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[bookmark: _Toc221403580]Table S1. Search strategy.
	Database
	Search strategy

	Pubmed
	1. metformin
((metformin[Title/Abstract]) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
2. α-glucosidase inhibitors
(((((((α-glucosidase inhibitors[Title/Abstract]) OR (alpha-glucosidase Inhibitors[Title/Abstract])) OR (AGIs[Title/Abstract])) OR (acarbose[Title/Abstract])) OR (voglibose[Title/Abstract])) OR (miglitol[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
3. sodium-glucose transporter 2 inhibitors
(((((((((sodium-glucose transporter 2 inhibitors[Title/Abstract]) OR (SGLT-2 inhibitors[Title/Abstract])) OR (dapagliflozin[Title/Abstract])) OR (empagliflozin[Title/Abstract])) OR (canagliflozin[Title/Abstract])) OR (ipragliflozin[Title/Abstract])) OR (luseogliflozin[Title/Abstract])) OR (tofogliflozin[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
4. glucagon-like peptide-1 receptor agonists
(((((((((((((glucagon-like peptide-1 receptor agonists[Title/Abstract]) OR (GLP-1 receptor agonist[Title/Abstract])) OR (liraglutide[Title/Abstract])) OR (semaglutide[Title/Abstract])) OR (exenatide[Title/Abstract])) OR (dulaglutide[Title/Abstract])) OR (lixisenatide[Title/Abstract])) OR (beinaglutide[Title/Abstract])) OR (polyethylene glycol loxenatide[Title/Abstract])) OR (orforglipron[Title/Abstract])) OR (albiglutide[Title/Abstract])) OR (ecnoglutide[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
5. dual glucose-dependent insulinotropic polypeptide and glucagon-like peptide-1 receptor agonists
(((((glucose-dependent insulinotropic polypeptide[Title/Abstract]) OR (dual GIP/GLP-1 receptor agonists[Title/Abstract])) OR (dual GIP/GLP-1 receptor co-agonists[Title/Abstract])) OR (tirzepatide[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
N=40
6. dipeptidyl peptidase 4 inhibitors
 ((((((((((((((((dipeptidyl peptidase 4 inhibitor*[Title/Abstract]) OR (DPP-4 inhibitor*[Title/Abstract])) OR ("Dipeptidyl-Peptidase IV Inhibitors"[MeSH Terms])) OR (sitagliptin[Title/Abstract])) OR (vildagliptin[Title/Abstract])) OR (saxagliptin[Title/Abstract])) OR (alogliptin[Title/Abstract])) OR (linagliptin[Title/Abstract])) OR (gemigliptin[Title/Abstract])) OR (teneligliptin[Title/Abstract])) OR (anagliptin[Title/Abstract])) OR (trelagliptin[Title/Abstract])) OR (omarigliptin[Title/Abstract])) OR (evogliptin[Title/Abstract])) OR (gosogliptin[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
7. thiazolidinedione
(((((((((thiazolidinedione[Title/Abstract]) OR (TZDs[Title/Abstract])) OR (pioglitazone[Title/Abstract])) OR (rosiglitazone[Title/Abstract])) OR (troglitazone[Title/Abstract])) OR (ciglitazone[Title/Abstract])) OR (farglitazar[Title/Abstract])) OR (darglitazone[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*)) Filters: Clinical Trial, Randomized Controlled Trial
8. Orlistat
((orlistat[Title/Abstract]) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial
9. vitamin D
(((((((((((((vitamin D[Title/Abstract]) OR (vitamin d[Title/Abstract])) OR (Vitamin D supplementation[Title/Abstract])) OR (25 hydroxyvitamin D[Title/Abstract])) OR (cholecalciferol[Title/Abstract])) OR (ergocalciferol[Title/Abstract])) OR (dihydrotachysterol[Title/Abstract])) OR (calcitriol[Title/Abstract])) OR (alfacalcidol[Title/Abstract])) OR (hydroxycholecalciferol[Title/Abstract])) OR (calcifediol[Title/Abstract])) OR (eldecalcitol[Title/Abstract]) AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter])) AND ((((((((((((((prediabetes) OR (pre-diabetes)) OR (prediabetic)) OR (prediabetic state)) OR (glucose intolerance)) OR (impaired fasting glucose)) OR (impaired glucose tolerance)) OR (intermediate hyperglycaemic)) OR (early stage diabetes)) OR ("risk of diabetes")) OR ("diabetes risk")) OR (IGT)) OR (IFG)) OR (prediabet*))) AND ((((((((((((Intervention) OR (reverse)) OR (reversal)) OR (prevention)) OR (reduction)) OR (risk reduction)) OR (lower risk)) OR (delay)) OR (delayed)) OR (interven*)) OR (prevent*)) OR (reduc*)) Filters: Clinical Trial, Randomized Controlled Trial

