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eTable 1. Literature search strategy.
	Search results of Pubmed

	#1
	("Carcinoma, Non-Small-Cell Lung"[Mesh] OR "nsclc"[Title/Abstract]) OR (("lung cancer*"[Title/Abstract] OR "lung carcinom*"[Title/Abstract] OR "lung neoplasm*"[Title/Abstract] OR "lung tumo*"[Title/Abstract]) AND ("non small cell*"[Title/Abstract] OR "nonsmall cell*"[Title/Abstract]))
	109,539

	#2
	(("EGFR"[Title/Abstract] OR "epidermal growth factor receptor"[Title/Abstract]) AND ("TKI"[Title/Abstract] OR "tyrosine kinase inhibitor"[Title/Abstract])) OR "Gefitinib"[Title/Abstract] OR "Iressa"[Title/Abstract] OR "Erlotinib"[Title/Abstract] OR "Tarceva"[Title/Abstract] OR "Dacomitinib"[Title/Abstract] OR "Vizimpro"[Title/Abstract] OR "Icotinib"[Title/Abstract] OR "Conmana"[Title/Abstract] OR "Afatinib"[Title/Abstract] OR "Gilotrif"[Title/Abstract] OR "Osimertinib"[Title/Abstract] OR "Tagrisso"[Title/Abstract] OR "Aumolertinib"[Title/Abstract] OR "almonertinib"[Title/Abstract] OR "Furmonertinib"[Title/Abstract] OR "Befotertinib"[Title/Abstract] OR "lazertinib"[Title/Abstract] OR "Leclaza"[Title/Abstract]
	21,556

	#3
	(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals [mh] NOT (humans [mh] AND animals[mh]))
	1,498,514

	#4
	#1 AND #2 AND #3
	1,759

	Search results of Emabse

	#1
	'carcinoma, non-small-cell lung'/exp OR 'nsclc':ti,ab,kw OR (('lung cancer*':ti,ab,kw OR 'lung carcinom*':ti,ab,kw OR 'lung neoplasm*':ti,ab,kw OR 'lung tumo*':ti,ab,kw) AND ('non small cell*':ti,ab,kw OR 'nonsmall cell*':ti,ab,kw))
	249,760

	[bookmark: _Hlk171537555]#2
	('egfr':ti,ab,kw OR 'epidermal growth factor receptor':ti,ab,kw) AND ('tki':ti,ab,kw OR 'tyrosine kinase inhibitor':ti,ab,kw) OR 'gefitinib':ti,ab,kw OR 'iressa':ti,ab,kw OR 'erlotinib':ti,ab,kw OR 'tarceva':ti,ab,kw OR 'dacomitinib':ti,ab,kw OR 'vizimpro':ti,ab,kw OR 'icotinib':ti,ab,kw OR 'conmana':ti,ab,kw OR 'afatinib':ti,ab,kw OR 'gilotrif':ti,ab,kw OR 'osimertinib':ti,ab,kw OR 'tagrisso':ti,ab,kw OR 'aumolertinib':ti,ab,kw OR 'almonertinib':ti,ab,kw OR 'furmonertinib':ti,ab,kw OR 'befotertinib':ti,ab,kw OR 'lazertinib':ti,ab,kw OR 'leclaza':ti,ab,kw
	38,147

	#3
	[bookmark: OLE_LINK4]'crossover procedure':de OR 'double-blind procedure':de OR 'randomized controlled trial':de OR 'single-blind procedure':de OR random*:de,ab,ti OR factorial*:de,ab,ti OR crossover*:de,ab,ti OR ((cross NEXT/1 over*):de,ab,ti) OR placebo*:de,ab,ti OR ((doubl* NEAR/1 blind*):de,ab,ti) OR ((singl* NEAR/1 blind*):de,ab,ti) OR assign*:de,ab,ti OR allocat*:de,ab,ti OR volunteer*:de,ab,ti
	3,364,213

	#4
	[bookmark: OLE_LINK3]#1 AND #2 AND #3
	4075

	Search results of CENTRAL

	#1
	MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] explode all trees
	6655

	#2
	(nsclc):ti,ab,kw
	12202

	#3
	(lung cancer*):ti,ab,kw
	31975

	#4
	(lung carcinom*):ti,ab,kw
	11776

	#5
	(lung neoplasm*):ti,ab,kw
	16333

	#6
	(lung tumo*):ti,ab,kw
	12971

	#7
	#3 OR #4 OR #5 OR #6
	35620

	#8
	(non small cell*):ti,ab,kw
	19503

	#9
	(nonsmall cell*):ti,ab,kw
	11280

	#10
	#8 OR #9
	19561

	#11
	#7 AND #10
	17266

	#12
	#1 OR #2 OR #11
	18037

	#13
	("EGFR" OR "epidermal growth factor receptor"):ti,ab,kw
	16988

	#14
	("TKI" OR "tyrosine kinase inhibitor"):ti,ab,kw
	3602

	#15
	#13 AND #14
	1466

	#16
	("Gefitinib" OR "Iressa" OR "Erlotinib" OR "Tarceva" OR "Dacomitinib" OR "Vizimpro" OR "Icotinib" OR "Conmana" OR "Afatinib" OR "Gilotrif" OR "Osimertinib" OR "Tagrisso" OR "Aumolertinib" OR "almonertinib" OR "Furmonertinib" OR "Befotertinib" OR "lazertinib" OR "Leclaza"):ti,ab,kw
	3483

	#17
	#15 OR #16
	4009

	#18
	#12 AND #17
	2857





eTable 2. Checklist of the PRISMA extension for network meta-analysis.
	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	1

