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[bookmark: _Toc24951]Supplementary File 1. Checklist of the PRISMA Extension for Systematic Review and Network Meta-analysis
	Section/Topic
	Item #
	Checklist Item
	Reported on Page #

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review incorporating a network meta-analysis (or related form of meta-analysis). 
	1

	
	
	
	

	ABSTRACT
	
	
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: 
Background: main objectives
Methods: data sources; study eligibility criteria, participants, and interventions; study appraisal; and synthesis methods, such as network meta-analysis. 
Results: number of studies and participants identified; summary estimates with corresponding confidence/credible intervals; treatment rankings may also be discussed. Authors may choose to summarize pairwise comparisons against a chosen treatment included in their analyses for brevity.
Discussion/Conclusions: limitations; conclusions and implications of findings.
Other: primary source of funding; systematic review registration number with registry name.
	2

	
	
	
	

	INTRODUCTION
	
	
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known, including mention of why a network meta-analysis has been conducted. 
	3

	Objectives 
	4
	Provide an explicit statement of questions being addressed, with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	3

	
	
	
	

	METHODS
	
	
	

	Protocol and registration 
	5
	Indicate whether a review protocol exists and if and where it can be accessed (e.g., Web address); and, if available, provide registration information, including registration number. 
	3

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. Clearly describe eligible treatments included in the treatment network, and note whether any have been clustered or merged into the same node (with justification).
	4

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	4

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	4

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	4

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	4

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	4

	Geometry of the network
	S1
	Describe methods used to explore the geometry of the treatment network under study and potential biases related to it. This should include how the evidence base has been graphically summarized for presentation, and what characteristics were compiled and used to describe the evidence base to readers.
	4-5

	Risk of bias within individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	4

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). Also describe the use of additional summary measures assessed, such as treatment rankings and surface under the cumulative ranking curve (SUCRA) values, as well as modified approaches used to present summary findings from meta-analyses.
	4-5

	Planned methods of analysis
	14
	Describe the methods of handling data and combining results of studies for each network meta-analysis. This should include, but not be limited to:  
· Handling of multi-arm trials;
· Selection of variance structure;
· Selection of prior distributions in Bayesian analyses; and
·  Assessment of model fit. 
	4-5

	Assessment of Inconsistency
	S2
	Describe the statistical methods used to evaluate the agreement of direct and indirect evidence in the treatment network(s) studied. Describe efforts taken to address its presence when found.
	5

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	4

	Additional analyses 
	16
	Describe methods of additional analyses if done, indicating which were pre-specified. This may include, but not be limited to, the following: 
· Sensitivity or subgroup analyses;
· Meta-regression analyses; 
· Alternative formulations of the treatment network; and
· Use of alternative prior distributions for Bayesian analyses (if applicable). 
	4-5

	




	
	
	

	RESULTS†
	
	
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	5

	Presentation of network structure
	S3
	Provide a network graph of the included studies to enable visualization of the geometry of the treatment network. 
	5

	Summary of network geometry
	S4
	Provide a brief overview of characteristics of the treatment network. This may include commentary on the abundance of trials and randomized patients for the different interventions and pairwise comparisons in the network, gaps of evidence in the treatment network, and potential biases reflected by the network structure.
	5

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	5

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment. 
	5

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: 1) simple summary data for each intervention group, and 2) effect estimates and confidence intervals. Modified approaches may be needed to deal with information from larger networks.
	 5-7

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence/credible intervals. In larger networks, authors may focus on comparisons versus a particular comparator (e.g. placebo or standard care), with full findings presented in an appendix. League tables and forest plots may be considered to summarize pairwise comparisons. If additional summary measures were explored (such as treatment rankings), these should also be presented.
	5-7

	Exploration for inconsistency
	S5
	Describe results from investigations of inconsistency. This may include such information as measures of model fit to compare consistency and inconsistency models, P values from statistical tests, or summary of inconsistency estimates from different parts of the treatment network.
	7

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies for the evidence base being studied. 
	5

	Results of additional analyses
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression analyses, alternative network geometries studied, alternative choice of prior distributions for Bayesian analyses, and so forth). 
	7

	
	
	
	

	DISCUSSION
	
	
	

	Summary of evidence 
	24
	Summarize the main findings, including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy-makers). 
	8

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review level (e.g., incomplete retrieval of identified research, reporting bias). Comment on the validity of the assumptions, such as transitivity and consistency. Comment on any concerns regarding network geometry (e.g., avoidance of certain comparisons).
	9-10

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	10

	
	
	
	

	FUNDING
	
	
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. This should also include information regarding whether funding has been received from manufacturers of treatments in the network and/or whether some of the authors are content experts with professional conflicts of interest that could affect use of treatments in the network.
	1



PICOS = population, intervention, comparators, outcomes, study design.
* Text in italics indicateS wording specific to reporting of network meta-analyses that has been added to guidance from the PRISMA statement.
† Authors may wish to plan for use of appendices to present all relevant information in full detail for items in this section.
*The Checklist of the PRISMA extension is formulated for RICE-META1st with the structure of PRISMA NMA Checklist of
Items to Include When Reporting a Systematic Review Involving a Network Meta-analysis in https://prismastatement.org/Extensions/NetworkMetaAnalysis

[bookmark: _Toc22040]Supplementary File 2. Search Terms for Meta-analysis (Pubmed)
1. ((((colorectal cancer[Title]) AND (English[Language])) AND (metastatic[Title/Abstract] OR advanced[Title/Abstract])) ) AND (quality of life[Title/Abstract] OR patient report outcome[Title/Abstract] OR Quality-of-life[Title/Abstract] OR patient-reported outcome[Title/Abstract]);
2. ("colorectal cancer" [Title] OR "colorectal adenocarcinoma"[Title] OR "colorectal carcinoma"[Title] OR "colorectal liver metastases"[Title]) AND ("metastatic"[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 "Trial"[Title/Abstract] OR "phase"[Title/Abstract]) AND ("quality-of-life"[Text Word] OR "quality of life"[Text Word]).
1. 

[bookmark: _Toc2729]Supplementary File 3. Definitions of Standard Chemotherapy and Regimen Information
Standard chemotherapy: mFOLFOX6, FOLFOX4, FOLFOX, FLOX, FOLFIRI, CAPEOX, XELOX or OXXEL
	Treatment
	Medication details

	8 cycles irinotecan
	Irinotecan was paused after eight 3-week cycles

	Anlotinib
	12 mg/day

	Bevacizumab
	5 mg/kg

	Bevacizumab 4d before SC
	bevacizumab administered 4 days before chemotherapy

	Binimetinib
	45 mg twice a day

	capecitabine
	750 mg/m2, twice daily

	Cetuximab
	500 mg/m2

	Encorafenib
	300 mg/day

	Famitinib
	25 mg/day

	FOLFIRI
	irinotecan 180 mg/m2 on day 1, leucovorin 200 mg/m2 on days 1 and 2, followed by 5-fluorouracil 400 mg/m2 bolus and then 5-FU 600 mg/m2 both on days 1 and 2, every two weeks

	FOLFOX/FLOX
	every 2 weeks with oxaliplatin 85 mg/m2 on day 1, and 5-FU 500 mg/m2 bolus injection followed 30 min later by FA 60 mg/m2 bolus on days 1 and 2

	FOLFOX-4
	oxaliplatin, 85 mg/m2 at day 1, and leucovorin calcium, 200 mg/m2, and fluorouracil, 400-mg/m2 bolus followed by 600-mg/m2 continuous 24-hour infusion at days 1 and 2, every 2 weeks

	FU
	2,600 mg/m2 as a 24-hour infusion alone weekly

	FU+LV
	Fluorouracil 425 mg/m2 i.v. weekly; leucovorin 20 mg/m2 on days 1 to 5 and repeated on day 28

	FU24h+LV
	FU24h in combination with 500 mg/m2 leucovorin weekly

	Interferon
	a dose of 5 MU subcutaneously three times weekly

	Intermittent SC
	Nordic FLOX was paused after 8 cycles, q3w

	Irinotecan
	300 or 350 mg/m2 every 3 weeks

	modified CAPOX/XELOX
	intravenous oxaliplatin, 85 mg/m2, on day 1 plus oral capecitabine, 1000 mg/m2, twice daily on days 1 to 10)

	modified FOLFOX-6
	intravenous oxaliplatin, 85 mg/m2, on day 1, followed by intravenous levo–folinic acid, 200 mg/m2,plus bolus fluorouracil, 400 mg/m2, and a 46-hour intravenous administration of fluorouracil, 2400mg/m2

	Nintedanib
	200 mg twice daily

	OXA(OXAFAFU)
	Oxaliplatin 85 mg/m2 i.v. on day 1; 6S-leucovo rin 250 mg/m2 i.v. (2 h), followed by Xuorouracil 850 mg/m2 i.v. bolus on day 2, every 2 weeks

	oxaliplatin
	85 mg/m2, per two weeks

	OXXEL
	oxaliplatin 100 mg/m2 i.v on day 1; capecitabine 1,000 mg/m2 orally twice daily from day 1 to day 11, every 2 weeks

	Panitumumab
	6 mg/kg [1-hour infusion for the first administration; 30-minute infusion thereafter]

	Pembrolizumab
	200 mg every 3 weeks

	Regorafenib
	160 mg/day

	S1
	full-dose: 30 mg/m2 orally twice daily on days 1~14,q3w;reduced-dose S1: 20 mg/m2 orally twice daily on days 1~14, q3w*

	SIRT
	Selective internal radiotherapy (SIRT) is an involving injection of yttrium-90 microspheres

	SOx
	S1 20 mg/m2 orally twice daily on days 1~14+oxaliplatin 100 mg/m2 intravenously on day 1, q3w (once every 3 weeks)

	temozolomide
	75 mg/m2, twice daily

	Traditional Chinese medicine
	Huangci Granule,12 g, twice a day


*q3w: once every three weeks
[bookmark: _Toc10821]Supplementary File 4 Other Characteristics of the Included Studies
	Trial
	ECOG performance status≥1(%)
	Year
	Region
	Target mutation or gene expression level
	Networks

	
	I
	C
	
	
	
	

	Antonio 2021[1]
	22
	21
	2021
	Europe
	No limited
	Overall analysis for QLQ-C30 GHS (short-term and long-term)

	ALTER0703[2]
	77
	70
	2021
	Asia
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	Liu 2020[3]
	49
	42
	2020
	Asia
	No limited
	Overall analysis for QLQ-C30 GHS (long-term)

	CONCUR[4, 5]
	72
	78
	2020
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	Xu 2017[6]
	82
	84
	2017
	Asia
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	BEACON CRC[7]
	48/49/51
	2022
	Global
	BRAF V600E-mutant
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	PRODIGE 18[8]
	45
	43
	2022
	Europe
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	NORDIC9[9]
	69
	60
	2021
	Europe
	No limited
	Overall analysis for QLQ-C30 GHS (short-term and long-term)

	KEYNOTE-177[10]
	51
	46
	2021
	Global
	MSI-H/dMMR
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	Valentino [11]
	26
	26
	2020
	Europe
	RAS wild-type
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	Jane 2020[12]
	NA
	NA
	2020
	Global
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	Filippo 2020[13]
	44
	49
	2020
	Europe
	RAS mutated
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	REVERCE
[14]
	33
	22
	2019
	Asia
	KRAS wild-type
	Overall analysis for EQ-5D

	NORDIC-VII[15]
	33/32/33
	2017
	Europe
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	CRYSTAL Subgroup
[16]
	44
	40
	2017
	Global
	RAS Wild-Type Metastatic
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	AIO KRK 0207[17]
	52/54/62
	2016
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	CRYSTAL Subgroup
[18]
	41
	43
	2012
	Global
	KRAS Wild-Type Metastatic
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	Yong 2013[19]
	70
	78
	2013
	Asia
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term) and EQ-5D

	PRIME[20]
	NA
	NA
	2011
	Global
	wild-type KRAS
	Overall analysis for EQ-5D

	PRIME[20]
	NA
	NA
	2011
	Global
	wild-type KRAS
	Overall analysis for EQ-5D

	DaVINCI
[21]
	NA
	NA
	2011
	Oceania
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (long-term)

	Dawn 2010[22]
	54
	63
	2011
	Global
	KRAS wild-type
	Overall analysis for EQ-5D

	CO.17 Trial[23]
	NA
	NA
	2009
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	Jolien 2009[24]
	41
	34
	2009
	Europe
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (long-term) and EQ-5D

	Southern Italy Cooperative Oncology study 0401[25]
	40
	39
	2009
	Europe
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term)

	EPIC[26]
	NA
	NA
	2008
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	Rohit 2004[27]
	64
	56
	2004
	Europe
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	EORTCG Group Study 40952[28]
	46/48/48
	2003
	Europe
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term)

	Charles 2003[29]
	51
	56
	2003
	America
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (short-term and long-term)

	Saltz 2000[30]
	61
	58
	2000
	Global
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term)

	Hill 1995[31]
	83
	79
	1995
	Europe
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term)

	ASPECCT
[32]
	69
	67
	2014
	Global
	No limited
	Overall analysis for EQ-5D

	Peeters 2014[33]
	NA
	NA
	2014
	Global
	No limited
	Overall analysis for EQ-5D

	PICCOLO
[34]
	NA
	NA
	2013
	Europe
	KRAS wild-type
	Overall and subsequent line analyses for QLQ-C30 GHS (long-term)

	LUME-Colon 1[35]
	58
	63
	2018
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (long-term)

	CORRECT
[36]
	48
	43
	2013
	Global
	No limited
	Overall and subsequent line analyses for QLQ-C30 GHS (long-term) and EQ-5D HU

	Yong 2012[37]
	NA
	NA
	2012
	Asia
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (long-term)

	PanaMa[38]
	43
	38
	2023
	Global
	No limited
	Overall and first-line analyses for QLQ-C30 GHS (short-term and long-term)



[bookmark: _Toc30066]Supplementary File 5. Cochrane Risk of the Bias Assessment Tool
Fig.S1 Risk of the Bias Assessment for Each Study
[image: 667e6775675be91cf9e27d272303ebd]
Fig.S2 Risk of the Bias Assessment for Overall Network
[image: ab8d03fa7643fc6b01eb74aaacc6334]
[bookmark: _Toc12314]Supplementary File 6. Funnel Plots to Show Publication Bias
Fig.S1 Long-term, overall patients
[image: 漏斗图(6)]
Fig.S2 Long-term, first-line patients
[image: 漏斗图(2)]
Fig.S3 Long-term, subsequent-line patients
[image: 漏斗图(1)]


Fig.S4 Short-term, overall patients
[image: 漏斗图(5)]
Fig.S5 Short-term, first-line patients
[image: 漏斗图(4)]
Fig.S6 Short-term, subsequent-line patients
[image: 漏斗图(3)]
Fig.S7 EQ-5D
[image: 漏斗图]



[bookmark: _Toc7434]Supplementary File 7. League Tables and Network Plots for Subgroup Analysis
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
*:The asterisk (*) symbol used in the file denotes statistical significance. Specifically, we have used it to highlight results where the differences were found to be statistically significant. Conventionally, this indicates that the p-value for the associated test was below the predetermined threshold for significance, set at 0.05.
Note: Red coloration signifies that the treatment under consideration shows superiority over the control. Conversely, green indicates inferiority of the treatment relative to the control. White is used to denote that the effects between the treatment and control groups are relatively similar. Additionally, the intensity of the color correlates with the magnitude of the effect difference or the level of statistical significance; the deeper the color, the more pronounced the treatment effect or the higher the statistical significance
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance


Fig.S1 Long-term Overall Analysis for First-line and Subsequent-line Patients (Left, First-line; Right, Subsequent-line. QLQ-C30, Without Differentiating Chemotherapy)
[image: 联赛表][image: 杠杆图]


Fig.S2 Long-term Overall Analysis for All Patients (QLQ-C30, Without Differentiating Chemotherapy)
[image: 联赛表]
Fig.S3 Short-term Overall Analysis For First-line and Subsequent-line Patients (A, First-line; B, Subsequent-line. QLQ-C30, Without Differentiating Chemotherapy)
[image: 联赛表][image: 联赛表]


Fig.S4 Short-term Overall Analysis for All Patients (QLQ-C30, Without Differentiating Chemotherapy)
[image: 联赛表]
Fig.S5 Comparison of Different Therapeutic Modalitiess (QLQ-C30)
[image: 联赛表]


Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
Note: The bottom right corner includes any evidence, while the top left corner contains only direct evidence.
Table. S1 Long-term Overall Analysis for First-line Patients (QLQ-C30, Without Differentiating Chemotherapy)
[image: 1703410409080]


Table. S2 Long-term Overall Analysis for Subsequent-line Patients (QLQ-C30, Without Differentiating Chemotherapy)
[image: 1703410557159]


Table. S3 Long-term Overall Analysis for Overall Patients (QLQ-C30, Without Differentiating Chemotherapy)
[image: 1703410995878]


Table. S4 Short-term Overall Analysis for First-line and Subsequent-line Patients (Above, First-line; Below, Subsequent-line. QLQ-C30, Without Differentiating Chemotherapy)
[image: 1703410129174]
[image: 1703410240398]


Table. S5 Short-term Overall Analysis for Overall Patients (QLQ-C30, without Differentiating Chemotherapy)
[image: 1703411518398]