	Embase
	#1  (prediabetes or pre-diabetes or prediabetic or 'prediabetic state' or 'impaired fasting glucose' or 'impaired glucose tolerance' or 'intermediate hyperglycaemic' or 'early stage diabetes' or 'risk of diabetes' or 'diabetes risk' or IGT or IFG or prediabet* or pre-diabet*).ab,ti.
#2 (intervention or intervene or reverse or reversal or revers* or prevent or prevention or prevent* or reduction or reduc* or 'risk reduction' or 'lower risk' or delay or delayed).ab,ti.
#3 ('clinical trial' or 'randomized controlled trial' or random* or 'double-blind').ab,ti. not animals.af.
#4 #1 and #2 and #3
#5 metformin.ab,ti.
#6 ('sodium-glucose transporter 2 inhibitors' or 'SGLT-2 inhibitors' or dapagliflozin or empagliflozin or canagliflozin or ipragliflozin or luseogliflozin or tofogliflozin).ab,ti.
#7 ('sodium-glucose transporter 2 inhibitors' or 'SGLT-2 inhibitors' or dapagliflozin or empagliflozin or canagliflozin or ipragliflozin or luseogliflozin or tofogliflozin).ab,ti.
#8 ('glucagon-like peptide-1 receptor agonists' or 'GLP-1 receptor agonist' or 'GLP 1 receptor agonist' or liraglutide or semaglutide or exenatide or dulaglutide or lixisenatide or beinaglutide or 'polyethylene glycol loxenatide' or orforglipron or albiglutide or ecnoglutide).ab,ti.
#9 ('glucose-dependent insulinotropic polypeptide' or 'dual GIP GLP-1 receptor agonists' or 'dual GIP GLP-1 receptor co-agonists' or GIP GLP-1 or tizepatide).ab,ti.
#10 ('dipeptidyl peptidase 4 inhibitors' or 'DPP-4 inhibitors' or 'dipeptidyl-peptidase IV inhibitors' or sitagliptin or vildagliptin or saxagliptin or alogliptin or linagliptin or gemigliptin or teneligliptin or anagliptin or trelagliptin or omarigliptin or evogliptin or gosogliptin).ab,ti.
#11 (Thiazolidinedione or TZDs or pioglitazone or rosiglitazone or troglitazone or ciglitazone or farglitazar or darglitazone).ab,ti.
#12 orlistat.ab,ti.
#13 ('vitamin D' or 'vitamin d' or 'Vitamin D supplementation' or '25 hydroxyvitamin D' or cholecalciferol or ergocalciferol or dihydrotachysterol or calcitriol or alfacalcidol or hydroxycholecalciferol or calcifediol or eldecalcitol).ab,ti.
#14 #4 and #5
#15 #4 and #6
#16 #4 and #7
#17 #4 and #8
#18 #4 and #9
#19 #4 and #10
#20 #4 and #11
#21 #4 and #12
#22 #4 and #13