	ABSTRACT 
	

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	3

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of existing knowledge.
	4-5

	Objectives 
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	4-5

	METHODS 
	

	Eligibility criteria 
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	5-6

	Information sources 
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	5

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	5

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	6

	Data collection process 
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	6

	Data items 
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	7

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	7

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	7

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	7

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	8

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	8

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	8

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	8

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	8

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	8

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	7

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	8

	RESULTS 
	

	Study selection 
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	8

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	8

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	8

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	8

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	8

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	8

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	8-11

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	-

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	12

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	12

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	-

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	12-18

	
	23b
	Discuss any limitations of the evidence included in the review.
	18

	
	23c
	Discuss any limitations of the review processes used.
	18

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	18

	OTHER INFORMATION
	

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	5

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	5

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	5

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	2

	Competing interests
	26
	Declare any competing interests of review authors.
	1

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	1





eFigure 1. Quality Assessment using the revised tool for risk of bias in randomized trials.
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eFigure 2. A frequency toxicity profile showing the percentage incidence of each specific adverse event based on the treatment population included.
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Legend: NA=not applicable; FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents; ILD= interstitial lung disease. *When not reported, liver dysfunction was represented by alanine transaminase increased as it was reported in most studies.




eFigure 3. Pooled estimates of each specific adverse event.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Laz = lazertinib; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Laz = lazertinib; Aum = aumolertinib; Cet = cetuximab; Chem = chemotherapy.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Dac = dacomitinib; Osi = osimertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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[bookmark: _Hlk171628616]Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. The cell of the treatment group with different background colors means a different loop. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Osi = osimertinib; Fur = furmonertinib; Aum = aumolertinib; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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[bookmark: _Hlk171628674]Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. The cell of the treatment group with different background colours means a different loop. FGTKI = first-generation EGFR-TKIs; Osi = osimertinib; Bef = befotertinib; Chem = chemotherapy; AntV = antiangiogenic agents.
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[bookmark: _Hlk171628727]Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. The cell of the treatment group with different background colours means a different loop. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Osi = osimertinib; Bef = befotertinib; Laz = lazertinib; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. The cell of the treatment group with different background colours means a different loop. FGTKI = first-generation EGFR-TKIs; Osi = osimertinib; Aum = aumolertinib; Laz = lazertinib; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Chem = chemotherapy; AntV = antiangiogenic agents.
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Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Osi = osimertinib; Bef = befotertinib; Laz = lazertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
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[bookmark: _Hlk171629998]Legend: The data in each cell represent risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold. ILD= interstitial lung disease; FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents. 


eFigure 4. Sensitivity analysis including only phase III trials.
[image: ]
Legend: A: Pooled hazard ratios (95% credible intervals) for progression-free survival (lower triangle) and overall survival (upper triangle) in patients with advanced EGFR-mutated NSCLC. B: Pooled risk ratios (95% credible intervals) for objective response rate (lower triangle) and grade ≥3 adverse events (upper triangle) in patients with advanced EGFR-mutated NSCLC. The data in each cell represent hazard or risk ratios (95% credible intervals) comparing the treatment defined in the column with the treatment defined in the row. Significant results are indicated in bold.



eFigure5. Funnel plots of the network meta-analysis.
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Legend: A-D: progression-free survival, overall survival, objective response rate and grade ≥ 3 adverse events. FGTKI = first-generation EGFR-TKIs; Afa = afatinib; Dac = dacomitinib; Osi = osimertinib; Bef = befotertinib; Fur = furmonertinib; Laz = lazertinib; Aum = aumolertinib; Ami= amivantamab; Cet = cetuximab; Chem = chemotherapy; AntV = antiangiogenic agents.
As percentage (intention-to-treat)

Low risk	Randomization process	Deviations from intended interventions	Mising outcome data	Measurement of the outcome	Selection of the reported result	Overall Bias	80	100	100	100	100	80	Some concerns	Randomization process	Deviations from intended interventions	Mising outcome data	Measurement of the outcome	Selection of the reported result	Overall Bias	20	0	0	0	0	20	High risk	Randomization process	Deviations from intended interventions	Mising outcome data	Measurement of the outcome	Selection of the reported result	Overall Bias	0	0	0	0	0	0	



image4.tiff
B. Dry skin Grade 2 3

1.00 100 033 048 008 047 005 033 033
(0.00,251.18) | (002.50.04) | (0.00.129.73) | (000.87.44) | (0.00.1251) | (0.00,5286) | (0.00,4344) | (0.00.13111) | (0.00,3029)
057 100 033 049 006 048 005 033 033
(0.26,1.23) (002.4959) | (000.12913) | (000.8693) | (0.00.1244) | (000,5250) | (0.00.4327) | (0.00,13050) | (0.00,3007)
075 133 033 049 008 048 005 033 033
(047,1.22) (0.73.2.45) (000.3021) | (002.14.78) (0.00, 2.35) (003,655) | (000,1226) | (0.00.3052) | (0.03,3.16)
o 059 104 078 148 017 145 017 101 101
5 (024,143) (0.40,2.72) (0:37.1.65) (001,15892) | (000.2327) | (0.02,9047) | (0.00,8930) | (0.00,25648) | (0.02,50.40)
] 068 121 091 116 011 098 o011 068 068
E) (0.33,1.41) (0.54.2.73) (0.53.1.56) (0.57.2.36) (0.00, 5.86) (005.17.59) | (000.2883) | (0.01.7364) | (0.05.882)
046 081 060 077 067 857 098 598 595
E\ (020,1.02) (0:33,1.96) (032,1.15) (035.1.71) (0:36,1.23) (0.33,22568) | (0.00,31059) | (0.04,82329) | (030,118.05)
< 074 130 098 125 108 162 o1 070 069
(0.38,1.45) (0.60. 2.81) (061.1.57) (0.64.2.41) (0.70, 1.65) (0.93.281) (000,1875) | (0.01.4361) | (0.18,2:63)
063 111 083 106 092 138 085 608 604
(0.25,1.56) (0.42.2.96) (0:39,1.80) (0.43,261) (0.44,1.93) (0561,3.13) (043,1.70) (031,119.33) | (0.04,82546)
086 151 113 145 125 188 116 136 099
(0.39.1.87) (0.64.3.59) (061.2.10) (067.3.12) (070, 2.23) (0.95.3.70) (0.69.1.95) (0.86.2.16) (0.02,49.77)
075 132 099 127 109 164 102 119 088
(040, 141) (064.2.76) (0.66.1.50) (0.68,2.35) (077, 1.56) (100, 2.71) (0.80,1.29) (0.62,2.28) (0.55,1.39)