Fig.S6 Network Plots for Subgroups in Overall Analysis (Without Differentiating Chemotherapy. A. Long-term First-line; B. Long-term Subsequent-line; C. Short-term First-line; D. Short-term Subsequent-line).
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
	A
	[image: 不-长期-一线]
	B
	[image: 不-长期-二线]

	C
	[image: 不-短期-一线]
	D
	[image: 不-短期-二线]




[bookmark: _Toc27445]Supplementary File 8 Summarized Result of Comparison of Monotherapy, Combination Therapy and No Active Treatment
Table S1 Pooled Mean Differences (95% Credible Intervals) and SUCRA
	SUCRA (%)
	Mean Difference (95% CI)
	96.36
	16.43
	37.21

	
	
	Long-term effect

	99.38 
	Short-term effect 
	monotherapy
	-2.17 (-4.78 to 0.44)
	-1.31 (-2.59 to -0.05)

	12.27
	
	5.71 (0.78 to 10.63)
	combination therapy
	0.85 (-1.97 to 3.68)

	38.25
	
	3.70 (1.41 to 6.01)
	-2.02 (-7.43 to 3.44)
	no active treatment


Fig S1 Network Plots (A Long-term; B Short-term)
[image: BUG]
[bookmark: _Toc16051]Supplementary File 9: Summarized Result of EQ-5D
Fig S1 Network Plots (A Long-term; B Short-term)
	A
	[image: 长期-HUI]

	B
	[image: 不-长期-HUI]




Fig S2 League Tables (A Without Differentiating Chemotherapy; B Differentiate Chemotherapy)
	A
	[image: 联赛表]

	B
	[image: 联赛表]


Abbreviation ANL: anlotinib; BEV: bevacizumab; BEV+Che:bevacizumab plus chemotherapy;CET: cetuximab; CET+Che: cetuximab plus chemotherapy; CET+inter Che: cetuximab plus intermittent chemotherapy; CET+BEV+Che: cetuximab combined with bevacizumab plus chemotherapy; Che: chemotherapy; Che+INT: interferon plus chemotherapy; ENC+CET: encorafenib plus cetuximab; ENC+CET+BIN: encorafenib combined with cetuximab plus binimetinib; FAM: famitinib; ICI: Immunotherapy; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; Target+Che:Target therapy plus chemotherapy; TCM+BEV+Che: traditional Chinese medicine combined with bevacizumab plus chemotherapy;  PAN: panitumumab; PAN+Che: panitumumab plus chemotherapy; PEM: pembrolizumab; REG: regorafenib; SIRT+Che: SIRT plus chemotherapy.
*:The asterisk (*) symbol used in the file denotes statistical significance. Specifically, we have used it to highlight results where the differences were found to be statistically significant. Conventionally, this indicates that the p-value for the associated test was below the predetermined threshold for significance, set at 0.05.
Note: Red coloration signifies that the treatment under consideration shows superiority over the control. Conversely, green indicates inferiority of the treatment relative to the control. White is used to denote that the effects between the treatment and control groups are relatively similar. Additionally, the intensity of the color correlates with the magnitude of the effect difference or the level of statistical significance; the deeper the color, the more pronounced the treatment effect or the higher the statistical significance
The EQ-5D scores health across five dimensions and provides a single summary index value. Each dimension has three response levels indicating no, some, or extreme problems, resulting in a health profile. The index value is derived from these profiles using a formula that assigns weights to each level; the possible values range from less than 0 (representing states worse than death) to 1 (full health), with some country-specific value sets allowing for values above 1.

[bookmark: _Toc21352]Supplementary File 10 Heterogeneity Assessment Results
	Network
	Data points
	Ratios*
	I2

	Long-term QLQ-C30 GHS/QOL for overall patients (No distinction for chemotherapy)
	43
	1.055
	7%

	Long-term QLQ-C30 GHS/QOL for patients received first-line treatments (No distinction for chemotherapy)
	15
	0.965
	3%

	Long-term QLQ-C30 GHS/QOL for patients received subsequent-line treatments (No distinction for chemotherapy)
	27
	1.032
	7%

	Short-term QLQ-C30 GHS/QOL for overall patients (No distinction for chemotherapy)
	31
	1.039
	7%

	Short-term QLQ-C30 GHS/QOL for patients received first-line treatments (No distinction for chemotherapy)
	15
	0.969
	4%

	Short-term QLQ-C30 GHS/QOL for patients received subsequent-line treatments (No distinction for chemotherapy)
	16
	1.003
	3%

	EQ-5D (No distinction for chemotherapy)
	20
	1.059
	10%

	Long-term QLQ-C30 GHS/QOL for overall patients (Monotherapy VS Combination therapy VS No active treatment)
	29
	1.089
	11%

	Short-term QLQ-C30 GHS/QOL for overall patients (Monotherapy VS Combination therapy VS No active treatment)
	16
	1.874
	50%

	Long-term QLQ-C30 GHS/QOL for overall patients (therapeutic modalities comparison)
	41
	1.261
	23%

	Short-term QLQ-C30 GHS/QOL for overall patients (therapeutic modalities comparison)
	29
	1.301
	26%

	Long-term QLQ-C30 GHS/QOL for overall patients (Distinction for chemotherapy)
	64
	1.008
	2%

	Long-term QLQ-C30 GHS/QOL for patients received first-line treatments (Distinction for chemotherapy)
	22
	0.969
	2%

	Long-term QLQ-C30 GHS/QOL for patients received subsequent-line treatments (Distinction for chemotherapy)
	20/10
	1.031/1.004
	8%/10%

	Short-term QLQ-C30 GHS/QOL for overall patients (Distinction for chemotherapy)
	40
	0.988
	1%

	Short-term QLQ-C30 GHS/QOL for patients received first-line treatments (Distinction for chemotherapy)
	20
	0.979
	3%

	Short-term QLQ-C30 GHS/QOL for patients received subsequent-line treatments (Distinction for chemotherapy)
	14
	0.997
	7%

	EQ-5D (Distinction for chemotherapy)
	20
	1.017
	7%

	Long-term QLQ-C30 GHS/QOL for overall patients (No distinction for chemotherapy, Sensitive analysis)
	38
	1.062
	8%

	Long-term QLQ-C30 GHS/QOL for first-line patients (No distinction for chemotherapy, Sensitive analysis)
	13
	0.941
	2%

	Long-term QLQ-C30 GHS/QOL for subsequent-line patients (No distinction for chemotherapy, Sensitive analysis)
	21
	1.035
	8%


* 'Ratios' in this file denote the H statistic values, a measure of heterogeneity in meta-analysis. The H statistic compares observed variance to expected variance under homogeneity. Interpretation of H values is as follows: H < 1: Negligible heterogeneity; H = 1 to 1.2: Low heterogeneity; H = 1.2 to 1.5: Moderate heterogeneity; H > 1.5 to 2: Substantial heterogeneity; H > 2: Considerable heterogeneity.
[bookmark: _Toc19502]Supplementary File 11 Evidence Level Assessment (A), Transitivity (B), Direct Evidence Contribution (C), Predictive Interval (D)
A . Evidence Level Assessment, Using CINeMA Approach
Abbreviation ANL: anlotinib; BEV: bevacizumab; BEV+Che:bevacizumab plus chemotherapy;CET: cetuximab; CET+Che: cetuximab plus chemotherapy; CET+inter Che: cetuximab plus intermittent chemotherapy; CET+BEV+Che: cetuximab combined with bevacizumab plus chemotherapy; Che: chemotherapy; Che+INT: interferon plus chemotherapy; ENC+CET: encorafenib plus cetuximab; ENC+CET+BIN: encorafenib combined with cetuximab plus binimetinib; FAM: famitinib; ICI: Immunotherapy; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; Target+Che:Target therapy plus chemotherapy; TCM+BEV+Che: traditional Chinese medicine combined with bevacizumab plus chemotherapy;  PAN: panitumumab; PAN+Che: panitumumab plus chemotherapy; PEM: pembrolizumab; REG: regorafenib; SIRT+Che: SIRT plus chemotherapy.
(1) Comparison of Therapeutic Modalities (Long-term)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Che:ICI
	1
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Low

	Che:Int_Che
	1
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Che:SIRT_Che
	1
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	Che:Target_Che
	6
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	NAT:Target
	7
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	NAT:Target_Che
	1
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Target_Che:TCM_Target_Che
	1
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Target:Target_Che
	4
	Some concerns
	Some concerns
	Some concerns
	Some concerns
	No concerns
	No concerns
	Low

	Che:NAT
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Che:TCM_Target_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Che:Target
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	ICI:Int_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	ICI:NAT
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	ICI:SIRT_Che
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	ICI:TCM_Target_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Low

	ICI:Target
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low

	ICI:Target_Che
	0
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very Low

	Int_Che:NAT
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Int_Che:SIRT_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Int_Che:TCM_Target_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Int_Che:Target
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	Int_Che:Target_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	NAT:SIRT_Che
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	NAT:TCM_Target_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	SIRT_Che:TCM_Target_Che
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	SIRT_Che:Target
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	SIRT_Che:Target_Che
	0
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Low

	Target:TCM_Target_Che
	0
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate




(2) Comparison of Therapeutic Modalities (Short-term)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Che:ICI
	1
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Che:Int_Che
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Che:SIRT_Che
	1
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Low

	Che:Target_Che
	5
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	NAT:Target
	4
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate

	NAT:Target_Che
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Low

	Target:Target_Che
	3
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Che:NAT
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:Target
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	ICI:Int_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High

	ICI:NAT
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	ICI:SIRT_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	ICI:Target
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	ICI:Target_Che
	0
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Low

	Int_Che:NAT
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Int_Che:SIRT_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Int_Che:Target
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	Int_Che:Target_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	NAT:SIRT_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Low

	SIRT_Che:Target
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate

	SIRT_Che:Target_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
















(3) Comparison of Treatment Quantities (Long-term)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Monotherapy:No_treatment
	7
	No concerns
	Low risk
	No concerns
	Some concerns
	Major concerns
	No concerns
	Moderate

	combination_therapy:Monotherapy
	8
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low

	combination_therapy:No_treatment
	1
	No concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Moderate




(4) Comparison of Treatment Quantities (Short-term)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Monotherapy:No_treatment
	6
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	combination_therapy:Monotherapy
	2
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	combination_therapy:No_treatment
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Low








(5) Comparison of Treatments (Long-term, First-line)
Note: Due to data limitations, evaluation of other dimensions was not supported
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness

	PAN:SC_PAN
	1
	Some concerns
	Some concerns
	Some concerns

	SC:SC_Interferon
	1
	No concerns
	Low risk
	No concerns

	SC:SC_PAN
	1
	Some concerns
	Some concerns
	No concerns

	SC:SIRT_SC
	1
	Some concerns
	Some concerns
	No concerns

	cet_SC:SC
	2
	No concerns
	Low risk
	No concerns

	cet_intermittentSC:SC
	1
	No concerns
	Low risk
	No concerns

	pembrolizumab:SC
	1
	Some concerns
	Some concerns
	Some concerns

	cet_intermittentSC:cet_SC
	1
	No concerns
	Low risk
	No concerns

	PAN:SC
	0
	Some concerns
	Some concerns
	No concerns

	PAN:SC_Interferon
	0
	Some concerns
	Some concerns
	No concerns

	PAN:SIRT_SC
	0
	Some concerns
	Some concerns
	No concerns

	cet_SC:PAN
	0
	Some concerns
	Some concerns
	No concerns

	cet_intermittentSC:PAN
	0
	Some concerns
	Some concerns
	No concerns

	PAN:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns

	SC_Interferon:SC_PAN
	0
	No concerns
	Low risk
	No concerns

	SC_Interferon:SIRT_SC
	0
	No concerns
	Low risk
	No concerns

	cet_SC:SC_Interferon
	0
	No concerns
	Low risk
	No concerns

	cet_intermittentSC:SC_Interferon
	0
	No concerns
	Low risk
	No concerns

	pembrolizumab:SC_Interferon
	0
	No concerns
	Low risk
	No concerns

	SC_PAN:SIRT_SC
	0
	Some concerns
	Some concerns
	No concerns

	cet_SC:SC_PAN
	0
	Some concerns
	Some concerns
	No concerns

	cet_intermittentSC:SC_PAN
	0
	No concerns
	Low risk
	No concerns

	pembrolizumab:SC_PAN
	0
	Some concerns
	Some concerns
	No concerns

	cet_SC:SIRT_SC
	0
	Some concerns
	Some concerns
	No concerns

	cet_intermittentSC:SIRT_SC
	0
	No concerns
	Low risk
	No concerns

	pembrolizumab:SIRT_SC
	0
	Some concerns
	Some concerns
	No concerns

	cet_SC:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns

	cet_intermittentSC:pembrolizumab
	0
	No concerns
	Low risk
	No concerns



(6) Comparison of Treatments (Long-term, Subsequent-line)
Note: Due to data limitations, evaluation of other dimensions was not supported
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness

	BEV:BEV_plus_Che
	1
	No concerns
	Low risk
	No concerns

	BEV:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:CET_plus_Che
	1
	Some concerns
	Some concerns
	No concerns

	BEV_plus_Che:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	CET:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	CET_plus_Che:Che
	1
	Some concerns
	Some concerns
	No concerns

	CET_plus_Che:enc_plus_CET
	1
	Some concerns
	Some concerns
	Some concerns

	CET_plus_Che:enc_plus_CET_plus_bin
	1
	Some concerns
	Some concerns
	Some concerns

	Che:Pan_Che
	1
	Some concerns
	Some concerns
	Some concerns

	anlotinib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	famitinib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	nintedanib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns

	No_active_treatment:regorafenib
	2
	No concerns
	Low risk
	No concerns

	enc_plus_CET:enc_plus_CET_plus_bin
	1
	Some concerns
	Some concerns
	Some concerns

	BEV:CET
	0
	No concerns
	Low risk
	No concerns

	BEV:CET_plus_Che
	0
	No concerns
	Low risk
	No concerns

	BEV:Che
	0
	Some concerns
	Some concerns
	No concerns

	BEV:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:BEV
	0
	No concerns
	Low risk
	No concerns

	BEV:enc_plus_CET
	0
	Some concerns
	Some concerns
	No concerns

	BEV:enc_plus_CET_plus_bin
	0
	Some concerns
	Some concerns
	No concerns

	BEV:famitinib
	0
	No concerns
	Low risk
	No concerns

	BEV:nintedanib
	0
	No concerns
	Low risk
	No concerns

	BEV:regorafenib
	0
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:CET
	0
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:Che
	0
	Some concerns
	Some concerns
	No concerns

	BEV_plus_Che:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:BEV_plus_Che
	0
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:enc_plus_CET
	0
	Some concerns
	Some concerns
	Some concerns

	BEV_plus_Che:enc_plus_CET_plus_bin
	0
	Some concerns
	Some concerns
	Some concerns

	BEV_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:nintedanib
	0
	No concerns
	Low risk
	No concerns

	BEV_plus_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns

	CET:CET_plus_Che
	0
	No concerns
	Low risk
	No concerns

	CET:Che
	0
	No concerns
	Low risk
	No concerns

	CET:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:CET
	0
	No concerns
	Low risk
	No concerns

	CET:enc_plus_CET
	0
	Some concerns
	Some concerns
	No concerns

	CET:enc_plus_CET_plus_bin
	0
	Some concerns
	Some concerns
	No concerns

	CET:famitinib
	0
	No concerns
	Low risk
	No concerns

	CET:nintedanib
	0
	No concerns
	Low risk
	No concerns

	CET:regorafenib
	0
	No concerns
	Low risk
	No concerns

	CET_plus_Che:No_active_treatment
	0
	No concerns
	Low risk
	No concerns

	CET_plus_Che:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:CET_plus_Che
	0
	No concerns
	Low risk
	No concerns

	CET_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	CET_plus_Che:nintedanib
	0
	No concerns
	Low risk
	No concerns

	CET_plus_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns

	Che:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:Che
	0
	No concerns
	Low risk
	No concerns

	Che:enc_plus_CET
	0
	Some concerns
	Some concerns
	Some concerns

	Che:enc_plus_CET_plus_bin
	0
	Some concerns
	Some concerns
	Some concerns

	Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	Che:nintedanib
	0
	No concerns
	Low risk
	No concerns

	Che:regorafenib
	0
	No concerns
	Low risk
	No concerns

	No_active_treatment:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET_plus_bin:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET:Pan_Che
	0
	Some concerns
	Some concerns
	Some concerns

	enc_plus_CET_plus_bin:Pan_Che
	0
	Some concerns
	Some concerns
	Some concerns

	famitinib:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	nintedanib:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns

	Pan_Che:regorafenib
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:enc_plus_CET
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:enc_plus_CET_plus_bin
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:famitinib
	0
	No concerns
	Low risk
	No concerns

	anlotinib:nintedanib
	0
	No concerns
	Low risk
	No concerns

	anlotinib:regorafenib
	0
	No concerns
	Low risk
	No concerns

	enc_plus_CET:famitinib
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET:nintedanib
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET:regorafenib
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET_plus_bin:famitinib
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET_plus_bin:nintedanib
	0
	Some concerns
	Some concerns
	No concerns

	enc_plus_CET_plus_bin:regorafenib
	0
	Some concerns
	Some concerns
	No concerns

	famitinib:nintedanib
	0
	No concerns
	Low risk
	No concerns

	famitinib:regorafenib
	0
	No concerns
	Low risk
	No concerns

	nintedanib:regorafenib
	0
	No concerns
	Low risk
	No concerns



(7) Comparison of Treatments (Long-term, Overall)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Che:Che_plus_Interferon
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:Pan_Che
	2
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:SIRT_plus_Che
	1
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:Che
	3
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	cet_plus_intermittentChe:Che
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:pembrolizumab
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	Major concerns
	No concerns
	Low