	Web of science
	#1 (((((((((((((TS=(prediabetes)) OR TS=(pre-diabetes)) OR TS=(prediabetic)) OR TS=("prediabetic state")) OR TS=(glucose intolerance)) OR TS=(impaired fasting glucose)) OR TS=(impaired glucose tolerance)) OR TS=(intermediate hyperglycaemic)) OR TS=(early stage diabetes)) OR TS=(”risk of diabetes“)) OR TS=("diabetes risk")) OR TS=(IGT)) OR TS=(IFG)) OR TS=(prediabet*)
#2 ((((((((((TS=(intervention)) OR TS=(intervene)) OR TS=(reverse)) OR TS=(reversal)) OR TS=(prevention)) OR TS=(prevent)) OR TS=(reduction)) OR TS=(risk reduction)) OR TS=(lower risk)) OR TS=(delay)) OR TS=(delayed)
#3 (((TS=(clinical trial)) OR TS=(randomized controlled trial)) OR TS=(random*)) OR TS=(double-blind) 
#4 TS=(metformin)
#5 (((((TS=(α-glucosidase inhibitors)) OR TS=(alpha-glucosidase Inhibitors))OR TS=(AGIs)) OR TS=(acarbose)) OR TS=(voglibose)) OR TS=(miglitol)
#6 (((((((TS=(sodium-glucose transporter 2 inhibitors)) OR TS=(SGLT-2 inhibitors)) OR TS=(dapagliflozin)) OR TS=(empagliflozin)) OR TS=(canagliflozin)) OR TS=(ipragliflozin)) OR TS=(luseogliflozin)) OR TS=(tofogliflozin)
#7 (((((((((((TS=(glucagon-like peptide-1 receptor agonists)) OR TS=(GLP-1 receptor agonist)) OR TS=(liraglutide)) OR TS=(semaglutide)) OR TS=(exenatide)) OR TS=(dulaglutide)) OR TS=(lixisenatide)) OR TS=(beinaglutide)) OR TS=(polyethylene glycol loxenatide)) OR TS=(orforglipron)) OR TS=(albiglutide)) OR TS=(ecnoglutide) 
#8 (((TS=(glucose-dependent insulinotropic polypeptide)) OR TS=(dual GIP/GLP-1 receptor agonists)) OR TS=(dual GIP/GLP-1 receptor co-agonists)) OR TS=(tirzepatide)
#9 ((((((((((((((TS=(dipeptidyl peptidase 4 inhibitors)) OR TS=(DPP-4 inhibitors)) OR TS=(dipeptidyl-peptidase IV inhibitors)) OR TS=(sitagliptin)) OR TS=(vildagliptin)) OR TS=(saxagliptin)) OR TS=(alogliptin)) OR TS=(linagliptin)) OR TS=(gemigliptin)) OR TS=(teneligliptin)) OR TS=(anagliptin)) OR TS=(trelagliptin)) OR TS=(omarigliptin)) OR TS=(evogliptin)) OR TS=(gosogliptin)
#10 (((((((TS=(thiazolidinedione)) OR TS=(TZD*)) OR TS=(pioglitazone)) OR TS=(rosiglitazone)) OR TS=(troglitazone)) OR TS=(ciglitazone)) OR TS=(farglitazar)) OR TS=(darglitazone)
#11 TS=(orlistat) 
#12 ((((((((((TS=(vitamin D)) OR TS=(vitamin D supplementation)) OR TS=(25 hydroxyvitamin D)) OR TS=( cholecalciferol)) OR TS=(ergocalciferol)) OR TS=(dihydrotachystero)) OR TS=(calcitriol)) OR TS=(alfacalcidol)) OR TS=( hydroxycholecalciferol)) OR TS=(calcifediol)) OR TS=(eldecalcitol)
#13 #1 AND #2 AND #3
#14 #13 AND #4
#15 #13 AND #5
#16 #13 AND #6
#17 #13 AND #7
#18 #13 AND #8
#19 #13 AND #9
#20 #13 AND #10
#21 #13 AND #11
#22 #13 AND #12