image5.tiff
C. Paronychia

Any grade

Grade 2 3

009 050 049 199 098 052 018 102 004 033 099
(001,143 | (0021255 | (000.5021) | (018.2185) | (0L17427)  (001.1997) | (000.643) | (003.3263) | (000.613) | (001.1938) | (003.2025)
037 562 555 2250 nn 589 199 157 045 375 117
(019,072) (043,7430) | (007.44438) | (549.9216) | (009,136164) (027.12020) | (010,41.26) | (066,20384) | (000.4689) | (010,13103)  (069.17986)
058 400 105 035 206 008 067
(029.119) | (081.308) (001.10628) | (046.3477) | (001.31546)  (003.3455) | (001.1110) | (008.5601) | (000.1L05) | (0013408) (008 5002)
514 1385 879 200 036 208 008 067 201
095.2761) | (262.7329) | (162.47.68) (005,25680) | (001.35471)  (003.4056) | (001,1309) | (007.6645) | (000.1247) | (©013946)  (007.5957)
089 239 152 017 049 026 009 051 007 017 050
(054145) | (156,367 | (091.254) | (0.03,0.86) (001.4861) | (002.408) | (00L129) | (004.626) | (000.167) | (001.446) (0.05.544)
091 245 155 018 102 053 018 104 004 034 101
©037.221) | (108,576) | (063383 | (003,082) | (049.215) (001,3330) | (000,1078) | (002.5567) | (000,903) | (000.3085) (002,5040)
85 230 146 017 095 094 034 196 008 064 189
(040.183)  (112,474) | (©67.318 | (003,08) | (054172 | (047.186) (006.205) | (043.900) | (000.398) | (005.876) | (049.727)
030 082 052 006 034 034 036 582 028 188 562
(013,070)  (037.181) | (022.121) | (001,030) | (018,067) | (016,072)  (020,065) (142,2377) | (000.1131) | (015.2434) | (167,1890)
083 225 143 016 094 092 o098 274 004 032 097
©041,169) | (115438 | (069.295 | (003,077 | (056,157 | (049.172) (064149 | (160,467) ©00.171) | (003348  (047.197)
025 066 042 005 028 027 029 081 029 811 2416
(009,067)  (025.178) | (015117 | (001,027) | (011,067) | (010,070) (013,066 | (033197 | (013,065) (044.15071) | (050.967.70)
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D. Stomatitis

Grade 2 3
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E. Diarrhea

Grade 2 3
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image8.tiff
F. Nausea

Grade 2 3

(053, 13.64) (0.05,351.11) (045,3564) | (0.01.152219)  (0.01.554.88) | (0.01 10037) (001,54655)  (0.01.20241) | (0.04,417.98) | (0.00.45337) = (0.00.23201) | (0.04,35244)
(0.24,14.63) (0.09.5.39) 014,1237) {0.08, 241) 000, 90.08) {0.00, 14.60) (0.00.88.73) .00, 30.99) 1{0.02, 61.23) (0.00. 74.24) 000, 37.09) {0.02, 50.40)
[}
© (0.05,7.64) (0.02.262) 0.03.627) {0.02,1.35) (004.315) (0.01,17.31) (0.01.11875) 0.01,3898) {0.05,73.25) (0.01.100.24) 001, 48.35) {0.07, 56.50)
g
< {035, 21.33) (013, 7.86) ©21,1802) {012, 3.52) (025, 8.28) 045, 40.02) {093, 16.06) 0.01,3963) {0.05, 74.48) (0.01.101.89) {0.01,49.66) {0.07, 59.58)
(049, 27.04) (018.9.96) 0.29,2294) (017,441) (0.36. 1041} 0.63,5093) (133,19.92) (024.7.22) (0.22,39.23) (0.02.74.78) 0.02,3434) {031, 28.37)





image9.tiff
G. Vomiting Grade 2 3

598 037 075 023 074 019 043 149 074
(0.30,11880) | (000.80.79) | (0.00.231.89) | (000.17.01) | (000,22840) | (0.00,3419) | (0.01,3427) | (0.01,32658) | (0.01,4896)
428 006 013 004 012 003 007 025 012
(1.85,9.89) (0,00, 5.47) (0.00.16.73) (0.00,0.85) (0.00,1648) | (0.00,2.23) (000,176) | (000,2208) | (001,234)
575 134 203 062 200 051 117 405 201
(121,27.23) | (036.4.98) (0.01.36032) | (002.2126) | (001.35493) | (0014987) | (0.03.4343) | (0.03.48759) | (0.07.59.57)
o 138 032 024 031 098 025 058 199 099
5 (021,884) (0.06.1.69) (0.04.1.40) (001.1736) | (0.00,24984) | (0.00,3663) | (001,3513) | (001,35255) | (0.02 4957)
] 136 032 024 099 323 082 189 652 324
E) (0.37.5.01) (012, 0.86) (0.07,0.76) (0.21.4.64) (0.06.18380) | (0.03.2115) | (0.36,940) | (019,22346) | (119,8.86)
191 045 033 139 140 025 059 202 100
E\ (042,870) (0.13,158) (0.08,1.34) (0:25.7.81) (0.46,4.23) (000,37.23) | (001,3572) | (001,358:36) | (0.0250.40)
< 664 155 116 482 487 347 231 798 396
(155,2853) | (047.512) (030, 4.38) (090.2582) | (175,1356) | (0.96.1257) (0.08,6502) | (0.08.784.02) | (0.18,87.44)
239 056 042 173 175 125 036 345 171
(066, 8.59) (021,1.47) (0.13,1.29) (0:38.7.98) (082,371) (0.42,368) (0.13,098) (009,12756) |  (0.49,5.97)
161 038 028 117 118 084 024 068 050
(032,8.22) (0.09.1.52) (0.06.1.28) (0.19.7.29) (0:34.4.15) (0.19.3.69) (0.06.1.00) (0.20,233) (0.02,14.71)
454 106 079 330 333 237 068 190 282
(140,1472) | (047.242) (0:29.2.19) (078.1391) | (191,5.79) (091.6.17) (0.20,1.62) (115,3.16) (0.91,8.69)





image10.tiff
H. Anorexia Grade 2 3

309
(050,3152)