	Nintedanib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	famitinib:No_active_treatment
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	No_active_treatment:regorafenib
	2
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan:Pan_Che
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	Major concerns
	No concerns
	Low

	bev_plus_Che:TCM_plus_bev_plus_Che
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:bev_plus_Che
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:bev_plus_Che
	1
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	bev_plus_Che:cet_plus_Che
	1
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:cet_plus_intermittentChe
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:encorafenib_plus_cet
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:Pan
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	cet:Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:No_active_treatment
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:Pan_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:Che_plus_Interferon
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:Che_plus_Interferon
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	cet:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che_plus_Interferon:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Nintedanib:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	Nintedanib:Pan_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Nintedanib:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Nintedanib:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet_plus_Che:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:Nintedanib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:Nintedanib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:Nintedanib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Nintedanib:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Nintedanib:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	No_active_treatment:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	No_active_treatment:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	No_active_treatment:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	No_active_treatment:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:No_active_treatment
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:No_active_treatment
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:No_active_treatment
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:No_active_treatment
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	No_active_treatment:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:Pan
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet_plus_Che:Pan
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	Major concerns
	No concerns
	Low

	cet_plus_intermittentChe:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:Pan
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:Pan
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:Pan
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan:regorafenib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan_Che:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:Pan_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	bev_plus_Che:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:Pan_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet_plus_Che:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:Pan_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:Pan_Che
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:Pan_Che
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:Pan_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Pan_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	SIRT_plus_Che:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	bev_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:SIRT_plus_Che
	0
	No concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	pembrolizumab:SIRT_plus_Che
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	regorafenib:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet_plus_Che:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	famitinib:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	pembrolizumab:TCM_plus_bev_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	regorafenib:TCM_plus_bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:bev
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:bev_plus_cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	anlotinib:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	anlotinib:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	anlotinib:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:bev_plus_cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	bev:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	bev_plus_Che:cet_plus_intermittentChe
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	Major concerns
	No concerns
	Low

	bev_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:cet_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:cet_plus_intermittentChe
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	bev_plus_cet_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	bev_plus_cet_plus_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet:famitinib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet:regorafenib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	cet_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	Major concerns
	No concerns
	Low

	cet_plus_Che:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_intermittentChe:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:famitinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet:regorafenib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Major concerns
	No concerns
	Low

	encorafenib_plus_cet_plus_binimetinib:famitinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:regorafenib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	famitinib:regorafenib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Moderate

	pembrolizumab:regorafenib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate









(8) Comparison of Treatments (Short-term, First-line)
Note: Due to data limitations, evaluation of other dimensions was not supported
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness

	Che:Interferon_plus_Che
	1
	No concerns
	Low risk
	No concerns

	Che:SIRT_plus_Che
	1
	Some concerns
	Some concerns
	No concerns

	cet_plus_Che:Che
	2
	No concerns
	Low risk
	No concerns

	cet_plus_intermittentChe:Che
	1
	No concerns
	Low risk
	No concerns

	Che:panitumumab_plus_Che
	1
	Some concerns
	Some concerns
	No concerns

	Che:pembrolizumab
	1
	Some concerns
	Some concerns
	Some concerns

	cet_plus_Che:cet_plus_intermittentChe
	1
	No concerns
	Low risk
	No concerns

	panitumumab:panitumumab_plus_Che
	1
	No concerns
	Low risk
	Some concerns

	Che:panitumumab
	0
	No concerns
	Low risk
	No concerns

	Interferon_plus_Che:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns

	cet_plus_Che:Interferon_plus_Che
	0
	No concerns
	Low risk
	No concerns

	cet_plus_intermittentChe:Interferon_plus_Che
	0
	No concerns
	Low risk
	No concerns

	Interferon_plus_Che:panitumumab
	0
	No concerns
	Low risk
	No concerns

	Interferon_plus_Che:panitumumab_plus_Che
	0
	No concerns
	Low risk
	No concerns

	Interferon_plus_Che:pembrolizumab
	0
	No concerns
	Low risk
	No concerns

	cet_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns

	cet_plus_intermittentChe:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns

	panitumumab:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns

	panitumumab_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns

	pembrolizumab:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns

	cet_plus_Che:panitumumab
	0
	No concerns
	Low risk
	No concerns

	cet_plus_Che:panitumumab_plus_Che
	0
	Some concerns
	Some concerns
	No concerns

	cet_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns

	cet_plus_intermittentChe:panitumumab
	0
	No concerns
	Low risk
	No concerns

	cet_plus_intermittentChe:panitumumab_plus_Che
	0
	No concerns
	Low risk
	No concerns

	cet_plus_intermittentChe:pembrolizumab
	0
	No concerns
	Low risk
	No concerns

	panitumumab:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns

	panitumumab_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns







(9) Comparison of Treatments (Short-term, Subsequent-line)
Note: Due to data limitations, evaluation of other dimensions was not supported
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness

	cet_plus_Che:Che
	1
	Some concerns
	Some concerns
	No concerns

	anlotinib:NAT
	1
	No concerns
	Low risk
	No concerns

	bev:NAT
	1
	No concerns
	Low risk
	No concerns

	bev_plus_Che:NAT
	1
	No concerns
	Low risk
	No concerns

	cet:NAT
	1
	No concerns
	Low risk
	No concerns

	famitinib:NAT
	1
	No concerns
	Low risk
	No concerns

	bev:bev_plus_Che
	1
	No concerns
	Low risk
	No concerns

	bev_plus_Che:cet_plus_Che
	1
	Some concerns
	Some concerns
	No concerns

	cet_plus_Che:encorafenib_plus_cet
	1
	Some concerns
	Some concerns
	Some concerns

	cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	No concerns

	encorafenib_plus_cet:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	Some concerns

	Che:NAT
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:Che
	0
	No concerns
	Low risk
	No concerns

	bev:Che
	0
	Some concerns
	Some concerns
	No concerns

	bev_plus_Che:Che
	0
	Some concerns
	Some concerns
	No concerns

	cet:Che
	0
	No concerns
	Low risk
	No concerns

	Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns

	Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns

	Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	cet_plus_Che:NAT
	0
	No concerns
	Low risk
	No concerns

	encorafenib_plus_cet:NAT
	0
	Some concerns
	Some concerns
	No concerns

	encorafenib_plus_cet_plus_binimetinib:NAT
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:bev
	0
	No concerns
	Low risk
	No concerns

	anlotinib:bev_plus_Che
	0
	No concerns
	Low risk
	No concerns

	anlotinib:cet
	0
	No concerns
	Low risk
	No concerns

	anlotinib:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns

	anlotinib:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns

	anlotinib:famitinib
	0
	No concerns
	Low risk
	No concerns

	bev:cet
	0
	No concerns
	Low risk
	No concerns

	bev:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns

	bev:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns

	bev:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns

	bev:famitinib
	0
	No concerns
	Low risk
	No concerns

	bev_plus_Che:cet
	0
	No concerns
	Low risk
	No concerns

	bev_plus_Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns

	bev_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns

	bev_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	cet:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns

	cet:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns

	cet:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns

	cet:famitinib
	0
	No concerns
	Low risk
	No concerns

	cet_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns

	encorafenib_plus_cet:famitinib
	0
	Some concerns
	Some concerns
	No concerns

	encorafenib_plus_cet_plus_binimetinib:famitinib
	0
	Some concerns
	Some concerns
	No concerns




(10) Comparison of Treatments (Short-term, Overall)
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogeneity
	Incoherence
	Confidence rating

	Che:Che_plus_Interferon
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che:PAN_Che
	1
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che:SIRT_plus_Che
	1
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:Che
	3
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:Che
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	Che:pembrolizumab
	1
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Some concerns
	Low

	anlotinib:NAT
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:NAT
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:NAT
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:NAT
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	famitinib:NAT
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	PAN:PAN_Che
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	bev:bev_plus_Che
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev_plus_Che:cet_plus_Che
	1
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_Che:cet_plus_intermittentChe
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Moderate

	cet_plus_Che:encorafenib_plus_cet
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	encorafenib_plus_cet:encorafenib_plus_cet_plus_binimetinib
	1
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	Che:NAT
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet:Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che_plus_Interferon:NAT
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che_plus_Interferon:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che_plus_Interferon:PAN_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che_plus_Interferon:SIRT_plus_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	anlotinib:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev_plus_Che:Che_plus_Interferon
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:Che_plus_Interferon
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che_plus_Interferon:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che_plus_Interferon:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	Che_plus_Interferon:famitinib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	Che_plus_Interferon:pembrolizumab
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	NAT:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	NAT:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	NAT:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:NAT
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:NAT
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:NAT
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:NAT
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	NAT:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	PAN:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet:PAN
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:PAN
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	encorafenib_plus_cet_plus_binimetinib:PAN
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	famitinib:PAN
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	PAN:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	PAN_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	famitinib:PAN_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	PAN_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet_plus_Che:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Low

	cet_plus_intermittentChe:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	famitinib:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	pembrolizumab:SIRT_plus_Che
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	anlotinib:bev
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:bev_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	anlotinib:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	anlotinib:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:cet
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev_plus_Che:cet_plus_intermittentChe
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	bev_plus_Che:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	bev_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	bev_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	bev_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet:cet_plus_Che
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:cet_plus_intermittentChe
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:famitinib
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	cet:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_Che:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_Che:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Some concerns
	Low

	cet_plus_intermittentChe:encorafenib_plus_cet
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	cet_plus_intermittentChe:encorafenib_plus_cet_plus_binimetinib
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	cet_plus_intermittentChe:famitinib
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	cet_plus_intermittentChe:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	No concerns
	Major concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:famitinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	Major concerns
	No concerns
	Some concerns
	Low

	encorafenib_plus_cet_plus_binimetinib:famitinib
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate

	encorafenib_plus_cet_plus_binimetinib:pembrolizumab
	0
	Some concerns
	Some concerns
	Some concerns
	No concerns
	Major concerns
	Some concerns
	Low

	famitinib:pembrolizumab
	0
	Some concerns
	Some concerns
	No concerns
	Major concerns
	No concerns
	Some concerns
	Moderate



(11) 
B. Transitivity
Fig.S1 ECOG

Fig.S2 Gender



Fig.S3 Age

C. Direct Evidence Contribution Matrix
Abbreviation ANL: anlotinib; BEV: bevacizumab; BEV+Che:bevacizumab plus chemotherapy;CET: cetuximab; CET+Che: cetuximab plus chemotherapy; CET+inter Che: cetuximab plus intermittent chemotherapy; CET+BEV+Che: cetuximab combined with bevacizumab plus chemotherapy; Che: chemotherapy; Che+INT: interferon plus chemotherapy; ENC+CET: encorafenib plus cetuximab; ENC+CET+BIN: encorafenib combined with cetuximab plus binimetinib; FAM: famitinib; ICI: Immunotherapy; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; Target+Che:Target therapy plus chemotherapy; TCM+BEV+Che: traditional Chinese medicine combined with bevacizumab plus chemotherapy;  PAN: panitumumab; PAN+Che: panitumumab plus chemotherapy; PEM: pembrolizumab; REG: regorafenib; SIRT+Che: SIRT plus chemotherapy.
Table S1 Comparison of Therapeutic Modalities (Short-term)
	fixed MD
	Che:ICI
	Che:Int_Che
	Che:SIRT_Che
	Che:Target_Che
	NAT:Target
	NAT:Target_Che
	Target:Target_Che

	Mixed estimates
	
	
	
	
	
	
	

	Che:ICI
	100
	0
	0
	0
	0
	0
	0

	Che:Int_Che
	0
	100
	0
	0
	0
	0
	0

	Che:SIRT_Che
	0
	0
	100
	0
	0
	0
	0

	Che:Target_Che
	0
	0
	0
	100
	0
	0
	0

	NAT:Target
	0
	0
	0
	0
	84.87
	7.565
	7.565

	NAT:Target_Che
	0
	0
	0
	0
	30.335
	39.33
	30.335

	Target:Target_Che
	0
	0
	0
	0
	12.1
	12.1
	75.8

	Indirect estimates
	
	
	
	
	
	
	

	Che:NAT
	0
	0
	0
	39.8883
	20.2233
	19.665
	20.2233

	Che:Target
	0
	0
	0
	45.9667
	8.0667
	8.0667
	37.9

	ICI:Int_Che
	50
	50
	0
	0
	0
	0
	0

	ICI:NAT
	28.2775
	0
	0
	28.2775
	15.1675
	13.11
	15.1675

	ICI:SIRT_Che
	50
	0
	50
	0
	0
	0
	0

	ICI:Target
	31.3167
	0
	0
	31.3167
	6.05
	6.05
	25.2667

	ICI:Target_Che
	50
	0
	0
	50
	0
	0
	0

	Int_Che:NAT
	0
	28.2775
	0
	28.2775
	15.1675
	13.11
	15.1675

	Int_Che:SIRT_Che
	0
	50
	50
	0
	0
	0
	0

	Int_Che:Target
	0
	31.3167
	0
	31.3167
	6.05
	6.05
	25.2667

	Int_Che:Target_Che
	0
	50
	0
	50
	0
	0
	0

	NAT:SIRT_Che
	0
	0
	28.2775
	28.2775
	15.1675
	13.11
	15.1675

	SIRT_Che:Target
	0
	0
	31.3167
	31.3167
	6.05
	6.05
	25.2667

	SIRT_Che:Target_Che
	0
	0
	50
	50
	0
	0
	0


 Table S2 Comparison of Therapeutic Modalities (Long-term)
	fixed MD
	Che:ICI
	Che:Int_Che
	Che:SIRT_Che
	Che:Target_Che
	NAT:Target
	NAT:Target_Che
	Target_Che:TCM_Target_Che
	Target:Target_Che

	Mixed estimates
	
	
	
	
	
	
	
	

	Che:ICI
	100
	0
	0
	0
	0
	0
	0
	0

	Che:Int_Che
	0
	100
	0
	0
	0
	0
	0
	0

	Che:SIRT_Che
	0
	0
	100
	0
	0
	0
	0
	0

	Che:Target_Che
	0
	0
	0
	100
	0
	0
	0
	0

	NAT:Target
	0
	0
	0
	0
	96.27
	1.865
	0
	1.865

	NAT:Target_Che
	0
	0
	0
	0
	37.035
	25.93
	0
	37.035

	Target:Target_Che
	0
	0
	0
	0
	11.1
	11.1
	0
	77.8

	Target_Che:TCM_Target_Che
	0
	0
	0
	0
	0
	0
	100
	0

	Indirect estimates
	
	
	
	
	
	
	
	

	Che:NAT
	0
	0
	0
	37.655
	24.69
	12.965
	0
	24.69

	Che:TCM_Target_Che
	0
	0
	0
	50
	0
	0
	50
	0

	Che:Target
	0
	0
	0
	46.3
	7.4
	7.4
	0
	38.9

	ICI:Int_Che
	50
	50
	0
	0
	0
	0
	0
	0

	ICI:NAT
	27.1608
	0
	0
	27.1608
	18.5175
	8.6433
	0
	18.5175

	ICI:SIRT_Che
	50
	0
	50
	0
	0
	0
	0
	0

	ICI:TCM_Target_Che
	33.3333
	0
	0
	33.3333
	0
	0
	33.3333
	0

	ICI:Target
	31.4833
	0
	0
	31.4833
	5.55
	5.55
	0
	25.9333

	ICI:Target_Che
	50
	0
	0
	50
	0
	0
	0
	0

	Int_Che:NAT
	0
	27.1608
	0
	27.1608
	18.5175
	8.6433
	0
	18.5175

	Int_Che:SIRT_Che
	0
	50
	50
	0
	0
	0
	0
	0

	Int_Che:TCM_Target_Che
	0
	33.3333
	0
	33.3333
	0
	0
	33.3333
	0

	Int_Che:Target
	0
	31.4833
	0
	31.4833
	5.55
	5.55
	0
	25.9333

	Int_Che:Target_Che
	0
	50
	0
	50
	0
	0
	0
	0

	NAT:SIRT_Che
	0
	0
	27.1608
	27.1608
	18.5175
	8.6433
	0
	18.5175

	NAT:TCM_Target_Che
	0
	0
	0
	0
	24.69
	12.965
	37.655
	24.69

	SIRT_Che:TCM_Target_Che
	0
	0
	33.3333
	33.3333
	0
	0
	33.3333
	0

	SIRT_Che:Target
	0
	0
	31.4833
	31.4833
	5.55
	5.55
	0
	25.9333

	SIRT_Che:Target_Che
	0
	0
	50
	50
	0
	0
	0
	0

	Target:TCM_Target_Che
	0
	0
	0
	0
	7.4
	7.4
	46.3
	38.9


Table S3 Comparison of Treatment Quantities (Short-term)
	fixed MD
	combination_therapy:Monotherapy
	Monotherapy:No_treatment

	Mixed estimates
	
	