	CENTRAL
	#1 MeSH descriptor: [Prediabetic State] explode all trees
#2 (prediabetes or pre-diabetes or prediabet* or pre-diabet* or 'early stage diabetes' or 'risk of diabetes' or 'diabetes risk' or 'impaired fasting glucose' or 'impaired glucose tolerance' or IGT or IFG):ti,ab,kw
#3 (intervention or interven* or revers* or reversal or prevention or prevent* or reduction or reduc* or 'risk reduction' or 'lower risk' or delay or delayed):ti,ab,kw
#4 ('clinical trial' or 'randomized controlled trial' or random* or 'double-blind'):ti,ab,kw NOT (animal*):ti,ab,kw NOT (kidney* or renal* or heart* or cardiovascular*):ti,ab,kw 
#5 ((#1 or #2) and #3) and #4 in Trials
#6 MeSH descriptor: [Metformin] this term only
#7 ('α-glucosidase inhibitors' or 'alpha-glucosidase Inhibitors' or 'alpha glucosidase Inhibitors' or voglibose or miglitol):ti,ab,kw 
#8 MeSH descriptor: [Acarbose] this term only
#9 #7 or #8
#10 ('SGLT-2 inhibitors' or dapagliflozin or empagliflozin or canagliflozin or ipragliflozin or luseogliflozin or tofogliflozin):ti,ab,kw
#11 MeSH descriptor: [Sodium-Glucose Transporter 2 Inhibitors] this term only 
#12 #10 or #11
#13 MeSH descriptor: [Glucagon-Like Peptide-1 Receptor Agonists] this term only
#14 ('GLP-1 receptor agonist' or 'GLP-1R agonist' or liraglutide or semaglutide or exenatide or dulaglutide or lixisenatide or beinaglutide or 'polyethylene glycol loxenatide' or orforglipron or albiglutide or ecnoglutide):ti,ab,kw 
#15 #13 or #14
#16 ('glucose-dependent insulinotropic polypeptide' or 'dual GIP GLP-1 receptor agonists' or 'dual GIP GLP-1 receptor co-agonists' or 'GIP GLP-1' or tirzepatide):ti,ab,kw
#17 MeSH descriptor: [Dipeptidyl-Peptidase IV Inhibitors] this term only
#18 ('dipeptidyl peptidase 4 inhibitors' or 'DPP-4 inhibitors' or sitagliptin or vildagliptin or saxagliptin or alogliptin or linagliptin or gemigliptin or teneligliptin or anagliptin or trelagliptin or omarigliptin or evogliptin or gosogliptin):ti,ab,kw 
#19 #17 or #18
#20 (TZD* or pioglitazone or rosiglitazone or troglitazone or ciglitazone or farglitazar or darglitazone):ti,ab,kw (Word variations have been searched)
#21 MeSH descriptor: [Thiazolidinediones] this term only
#22 #20 or #21
#23 MeSH descriptor: [Orlistat] this term only
#24 MeSH descriptor: [Vitamin D] this term only
#25 ('Vitamin D supplementation' or '25 hydroxyvitamin D' or cholecalciferol or ergocalciferol or dihydrotachysterol or calcitriol or alfacalcidol or hydroxycholecalciferol or calcifediol or eldecalcitol):ti,ab,kw
#26 #24 or #25
#27 #5 and #6 in Trials
#28 #5 and #9 in Trials
#29 #5 and #12 in Trials
#30 #5 and #15 in Trials
#31 #5 and #16 in Trials
#32 #5 and #19 in Trials
#33 #5 and #22 in Trials
#34 #5 and #23 in Trials
#35 #5 and #26 in Trials
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[bookmark: _Toc221403581]Table S2. PRISMA-NMA Checklist.
	Section and Topic 
	Item #
	Checklist item 
	Location where item is reported 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review.
	1

	ABSTRACT 
	

	Abstract 
	2
	See the PRISMA 2020 for Abstracts checklist.
	2-3

	INTRODUCTION 
	

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

	Objectives 
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	3-5

	METHODS 
	

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

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

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Additional file 1: Table S1

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	6-7

	Data collection process 
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	6-7

	Data items 
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	6-7

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	6-7

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

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	7-8

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	7-9

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	7-9

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	7-9

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	7-9

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	None

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	7-9

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	7-9

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	7

	RESULTS
	

	Study selection 
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	Figure 1

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	9

	Study characteristics 
	17
	Cite each included study and present its characteristics.
	Referencse 26-80, Additional file 1: Table S3

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	Figure 3

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	10-16, Additional file 1: Table 4-5, Additional file 2: Table S1

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	10-16

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	10-16

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	16-17

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	Additional file 1: Table 8

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	9-10

	Certainty of evidence 
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Additional file 1: Table 4

	DISCUSSION 
	

	Discussion 
	23a
	Provide a general interpretation of the results in the context of other evidence.
	18-25

	
	23b
	Discuss any limitations of the evidence included in the review.
	22-25

	
	23c
	Discuss any limitations of the review processes used.
	22-25

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	18-25

	OTHER INFORMATION
	

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

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

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

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	26-28

	Competing interests
	26
	Declare any competing interests of review authors.
	28

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	28-29



[bookmark: _GoBack][bookmark: _Toc221403582]Table S3. Characteristic of included studies.
	NO.
	Study ID
	Title
	First author
	Publish 
year
	Study design
	Country

	
	
	
	
	
	
	

	NO.1
	Luther 2021
	Cardiovascular Effects of GLP-1 Receptor Activation
	James Matt Luther
	2021
	A randomized, placebo-controlled, phase 4 trial
	United States

