0.74; 1.45]
	-
	0.89 [0.61; 1.31]
	

	TAS-102
	0.77 [0.58; 1.02]
	1.16 [0.81; 1.67]
	1.12 [0.76; 1.64]
	-
	

	Less than 4 Previous treatment lines for metastatic disease, PFS

	
	BSC
	Fruquintinib
	Regorafenib
	TAS-102
	

	BSC
	-
	3.66 [2.96; 4.52]
	2.12 [1.69; 2.67]
	2.27 [1.57; 3.29]
	

	Fruquintinib
	0.27 [0.22; 0.34]
	-
	0.58 [0.42; 0.79]
	0.62 [0.40; 0.95]
	

	Regorafenib
	0.47 [0.37; 0.59]
	1.72 [1.27; 2.38]
	-
	1.07 [0.69; 1.66]
	

	TAS-102
	0.44 [0.30; 0.64]
	1.61 [1.05; 2.50]
	0.93 [0.60; 1.45]
	-
	


Note that in this league table, each cell presents the relative hazard ratio and its 95% confidence interval for each pairwise comparison of treatment strategies.

References
[bookmark: _neb443D8660_0E79_4CC3_9241_4472B0EDEF70] [1].	VA Federal Supply Schedule Price. https://www.vendorportal.ecms.va.gov/NAC/Pharma/List,Feb 1, 2024.
[bookmark: _neb6B7A55AC_506D_4096_87B9_1BE06A0F4403] [2].	Centers for Medicare & Medicaid Services. https://www.cms.gov/Medicare/Medicare-Fee-for-Service-Payment,Accessed Feb 1, 2024.
[bookmark: _neb78B5BC73_2FCE_45C8_9813_4AD5D20274FD] [3].	Cho, S.K., J.W. Hay and A. Barzi, Cost-effectiveness Analysis of Regorafenib and TAS-102 in Refractory Metastatic  Colorectal Cancer in the United States. Clin Colorectal Cancer, 2018. 17(4): p. e751-e761.
[bookmark: _nebFC01DC97_7D4C_4C9D_9151_12C0AE958C20] [4].	National Institute for Health and Care Excellence. Regorafenib for previously treated metastatic colorectal cancer [ID4002]. https://www.nice.org.uk/guidance(Accessed Feb 2, 2024)..
[bookmark: _nebADFDBF1C_A43E_44DE_AF69_C6C0BE4ED953] [5].	Chu, J.N., et al., Cost-effectiveness of immune checkpoint inhibitors for microsatellite  instability-high/mismatch repair-deficient metastatic colorectal cancer. Cancer, 2019. 125(2): p. 278-289.
[bookmark: _nebDEB91D0C_1698_4DAA_BD17_E81964B2A9BA] [6].	Seal, B.S., et al., Medical costs associated with use of systemic therapy in adults with colorectal  cancer. J Manag Care Pharm, 2013. 19(6): p. 461-7.
[bookmark: _neb4B0A74AA_75B0_47E3_9506_7EFA2A9259BF] [7].	Yi, D., et al., Drivers of care costs and quality in the last 3 months of life among older people  receiving palliative care: A multinational mortality follow-back survey across  England, Ireland and the United States. Palliat Med, 2020. 34(4): p. 513-523.
[bookmark: _neb56DD7FBA_BD8A_4208_91D8_D983F4127BD2] [8].	AHRQ, HCUPnet(Agency for Healthcare Research & Quality+Healthcare Common Procedure Coding System). https://datatools.ahrq.gov/hcupnet/.
[bookmark: _nebB49664B4_24D0_4B1A_BA4A_257BBCE0E64E] [9].	Baker, T., et al., Cost-Utility of Nivolumab Plus Ipilimumab in First-Line Treatment of Advanced  Melanoma in the United States: An Analysis Using Long-Term Overall Survival Data  from Checkmate 067. Pharmacoecon Open, 2022. 6(5): p. 697-710.
[bookmark: _neb68408DB7_11CC_4A97_A8C9_A5D38548BD6C][10].	Cai, C., I. Yunusa and A. Tarhini, Estimated Cost-effectiveness of Atezolizumab Plus Cobimetinib and Vemurafenib for  Treatment of BRAF V600 Variation Metastatic Melanoma. JAMA Netw Open, 2021. 4(11): p. e2132262.
[bookmark: _nebD6984E2B_3D92_48A6_A43F_C426091CFFB0][11].	Stellato, D., et al., Budget Impact of Dabrafenib and Trametinib in Combination as Adjuvant Treatment  of BRAF V600E/K Mutation-Positive Melanoma from a U.S. Commercial Payer  Perspective. J Manag Care Spec Pharm, 2019. 25(11): p. 1227-1237.
[bookmark: _nebAC85D677_102F_4D7C_8CEF_8512683D25B2][12].	Ambavane, A., et al., Clinical and economic outcomes of treatment sequences for intermediate- to  poor-risk advanced renal cell carcinoma. Immunotherapy, 2020. 12(1): p. 37-51.
[bookmark: _neb85EF900F_160A_4341_B49B_1EDF60D8C689][13].	Halloush, S., et al., Economic Evaluation of Three BRAF + MEK Inhibitors for the Treatment of Advanced  Unresectable Melanoma With BRAF Mutation From a US Payer Perspective. Ann Pharmacother, 2023. 57(9): p. 1016-1024.
[bookmark: _neb9D487E77_5EA1_4406_A362_455311C023D4][14].	Dasari, A., et al., Fruquintinib versus placebo in patients with refractory metastatic colorectal  cancer (FRESCO-2): an international, multicentre, randomised, double-blind, phase  3 study. Lancet, 2023. 402(10395): p. 41-53.
[bookmark: _neb7905DE8C_41C9_4C06_B403_A64C4F664138][15].	Grothey, A., et al., Regorafenib monotherapy for previously treated metastatic colorectal cancer  (CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3  trial. Lancet, 2013. 381(9863): p. 303-12.
[bookmark: _nebF2CA6EA4_05F3_414C_BD41_AACD34657658][16].	Li, J., et al., Regorafenib plus best supportive care versus placebo plus best supportive care in  Asian patients with previously treated metastatic colorectal cancer (CONCUR): a  randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol, 2015. 16(6): p. 619-29.
[bookmark: _neb8D7879C6_E02F_4BBF_846A_12B18892E34B][17].	Xu, J., et al., Results of a Randomized, Double-Blind, Placebo-Controlled, Phase III Trial of  Trifluridine/Tipiracil (TAS-102) Monotherapy in Asian Patients With Previously  Treated Metastatic Colorectal Cancer: The TERRA Study. J Clin Oncol, 2018. 36(4): p. 350-358.
[bookmark: _nebE1AFF1CE_834F_47CD_AB65_9B4E05D6B565][18].	Li, J., et al., Effect of Fruquintinib vs Placebo on Overall Survival in Patients With Previously  Treated Metastatic Colorectal Cancer: The FRESCO Randomized Clinical Trial. JAMA, 2018. 319(24): p. 2486-2496.
[bookmark: _neb868BAD0F_CDD8_43EA_979E_3432E1F6A5A0][19].	Assuming consistency with regorafenib.
[bookmark: _neb92A69443_DEB5_4742_9D1E_2BA3CD918B1A][20].	Assuming consistency with TAS-102.
[bookmark: _neb0D1282CD_7978_4F3C_81D0_22B208538A75][21].	Yoo, M., et al., Cost-effectiveness analysis of 7 treatments in metastatic hormone-sensitive  prostate cancer: a public-payer perspective. J Natl Cancer Inst, 2023. 115(11): p. 1374-1382.
[bookmark: _neb717BD1CF_CD3B_48EC_B523_80C0C3A00305][22].	Lloyd, A., et al., Health state utilities for metastatic breast cancer. Br J Cancer, 2006. 95(6): p. 683-90.
[bookmark: _neb3154A280_2B61_4C36_BD50_ABC671FE750F][23].	Nafees, B., et al., Health state utilities for non small cell lung cancer. Health Qual Life Outcomes, 2008. 6: p. 84.
[bookmark: _nebA7C8F68F_A080_4EDE_9EDD_97387D8D9042][24].	Beusterien, K.M., et al., Societal preference values for advanced melanoma health states in the United  Kingdom and Australia. Br J Cancer, 2009. 101(3): p. 387-9.
[bookmark: _neb283B1341_C609_4229_84D7_2B0DE5D67427][25].	Swinburn, P., et al., Elicitation of health state utilities in metastatic renal cell carcinoma. Curr Med Res Opin, 2010. 26(5): p. 1091-6.
[bookmark: _neb4EB3357F_BA4D_4D5B_A0A9_74C215D12141][26].	Pfeiffer, P., et al., TAS-102 with or without bevacizumab in patients with chemorefractory metastatic  colorectal cancer: an investigator-initiated, open-label, randomised, phase 2  trial. Lancet Oncol, 2020. 21(3): p. 412-420.
[bookmark: _nebC71E83FD_1A2C_4A60_AA24_0B9F95D5B74A][27].	Bekaii-Saab, T.S., et al., Regorafenib dose-optimisation in patients with refractory metastatic colorectal  cancer (ReDOS): a randomised, multicentre, open-label, phase 2 study. Lancet Oncol, 2019. 20(8): p. 1070-1082.
[bookmark: _neb12CFE959_BA0C_4B0F_9FC7_BC274E9B194E][28].	Kuznik, A., et al., Cost-Effectiveness of Cemiplimab Versus Standard of Care in the United States for  First-Line Treatment of Advanced Non-small Cell Lung Cancer With Programmed  Death-Ligand 1 Expression ≥50. Value Health, 2022. 25(2): p. 203-214.