	Monotherapy:No_treatment
	0
	100

	combination_therapy:Monotherapy
	100
	0

	Indirect estimates
	
	

	combination_therapy:No_treatment
	50
	50




Table S4 Table S3 Comparison of Treatment Quantities (Long-term)
	fixed MD
	combination_therapy:Monotherapy
	combination_therapy:No_treatment
	Monotherapy:No_treatment

	Mixed estimates
	
	
	

	Monotherapy:No_treatment
	1.97
	1.97
	96.06

	combination_therapy:Monotherapy
	82.21
	8.895
	8.895

	combination_therapy:No_treatment
	39.135
	21.73
	39.135


Table S5 Long-term Overall Analysis for First-line Patients (Without Differentiating Chemotherapy)
	fixed MD
	cet_intermittentSC:cet_SC
	cet_intermittentSC:SC
	cet_SC:SC
	PAN:SC_PAN
	pembrolizumab:SC
	SC:SC_Interferon
	SC:SC_PAN
	SC:SIRT_SC

	Mixed estimates
	
	
	
	
	
	
	
	

	PAN:SC_PAN
	0
	0
	0
	100
	0
	0
	0
	0

	SC:SC_Interferon
	0
	0
	0
	0
	0
	100
	0
	0

	SC:SC_PAN
	0
	0
	0
	0
	0
	0
	100
	0

	SC:SIRT_SC
	0
	0
	0
	0
	0
	0
	0
	100

	cet_SC:SC
	12.125
	12.125
	75.75
	0
	0
	0
	0
	0

	cet_intermittentSC:SC
	19.19
	61.62
	19.19
	0
	0
	0
	0
	0

	cet_intermittentSC:cet_SC
	62.63
	18.685
	18.685
	0
	0
	0
	0
	0

	pembrolizumab:SC
	0
	0
	0
	0
	100
	0
	0
	0

	Indirect estimates
	
	
	
	
	
	
	
	

	PAN:SC
	0
	0
	0
	50
	0
	0
	50
	0

	PAN:SC_Interferon
	0
	0
	0
	33.3333
	0
	33.3333
	33.3333
	0

	PAN:SIRT_SC
	0
	0
	0
	33.3333
	0
	0
	33.3333
	33.3333

	PAN:pembrolizumab
	0
	0
	0
	33.3333
	33.3333
	0
	33.3333
	0

	SC_Interferon:SC_PAN
	0
	0
	0
	0
	0
	50
	50
	0

	SC_Interferon:SIRT_SC
	0
	0
	0
	0
	0
	50
	0
	50

	SC_PAN:SIRT_SC
	0
	0
	0
	0
	0
	0
	50
	50

	cet_SC:PAN
	6.0625
	6.0625
	25.25
	31.3125
	0
	0
	31.3125
	0

	cet_SC:SC_Interferon
	8.0833
	8.0833
	37.875
	0
	0
	45.9583
	0
	0

	cet_SC:SC_PAN
	8.0833
	8.0833
	37.875
	0
	0
	0
	45.9583
	0

	cet_SC:SIRT_SC
	8.0833
	8.0833
	37.875
	0
	0
	0
	0
	45.9583

	cet_SC:pembrolizumab
	8.0833
	8.0833
	37.875
	0
	45.9583
	0
	0
	0

	cet_intermittentSC:PAN
	9.595
	20.54
	9.595
	30.135
	0
	0
	30.135
	0

	cet_intermittentSC:SC_Interferon
	12.7933
	30.81
	12.7933
	0
	0
	43.6033
	0
	0

	cet_intermittentSC:SC_PAN
	12.7933
	30.81
	12.7933
	0
	0
	0
	43.6033
	0

	cet_intermittentSC:SIRT_SC
	12.7933
	30.81
	12.7933
	0
	0
	0
	0
	43.6033

	cet_intermittentSC:pembrolizumab
	12.7933
	30.81
	12.7933
	0
	43.6033
	0
	0
	0

	pembrolizumab:SC_Interferon
	0
	0
	0
	0
	50
	50
	0
	0

	pembrolizumab:SC_PAN
	0
	0
	0
	0
	50
	0
	50
	0

	pembrolizumab:SIRT_SC
	0
	0
	0
	0
	50
	0
	0
	50


Table S6 Long-term Overall Analysis for Subsequent-line Patients (Without Differentiating Chemotherapy)
	fixed MD
	anlotinib:No_active_treatment
	BEV:BEV_plus_Che
	BEV:No_active_treatment
	BEV_plus_Che:CET_plus_Che
	BEV_plus_Che:No_active_treatment
	CET:No_active_treatment
	CET_plus_Che:Che
	CET_plus_Che:enc_plus_CET
	CET_plus_Che:enc_plus_CET_plus_bin
	Che:Pan_Che
	enc_plus_CET:enc_plus_CET_plus_bin
	famitinib:No_active_treatment
	nintedanib:No_active_treatment
	No_active_treatment:regorafenib

	Mixed estimates
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	BEV:BEV_plus_Che
	0
	60.82
	19.59
	0
	19.59
	0
	0
	0
	0
	0
	0
	0
	0
	0

	BEV:No_active_treatment
	0
	15.585
	68.83
	0
	15.585
	0
	0
	0
	0
	0
	0
	0
	0
	0

	BEV_plus_Che:CET_plus_Che
	0
	0
	0
	100
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	BEV_plus_Che:No_active_treatment
	0
	14.825
	14.825
	0
	70.35
	0
	0
	0
	0
	0
	0
	0
	0
	0

	CET:No_active_treatment
	0
	0
	0
	0
	0
	100
	0
	0
	0
	0
	0
	0
	0
	0

	CET_plus_Che:Che
	0
	0
	0
	0
	0
	0
	100
	0
	0
	0
	0
	0
	0
	0

	CET_plus_Che:enc_plus_CET
	0
	0
	0
	0
	0
	0
	0
	59.94
	20.03
	0
	20.03
	0
	0
	0

	CET_plus_Che:enc_plus_CET_plus_bin
	0
	0
	0
	0
	0
	0
	0
	19.685
	60.63
	0
	19.685
	0
	0
	0

	Che:Pan_Che
	0
	0
	0
	0
	0
	0
	0
	0
	0
	100
	0
	0
	0
	0

	No_active_treatment:regorafenib
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	100

	anlotinib:No_active_treatment
	100
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	enc_plus_CET:enc_plus_CET_plus_bin
	0
	0
	0
	0
	0
	0
	0
	10.285
	10.285
	0
	79.43
	0
	0
	0

	famitinib:No_active_treatment
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	100
	0
	0

	nintedanib:No_active_treatment
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	100
	0

	Indirect estimates
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	BEV:CET
	0
	10.39
	34.415
	0
	10.39
	44.805
	0
	0
	0
	0
	0
	0
	0
	0

	BEV:CET_plus_Che
	0
	30.41
	13.06
	43.47
	13.06
	0
	0
	0
	0
	0
	0
	0
	0
	0

	BEV:Che
	0
	20.2733
	9.795
	30.0683
	9.795
	0
	30.0683
	0
	0
	0
	0
	0
	0
	0

	BEV:Pan_Che
	0
	15.205
	7.836
	23.041
	7.836
	0
	23.041
	0
	0
	23.041
	0
	0
	0
	0

	BEV:enc_plus_CET
	0
	20.2
	7.836
	28.036
	7.836
	0
	0
	19.98
	8.056
	0
	8.056
	0
	0
	0

	BEV:enc_plus_CET_plus_bin
	0
	20.2575
	7.836
	28.0935
	7.836
	0
	0
	7.8835
	20.21
	0
	7.8835
	0
	0
	0

	BEV:famitinib
	0
	10.39
	34.415
	0
	10.39
	0
	0
	0
	0
	0
	0
	44.805
	0
	0

	BEV:nintedanib
	0
	10.39
	34.415
	0
	10.39
	0
	0
	0
	0
	0
	0
	0
	44.805
	0

	BEV:regorafenib
	0
	10.39
	34.415
	0
	10.39
	0
	0
	0
	0
	0
	0
	0
	0
	44.805

	BEV_plus_Che:CET
	0
	9.8833
	9.8833
	0
	35.175
	45.0583
	0
	0
	0
	0
	0
	0
	0
	0

	BEV_plus_Che:Che
	0
	0
	0
	50
	0
	0
	50
	0
	0
	0
	0
	0
	0
	0

	BEV_plus_Che:Pan_Che
	0
	0
	0
	33.3333
	0
	0
	33.3333
	0
	0
	33.3333
	0
	0
	0
	0

	BEV_plus_Che:enc_plus_CET
	0
	0
	0
	43.3233
	0
	0
	0
	29.97
	13.3533
	0
	13.3533
	0
	0
	0

	BEV_plus_Che:enc_plus_CET_plus_bin
	0
	0
	0
	43.4383
	0
	0
	0
	13.1233
	30.315
	0
	13.1233
	0
	0
	0

	BEV_plus_Che:famitinib
	0
	9.8833
	9.8833
	0
	35.175
	0
	0
	0
	0
	0
	0
	45.0583
	0
	0

	BEV_plus_Che:nintedanib
	0
	9.8833
	9.8833
	0
	35.175
	0
	0
	0
	0
	0
	0
	0
	45.0583
	0

	BEV_plus_Che:regorafenib
	0
	9.8833
	9.8833
	0
	35.175
	0
	0
	0
	0
	0
	0
	0
	0
	45.0583

	CET:CET_plus_Che
	0
	7.4125
	7.4125
	30.8625
	23.45
	30.8625
	0
	0
	0
	0
	0
	0
	0
	0

	CET:Che
	0
	5.93
	5.93
	23.5175
	17.5875
	23.5175
	23.5175
	0
	0
	0
	0
	0
	0
	0

	CET:Pan_Che
	0
	4.9417
	4.9417
	19.0117
	14.07
	19.0117
	19.0117
	0
	0
	19.0117
	0
	0
	0
	0

	CET:enc_plus_CET
	0
	4.9417
	4.9417
	22.0087
	17.067
	22.0087
	0
	14.985
	7.0237
	0
	7.0237
	0
	0
	0

	CET:enc_plus_CET_plus_bin
	0
	4.9417
	4.9417
	22.0432
	17.1015
	22.0432
	0
	6.8857
	15.1575
	0
	6.8857
	0
	0
	0

	CET:famitinib
	0
	0
	0
	0
	0
	50
	0
	0
	0
	0
	0
	50
	0
	0

	CET:nintedanib
	0
	0
	0
	0
	0
	50
	0
	0
	0
	0
	0
	0
	50
	0

	CET:regorafenib
	0
	0
	0
	0
	0
	50
	0
	0
	0
	0
	0
	0
	0
	50

	CET_plus_Che:No_active_treatment
	0
	9.8833
	9.8833
	45.0583
	35.175
	0
	0
	0
	0
	0
	0
	0
	0
	0

	CET_plus_Che:Pan_Che
	0
	0
	0
	0
	0
	0
	50
	0
	0
	50
	0
	0
	0
	0

	CET_plus_Che:famitinib
	0
	7.4125
	7.4125
	30.8625
	23.45
	0
	0
	0
	0
	0
	0
	30.8625
	0
	0

	CET_plus_Che:nintedanib
	0
	7.4125
	7.4125
	30.8625
	23.45
	0
	0
	0
	0
	0
	0
	0
	30.8625
	0

	CET_plus_Che:regorafenib
	0
	7.4125
	7.4125
	30.8625
	23.45
	0
	0
	0
	0
	0
	0
	0
	0
	30.8625

	Che:No_active_treatment
	0
	7.4125
	7.4125
	30.8625
	23.45
	0
	30.8625
	0
	0
	0
	0
	0
	0
	0

	Che:enc_plus_CET
	0
	0
	0
	0
	0
	0
	43.3233
	29.97
	13.3533
	0
	13.3533
	0
	0
	0

	Che:enc_plus_CET_plus_bin
	0
	0
	0
	0
	0
	0
	43.4383
	13.1233
	30.315
	0
	13.1233
	0
	0
	0

	Che:famitinib
	0
	5.93
	5.93
	23.5175
	17.5875
	0
	23.5175
	0
	0
	0
	0
	23.5175
	0
	0

	Che:nintedanib
	0
	5.93
	5.93
	23.5175
	17.5875
	0
	23.5175
	0
	0
	0
	0
	0
	23.5175
	0

	Che:regorafenib
	0
	5.93
	5.93
	23.5175
	17.5875
	0
	23.5175
	0
	0
	0
	0
	0
	0
	23.5175

	No_active_treatment:Pan_Che
	0
	5.93
	5.93
	23.5175
	17.5875
	0
	23.5175
	0
	0
	23.5175
	0
	0
	0
	0

	Pan_Che:regorafenib
	0
	4.9417
	4.9417
	19.0117
	14.07
	0
	19.0117
	0
	0
	19.0117
	0
	0
	0
	19.0117

	anlotinib:BEV
	44.805
	10.39
	34.415
	0
	10.39
	0
	0
	0
	0
	0
	0
	0
	0
	0

	anlotinib:BEV_plus_Che
	45.0583
	9.8833
	9.8833
	0
	35.175
	0
	0
	0
	0
	0
	0
	0
	0
	0

	anlotinib:CET
	50
	0
	0
	0
	0
	50
	0
	0
	0
	0
	0
	0
	0
	0

	anlotinib:CET_plus_Che
	30.8625
	7.4125
	7.4125
	30.8625
	23.45
	0
	0
	0
	0
	0
	0
	0
	0
	0

	anlotinib:Che
	23.5175
	5.93
	5.93
	23.5175
	17.5875
	0
	23.5175
	0
	0
	0
	0
	0
	0
	0

	anlotinib:Pan_Che
	19.0117
	4.9417
	4.9417
	19.0117
	14.07
	0
	19.0117
	0
	0
	19.0117
	0
	0
	0
	0

	anlotinib:enc_plus_CET
	22.0087
	4.9417
	4.9417
	22.0087
	17.067
	0
	0
	14.985
	7.0237
	0
	7.0237
	0
	0
	0

	anlotinib:enc_plus_CET_plus_bin
	22.0432
	4.9417
	4.9417
	22.0432
	17.1015
	0
	0
	6.8857
	15.1575
	0
	6.8857
	0
	0
	0

	anlotinib:famitinib
	50
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50
	0
	0

	anlotinib:nintedanib
	50
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50
	0

	anlotinib:regorafenib
	50
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50

	enc_plus_CET:No_active_treatment
	0
	5.93
	5.93
	28.5125
	22.5825
	0
	0
	19.98
	8.5325
	0
	8.5325
	0
	0
	0

	enc_plus_CET:Pan_Che
	0
	0
	0
	0
	0
	0
	29.995
	19.98
	10.015
	29.995
	10.015
	0
	0
	0

	enc_plus_CET:famitinib
	0
	4.9417
	4.9417
	22.0087
	17.067
	0
	0
	14.985
	7.0237
	0
	7.0237
	22.0087
	0
	0

	enc_plus_CET:nintedanib
	0
	4.9417
	4.9417
	22.0087
	17.067
	0
	0
	14.985
	7.0237
	0
	7.0237
	0
	22.0087
	0

	enc_plus_CET:regorafenib
	0
	4.9417
	4.9417
	22.0087
	17.067
	0
	0
	14.985
	7.0237
	0
	7.0237
	0
	0
	22.0087

	enc_plus_CET_plus_bin:No_active_treatment
	0
	5.93
	5.93
	28.57
	22.64
	0
	0
	8.36
	20.21
	0
	8.36
	0
	0
	0

	enc_plus_CET_plus_bin:Pan_Che
	0
	0
	0
	0
	0
	0
	30.0525
	9.8425
	20.21
	30.0525
	9.8425
	0
	0
	0

	enc_plus_CET_plus_bin:famitinib
	0
	4.9417
	4.9417
	22.0432
	17.1015
	0
	0
	6.8857
	15.1575
	0
	6.8857
	22.0432
	0
	0

	enc_plus_CET_plus_bin:nintedanib
	0
	4.9417
	4.9417
	22.0432
	17.1015
	0
	0
	6.8857
	15.1575
	0
	6.8857
	0
	22.0432
	0

	enc_plus_CET_plus_bin:regorafenib
	0
	4.9417
	4.9417
	22.0432
	17.1015
	0
	0
	6.8857
	15.1575
	0
	6.8857
	0
	0
	22.0432

	famitinib:Pan_Che
	0
	4.9417
	4.9417
	19.0117
	14.07
	0
	19.0117
	0
	0
	19.0117
	0
	19.0117
	0
	0

	famitinib:nintedanib
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50
	50
	0

	famitinib:regorafenib
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50
	0
	50

	nintedanib:Pan_Che
	0
	4.9417
	4.9417
	19.0117
	14.07
	0
	19.0117
	0
	0
	19.0117
	0
	0
	19.0117
	0

	nintedanib:regorafenib
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50
	50


Table S7 Short-term Overall Analysis for First-line Patients (Without Differentiating Chemotherapy)
	fixed MD
	cet_plus_Che:cet_plus_intermittentChe
	cet_plus_Che:Che
	cet_plus_intermittentChe:Che
	Che:Interferon_plus_Che
	Che:panitumumab_plus_Che
	Che:pembrolizumab
	Che:SIRT_plus_Che
	panitumumab:panitumumab_plus_Che

	Mixed estimates
	
	
	
	
	
	
	
	