	NO.2
	Wilkinson 2023
	Effect of semaglutide 2.4 mg once weekly on 10-year type 2 diabetes risk in adults with overweight or obesity
	Lua Wilkinson
	2023
	A randomized,
placebo-controlled, 
phase 3a trial
	United States

	NO.3
	Papamargaritis 2023
	Two-year Effect of Semaglutide 2.4 mg vs Placebo in Adults with Overweight or Obesity: STEP-5
	Timothy Garvey 
	2023
	A randomized, placebo-controlled, phase 3 trial
	United States, Canada, Hungary, Italy, and Spain

	NO.4
	Liping 2023
	Effect of liraglutide on atherosclerosis in patients with impaired glucose tolerance: A double‑blind, randomized controlled clinical trial
	Ping Li
	2023
	A randomized, placebo-controlled, phase 4 trial
	China

	NO.5
	Lau 2016
	Early weight loss responders to liraglutide 3.0 Mg had greater weight loss, regression to normoglycaemia, and reduced T2D development at 3 years Vs early non-responders: SCALE obesity and prediabetes
	David Lau
	2016
	A randomized, double-blind, placebo-controlled, phase 3 trial
	Africa, Asia, Europe, Oceania, North America and South America

	NO.6
	Kim 2014
	Pancreatic beta cell function following liraglutide-augmented weight loss in individuals with prediabetes: analysis of a randomised, placebo-controlled study
	Sun H Kim
	2014
	A randomized, placebo-controlled, parallel-group, phase 3 trial
	United States

	NO.7
	Richelsen 2006
	Effect of orlistat on weight regain and cardiovascular risk factors following a very-low-energy diet in abdominally obese patients: a 3-year randomized, placebo-controlled study
	Bjørn Richelsen
	2006
	A double-blind, randomized, parallel-group, placebo-controlled trial
	Denmark, Finland, and Sweden

	NO.8
	Broom 2002
	Randomised trial of the effect of orlistat on body weight and cardiovascular disease risk profile in obese patients: UK multimorbidity study
	Broom
	2002
	A single-blind, randomized, placebo-controlled trial
	Britain

	NO.9
	Pedersen 2022
	Sitagliptin reduces FAP-activity and increases intact FGF21 levels in patients with newly detected glucose abnormalities
	Anne Pedersen 
	2022
	A double-blind, randomized, placebo-controlled, phase 4 trial
	Sweden

	NO.10
	Rezki 2020
	Acute and long-term effects of saxagliptin on post-prandial glycemic response in obese patients with impaired glucose tolerance
	Amel Rezki
	2020
	A randomised, placebo-controlled, phase 2 trial
	France

	NO.11
	Nahon 2018
	Effect of sitagliptin on energy metabolism and brown adipose tissue in overweight individuals with prediabetes: a randomised placebo-controlled trial
	Kimberly Nahon
	2018
	A double-blind, randomized, placebo-controlled, phase 4 trial
	Netherlands

	NO.12
	Rosenstock 2007
	Effects of the dipeptidyl peptidase-IV inhibitor vildagliptin on incretin hormones, islet function, and postprandial glycemia in subjects with impaired glucose tolerance
	Julio Rosenstock 
	2007
	A double-blind, randomized, parallel-group, placebo-controlled trial
	United States, Spain, Finland, Britain, Sweden, and Germany

	NO.13
	Hankosky 2023
	Tirzepatide reduces the predicted risk of developing type 2 diabetes in people with obesity or overweight: Post hoc analysis of the SURMOUNT-1 trial
	Emily Hankosky
	2023
	A double-blind, randomized, placebo-controlled, phase 3 trial
	Unites States, Argentina, Brazil, China, India, Japan, Mexico, Puerto Rico, and Russian Federation

	NO.14
	Ramírez 2020
	Effect of Dapagliflozin on Insulin Secretion and Insulin Sensitivity in Patients with Prediabetes
	Alejandra Ramírez-Rodríguez 
	2020
	A double-blind, randomized, placebo-controlled, phase 4 trial
	Mexico

	NO.15
	Lundkvist 2017
	Dapagliflozin once-daily and exenatide once-weekly dual therapy: A 24-week randomized, placebo-controlled, phase II study examining effects on body weight and prediabetes in obese adults without diabetes
	Per Lundkvist
	2016
	A double-blind, randomized, placebo-controlled, parallel-group, phase 2a trial
	Sweden