1591 399 276 560 108 551 080 325 279 551
(051.49846) | (085.1860) | (0.06.13507) | (007.43718)  (012.1016) | (036.8479) | (005.1355) | (039.2673) | (006.13645)  (082.37.56)

222
(079,6.26)

400 100 089 141 027 138 020 081 070 139
(014.11672) | (025.397) | (001.3189) | (002.10389)  (003,228) | (010,1949) | (001.313) | (OIL598 | (002.3221) (023,830

285 128
(088.927) | (041.400)

025 017 035 007 035 005 020 017 035
(001,543 | (000.1934) | (000.5809) = (000.221) | (001,1573) | (000.245) | (001.609) | (000.1954) = (001,925

326 147 114 069 141 027 138 020 081 070 130
(152.699) | (073,295 | (047.281) 002.2166) | (002.8278) = (005,138 | (014,1322) | (002.216) | (019,343 | (002.2491) = (045,433)
226 146 114 100 039 200 029 118 101 201

203
087.1216) | (041.528) | (028.463) | (034.202) (001.35032)  (001,1414) | (004,9988) | (001.1551) | (004.3911) | (001.12190) (0075957
096 043 034 029 030 019 08 014 058 050 099

(016,567) | (008.246) | (005.210) | (006.145) | (0.06,149) (©00.1147) | (001,7810) | (0001204 | (001.3207) | (000.8814) = (0.02,4957)

129 0sa 045 040 040 134 509 074 200 257 511
(042.395) (020170 | (013153 | (017,080) | (017,095 | (03L580) (053,4926) | (007.803) | (070.1289) | (007.9237) = (160,1632)

Any grade

607 273 213 126 188 632 am1 014 059 o051 100
(154,2388)  (072.1038) | (050.907) | (080.581) | (058,603 | (120,3333) = (182,1214) (001.252) | (007.501) | (001,2520) = (014,7.07)

278 124 097 085 o085 287 214 046 a07 349 694
(077.989) | (036,428 | (025.377) | (031.235) | (028,245 | (050.1404) = (096,479 | (015140) (042.3923) | (007.18664) (0865594

236 106 083 or2 o7z 245 183 039 085 086 171
(©78.715) | (036,308 | (025276 | (032.162) | (03L171) | (057.1052) = (111,302 | (015099 | (039.188) (003.2845) | (071.413)

256 115 090 o7 079 267 199 042 093 100 190
(066.994) | (031,432 | (021,378 | (026.241) | (025.250) | (051,1390) = (079.502) | (013143 | (03L281) | (044.271) (007,5882)

348 157 122 107 107 262 270 057 126 148

X 136
(121,1002)  (057.431) | (038.389) | (052.222) | (049.235) | (0881405  (186,392) | (024.137) | (062.258) | (105,208

(058,3.18)





image11.tiff
I. Constipation

Grade =2 3

199 1.99 1.99 197 1.96 2.00 5.22 198
(0.01,35451) | (0.01,350.83) | (0.07.59.16) | (0.00,1300.47) | (0.01,556.54) | (0.00.1319.24) | (0.02,1288.85) | (0.01.351.64)
1.30 1.00 1.00 0.99 0.98 1.00 262 0.99
(0.80,2.12) (0.00, 252.30) (0.02, 50.28) (0.00, 872.18) (0.00, 388.86) (0.00, 884.75) (0.01,907.83) (0.00, 252.73)
247 1.90 1.00 0.99 0.98 1.00 262 0.99
(1.12,5.45) (0.90, 3.99) (0.02,4959) | (0.00,865.26) | (0.00,385.37) | (0.00,877.73) | (0.01,899.47) | (0.00,250.27)
[}
-c 2.88 221 117 0.99 0.98 1.00 262 0.99
© (1.94, 4.28) (1.66, 2.95) (0.59, 2.31) (0.00.250.96) | (0.01,90.20) | (0.00,25460) | (0.03,20131) | (0.02.49.86)
S
m 244 187 0.99 0.85 0.99 101 265 1.01
(1.11,5.37) (0.90, 3.92) (0.38, 2.59) (0.43,1.67) (0.01,91.19) (0.00, 257.48) (0.03, 203.53) (0.02, 50.40)
>
: 091 0.70 037 0.32 0.37 1.02 267 101
< (0.47,1.78) (0.38,1.29) (0.15, 0.88) (0.18,0.54) (0.20,0.71) (0.01,93.79) (0.14, 50.26) (0.11,9.68)
3.70 285 150 128 152 4.07 262 0.99
(1.76,7.79) (1.43,5.68) (0.59. 3.80) (0.68,2.41) (0.74,3.11) (2.27.7.29) (0.03,200.83) | (0.02.49.74)
295 226 119 1.02 121 324 0.80 0.38
(1.47,5.91) (1.19, 4.29) (0.49, 2.91) (0.58, 1.81) (0.62, 2.35) (1.92,5.45) (0.43,1.47) (0.06,2.47)
343 264 139 119 141 3.78 0.93 117
(1.93,6.10) (1.59,4.37) (0.62,3.10) (0.79,1.81) (0.82,241) (2.68,5.31) (0.58, 1.49) (0.79,1.73)