	Che:Interferon_plus_Che
	0
	0
	0
	100
	0
	0
	0
	0

	Che:SIRT_plus_Che
	0
	0
	0
	0
	0
	0
	100
	0

	Che:panitumumab_plus_Che
	0
	0
	0
	0
	100
	0
	0
	0

	Che:pembrolizumab
	0
	0
	0
	0
	0
	100
	0
	0

	cet_plus_Che:Che
	11.74
	76.52
	11.74
	0
	0
	0
	0
	0

	cet_plus_Che:cet_plus_intermittentChe
	60.89
	19.555
	19.555
	0
	0
	0
	0
	0

	cet_plus_intermittentChe:Che
	18.7
	18.7
	62.6
	0
	0
	0
	0
	0

	panitumumab:panitumumab_plus_Che
	0
	0
	0
	0
	0
	0
	0
	100

	Indirect estimates
	
	
	
	
	
	
	
	

	Che:panitumumab
	0
	0
	0
	0
	50
	0
	0
	50

	Interferon_plus_Che:SIRT_plus_Che
	0
	0
	0
	50
	0
	0
	50
	0

	Interferon_plus_Che:panitumumab
	0
	0
	0
	33.3333
	33.3333
	0
	0
	33.3333

	Interferon_plus_Che:panitumumab_plus_Che
	0
	0
	0
	50
	50
	0
	0
	0

	Interferon_plus_Che:pembrolizumab
	0
	0
	0
	50
	0
	50
	0
	0

	cet_plus_Che:Interferon_plus_Che
	7.8267
	38.26
	7.8267
	46.0867
	0
	0
	0
	0

	cet_plus_Che:SIRT_plus_Che
	7.8267
	38.26
	7.8267
	0
	0
	0
	46.0867
	0

	cet_plus_Che:panitumumab
	5.87
	25.5067
	5.87
	0
	31.3767
	0
	0
	31.3767

	cet_plus_Che:panitumumab_plus_Che
	7.8267
	38.26
	7.8267
	0
	46.0867
	0
	0
	0

	cet_plus_Che:pembrolizumab
	7.8267
	38.26
	7.8267
	0
	0
	46.0867
	0
	0

	cet_plus_intermittentChe:Interferon_plus_Che
	12.4667
	12.4667
	31.3
	43.7667
	0
	0
	0
	0

	cet_plus_intermittentChe:SIRT_plus_Che
	12.4667
	12.4667
	31.3
	0
	0
	0
	43.7667
	0

	cet_plus_intermittentChe:panitumumab
	9.35
	9.35
	20.8667
	0
	30.2167
	0
	0
	30.2167

	cet_plus_intermittentChe:panitumumab_plus_Che
	12.4667
	12.4667
	31.3
	0
	43.7667
	0
	0
	0

	cet_plus_intermittentChe:pembrolizumab
	12.4667
	12.4667
	31.3
	0
	0
	43.7667
	0
	0

	panitumumab:SIRT_plus_Che
	0
	0
	0
	0
	33.3333
	0
	33.3333
	33.3333

	panitumumab:pembrolizumab
	0
	0
	0
	0
	33.3333
	33.3333
	0
	33.3333

	panitumumab_plus_Che:SIRT_plus_Che
	0
	0
	0
	0
	50
	0
	50
	0

	panitumumab_plus_Che:pembrolizumab
	0
	0
	0
	0
	50
	50
	0
	0

	pembrolizumab:SIRT_plus_Che
	0
	0
	0
	0
	0
	50
	50
	0


Table S8 Short-term Overall Analysis for Subsequent-line Patients (Without Differentiating Chemotherapy)
	fixed MD
	anlotinib:NAT
	bev:bev_plus_Che
	bev:NAT
	bev_plus_Che:cet_plus_Che
	bev_plus_Che:NAT
	cet:NAT
	cet_plus_Che:Che
	cet_plus_Che:encorafenib_plus_cet
	cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	encorafenib_plus_cet:encorafenib_plus_cet_plus_binimetinib
	famitinib:NAT

	Mixed estimates
	
	
	
	
	
	
	
	
	
	
	

	anlotinib:NAT
	100
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	bev:NAT
	0
	16.215
	67.57
	0
	16.215
	0
	0
	0
	0
	0
	0

	bev:bev_plus_Che
	0
	65.28
	17.36
	0
	17.36
	0
	0
	0
	0
	0
	0

	bev_plus_Che:NAT
	0
	16.42
	16.42
	0
	67.16
	0
	0
	0
	0
	0
	0

	bev_plus_Che:cet_plus_Che
	0
	0
	0
	100
	0
	0
	0
	0
	0
	0
	0

	cet:NAT
	0
	0
	0
	0
	0
	100
	0
	0
	0
	0
	0

	cet_plus_Che:Che
	0
	0
	0
	0
	0
	0
	100
	0
	0
	0
	0

	cet_plus_Che:encorafenib_plus_cet
	0
	0
	0
	0
	0
	0
	0
	58.64
	20.68
	20.68
	0

	cet_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	0
	0
	0
	0
	0
	0
	20.02
	59.96
	20.02
	0

	encorafenib_plus_cet:encorafenib_plus_cet_plus_binimetinib
	0
	0
	0
	0
	0
	0
	0
	9.3
	9.3
	81.4
	0

	famitinib:NAT
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	100

	Indirect estimates
	
	
	
	
	
	
	
	
	
	
	

	Che:NAT
	0
	8.21
	8.21
	30.5967
	22.3867
	0
	30.5967
	0
	0
	0
	0

	Che:encorafenib_plus_cet
	0
	0
	0
	0
	0
	0
	43.1067
	29.32
	13.7867
	13.7867
	0

	Che:encorafenib_plus_cet_plus_binimetinib
	0
	0
	0
	0
	0
	0
	43.3267
	13.3467
	29.98
	13.3467
	0

	Che:famitinib
	0
	6.568
	6.568
	23.358
	16.79
	0
	23.358
	0
	0
	0
	23.358

	anlotinib:Che
	23.358
	6.568
	6.568
	23.358
	16.79
	0
	23.358
	0
	0
	0
	0

	anlotinib:bev
	44.595
	10.81
	33.785
	0
	10.81
	0
	0
	0
	0
	0
	0

	anlotinib:bev_plus_Che
	44.5267
	10.9467
	10.9467
	0
	33.58
	0
	0
	0
	0
	0
	0

	anlotinib:cet
	50
	0
	0
	0
	0
	50
	0
	0
	0
	0
	0

	anlotinib:cet_plus_Che
	30.5967
	8.21
	8.21
	30.5967
	22.3867
	0
	0
	0
	0
	0
	0

	anlotinib:encorafenib_plus_cet
	21.8373
	5.4733
	5.4733
	21.8373
	16.364
	0
	0
	14.66
	7.1773
	7.1773
	0

	anlotinib:encorafenib_plus_cet_plus_binimetinib
	21.9033
	5.4733
	5.4733
	21.9033
	16.43
	0
	0
	6.9133
	14.99
	6.9133
	0

	anlotinib:famitinib
	50
	0
	0
	0
	0
	0
	0
	0
	0
	0
	50

	bev:Che
	0
	21.76
	8.68
	30.44
	8.68
	0
	30.44
	0
	0
	0
	0

	bev:cet
	0
	10.81
	33.785
	0
	10.81
	44.595
	0
	0
	0
	0
	0

	bev:cet_plus_Che
	0
	32.64
	11.5733
	44.2133
	11.5733
	0
	0
	0
	0
	0
	0

	bev:encorafenib_plus_cet
	0
	21.2067
	6.944
	28.1507
	6.944
	0
	0
	19.5467
	8.604
	8.604
	0

	bev:encorafenib_plus_cet_plus_binimetinib
	0
	21.3167
	6.944
	28.2607
	6.944
	0
	0
	8.274
	19.9867
	8.274
	0

	bev:famitinib
	0
	10.81
	33.785
	0
	10.81
	0
	0
	0
	0
	0
	44.595

	bev_plus_Che:Che
	0
	0
	0
	50
	0
	0
	50
	0
	0
	0
	0

	bev_plus_Che:cet
	0
	10.9467
	10.9467
	0
	33.58
	44.5267
	0
	0
	0
	0
	0

	bev_plus_Che:encorafenib_plus_cet
	0
	0
	0
	43.1067
	0
	0
	0
	29.32
	13.7867
	13.7867
	0

	bev_plus_Che:encorafenib_plus_cet_plus_binimetinib
	0
	0
	0
	43.3267
	0
	0
	0
	13.3467
	29.98
	13.3467
	0

	bev_plus_Che:famitinib
	0
	10.9467
	10.9467
	0
	33.58
	0
	0
	0
	0
	0
	44.5267

	cet:Che
	0
	6.568
	6.568
	23.358
	16.79
	23.358
	23.358
	0
	0
	0
	0

	cet:cet_plus_Che
	0
	8.21
	8.21
	30.5967
	22.3867
	30.5967
	0
	0
	0
	0
	0

	cet:encorafenib_plus_cet
	0
	5.4733
	5.4733
	21.8373
	16.364
	21.8373
	0
	14.66
	7.1773
	7.1773
	0

	cet:encorafenib_plus_cet_plus_binimetinib
	0
	5.4733
	5.4733
	21.9033
	16.43
	21.9033
	0
	6.9133
	14.99
	6.9133
	0

	cet:famitinib
	0
	0
	0
	0
	0
	50
	0
	0
	0
	0
	50

	cet_plus_Che:NAT
	0
	10.9467
	10.9467
	44.5267
	33.58
	0
	0
	0
	0
	0
	0

	cet_plus_Che:famitinib
	0
	8.21
	8.21
	30.5967
	22.3867
	0
	0
	0
	0
	0
	30.5967

	encorafenib_plus_cet:NAT
	0
	6.568
	6.568
	28.2447
	21.6767
	0
	0
	19.5467
	8.698
	8.698
	0

	encorafenib_plus_cet:famitinib
	0
	5.4733
	5.4733
	21.8373
	16.364
	0
	0
	14.66
	7.1773
	7.1773
	21.8373

	encorafenib_plus_cet_plus_binimetinib:NAT
	0
	6.568
	6.568
	28.3547
	21.7867
	0
	0
	8.368
	19.9867
	8.368
	0

	encorafenib_plus_cet_plus_binimetinib:famitinib
	0
	5.4733
	5.4733
	21.9033
	16.43
	0
	0
	6.9133
	14.99
	6.9133
	21.9033



D. Predictive Interval Analyses
Abbreviation ANL: anlotinib; BEV: bevacizumab; BEV+Che:bevacizumab plus chemotherapy;CET: cetuximab; CET+Che: cetuximab plus chemotherapy; CET+inter Che: cetuximab plus intermittent chemotherapy; CET+BEV+Che: cetuximab combined with bevacizumab plus chemotherapy; Che: chemotherapy; Che+INT: interferon plus chemotherapy; ENC+CET: encorafenib plus cetuximab; ENC+CET+BIN: encorafenib combined with cetuximab plus binimetinib; FAM: famitinib; ICI: Immunotherapy; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; Target+Che: Target therapy plus chemotherapy; TCM+BEV+Che: traditional Chinese medicine combined with bevacizumab plus chemotherapy; PAN: panitumumab; PAN+Che: panitumumab plus chemotherapy; PEM: pembrolizumab; REG: regorafenib; SIRT+Che: SIRT plus chemotherapy.
Fig.S1 Comparison of Therapeutic Modalities (Short-term)
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Fig.S2 Comparison of Therapeutic Modalities (Long-term)
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Fig.S3 Short-term Comparison of Treatment Quantities 
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Fig.S4 Long-term Comparison of Treatment Quantities 
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Fig.S5 Long-term Overall Analysis for Overall Patients (Without Differentiating Chemotherapy)
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Fig.S6 Long-term Overall Analysis for First-line Patients (Without Differentiating Chemotherapy)
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Fig.S7 Long-term Overall Analysis for Subsequent-line Patients (Without Differentiating Chemotherapy)
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Fig.S8 Short-term Overall Analysis for Overall Patients (Without Differentiating Chemotherapy)
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Fig.S9 Short-term Overall Analysis for First-line Patients (Without Differentiating Chemotherapy)
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Fig.S10 Short-term Overall Analysis for Subsequent-line Patients (Without Differentiating Chemotherapy)
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[bookmark: _Toc20444]Supplementary File 12. Forest Plots Depicting Results of Head-to-head Comparisons
Fig.S1 Network: Long-term QLQ-C30 GHS/QOL for Overall Patients
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Fig.S2 Network: Long-term QLQ-C30 GHS/QOL for Patients Received First-line Treatments
[image: 1691831318425]
[image: 1691831344529]


Fig.S3 Network: Long-term QLQ-C30 GHS/QOL for Patients Received Subsequent-line Treatments
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Fig.S4 Short-term QLQ-C30 GHS/QOL for Overall Patients
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Fig.S5 Short-term QLQ-C30 GHS/QOL for Patients Received First-line Treatments

[image: 1691849286799]
[image: 1691849323199]
[image: 1691849346299]


Fig.S6 EQ-5D
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Fig.S7 Long-term QLQ-C30 GHS/QOL for Overall Patients (Monotherapy VS Combination Therapy VS No Active Treatment)
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Fig.S8 Short-term QLQ-C30 GHS/QOL for overall patients (Monotherapy VS Combination therapy VS No active treatment)
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Fig.S9 Long-term QLQ-C30 GHS/QOL for overall Patients (Therapeutic Modalities Comparison)
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Fig.S10 Short-term QLQ-C30 GHS/QOL for Overall Patients (Therapeutic Modalities Comparison)
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Supplementary File 13. Node-splitting Analysis of Inconsistency
Fig.S1 EQ-5D
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Fig.S2 Long-term QLQ-C30 GHS/QOL for Overall Patients (Monotherapy VS Combination Therapy VS No Active Treatment)
[image: 1691850762766]Fig.S3  Long-term QLQ-C30 GHS/QOL for Overall Patients (Therapeutic Modalities Comparison)
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Fig.S4 Short-term QLQ-C30 GHS/QOL for Overall Patients (Therapeutic Modalities Comparison)
[image: 1691903348618]
Note: The p-value assesses whether the difference between two sources of evidence is statistically significant. If the p-value is less than 0.05, it suggests a significant inconsistency between direct and indirect evidence, indicating a contradiction.

[bookmark: _Toc705]Supplementary File 14. Brooks-Gelman-Rubin Diagnostic
Fig.S1 Network: Long-term QLQ-C30 GHS/QOL for Overall Patients
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Fig.S2 Network: Long-term QLQ-C30 GHS/QOL for Patients Received First-line Treatments
[image: 1691830994260]
Fig.S3 Network: Long-term QLQ-C30 GHS/QOL for Patients Received Subsequent-line Treatments
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Fig.S4 Short-term QLQ-C30 GHS/QOL for Overall Patients
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Fig.S5 Short-term QLQ-C30 GHS/QOL for Patients Received First-line Treatments
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Fig.S6 Short-term QLQ-C30 GHS/QOL for Patients Received Subsequent-line Treatments
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Fig.S7 EQ-5D
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Fig.S8 Long-term QLQ-C30 GHS/QOL for Overall Patients (Monotherapy VS Combination Therapy VS No Active Treatment)
[image: 1691850611141]

Fig.S9 Short-term QLQ-C30 GHS/QOL for Overall Patients (Monotherapy VS Combination Therapy VS No Active Treatment)
[image: 1691852268906]
Fig.S10 Long-term QLQ-C30 GHS/QOL for Overall Patients (Therapeutic Modalities Comparison)
[image: 1691903778812]
Fig.S11 Short-term QLQ-C30 GHS/QOL for Overall Patients (Therapeutic Modalities Comparison)
[image: 1691903538281]

[bookmark: _Toc22653]Supplementary File 15 Summarized Results of Sensitivity Analysis, Part 1 (QLQ-C30, Differentiating Chemotherapy)
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
*:The asterisk (*) symbol used in the file denotes statistical significance. Specifically, we have used it to highlight results where the differences were found to be statistically significant. Conventionally, this indicates that the p-value for the associated test was below the predetermined threshold for significance, set at 0.05.
Note: Red coloration signifies that the treatment under consideration shows superiority over the control. Conversely, green indicates inferiority of the treatment relative to the control. White is used to denote that the effects between the treatment and control groups are relatively similar. Additionally, the intensity of the color correlates with the magnitude of the effect difference or the level of statistical significance; the deeper the color, the more pronounced the treatment effect or the higher the statistical significance
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance



Fig S1 Forest Plots (A. Long-term; B, Short-term)
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Fig.S2 Long-term Sensitivity Analysis for First-line Patients (QLQ-C30, Differentiating Chemotherapy)
[image: 联赛表]
Fig.S3 Long-term Sensitivity Analysis for Subsequent-line Patients (QLQ-C30, Differentiating Chemotherapy)
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Fig.S4 Long-term Sensitivity Analysis for All Patients (QLQ-C30, Differentiating Chemotherapy)
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Fig.S5 Short-term Sensitivity Analysis for First-line Patients (QLQ-C30, Differentiating Chemotherapy)
[image: 联赛表]

Fig.S6 Short-term Sensitivity Analysis for Subsequent-line Patients (QLQ-C30, Differentiating Chemotherapy)
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Fig.S7 Short-term Sensitivity Analysis for All Patients (QLQ-C30, Differentiating Chemotherapy)
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Fig S8 Network Plots (differentiating chemotherapy. A, long-term QLQ-C30 for all patients; B, long-term QLQ-C30 for first-line patients; C, long-term QLQ-C30 for subsequent-line patients (part 1); D, long-term QLQ-C30 for subsequent-line patients (part 2); D, short-term QLQ-C30 for all patients; E, short-term QLQ-C30 for first-line patients; F, long-term QLQ-C30 for subsequent-line patients)
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Abbreviation ANL: anlotinib; BEV: bevacizumab; BEV+Che: bevacizumab plus chemotherapy; CET: cetuximab; CET+Che: cetuximab plus chemotherapy; CET+inter Che: cetuximab plus intermittent chemotherapy; CET+BEV+Che: cetuximab combined with bevacizumab plus chemotherapy; Che: chemotherapy; Che+INT: interferon plus chemotherapy; ENC+CET: encorafenib plus cetuximab; ENC+CET+BIN: encorafenib combined with cetuximab plus binimetinib; FAM: famitinib; ICI: Immunotherapy; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; Target+Che: Target therapy plus chemotherapy; TCM+BEV+Che: traditional Chinese medicine combined with bevacizumab plus chemotherapy;  PAN: panitumumab; PAN+Che: panitumumab plus chemotherapy; PEM: pembrolizumab; REG: regorafenib; SC, standard chemotherapy; SIRT+Che: SIRT plus chemotherapy.