image1.png
Random sequencs generation (selzction bias)
Allocation concsalment (selection bias)
Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detectio

bias)

Incomplete outcome

ata (attrition bias)
Sslsctive reporting (reporting bias)

Other bias

0%

25% 0% 7e%  100%

Low isk of bias Unclear risk of bias

Wl High riskofbias





image2.png
seisamo
(se10 Bupiodan) Bupiodal awpslas

(se1q u

W) efep awioano sjaiduIoau
(5810 UOIEIAR) JUBLISSASSE BLI0IND 0 BUPUIE

(se10 saueunopad) suuDsiad pus sjuedioed o Buipulg
(se10 UoNIB|as) JuaLEaIUD? UoNEADINY.

(se10 uonaaias) u

je12Ua0 BUANDaS WiopUEY

concur |90 00000

cret| 9|99 9@ © @
crakiorce | @ |9 |0 | @ |© | @ | @©

fresco | @ |99 (99| @ | @
fresco2 | @ | @ (O (O | O | O | O
recourse | @ | @ (O (O (OO O

renos |9 |0 0|9 99| ®
suncHT | @ | @ |0 |© | © | ® | ®

e | @990 990





image3.png
T T T T T T
000 S00 0LO GL0 0Z0 SZ0

Jou3 plepuels

12 14 16 18

10
Hazard Ratio centered at

comparison-specific effect

08

06




image4.tiff
Standard Error

020 015 010 005 000

(Egger)

o S
T T T T T
08 10 12 14 16

Hazard Ratio centered at

comparison-specific effect