image12.tiff
J. Anemia Grade 2 3

2579 5480 16232 5480 5413 680 624 1354 13723 3926 5441
(304,21881) | (186,161348) | (5.47,481806) | (7.64,39325) | (127,230133) (014.33144) | (044.8780) | (025.73782) | (675,278967) | (219,70419)  (2.32,68522)
556 213 620 213 210 027 024 052 532 152 211
(158,19.58) ©012.3753) | (035.11224) | (093.487) | (008.5670)  (001.830) | (003.170) | (0011876) | (047.6009) | (016.1163)  (035.1270)
483 o087 100 099 013 o 025 250 o072 099
(113,2059) | (021.356) (006.14556) | (006.1563) | (00L6661) (000,947 | (000.298) | (000.2081) | (007.8894] | (002.2281) = (004 2379)
7.08 127 147 034 033 004 004 008 085 02 034
(120,3879) | (024.674) | (024.900) ©02.533) | ©0L1181)  (000.171) | (090.04) | (©00.383) | (0051364 | (002.34) (004319
o 580 104 120 082 099 013 011 025 250 o2 099
b e | @0en | eodm || e (00424000 | (000,353 | (002,066) | (001801 | (0262443 | (003591 (020488
© 490 088 101 069 085 013 012 025 254 073 101
‘C-’ 096.2507) | (018,435 | (018.584) | (017.287) | (022.325) 000,715 | (001.203) | (0001584 | (010.6277) | (003.1507) = (0.06,1596)
154 028 03 022 027 031 o091 197 1998 571 701
E‘ 028,845 | (005.147) | (00518) | (005.088) | (006111 | (008,131) (004,1876) | (003,13976) | (070.57164) | (022.14622) = (042.14858)
< 340 061 070 048 059 069 201 217 2199 629 872
(083.1389) | (016.240) | (015:329) | (015.153) | (020.170) | (024,199) (069.710) (009.5241) | (365,13262) | (130,3049)  (4.09,1859)
360 066 076 052 064 ors 240 109 1014 290 402
(0721895 | (013.320) | (013.442) | (013.217) | (017.246) | (020.289) (0571007 | (038.315) (031,33436) | (010.8593) | (018.8860)
557 100 115 079 096 114 363 164 151 029 040
(104,2988) | (019.510) | (010.684) | (018.344) | (024.391) | (028.460) = (082.1597) | (053.507) | (037.613) (003.243) | (008.202)
307 on 082 056 068 oB1 258 117 107 o1 130
(090,1748) | (017.302) | (16412 | (016195 | (021,219) | (026,257 (074907 | (052262 | (034.342) | (021.241) (035,554
7.50 137 157 107 131 155 495 224 206 136 192
(201,2869)  (038.404) | (036685 | (037.310) | (050.341) | (060.400) = (170,1440) | (140,357 | (079.534) | (040.380) | (099.370)





image13.tiff
K. Neutropenia Grade 2 3

. 1843
Osi+Chem (4.49,75.74)
006 025 202 101 201
(000,222) | (0.00,2212) | (0.0580.39) | (0.01,121.91) | (0.07,59.57)
753 .
g (3.83,14.79) @
© 015 418 33.79 1691 33.60
— (0.02,097) (017,10167) | (4.99,228.68) | (046,626.77) | (9.57,117.95)
(o]
125 848 808 404 804
é\ (013, 12.51) (138, 52.23) (0.31,21247) | (005,357.35) | (0.43,151.10)
< 148 10,01 118 050 099
(0.21,1022) (267,37.53) | (0.8, 7.69) (0.01,1987) | (024,4.21)
058 395 047 039 1.99
(0.02,13.97) (023,67.95) | (0.02,10.76) | (0.02,7.04) (007, 58.82)
174 1177 139 118 298
(0.33,9.16) (4.89,2830) | (028,6.82) (044,3.16) | (0.20,44.68)





image14.tiff
L. Liver disfunction Grade 2 3

150 am 252 am sz 200 056 205 s ose 103 1050 o6
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o5t oa1 015 oz 030 on 070 sar 1136 100 aas 2 118
2 omim | owam  omia | omis | pros | esom | ewis 010010 | 019 | 030259 | 04520259 (1407503 | 056250
< | o a0 ) oz ey a7 250 350 P o1 a2t oz oz
©saoon | mem  @ese | @on7ey | (aoen | 0sas) | oS (ssea @10 | 00120 | oomss @i | 0w
201 2 118 os1 o 108 17 25 070 ) 250 200 ot
ostsi | oonssn  @aa | ©osses | oanisn | ©si2em | @siawm)  asnazy | o179 ©0L059) | (0022056 009,008 | 002,084
) 0ar 047 ozt oz oz oz 106 oz oa i P 11
OF19 | 02179 o129 | 00219 | pi60s | 024079 | @610 0713 | 01005 | 02508 odo.2755) 15521z | 06214
250 26 10 ) 151 2 319 0w 127 308 101 a0
©man | osisw  ©wmssn | ©06/08 Oeoam | oeox)  Gaez) | ©zma0 | (o az.78m) (000.1956) | (000248
207 256 110 o5z 0% 126 211 207 oss 122 205 036 oo
029,690 | 000669 044449 | 000019 | (avzin) | 055207 | ©o046)  (se 60 | ©02:0) | 0200 | (52579 | 050180 o073
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05279 | os2210  ozis | emow | omos | omos) | @ssasm)  aemis | @sor | oaom | amoids | oisoss  ©210m





image15.tif
M. Proteinuria

Grade 2 3

5.00

Osi+AntV (0.25,102.02)
8.25 )
(3.11,21.87) O

Any grade

0.98 0.14 0.99
(0.00,477.82) | (0.00,12.75) (0.01, 78.85)

1.22 0.14 1.01

(0.13,11.28) (0.00, 13.04) (0.01, 80.64)
044 0.36 7.14

(0.14,1.34) (0.05, 2.70) (2.31, 22.05)
185 152 4.23

(0.65,5.21) (0.21, 10.89) (2.75, 6.50)
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N. Haemorrhagic event

Any grade

Grade =2 3

Osi+AntV NT
025 051 050 030 101 050
(000.1583) | (000,9009) | (0013152 | (00L1313) | (001,12191) | (0.02.14.89)
240 X
(1.78, 10.86) @
017 203 1.99 155 405 201
(0.00,9.94) (002.199.72) | (0.07.5870) | (0.12.2041) | (0.06.25592) | (0.18.2199)
050 351 098 076 199 099
(0.02.17.39) (025, 49.69) (001,9625) | (0.01,4296) | (0.01,35255) | (0.02.49.57)
061 364 104 078 204 101
(002, 10.78) (023,57.98) | (0.22,4.96) (0.06,1030) | (0.03,120.05) | (0.09,1110)
013 080 023 022 260 129
(001.3.53) (007.974) | (0.08,063) (006, 0.80) (008.87.88) | (0.50,335)
101 607 173 167 757 050
(0.01,10096) (0.10,36167) | (0.06.51.30) | (0.05,54.41) | (0.29,199.54) (002.14.71)
034 201 057 055 251 033
(001, 8.69) (017.2385) | (0.22,148) (016,192) | (179,352) | (001,858)
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O. Hypertension Grade 2 3