[bookmark: _Toc21367]Supplementary File 16 Summarized Results of Sensitivity Analysis, Part 2 (QLQ-C30, Random Effects Models)
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance


Fig.S1 Comparative Analysis of the Effects of Different Treatment Mechanisms and the Number of Treatment Regimens
[image: 亚组森林图机制长短期数量长短期]


Fig.S2 Long-term overall analysis (QLQ-C30, without differentiating chemotherapy)
[image: 亚组森林图长期]


Fig.S3 Short-term overall analysis (QLQ-C30, without differentiating chemotherapy)
[image: 亚组森林图短期]



[bookmark: _Toc28307]Supplementary File 17 Summarized Results of Sensitivity Analysis, Part 3 (QLQ-C30, Long-term, Excluding RCTs Targeting on BRAF/RAS Mutated and MSI-H Patients)
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
*:The asterisk (*) symbol used in the file denotes statistical significance. Specifically, we have used it to highlight results where the differences were found to be statistically significant. Conventionally, this indicates that the p-value for the associated test was below the predetermined threshold for significance, set at 0.05.
Note: Red coloration signifies that the treatment under consideration shows superiority over the control. Conversely, green indicates inferiority of the treatment relative to the control. White is used to denote that the effects between the treatment and control groups are relatively similar. Additionally, the intensity of the color correlates with the magnitude of the effect difference or the level of statistical significance; the deeper the color, the more pronounced the treatment effect or the higher the statistical significance
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance


Fig.S1 All patients (QLQ-C30, excluding RCTs targeting on BRAF/RAS mutated and MSI-H patients)
[image: 3X森林图]


Fig.S2 All patients (QLQ-C30, excluding RCTs targeting on BRAF/RAS mutated and MSI-H patients)
[image: 联赛表]
Fig.S3 First-line patients (QLQ-C30, excluding RCTs targeting on BRAF/RAS mutated and MSI-H patients)
[image: 联赛表]
Fig.S4 Subsequent-line patients (QLQ-C30, excluding RCTs targeting on BRAF/RAS mutated and MSI-H patients)
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[bookmark: _Toc30336]Supplementary File 18 Summarized Results of Sensitivity Analysis, Part 4 (QLQ-C30, Long-term, Evidence from Randomized Controlled Trials Focused Solely on Patients with Unrestricted Gene Expression)
Abbreviation ANL: anlotinib; BEV: bevacizumab; CAP, capecitabine; CET: cetuximab; inter Che: intermittent chemotherapy; Che: chemotherapy; INT: interferon; ENC: encorafenib; BIN: binimetinib; FAM: famitinib; FU, fluorouracil; ICI: Immunotherapy; IRI: Irinotecan; LV, leucovorin; NAT: No active treatment; NIN: nintedanib; Target: Target therapy; TCM: traditional Chinese medicine; PAN: panitumumab; PEM: pembrolizumab; REG: regorafenib; SIRT: Selective Internal Radiation Therapy
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance
[image: any亚组森林图]


[bookmark: _Toc4926]Supplementary File 19 Summarized Results of Sensitivity Analysis, Part 5 (QLQ-C30, Long-term, Focused on Wild-type KRAS Patients)
Abbreviation CET: cetuximab; Che: chemotherapy; PAN: panitumumab
QLQ-C30: Regarding the range of the GHS/QoL subscale from the EORTC QLQ-C30 questionnaire, it typically ranges from 0 to 100. A high value on the GHS/QoL scale is considered indicative of good global health status and higher quality of life, whereas a low score would suggest poorer health and quality of life issues. As for the minimal clinically important difference for the GHS/QoL, a difference of 5 to 10 points on the GHS/QoL scale is often considered as a minimal clinically significant change
SUCRA：SUCRA values are interpreted as indicating the relative ranking of treatments. These values, which range from 0 to 100%, reflect the likelihood of each treatment being the most effective option within the network, with higher values suggesting better relative performance
League Table
	Che (SUCRA 69.28)

	1.14 (-7.35 to 9.55)
	PAN+Che (SUCRA 58.79)

	3.27 (-6.46 to 12.99)
	2.17 (-10.81 to 14.99)
	CET+Che (SUCRA 38.06)

	3.51 (-7.71 to 14.70)
	2.40 (-4.99 to 9.76)
	0.27 (-14.59 to 15.13)
	PAN (SUCRA 33.87)
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Encorafenib-+Cetuximab
Cetuximab+SC
Sunsequent line (Part 2)
SC (reference)
Panitumumab-+Irinotecan
Cetuximab-+Irinotecan
Irinotecan
weekly Irinotecan
8cycles Irinotecan

Sucra (%) Rank

308
01.43
89.61
81.9

74.46
73.35
71.06
70.45
65.78
61.9

58.87
58.21
58.07
56.66
54.68
51.76
s1.2
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48.75
45.79
as.08
44.87
42.91
42.02
4153
37.93
31.97
27.46
24.93
22.61
17.48
14.66
12.87

45.23
01.73
81.74
66.22
63.01
61.22
57.58
393

32.5

23.97
22.18
15.20

65.54
04.84
83.80
81.17
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2318
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Mean Difference (95% CI)
0.00 (0.00 to 0.00)
22.10 (-2.10 to 39.07)
20.10 (6.60 to 33.52)
15.81 (4.38 to 27.35)
13.10 (3.32 to 22.80)
13.10 (-10.64 to 28.13)
13.52 (-12.11 to 33.48)
12.52 (-11.24 to 27.61)
9.81 (2.51 to 17.07)
10.97 (-12.78 to 25.80)
10.19 (-13.44 to 24.85)
8.23 (-6.15 to 22.62)
9.92 (-13.42 to 22.75)
7.12 (-1.39 to 15.60)
6.82 (-6.98 to 20.66)
5.82 (-6.53 to 18.05)
8.79 (-15.06 to 24.04)
8.56 (-14.78 to 21.35)
8.27 (-15.12 to 22.05)
4.08 (-6.34 to 14.52)
4.07 (-14.91 to 23.01)
8.16 (-15.18 to 20.97)
5.28 (-20.21 to 24.94)
3.02 (-7.93 to 13.97)
2.82 (-2.92 to 8.54)
1.83 (-5.22 to 8.85)
0.23 (-8.28 to 8.74)
-1.87 (-16.42 to 12.67)
-1.52 (-9.99 to 7.02)
-2.91 (-14.27 to 8.40)
-3.67 (-10.02 to 2.65)
-4.03 (-10.00 to 1.99)
-5.99 (-17.12 to 5.15)

©0.00 (0.00 to 0.00)
9.88 (2.56 to 17.14)
7.11 (-1.31 to 15.65)
4.01 (-6.51 to 14.50)
2.81 (-2.87 to 8.64)
3.00 (-7.88 to 14.00)
1.94 (-5.16 to 9.05)
-1.95 (-16.25 to 12.39)
-2.95 (-14.02 to 8.18)
-3.70 (-9.98 to 2.56)
-3.81 (-9.92 to 2.18)
-6.06 (-16.91 to 5.09)

©0.00 (0.00 to 0.00)
11.65 (-3.92 to 27.00)
2.21 (-1.01 to 5.42)
1.61(-0.67 to 3.87)
-0.80 (-4.19 to 2.60)
-1.73 (-4.87 to 1.46)
-2.77 (-6.11 t0 0.56)
-4.96 (-11.17 to 1.39)
-11.01 (-24.17 to 3.35)
-12.77 (-25.90 to 1.54)
-15.22 (-26.97 to -2.67)

©0.00 (0.00 to 0.00)
19.92 (6.01 to 34.25)
15.76 (3.54 to 28.11)
13.04 (2.61 to 23.71)
8.16 (-4.72 to 21.34)
4.00 (-7.71 to 16.04)
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Treatment Sucra (%) Rank
Overall patients

Mean Difference (95% CI)

SC (reference) 43.62 12 ¢ 0.00 (0.00 to 0.00)
Cetuximab 97.54 1 | —————e——=20.67 (4.96 t0 37.44)
Capecitabine-+Temozolomide 87.55 2 | e 1523(3.62t026.95)
Famitinib 78.91 3 e 10.35(-4.1210 26.68)
Bevacizumab 76.11 4 >—:—0—< 9.67 (-4.59 to 25.34)
Pembrolizumab 76.09 5 E —— 9.23(3.94 to 14.49)
Bevacizumab 4 days before SC 74.84 6 —_——————— 9.47 (-5.23 to 25.64)
No active treatment 73.12 7 —_— 9.05 (-5.07 to 24.86)
Capecitabine 65.8 8 ———— 6.10 (-2.41 to 14.67)
Bevacizumab+6cycle SC 62.19 9 —_—— 6.65 (-6.81 to 21.34)
Anlotinib 58.38 10 e 581(-9.96t022.91)
Bevacizumab+SC 43.99 1 ———— 2.75 (-10.67 to 17.37)
Cetuximab-+intermittent SC 4157 13 —— -0.06 (-5.52 to 5.41)
Encorafenib+Cetuximab 34.82 14 —el—— -1.39 (-9.50 to 6.60)
OXAFAFU 31.43 15 —— -1.97 (-8.83 to 4.69)
FU24h+LV 29.13 16 —er—— -2.79 (-12.10 to 6.48)
Cetuximab+SC 27.56 17 —e—i -2.39 (-7.05 to 2.13)
FU 26.78 18 '—0—:—1 -3.21(-12.14 t0 5.72)
FU+LV 25.39 19 H+ .00 to 1.91)
SIRT+SC 23.69 20 .t .92 t0 -0.28)
Encorafenib+Cetuximab-+Binimetinib 19.56 21 ——— -4.19 (-12.29 t0 3.53)
FU-+Interferon 1.91 2 e -13.65 (-24.75 to -2.52)
First-line |
SC (reference) 65.59 3 . 0.00 (0.00 to 0.00)
Pembrolizumab 96.98 1 ' —— 9.28 (4.01 to 14.59)
Capecitabine 87.69 2 »—é—.—< 6.09 (-2.35 to 14.70)
Cetuximab+intermittent SC 61.27 4 —— -0.09 (-5.50 to 5.21)
OXAFAFU 45.72 5 —— -2.03 (-8.69 t0 4.73)
FU24h+LV 41.24 6 ——— -2.99 (-12.17 to 6.29)
Cetuximab+SC 40.32 7 —e -2.53 (-7.08 to 1.94)
FU 37.7 8 ———t -3.45 (-12.44 t0 5.47)
FU+LY 36.93 9 —e—t -3.12 (-8.04 to 1.94)
SIRT+SC 35.03 10 i -3.09 (-5.89 to -0.27)
FU+Interferon 1.49 11 e -13.86 (-25.03 to -2.81)
Subsequent ine |
No active treatment (reference) 65.47 4 . 0.00 (0.00 to 0.00)
Cetuximab 99.64 1 | —— 11.54 (4.48 to 18.55)
Famitinib 75.33 2 »—:0—4 1.36 (-2.50 to 5.31)
Bevacizumab 7042 3 —— 0.64 (-4.69 t0 5.95)
Anlotinib 47.26 5 — et -3.16 (-10.32 to 4.01)
Bevacizumab+SC 31.33 6 —e—i! -6.45 (-11.84 to -1.06)
Encorafenib+Cetuximab 29.42 7 e -9.51 (-23.86 t0 5.28)
Cetuximab+SC 20.53 8 e -10.64 (-23.33 to 2.60)
Encorafenib+Cetuximab+Binimetinib 10.61 9 -—.—:—4 -12.37 (-26.70 to 2.51)
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Treatment
S1+0XA  OXAFAFU CETsinterSC  SC FUnt  FU24neLv  FULLV  CET+SC

PEM CAP  SIRT+SC

272 B3 701 588 792 om0

pE (13.94,852) (1852,659) (1623, 225) (2005,626) (18.06,224) (A7.14,-256) (27,64, 429)

310 P 416 524 E2T 905 012 mt0s0e 097

212
o (-8:52,13.94) (-16.55,10.16) (-14.59,5.88) (-17.81,9.82) (-16.19,5.97) (-1565, 1.31) (-2561,7.48) (2378, 3.93) (-21.28, -0.19) (-21.44, -0.70).
Srrese 5% 310 20 100 208 401 98 708 a7 E
(689, 1852) (10.16,16:55) (13,14, 1075)(16:30, 1421) (1485, 1051) (1450, 651) (2344, 1173) (2187,839) (1991, 441) (1962, 435) |(2501,518)
o101 429 121 020 s 281 P <74 e51 o6 8
(-225,16.23) (-5.88, 14.59) (-10.75, 13.14)} (-12.09,1252) (-9.94,821) (:8.64,287) (:20.13,10.52) (-18.24,6.52) (-14.96,2.01) (-14.99, 158) (-21.14,3.52)

110 300 s 556 572 585 904

658 a6 100 o2
(1400, 11.8¢) (:14.00,7.88) (2288, 1293) (:21.40,955) (-1932,5.94) (1928, 544) (2452, 6.49)

OXAFAFY (-6:24,20.05) (-9.82, 17.81) (-14.21, 16.30) (-12.52, 12.09)}

Ern 387 487 s62 578 7%
(:9.05,5.16) (-19.88, 11.99) (-18.04,826) (-1500,376) (-1275,1.13) (2083, 5.08)

s2 208 oar 110
CETvinter ¢ (587, 16.19) (-10.51, 14.85) (-£.21,9.94) (-11.84, 14.00)|

7.11 a0 281 300 194 s 285 37 381 506
(131, 1565) (651, 1450) (287,864) (7.88,1400) (5.16,9.05) (1625, 1230) (1402,8.18) (998,256) (992,2.18) (1691,5.09)

Comparator

01 EES EE 407
(1257, 11.00) (1469, 11.22) (1737, 13.58) (1326, 5:17)

076 083 307
FU24n+LY. (9.99,853) (1372, 11.73) (10.76, 455)
017 23
(8:82,850) (-1132,688)

651 612 s 370 172 076
(201, 1496) (54,19.32) (-376,15.00) (255,8.96) (-11.22,1469) (-853,999)

218

668 635 578 281 128 058 017
(158, 1499) (5.44,1928) (113, 1275) (218,9.92) (1358, 17.37)(-11.73,1372) (850,882)

CET=SC

506 w07 307 23 219
(508, 16.91) (5.17,13.26) (-455,10.76) (635, 11.32) (1059, 14.47)
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Comparator

ENC+CET+BIN

Treatment
ceT FAM NIN NAT BEV REG  BEVSC  ANL ENC+CET+BINENC+CET CET+SC

945 005 165 1247 1338 1445 -1689

CET (-25.21,6.51) (-25.55, 5.64) (-27.00, 3.92) (-28.15, 3.47) (-29.05, 2.49) (-30.17, 1.59) (-33.29, 0.14),

94 088 221 2% B8 magre m7ge | 1318 wiegme  mizate
851, 2521) (459,336) (542,101) (762,170) (846,057) (960, -0.32) (1414, -0.00) (26,72, 1.58) (:28:39, 0.24)(:29.85, 4 53)
i 1008 058 61 240 33 w43e 658 G262 43 1680%
(£564,2555) (335, 459) (387,067) (652,164) (717,060 (840,-0.34) (-13.19, 023) (-26.03, 1.84) (-27.65, 0.13) (:28.79, -4.08)

221 161 080 EES 27 456 s G277 sz
(1.01,542) (067,387) (4.19,260) (487,146) (6.11,0.56) (-11.17, 1.39) (2417, 335) (2590, 154) (-26.87, -267)

290 240 050 084 87 414 047 186 m1a3ee
170,762) (164,652) (260, 4.19) (556,374) (580, 1.86) (1127, 3.01) (2355, 4.18) (2515, 2.42) (-26.21,-1.83)

3% EE) 173 094 08 324 831 105 13sse

REG (-0.57,8.46) (-060,7.17) (-146,487) (-374,556) (-5:64,3.53) (-10.22, 3.84) (-22.87, 5.37) (2464, 362) (-25.67, -0.56)

magre mazew 21 187 105
(032,960) (0:34,840) (055,6:11) (-1.86,580) (-3.53,564)

220 52 995 ma2e0m

BEV+SC (925,493 (2087, 559) (2267, 3.84) (2358, 0.40)