. 133
Osi+AntV @ a7
055 011 0.09 050
(0.01,4262) | (0.00,13.16) (0.00, 5.61) (0.01,27.37)
Q
T | 22 os
S | (169.1042)
—
o 0.84 020 017 091
(021, 3.34) (001, 452) (0.03,1.14) (0.17,4.97)
E‘ 064 076 085 452
< (0.13,3.25) (021,2.73) (0.05,1318) | (0.33,61.43)
022 0.26 034 5.35
(0.06, 0.78) (0.12, 0.56) (011,1.08) (2.27,12.62)
0.80 0.96 126
(0.24,2.70) (0.49,1.87) (042,3.72)
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P. Thrombosis

All grade

Grade =2 3

032 059 100 1476 020 173 282 297
(0.04,2.43) (001, 41.49) (014,7.02) | (021,103823) | (0.01.7.32) (006,49.53) | (012.67.64) | (0.15.58.70)
025 186 313 46.43 063 543 886 933
(002, 261) (0.04,84.63) (178,552) | (1.02,2117.90) | (0.03,1365) | (033,8820) | (068,11581) | (0.91,9562)
074 298 169 2501 034 292 478 503
(0.01,40.89) | (0.09,100.99) (0.04,7379) | (034,1815.11) | (0.01,1288) | (010,87.31) | (0.19,119.50) | (0.24,103.99)
1.00 403 135 1482 020 173 283 298
(012.857) | (154,1052) | (0.05.40.04) (0:34.648.06) | (0.01,4.13) (011,2656) | (023.3470) | (0.31.28.46)
1476 5065 2001 1482 001 012 019 020
(0.16,1372,50) | (0.99, 3608.85) | (0.39.1035.51) | (0.27,799.88) (0.00,0.52) (0.00, 3.49) (0.01,4.78) (0.01,4.16)
012 048 016 012 001 863 14.09 1484
(0.00,452) (0,02, 10.55) (0.01,287) (0.01,2.25) (0.00,0.28) (0.69,10860) | (1.43,139.18) | (1.98,111.13)
258 1044 350 259 017 2195 163 172
(0.08,8506) | (057.19269) | (0.24.5165) | (0.17.40.68) (001,532) | (267,180.49) (0.25.10.74) (0:37,7.99)
300 1212 407 301 020 2549 116 105
(0.10,86.14) | (0.77.18063) | (0.33,50.00) | (0.23,3062) (001,537) | (392,16559) | (0.25.546) (0.35,313)
297 11.99 402 298 020 2522 115 099
(012,7631) | (088,16375) | (0.38,4266) | (0.26,3388) (001,475) | (477,13325) | (0.32,4.18) (0.42,233)
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Q. Fatigue

Grade 2 3

133 797 2362 800 294 531 041 042 791
(0.06,3193) | (0.86.74.08) | (0.26.2147.60) | (0.05,124299) | (011.7696) | (0.19,150.73) | (0.00,70.71) | (0.01,20.77) | (037.17143)
175 600 17.78 602 222 400 031 032 596
(042,7.26) (062.5790) | (019,1647.13) | (004,951.44) | (008.59.45) | (014,11635) | (0.00,54.11) | (0.00,2286) | (0.27,13263)
201 167 296 100 037 067 005 005 099
(1.05,8.06) (0.62.4.52) (0.06.14942) | (0.01,92.78) (0.03,4.00) (0.05,807) (0.00,5.33) (0.00,1.99) (0.12,8.26)
o 186 107 064 034 012 022 002 002 034
5 (028,1237) | (016,700) (0.13,3.16) (0,00, 60.46) (0.00,4.02) (001,784) (0.00,343) (0.00,1.48) (0.01,907)
] 128 073 044 069 037 066 005 005 099
E) (0.20,8.06) (0.12.4.56) (0.09.2.04) (0.13.3.65) (001.23.25) | (001,4475) | (0.00,1612) | (0.00,7.55) | (0.02.5399)
127 073 044 068 100 180 014 014 269
E\ (027,5.92) (0.16,3:34) (0.14,1.38) (0.18,258) (0.28,350) (033,998) (0.00,9.97) (001,331) (090, 8.01)
< 195 111 067 1.04 152 153 008 008 149
(0.41,9.20) (0.24.5.19) (0.21.2.16) (0.27.4.02) (043, 5.46) (0.71.3.30) (0.00,5.89) (0.00,2.00) (0.40,5.56)
166 095 057 089 130 131 086 101 1913
(022,1269) | (013,718) (0.10,331) (0.14,5.84) (021,8.10) (0.29,5.96) (018,397) (006,17.93) | (031, 117740)
234 134 080 125 183 183 120 140 1888
(039.1393) | (023.788) (0.18.3.48) (0.25.6.27) (0.39,8.62) (057.5.91) (0.36.3.96) (0.53,3.69) (0,99, 361.50)
333 191 114 179 261 261 171 200 143
(078,1414) | (046,7.97) (041.3.19) (053, 6.06) (0:83.8.17) (1.56,4.39) (0.97.3.02) (048,8.33) (0.50,4.07)
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R.ILD

Grade 2 3

(0.28,287) (0.01,11981) | (0.00,871.48) (0.02.50.28) (0.00,13030) | (0.00, 886.15) (000.121.33)  (0.00.872.76) | (0.00,86475) | (0.00.29841)  (0.01.324151) | (0.00, 25273}
(037, 217) (047.213) {0.04,0.79) {003, 10.38) 0.00,30.21) {0.00, 254.97) (0.01. 26.29) ©.00,251.15) | (0.00, 254.60) (0.02.62.77) 0.04,825.19) 1{0.02, 49.86)
[}
© (0.14.677) (017.7.14) 0.02.1.90) (0.03,13.41) (019.6.09) (0,03, 279.24) (0.07.18.66) (0.03.275.00) | (0.03, 278.69) (022.4192) 043,767.49) (032, 26.74)
g
< {0.26, 5.85) 031, 6.09) .04, 1.75) (004, 13.60) (038, 4.95) 0.25,652) {0.20,99.39) (0.04,18594) | (0.04,188.51) (031, 22.68) 053, 488.68) {061, 13.98)
{0.05,12.50) (0.06.1341) 001.322) (0.01,19.37) (0.07.1203) 0.05,1346) (0.06, 135.65) (0.05.827) (0,00, 257.45). (0.02.6345) 0.04,83434) {0.02, 50.40)
{053, 327.45) (0,61, 35334) (0.09,81.50) (0.14,455.13) (067.32249)  (052,350.07) | (0.73,313894) | (051.22375)  (0.37.71187) | (0.26,224.04) | (025 11330) {0.01.3.28)
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Progression-free survival

Objective response rate

Overall survival

112 174 0.90 097 062 110 0.96 080 0.80 0.84 072
(0.66,1.91) (0.94,324) (0.61,1.33) (050, 1.90) (0.31,1.21) (0.63,1.92) (0.53,1.75) (0.47,1.38) (0.32,2.02) (0.45,1.54) (0.43,1.19)
0.89 155 0.80 086 055 098 0.86 072 071 074 064
(0.64,1.22) (0.85,2.81) (056, 1.14) (0.45, 1.65) (0.28, 1.05) (0.58, 1.66) (0.48,1.52) (0.43,1.19) (0.29,1.76) (0.41,1.34) (0.40,1.03)
064 073 052 0.56 035 063 055 0.46 046 0.48 041
(0.42, 0.99) (0.49, 1.08) (0.32,0.83) (0.32,0.98) (0.20, 0.63) (0.41,0.97) (0.34,0.90) (0.31, 0.69) (0.20, 1.08) (0.29, 0.79) (0.29, 0.59)
0.62 0.70 097 1.08 068 123 1.07 089 0.89 093 0.80
(0.48,0.80) | (0.58,0.85) | (0.68.1.37) (063.185) | (0.39,1.19) | (0.83.181) | (0.68,1.68) | (0.62.129) | (0.39,2.05) | (0.58.1.49) | (0.58,1.10)
0.58 0.66 091 094 063 113 0.99 083 0.82 086 0.74
(0.38,0.89) | (0.44,097) | (0.62,133) | (067, 122) (0.34,1.19) | (069,186) | (0.57,1.71) | (051,133) | (0.34,2.00) | (049, 150) | (0.48,1.15)
0.58 066 091 094 1.00 179 156 131 130 136 117
(0.37,0.92) (0.43,1.01) (0.60, 1.38) (0.64,1.38) (066, 1.51) (1.08,2.98) (0.90, 2.73) (0.80,2.13) (0.53,3.19) (0.77, 2.40) (0.74,1.84)
0.60 0.67 093 0.96 1.02 1.02 087 0.73 0.73 076 0.65
(0.41, 0.86) (0.48,0.94) (0.68, 1.28) (0.74, 1.26) (0.75. 1.40) (0.72, 1.46) (0.59, 1.30) (0.54,0.98) (0.32,1.63) (0,50, 1.15) (0.52, 0.82)
057 064 0.89 092 098 098 0.96 084 0.83 087 0.75
(0.38, 0.86) (0.44,0.94) (0.61.1.29) (0.66, 1.28) (0.68.1.41) (0.65, 1.47) (0.71.1.28) (0.58.1.22) (0.36.1.92) (0.54. 1.40) (0.54, 1.04)
049 0.56 077 079 0.84 084 082 0.86 0.99 104 0.89
(0.33,0.74) | (0.38,080) | (0.53,1.10) | (058,1.09) | (0.59,120) | (057.125) | (0.62,1.09) | (0.61,1.21) (0.45,2.20) | (0.70,154) | (0.74,1.08)
047 053 073 0.76 081 081 0.79 0.82 095 105 0.90
(0.33,0.67) | (0.39,073) | (0.54,0.99) | (0.59,0.97) | (0.60.1.08) | (057,113) | (0.64,0.96) | (0.62,1.00) | (0.73 1.24) (052,2.00) | (042, 1.95)
039 044 0.61 0.63 0.67 067 0.65 0.68 079 083 0.86
(0.26, 0.60) (0.30, 0.65) (0.42, 0.89) (0.45,0.88) (0.46,0.97) (0.45,1.01) (0.48,0.88) (0.48,0.98) (0.56,1.12) (0.63,1.11) (0.61,1.22)
029 0.32 044 0.46 0.49 049 0.48 0.50 0.58 061 073
(0.20, 0.40) (0.24,0.43) (0.34,0.58) (0.37,0.57) (0.38, 0.64) (0.36, 0.67) (0.41, 0.56) (0.39, 0.64) (0.46, 0.73) (0.54, 0.69) (0.57,0.94)
Grade 23 adverse events
134 3.56 231 234 127 220 183 132 131 224
(0.70,255) | (1.36,9.30) | (144,371) | (101,542) | (0.60,2.69) (094,513) | (0.76.437) | (0.64,2.71) | (0.53,322) | (1.12,4.46)
107 266 173 174 095 164 136 0.99 097 167
(0.98,1.17) (1.03, 6.84) (1.11,2.68) (0.76,3.98) (0.46,1.97) (0.72,3.76) (0.58,3.20) (0.49,1.98) (0.40, 2.36) (0.86, 3.26)
114 1.07 065 066 0.36 062 051 037 037 0.63
(1.01,1.29) (0.95, 1.20) (0.28, 1.50) (0.29. 1.50) (0.17,0.74) (0.27,1.42) (0.22.1.21) (0.18,0.75) (0.15, 0.89) (0.32,1.23)
111 1.04 097 101 055 095 079 057 056 0.97
(1.04,1.18) | (0.98 110) | (0.88,1.08) (0.50.2.03) | (0.31,0.98) (047.192) | (0.38,164) | (0.33,098) | (0.26.1.22) | (0.58,160)
117 110 103 1.06 054 094 078 057 056 0.96
(100,1.37) | (0.94,128) | (0.91,1.16) | (092 1.22) (0.31, 0.96) (047,187) | (0.38,160) | (0.34,095) | (0.26.1.19) | (059, 155)
111 104 098 1.00 095 173 144 104 103 176
092,1.34) | (087,125) | (0.83,1.14) | (0.84,1.20) | (0.79,1.15) (092,3.08) | (0.78,265) | (0.73,149) | (0.53,1.98) | (1.31,2.38)
092 0.86 0.81 0.83 0.79 0.83
(0.80, 1.05) (0.75,0.98) (0.73, 0.89) (0.73,0.94) (0.68, 0.90) (0.70, 0.98)