718 658 496 e 32¢ 220 505 £z 022
(000, 14:14) (023, 1318) (-1.39,11.17) (301, 11.27) (384, 1022) (433,925) (:2073,9.56) (2243, 7.80) (2360,357)

101 1047 o3t 823 605 EES 424
(:3.35, 24.17) (418, 2355) (-5.37, 22.87) (559, 2087) (-9.56, 2073) (6.44,295) (1082,238)

s es @ s 20
ENCrCET (-362,2484) (-3.84,2267) (780, 22.43) (-2.95, 6.44) (-9.15,4.09)
02 | 4z 2w

CET+SC (357, 2360) (2.3, 10.82) (409, 9.15)
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Comparator

Treatment
PAN“RI  CET+RI Rl weekly IRI Bcycles IRI

417 594 176

PANIRI (-15.34,7.00)  (-1621,235)  (-23.72,0.16)

e A7 am EERT
(7.00,1534) (902343 (1733,227) | (1998, 348)
s 271 o mooor | 304

(23,1621 (3.43,902) 1230,275) | (1432,-362) | (2a14,260)

. 756 a0 2 <16
v (227,1733)  (273,1239) (-1352,499)  (-2134,472)

a2 o0
foydes IRl (-4.99,1352) (-16.04,7.71)

a6 400
4722138 (771,1600)
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Comparator

Treatment
REG  BEV-SC TCM-BEVSSC SIRTSC 8 les IRIBEV-CET-SC_ ANL _ OKAFAFU _ S1+0XA CET+inter SENC-CET+BIN _SC_FUSINT _ENC-CET FU2é4n-LV _FUsLV _ CET+SC

PaneRl CETRI Rl FAMBEV 4d betore SC NI e nac BEV  weekyIRIBEV+Scrcie SO CAP  CAPTEM 81

cer G 670 s msa 820 waome 202 watere  mi2sm 316 waagr  iaes 4S9 se  maesw  iaas  wissow | s |z | uazes | siesoe
26 07,25 80427 20, 20 552853, 17.14-16.8,-208) (24.10,768) (17,40, 263307, 12901881, 4.56) (21 51, 331)(I86, 14402208, 3.82)(3405, 10713754, 1282)C3751, 1082)(2132,$01)(23.40,524) (2453, 4 40) (3817, 832) (4386, 1285)(2379, 5.63) (2971, 339)
ey s a2 o erae

a2 700 s e s 033 135
1530 2 (1825 220 (20 DS T 7 TTH 108 258 5130 4, 13937 2. 10.45) 278214 3737, 80 (2003 300) (563 805) (3357 208) (3075, 851) (3000 748) (305 779) (3208, 099) (3470270 (360, 708) 4300 838) (248,030 (3187, 281

cerem 5T s 3 358 26 n o s E E 7S w300 idgge  sepe  wise  w7es  azaee
(835,330 (29,05, 1865).30 50,20 552953, 16.08) (19,84, 7164 (3123, 1433).201, 1329) L1975, 454) (3203, 11,85 (2307, 550) (2704, 891) (26.52,6.75) (33,5, 1251K.33.40, 1030).33.39,10.65) (2716, 367) (29,1, S54) (3320, 55) (3860, 12.49) (2882, 02) (259, -0.19) (2754, -057)(:29.82,4.33) (2735 4.38) (36,15, 078) (3150, 31

“a3i0n  eey ez wisgow  wie7se  aziee
1012832, -5.08) (2854,

-t S e e e s e e O, =, 8 L

s s a7 s a0 em  ss  com  ea; a0 ne  ds  sm  ee  -ees

- os7 2 s 285 wawe 205 as 3% se sz e ez
1230, 1567) (262,2.43) (201, 2140) (417, 0.2 (206,308) (2613, 2300) (872, 268) (2338, 19.13(27.16, 21 42701, 19.42) (793, 0.62) (1105, 122) (-1257,2.64) (2751, 184N-307, 21.52) 11 45,033 (1840, 4.17) (28,5, 15 83H-26.47, 1405)-27.38, 12812905, 10.59)(25.13, 1064)(36.21, 1322) (3086, 8.90) (35,04, 10.58) (3314 7.82) (3215, 557)
evassemese 8% om  am a7 s sk am o a7 am  sm  am  se  sn oz om  am e 520 2 s e aor 3w aaw  aaee ez mas
(7:88,20.10) (17,77, 35772088, 0.80X.22 76, 27 22X-15.57, 1330 1620127712508 23121770, 0991010, 1005K 2955, 2446117 38 8.3 (2812085317, 22 TSK-3 0 2085 (20158329 (162,98 (2005 759) (3205 AT 22262 165855 (245, 698) (530, 1405160, 164K.2.47, 420X-I416 1257XC334, 21142, 145K 8 0 10 7EX50 12,1100 (3028, 57 (570, 752}
i onze an 12 0se 7 228 e 2% sa 2w am  an e se aw a0 am gl am oo a7 02 ms  as 532 3% e sm e aim
(83174021300 3498K 1.0 28917.00.2855) (245,562 1277 1629 15502207, (350.008) (058,370 (25002367 (530 330) (2251 0702058 2092539, 2208) (750,011 (1054 190) (1200.510) (28901 S6K.3305, Z218) 1058, 151) 170,456 (2834 1651K28 80, 14722629, 1525X 280, 136K 2701, N 243162, 1509304, .57 (4146 1 2752500 (3 8 029 (ST rA0)

032 03 330 28 ss3 228 oss 004 asm o 2m  am E - E
(5.12.2553) (764, 1964) (905, 16.45)(21 40,20 1362312, 26 06K 22,07, 1954 2350, 117742430 18981 70, LS 2A1 1619 (150386501850 12611820 1020%257. 1698128 5719742606, 143111048, 109 (2802 14551255, 13343104 16.4) (1690, 636)C1625.230) (1805, 2.18) (2078160 1707 21) 2781 454) (224, 017) (2621, 067 €28 1450225, 416kt

1135, 3845K-14.39 3 231C16.08, 27.80) (022,4.17) (1096, 17.70) (0.68,388) (7.7, 23.50) (552 o7) (2338.2515) (716, 455) (2100 2127124 5 59272 S150) (317.160) (B51,510) (1011 456) (2510, 1081 9 59 (891, 71 (1804 819 (3850 1796124 16 15200505 147X 0TS 1282865, 12T ST E4DK T8, 1108 SE TS, 1275065, 101) (2867770 (557 9]

s e st 2 % o
1045, 37261329, 32 01)(15.02,2852) (309, .08) (1009, 18.49) (378,8.59) (-16.98, 2431 (497,652) 200 2550 (834 £20) (2037 2012555 5430 E3 55 2230 (781 S35 (786,380 (935,509 (2445107450 48, $450) (807 940) (1674.8.40) (2588 187XE57, 18 TYZATS 15 4EX.2501. 13 SENCEA85, 1345515 18ORX.ZT 8. 155520, 133X 3003, 1074) (250, 8.45) (3300, 1031

2 s ) st 224 150 188 087 0e % r 2m 0 055 pr % a6 sm EEE e s 2
e R (454, 1978) (567, 16:33)(23.0, 26 13).24 46,29 95X 2367, 25 61)14 53, 17.70K.26.13, 2388 2591, 2290 2587 21.41)017 75, 15512126, 18602195, 16.44X.27 51,22 1002722, 20 4)27 68, 20 4742183, 13.541.25.46, 16 13X.27 61 19 643230, 217232, 1283X-2085, 1006) (2230, 067) (2462,8.74) (2262, 615) (3045, 10.19)(:26.28,7.00) (:29.45,7.08) (2760, 378) (:2173,357) (3252, 382)
z 0s

18102196122 16,3432, 230 (736 $38) (211.62) (557,209 (2271 100X 2815.2461) (257,197 (1614008 (2Hoh 18TAC2130.167AX 2230 524X 2431, 5AOKZ2TS,142K1 63 1606X 2508, 1 X305, 1331283, 160) 2705, 618 3951 1024

. 6sn 3:2 ase ane 207 02 13 o8t s
BEvBee o (1166, 3203)(1332,28.56) (266,072) (838, 1788 (334,921) (1615, 2421) (453.7.18) (520,634) (2141, 2557)
o3 212 w7 e oo maozm  masen

. an0 s s = s 270 an 288 100 21 a2 118 o8t ose a0 a0 040 20 an
o (550,2307) (693, 18.87)(19.13, 23382085, 28 181978, 2281) (353, 13.99) (21.27, 21.04X 2201, 2027 1651, 15,9516 18, 13562355, 19 29:23.39, 17.09)C23.87, 17 S6X-16.43, 10 45X-2377, 17 692371, 16.71X-2875, 1981) (1801, 883) (1454, 590) (1637, 573) (1885, 516) (-1560,139) (25,83, 783) (2062, 342) (:2423,408) (214,021 (21 87 -072) (2713, 081)

J— %8 523 sz7 = ant 300 an 2% 140 187 ot 100 058 049 02 an 2w on 2m  am 4w am e em 7 a3 o7 q0s  oss s
” (891,27.04) (1060, 232912143, 27 16X- 2273, 31 27X.22.05, 2 S6)1261, 18 511:23 5, 24 82424 34, 23 S3)10.60, 21 26X-24 31, 22 46115 96, 6.5 1952, 17.36)25.80,22.0025.64,21.07Xc26.11, 21 45K-20.19, 16.51X-26.16, 20 1X-26.05, 20 6)-20 8. Z2T2I-21 54, 13 83Y-AB 97, 10 4)-20.45, 10,64 2290, 9.69) (2016, 698) (2876, 11.42) 2467, 7.94) (27163, 802) (273, 478) (2801,422) (3074,458)

- 1001 725 su 7% 5o 39 a2 350 23 301 128 100 210 16s I s am 128 s 2m 2 258 o es oo s
(875,2652) (345, 23.00)(19.42,27.01X-2083, 31 36X.20.09, 28 39) 1026, 18 231218, 247222 30, 23 85) 164,21 362234, 2313 5, 16 18X.17 35, 1952 (2354, 228812570,20 S)24 14, 213141775, 14 35K.26 39, 20 TOX24 10 20 S94-28 75, 2 94X-19.2, 13.67) 1306, 7182 18,03, 10.13)(2039, 9.35) (1605, 653 (2889, 1.32) 2214, 7.52) (2543,794) (2325,435) (2336, 300) (2634, 482)
147 200 3 04 or2 a8 os 210 e om0 a0 os a0 20 s ser s am a7 sss s s a2 2% e
599,257 (100, 517) (523.781) (22.10,2751) (588, 7.35) (1929, 23562300, 25 88)22.8, 230 (721,592) (864,706) (23.40,2120)29 47, 2897) (762,551) (1440, 874) (2473, 20282239, 18 47)2328, 170125 01, 1172404, 15 08432 04, 17,6728 82,13 40)(3096, 15072912, 12412818, 100343392, 1183)
15 295 mosm 215 4 e e s e 13 e aow  mm  aos s
(4.44,415) (21.32,21.00)027.76,25.89) (0 69,-0.11) 1474, 10382266, 20 11X1991, 18.1)C21.02, 16,6222 89, 14792135, 14 TE)3024, 17.44X:24 58, 1299289, 14T0X-26 84, 1,94) (25.68,8.54) (3182, 1159

707 4 maa sus 389
(1251,3388)1427,30.1) (062,753 (925,2013) (015,7.50)

fevese 828 530 3 sz a3 i 274 198 0ss  mam  om E
© 1030334011191, 282112105 (A8, 1931) 190, 1054) (1374 2557 (310 851 (300,768) (2004 2722) (63.311) (17083330€.2107, 38642006 370 (55.721)

46 sso so0 527 as0 o1 " 27 oxs 20 4w sn so  am  em s em s s nm  um
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o 078 275 280 207 28 320 490
(6.46,490) (:2645,17.06) (841,299) (514,098) (-1002,419) (881,260) (16.07,628)
29 241 078
(302,899) (375,854) (490,6.46)

ey EEd EEY a2 214 23 a1 78 781
(2564,17.86) (769,375) (772,512) (922,500) (8.09,335) (1667,5.46) (3265 1360) (3208, 13.18)

494 437 275 187
(-1482,2874) (-15.53,2823) (-17.06, 26.45) (-17.85, 25.64)

en 012 o 02 083 Er 568 568 518 52 72 £

(19.15,2299) (-19.29,2469) (1978, 2331) (1957, 2259) (2487,2427) (1847,7.04) (750,605) (1661,415) (16.11,367) (16:89,227) (-1826,243)
499 a2 280 199 012

(1.09,10.84) (-1.83,1050) (299,841) (375,769 (2298, 19.15),

071 016 .40 213 579 574 518 511 705 780
(S75,708) (440,413) (0.69,-0.11) (1469, 10.47) (30.10, 1483) (29.45, 14.52) (2623, 12.19) (-28.47, 1228) (-29.75, 11.58) (3012, 10.44)

a26m 360 207 128 o7 on
(064,790) (0.15,752) (088,5.14) (5.12,7.72) (:2469,1929) (7.08,578)

08 A 28 554 554 701 588 785
(853,687) (750,536) (-14.40,874) (3164,1521) (:31.16, 1468) (2987, 1252) (3015, 1267) (31.42,11.80)

51 455 208 214 02 016 0ss 024 186 560 563 511 502 703 784

TCM+BEV+Che (223,1248) (299,1201) (419,1002) (500,922) (2331,1978) (413,440) (657,853 (454,402) (1525,11.34) (3033, 15.56) (2970, 15:12) (:28:55, 1287) (2879, 1295) (3006, 1226) (:30.32,11.09)

B gevecerscne 53 481 320 239 053 =040 11 02¢ 473 40 s34 579 71 665 750
g (072,1135) (145,1081) (260,881) (335,809) (2259,1957) (011,089) (538,750) (402,456 (1431, 10.85) (2969, 15.33) (2907, 1483) (2784, 1261) (287, 1269) (2933, 11.99) (2971, 1085)

£ 71 651 450 an 123 213 282 156 173 91 X 443 430 40 514 X 726
38

(425, 1846) (490,1793) (625,16.07) (546, 1667) (2427, 24.87) (-10.47,1469) (574, 14.40) (-11.34,15.25) (1035, 1431) (:31110,2052) (:30.68,20.06) (:29.54, 18.16) (29.92, 182¢) (31.13, 17.45) (:31.39, 16.46) (3472, 16.20) (:32.98,13.93)

10.80 1021 859 788 566 579 654 ) 540 391
(1082, 3578) (1143, 35.22) (1283, 33.48) (-1360,3265) (-7.04,18.47) (-1483,30.10) (15.21,31.64) (-15.56, 30.33) (-15.33, 29.69) (-20.52, 3110)|

SIRT<Ch 002 051 055 156 22 90 415 478
° (-13.84,13.87) (-13.33, 12.29) (-12.96, 11.88) (1375, 1061) (-15.11,10.59) (-1823,1026) (-14.54,634) (-16.08,6.55)
- 1076 1018 ass 781 568 574 654 563 s34 3 00z 50 st 5 224 ETS 412 478
(1025, 35.24) (1084, 3468) (1230, 3294) (1318, 32.08) (605, 17.50) (1452, 20.45) (1468, 31.18) (15.12,29.70) (1493, 2907) (2006, 3068) (137, 13.94) (1243, 143) (1203, 1099) (1274,962) (1414,969) (AT40,947) (1344,522) (1499,549)
2t 1088 206 825 618 619 701 611 519 i os1 050 03 ) a7 E 261 42

ENCCET-8IN (8.14,33.96) (B76,33.45) (-1021,3167) (-11.10,30.90) (-4.15,16.61) (-12.19,28.23) (-12.52,29.87) (-12.87, 28.55) (-1261,27.84) (-18.16,29.54) (-12.28,13.33) (-11.43,12.43) (-9.04,894) (-10.78,860) (-7.64,4.16) (-15.74,865) (-11.05,3381) (-10.31,1.78)

1118 1062 8% 82 62 611 658 602 571 430 o058 051 003
(824,3427) (837, 3372) (10.34,31.87) (1115, 3113) (367, 16.11) (-12.26, 26.47) (1267, 30.15) (-12.95,28.79) (-1269, 26.07) (-18.24,29.82) (1186, 12.96) (-10.99,1203) (594, 8.04)

03 EES 341 359 42
(1016,8.17) (1064,733) (1524,827) (1035,313) (-10.83,246)

CET+inter Che

as7 a8 723 708 795 708 665 540 15 153 101 103 o7 230 258 EE
(957,3314) (-1038,3235) (227, 16.89) (-11.58,2975) (-11.90,31.42) (1226, 30.06) (-11.99, 29.33) (17.45,31.13) (-1061,1375) (962, 1274) (860,1078) (17, 10.16) (1038,908) (984,497) (878,367) (1074,439)

R 1077 058 792 789 873 784 750 o 226 22¢ 173 173 071 68 87 251
(853,3353) (928,3271) (243,1826) (1044,30.12) (1079, 31.72) (-11.09,3032) (-10.85,20.71) (-16:46,31.39) (1059, 151) (969, 1414) (416,764 (733,1064) (9.08,1038) (1403,1043) (937,555) (858,355)

s66 o758 1053 a67 o35 789 390 295 342 341 239 168
(249,21.78) (1068, 3355) (1084, 35.06) (-11.29,3382) (-11.08,33.14) (1620, 3472) (1026, 1823) (947, 17.40) (865,1574) (827,1524) (497,984 (10.43,1403)

016 082
(087,955) (-11.32,987)

=950 o37 1027 o3t 8% 786 415 a2 361 350 258 187 016
(259, 17.09) (781,3083) (820,3300) (846,3146) (822,30.44) (1393,3208) (£34,1454) (522,1344) (381,1105) (313,1035) (367,878) (555,937) (955987

063
(497,370)

1043 10.19 1.0 10.15 a79 858 476 476 425 s 32 251 082 06
(199,1891) (685,3138) (724,3323) (7.56,3176) (724,3098) (-1308,3309) (655 1608) (549,1499) (175,1031) (246 1088) (439,1074) (355,856) (987,1132) (370,497)




image13.tiff
Comparator

PEM

che

CET+intermittent Che

PAN

PAN+Che

CET+Che.