114 1.07 1.00 1.03 097 1.02 124 083 0.60 059 1.02
(0.97.1.34) (0.91,1.25) (0.88,1.13) (0.89, 1.19) (0.83.1.14) (0.85, 1.24) (1.08.1.43) (0.40.1.72) (0.35.1.02) (0.28.1.27) (0.62. 1.66)
112 104 098 101 095 1.00 121 0.98 0.72 071 122
(096,131) | (0.89,1.22) | (0.87.111) | (0.87.1.16) | (0.82.112) | (0.83,1.21) | (1.06,140) | (0.83,1.15) (0.41,1.28) | (032,157) | (0.72.2.08)
111 104 097 1.00 095 1.00 121 097 099 099 169
(0.98, 1.26) (0.92,1.17) (0.90, 1.05) (090, 1.11) (0.84,1.07) (0.85,1.17) (1.09, 1.33) (0.86,1.11) (0.88,1.13) (0.53,1.83) (1.39, 2.06)
093 087 0.82 084 0.80 084 102 082 084 084 171
(0.76,1.15) (0.71,1.07) (0.68, 0.98) (0.70, 1.02) (0.65, 0.98) (0,67, 1.05) (0.84,1.23) (0.67,1.01) (0.68,1.03) (0.70, 1.01) (0,96, 3.07)
117 1.09 1.02 1.05 1.00 1.05 127 1.02 1.05 105 125
(1.05, 1.30) (0.98,1.22) (0.97.1.08) (0.96, 1.15) (0.89.1.12) (0,90, 1.22) (117,1.38) (091, 1.15) (0.94.1.17) (1.00,1.11) (1.05, 1.48)
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Study ID D1 D2 D3 D4 D5 Overall

JO25567 2014 Low risk

LUX-Lung7 2016 Some concerns

ARCHER1050 2017 High risk

FLAURA 2018

RELAY 2019 D1 Randomisation process

NEJ026 2019 D2 Deviations from the intended interventions

Stinchcombe et al 2019 D3 Missing outcome data

Xu et al 2019 D4 Measurement of the outcome

SWOGS1403 2020 D5 Selection of the reported result

NEJ009 2020

Noronha et al 2020

ACE-Lung 2021

CTONG1706 2021

CTONG1509 2021

WJOG9717L 2022

AENEAS 2022

BEVERLY 2022

FURLONG 2022

LASER301 2023

GAPBRAIN 2023

AvaTa 2023

Lu et al 2023

FLAURA2 2023

OSIRAM-1 2023

RAMOSE 2023

MARIPOSA2024

+

+

+

!

+

+

!

+

+

!

+

+

+

+

+

+

!

+

+

+

!

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

+

!

+

+

!

+

+

!

+

+

+

+

+

+

!

+

+

+

!

+

+

+

+

+

+

!

-


image2.tiff
No.of  Sample Osi+ Llaz+ Osi+ ’ FGTKI+ FGTKI+ Afa+
studies  size P9 Chem ami amy  FUr Ot ez Bef o Aum  Dac T,y cer Afa FOTKI
Rash » 7316 | [Anvarade] 28 ["61 | 33 [ 17 | 36 | 36 | 30 23
Grade >3[BROMN 14 [INO 0 1 0 1 4 0
) Anygradel 18 | NA | 89 | NA | 30 | 15 | NA | 38 | NA
Dry skin e 4433 |[Grade >3[NR0MN NA [INONN nA IO ol na [0 NA
: Any grade| 23 |68 67 [0 30 | 18 | NA | 24 | NA
Paronychia ® 6033 |[Grade >3/Muamml 10 | 7 1 0 o0 N O
- Anyarade] 24 | 20 |86 | 12 | 23 | 16 | 4 | 27 | 10
Stomatitis 20 oea2 [ Ao i > 5 : o i 3 o
Diarrhea ” 7316 |[Anyarade] 43 | 27 |57 | 27 | 48 | 28 | 11 | 39 | 16
Grade >3|_3 2 0 2 1 2 0 7 1
Anyarade| 48 | 21 | 25 | na | 12 | 15 | 5 | 36 | 11
Nausea 1 6609 |[Grade >3l 1 o ~nA 0 0 1 4 0
- Anyaradel 26 | NA | NA | NA | O 6 5 | 30 | 12
Vomiting ® 5027 |[Grade >3 NA | NA | nA IO 1 [ 3 0
) Anygradel 80 | 25 | 26 | NA | 16 | 17 | 6 7
Anorexia o O504 |[Grade >33 1 ol e o 1 [ 4 1
- Anygrade] 20 | 20 | 23 | NA | 13 | 14 | NA | 8 | NA
Constipation | 11 4256 |[Grade =3[0 0 ol ~~ 0 ol na O NA
v Anyarade| 46 | 23 | 20 | o | 15 | 19 | 25 20
Anemia v 5957 |[Grade >3|_20 |4 2 1 1 i 2 | 14 |01
Anyaradel 24 | NA | 20 | 11 | 8 | NA | NA [lsan] 14
Neutropenia | 13 3815 |lcrade >3 13 | na |2 1 20 Na [ NA | 10 [T 1
“Liver » 16 |[Anvarade 20 [736 | 25 1 11 | 15 | 33 |61 | 4 22
disfunction Grade >3l 1 5 2 0 1 0 10 10 [oa 7
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