SIRT+Che

Int+Che

023
@91, 1449)

027
(.73, 1682)

950
(246,21.40)

o7t
076, 20.01)

11700
(73, 1881)

1230
©32,1826)

19607
(1123,27.98)

Che.

003
(5.45,551)

028
(1081, 11.09)

0s1
(863,936)

248
(203,696)

=3.10%
(028,591)

1037
73,1703

CET+intermittent Che

003
(551,545)

025
1177,1225)

042
(1007, 1081)

202
(308,803)

305
(308,923)

1033
(185, 1882)

Treatment
PAN PAN+Che. SIRT+Che Int+Che

028 081 246 0%
1108, 1061) (936,863 (6.96,203) (591,-0.28)

025 042 242 308
(1225,1177)  (1081,1007) (803,308 (923,308)

016 217 280
(585,556) (1380,942)  (1397,842)

016 202 260
(556,585 (1204799)  (1217,672)
217 202 083
(0.42,13.80) (7.99,1204) (595,465)

280 260 063
(8.42,1387) 672,12.17) (-465,55)

0.1 994 791 7307
(253,2268) 121,2118)  (008,1592) ©11,1441)




image14.tiff
Comparator

cer

FAM

BEV

NAT

BEV+Che

ENC+CET

CET+Che.

ENC+CET+BIN

che

1024
@2 1821)

11,007
@15,1971)

1157
(e54,1857)

1476
(78, 2097)

1805
(©.13,2691)

2126
631,37.07)

2224
@91,37.08)

2413
(©24,3994)

2456
(980,3981)

Treatment
ANL  BEV+Che ENC+CET CET+Che ENC+CET+BIN Che

o7 EESS 455 | =77ge
(7.39,583) (:521,256) (1284, 375) (1450, -118)

072 063 380 m70ee
(585,739) (:588,479) (1287, 5.14) (1260, -166)

133 063 320 wbare
(256,521) (479,588 (-1054,3.98) (-11.89, -1.10)

ass 380 320 330 540 740
(375,1284) (5.14,1287) (396, 10.54) (1235,5.90) (2242,930) (:2229,691)

sr7ee  wToee  weaTe 330 317 420 504 555

(118,1450) (166, 1260) (1.10, 1189) (590, 1235), (16.28,975) (15.85,6.98) (1889,6.98) (-1874,513)

1088 1027 965 649 347 108 28 330

(-365,25.90) (371, 2651) (443,23.82) (930, 2242) (975, 16.28) (7.44,545) (717,1.40) (1053, 3.80)

1201 129 1085 748 a0 108 am 231
(-0.96,25.86) (-1.07,24.26) (-1.72,23.79) (691,2228) (638, 15.85) (-5.45,7.44) (826,442) (556,086)
1381 13.12 1250 93 604 285 177 08
(-068,2863) (085, 27.26) (1,57, 26.77) (560, 25.16) (535, 1889) (-1.40,7.17) (442,826) (753,671)

S1a30%  wr3e0e w1295 952 655 330 231 0ss

(087,2859) (077,27.18) (019,2669) (503 2496) (513, 1874) (:380,1053) (086,556) (671,753)




image15.tiff
Treatment
ceT FAM BEV NAT BEV+Che ENC+CETCET+inter Che CET+Che  PAN Che  PAN+CheENC+CET+BINSIRT+Che _ Che+int

A01ER wA091R 154

cET (-18.20,-2.27)(-19.77, 2. 29)(-18.57, -4.70)

g TI0E" 076 EEY X 460 m7se 081 M0 178
@27, 1820) (-7.42,593) (526,253 (16.88, 11.36)(-1275, 374) (-14.44, -1.25) (:24.80, 3.56) (2460, 293) (-24.16, 1.30)
ey | T0Om o7 061 23 385 w70se 005 02 1088 183 163
(225,1877) (583,7.42) (:5.96,4.80) (15,56, 11.27)(-1276, 5.25) (-12.56, -1 60) (2387, 370) (:23:37, 296) (2291, 1.19) (2834, 4.99) (:2383, 0.86)
TS s 061
(470, 1857) (253,5.2¢) (420, 596)
ey 1830 319 23 182 43 4r 775 m7ew  waTae 652 meme 965 {061%
(221, 28.23)(-11.36, 16.851-11.27, 15.561-11.96, 14.80) (16,95, 13.62) (-17.35, 7.39) (-16:37, 1.08) (15,17, 0.70)(-14.50, -281) (21,31, 2.43) (-14.59, -3.98) (20,00, 070) (-18.15, 1.7
| AT es0 388 32 143 32 531 548 72 510 788 527 914 1103

(467,24.90) (-3.74,12.75) (-5.25, 12.76) (414, 10.52) (-13.62, 16.95) (1223,575) (:21.54,921) (:21.33, 860) (20.96,7.04)(:25.94, 10.39)(-21.92, 6.68) (:25.08, 9.18) (:24.34, 6.48) (2536, 377)

wTaim wTosm weaen an2 32 300 314 3% 475 480 456 58 £z
(1.25,18.48) (160, 1256) (1.13, 11.86) (738, 17.38) (.75, 12.23) (-15.45, 8.71) (-15.08, 8.00) (-14.56, 7.09)(-20.31, 11.07)(-15.55, 6.25) (-19.21, 8.86) (-18.22, 6.90) (-18.03, 4.11)

BEV+Che

1081 10.05 047 775 631 200 020 100 EES s 190 28 467 maner
(3,55, 24.80) (370, 23.87) (-4.33, 22.88) (-1.09, 16:37) (-921,21.54) (971, 15.45) (854,8.1) (7,53, 550) (1452, 10.77) (562, 5.40) (13.33,9.18) (716, 1.48) (1235, 2.82) (21,69, -2.44)

ENC+CET

11.00 1022 65 “7a3 645 314 020 076 EE3 a3 169 268 450 manTE

CET+inter Che (-2.93, 24.60) (-2.96, 23.37) (-3.69, 22.58) (0.70, 15.17) (-8.60, 21.33) (-9.00, 15.09) (-8.11,8.54) (-5.98,4.42) (-13.39, 10.23) (-6.51, 3.79) (-12.07, 8.51) (-10.88, 5.66) (-10.37, 1.35) (-20.12, -3.39)

Comparator

076 061 080 3 E
1188, 1021) (322,207) (-10.40,838) (820,470) (755,01 (1789, -389)

178 1088 1046 we72e 729 296 100 078
(1,30, 24.16) (-1.18, 2291) (-1.89, 2225) (281, 1450) (-7.04,20.9) (-7.09, 14.56) (:550,7.53) (-4.2,5:98)

1264 1183 127 a5 a0 475 173 15 078 018 013 A 294 022
(-4.95, 29.45) (-4.99, 26.34) (5,88, 27.84) (-2.43,21.31)(-10.39, 25.94)-11.07, 20.31)-10.77, 14.52)-10.23, 13.39)-10.21, 11.89 10,51, 10.87) (-592,564) (1351, 1178) (13,99, 8.14) (2269, 227)

PAN

1242 1163 1105 meze 758 460 158 139 061 018 037 A2 mane | 040w
(095, 25.11) (086, 23.83) (-1.59, 23.05) (3.98, 14.59) (5.68,21.92) (685, 1555) (5.40,862) (379,651) (:207,322) (1087, 1051) (930,864) (810,576) (:591,-029) (1692, 376)

1283 1202 1145 565 827 49 190 169 080 013 037 084 272 -10.04

(3,59, 28.44) (364, 27.13) (4,52, 26.62) (-0.70, 20.00) (-9.18, 25.08) (9,85, 19:21) (-9.19, 13.33) (851, 1207) (838, 10.40) (-564,582) (-864,9.30)

1262 1285 1228 =i0etm eis sa8 28 266 128 111 128 084 EE3 910
(069, 27.57) (033, 26.64) (-1.43, 25.73) (171, 18.15) (-6.43,24.34) (6:90, 18.22) (148, 7.16) (565, 10.38) (470,820 (1175, 13.51) (576, 8.10) (-10.54, 1202} (950,562) (1882, 0.26)

ENC+CET+BIN

SISSE WATEY w420% si24s% 1103 773 467 450 371 204 312 2m2 188
(184,28.49) (190,27.33) (1.05,26.56) (6:34, 18.36) (-377,25.36) (4.1, 19.03) (282, 1235) (-1.35, 1037) (0.11,7.58) (-8.14,13.99) (029,591) (664,1223) (562,850

SIRT+Che

SMeggw  w19IT  WITET  SI03F 102 S1040% 1004 a0 729

Che-int (183,27.74) (2.44,2169) (3.39,20.12) (389, 17.89) (-227,2269) (376, 16:52) (-1.06, 21.15) (026, 1882) (0.01, 14.40)




image16.tiff
Comparator

Target

Int_Che

SIRT_Che

NAT

TCH_Target_Che.

Target_Che

che

Target It Che

673 101
“171,1521) (025,11.26)

572 01
(608, 17.83) (-11.26,9.25)

575 087 001
(.08, 18.48) (-12.35, 10.32)(-14.02, 14.14)]

805 EES 234
(045,1858) (0.05,255) (7.7, 1262)

0.24m 251 352
28828 (267.771) (718, 1426)

0,08 235 337
(184708)) 060, 531) (545, 13.25)

o8 308 410
R 1 2. 750) (523 13.40)

Treatment
SIRT_Che NAT TCM_Target_Chearget_Che

087 s 281 23
(1032, 1235) (256,-0.06) (7.71,267) (531, 0.60)

001 234 EX 337
(14,14, 14.02) (1262, 7.97) (1424, 7.18) (1325, 645)

230 350 334
(1372,0.05) (-15:34,831) (1434, 7.60)

230 Er) 104
(0.05,13.72) (6.49,408) (4.14,2.10)
350 118 015
(831,1534) (-408,649) (412,447)

334 104 015
(760,1434) (210,4.14) (4.47,4.12)

408 178 08 074
(643,1463) (271,629) (-475,5%6) (2.46,397)

308
750,1.28)

LS
(629,271)

058
(596,475

74
(397,246)




image17.png
PEM Che+Int SIRT+Che CET+inter Che Che PAN+Che PAN CET+Che
29.94 (-17.23 to
PEM PEM 63
5.69 (-5.90 to “4.18 (-13.44 to
Che+Int 17.60) Che+Int 5. 14)
5.87 (-6.67 to | 0.13 (-13.74 to 406 (-14.39 to
SIRT+Che 15 26 5o SIRT+Che 620
] 7.84 (-2.21 to | 2.13 (-9.49 to | 2.02 (-10.64 to ) =207 (-9.11 to 5.80 (-12.92 to
CET+inter Che 18.11) 13.70) 14.52) CET+inter Che 4.98) 1.16)
@ 9.94 (2.63 to | 4.18 (-5.14 to | 4.06 (-6.24 to | 2.07 (-4 98 to @
e 17.23) 13.44) 14.39) 9.11) N
10.99 (-0.24 to | 5.31 (-7.36 to | 5.17 (-8.37 to | 3.18 (-7.87 to | L 11 (-7.43 to ~2.36 (-9.77 to
PAN+Che 92.43) 17. 85) 18. 43) 14. 15) 9.76) PAN+Che 5.03)
o 13.41 (-0.39 to | 7.67 (-7.20 to | 7.57 (-7.98 to | 5.53 (-7.91 to | 3.48 (-8.07 to | 2.36 (-5.03 to o
97.13) 22.33) 22.69) 18. 75) 14. 84) 9.77)
13.68 (4.22 to | 7.96 (-3.17 to | 7.82 (-4.26 to | 5.80 (-1.16 to | 3.76 (-2.26 to | 2.64 (-7.70 to | 0.28 (-12.44 to
CET+Che 23.99) 19. 05) 19. 86) 12.92) 9. 90) 13.16) 13.30) CET+Che





image18.png
CET FAM NIN NAT BEV REG BEV+Che ANL PAN+Che ENC+CET | ENC+CET+BIN |  CET+Che Che
-12.07 (-
CET CET 27.29 to
3.59)
9.87 (-6.22 —2.17 (-5.40
A to 25.43) A to 1.04)
10.47 (-5.45| 0.60 (-3.36 -1.58 (-3.87
NN to 25.87) to 4.59) SN to 0.72)
12.07 (-3.59| 2.17 (-1.04 | 1.58 (-0.72
NAT to 27.29) to 5.40) to 3.87) AT
12.80 (-3.18| 2.87 (-1.77 | 2.29 (-1.80 | 0.70 (-2.71
BEV to 28.47) to 7.63) to 6.42) to 4.14) BEV
REG 13.80 (-2.15| 3.90 (<0.56 | 3.31 (-0.62 | 1.73 (-1.45 | 1.02 (-3.73 REG
to 29.49) to 8.48) to 7.23) to 4.95) to 5.73)
-11.74 (-
14.77 (-1.37 |4.89 (0.25 to|4.29 (0.21 to| 2.72 (-0.64 | 1.98 (-1.82 | 0.98 (-3.66 B
BEViChe | " 50, 34) 9.54) 8.33) t06.04) | to05.83) | to5.54 BEV+Che 22'1343;;
~ 16.95 (0.05 | 7.11 (-0.01 | 6.50 (-0.24 | 4.92 (-1.39 | 4.19 (-2.98 | 3.18 (-3.93 | 2.23 (-4.95 ~
to 33.47) to 14.09) to 13.13) to 11.13) to 11.33) to 10.16) to 9.30)
22.03 (0.09 |12.17 (-3.24]11.60 (-3.73(10.00 (-5.09| 9.26 (-5.96 | 8.17 (-7.10 | 7.25 (-7.45 |5.05 (-11.28 —6.84 (-16.06
PAN+Che PAN+Che
to 43.27) to 27.50) to 26.91) to 25.10) to 24.53) to 23.87) to 22.24) to 21.38) to 2.27)
ENCiCET | 2229 (189 |12.39 (-0.31[11.81 (-0.81[10.21 (-2.13| 9.50 (-2.98 | 8.42 (-4.28 | 7.53 (-4.64 | 5.35 (-8.51 [0.31 (-12.54| o0 oo |-1.73 (-6.45|4.16 (-10.70
to 42.12) to 25.60) to 24.73) to 23.02) to 22.36) to 21.75) to 19.99) to 19.47) to 13.24) to 3.02) to 2.39)
24.05 (3.63 | 14.15 (1.35 | 13.54 (0.84 | 11.97 (-0.41|11.24 (-1.25|10.15 (-2.57| 9.26 (-2.95 | 7.05 (-6.75 |2.05 (-10.77] 1.73 (-3.02 -2.39 (-9.03
ENCHCETBIN | 43, 84) to 27.36) to 26.63) to 24.79) to 24.23) to 23.51) to 21.66) to 21.35) to 15.11) to 6.45) | BCEETBIN | T 1)
CETeche | 26-48 (7.42 | 16.58 (5.48 | 16.00 (5.10 | 14.39 (3.74 | 13.66 (2.94 | 12.62 (L.55 | 1L.74 (1.37 [ 9.51 (-2.82 | 4.44 (-6.59 | 4.16 (-2.39 | 2.39 (4.13 | . = |-2.48 (8.4
to 44.83) to 27.97) to 27.26) to 25.42) to 24.96) to 24.20) to 22.34) to 22.02) to 15.57) to 10.70) to 9.03) to 3.90)
Che 28.95 (9.10 | 19.14 (6.75 | 18.56 (6.47 | 16.98 (5.10 | 16.30 (4.21 | 15.23 (2.96 | 14.27 (2.57 |12.01 (-1.49] 6.84 (-2.27 | 6.61 (-2.49 | 4.85 (-4.37 | 2.48 (-3.90 Che
to 47.89) to 31.35) to 30.64) to 28.86) to 28.17) to 27.50) to 25.71) to 25.07) to 16.06) to 15.54) to 13.85) to 8.44)




image19.png
CET FAR NIN NAT BEV PEI BEV+Che REG TCH+BEV+Che | BEV+CET+Che ANL SIRT+Che | Che+INT |ENC+CET+BIN| CET+inter | PAN+Che ENC+CET PAN Che CET+Che
-11.57 (-
CET CET 18.64 to -
9.37 (2.08 ~2.19 (-4.16
A to 16, 69) FAK o =0.24)
9.96 (2.50 | 0.59 (-2.48 ~1.61 (-3.90
b 0 17.39) | to 3.60) b to 0.68)
T1.57 (453215 (0.24 to| 1.61 (-0.68
HAT to 18.64) 4.16) to 3.90) HAT
12.36 (3.35| 2.98 (-3.02 | 2.41 (-3.75 | 0.79 (-4.90
BEV 0 21.39) | 1o 8.99) to 8.58) to 6.46) EEV
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