	NO.16
	González 2020
	Effect of Dapagliflozin on Blood Pressure Variability in Prediabetes and Prehypertension
	Cristal Díaz-Cruz
	2020
	A double-blind, randomized, placebo-controlled, phase 4 trial
	Mexico

	NO.17
	Kirkman 2006
	Treating postprandial hyperglycemia does not appear to delay progression of early type 2 diabetes: the Early Diabetes Intervention Program
	M Sue Kirkman
	2006
	NA
	NA

	NO.18
	Laube 1998
	The effect of acarbose on insulin sensitivity and proinsulin in overweight subjects with impaired glucose tolerance
	H Laube
	1998
	A double-blind, randomized, placebo-controlled trial
	NA

	NO.19
	Chiasson 1996
	The effect of acarbose on insulin sensitivity in subjects with impaired glucose tolerance
	J L Chiasson
	1996
	A double-blind, randomized, placebo-controlled trial
	NA

	NO.20
	Abushama 2024
	Rosiglitazone improves insulin resistance but does not improve exercise capacity in individuals with impaired glucose tolerance: A randomized clinical study
	Layla Abushamat
	2024
	A double-blind, randomized, placebo-controlled trial
	NA

	NO.21
	Portillo 2019
	Effect of pioglitazone on bone mineral density in patients with nonalcoholic steatohepatitis: A 36-month clinical trial
	Paola Portillo-Sanchez
	2019
	A double-blind, randomized, placebo-controlled, phase 4 trial
	United States

	NO.22
	DeFronzo 2011
	Pioglitazone for diabetes prevention in impaired glucose tolerance
	Ralph DeFronzo
	2011
	A randomized, triple-blind, parallelled-group, phase 3 trial
	United States

	NO.23
	Kim 2006
	Effect of rosiglitazone on plasma adiponectin levels and arterial stiffness in subjects with prediabetes or non-diabetic metabolic syndrome
	Sin Gon Kim
	2006
	A double-blind, randomized, placebo-controlled trial
	Korea

	NO.24
	Hung 2005
	Rosiglitazone improves insulin sensitivity and glucose tolerance in subjects with impaired glucose tolerance
	Yi-Jen Hung
	2005
	A single-blind, randomized, placebo-controlled trial
	China

	NO.25
	Bennett 2004
	Rosiglitazone improves insulin sensitivity, glucose tolerance and ambulatory blood pressure in subjects with impaired glucose tolerance
	S. M. A. Bennett
	2004
	NA
	Britain and Germany

	NO.26
	Guerrero 2003
	Pioglitazone increases serum magnesium levels in glucose-intolerant subjects. A randomized, controlled trial
	F. Guerrero-Romero
	2003
	NA
	Mexico

	NO.27
	Cavaghan 1997
	Treatment with the oral antidiabetic agent troglitazone improves beta cell responses to glucose in subjects with impaired glucose tolerance
	M K Cavaghan
	1997
	A double-blind, randomized, placebo-controlled trial
	United States

	NO.28
	Mirsa 2021
	A Community Based Randomized Controlled Trial to See the Effect of Vitamin D Supplementation on Development of Diabetes Among Women with Prediabetes Residing in A Rural Community of Northern India
	Puneet Misra
	2021
	An open-labelled, randomized, placebo-controlled trial
	India

	NO.29
	Bhatt 2020
	Vitamin D Supplementation in Overweight/obese Asian Indian Women with Prediabetes Reduces Glycemic Measures and Truncal Subcutaneous Fat: A 78 Weeks Randomized Placebo-Controlled Trial (PREVENT-WIN Trial)
	Surya Prakash Bhatt
	2020
	An open-labelled, randomized, placebo-controlled trial
	India

	NO.30
	Wallace 2019
	Effect of vitamin D3 supplementation on insulin resistance and β-cell function in prediabetes: a double-blind, randomized, placebo-controlled trial
	Helen J Wallace
	2019
	A randomized, placebo-controlled trial
	United Kingdom

	NO.31
	Niroomand 2019
	Does high-dose vitamin D supplementation impact insulin resistance and risk of development of diabetes in patients with pre-diabetes? A double-blind randomized clinical trial
	Mahtab Niroomand
	2019
	A double-blind, randomized, placebo-controlled trial
	Iran

	NO.32
	Althani 2019
	The effect of vitamin D supplementation on the glycemic control of pre-diabetic Qatari patients in a randomized control trial
	Mohammed Al Thani
	2019
	A double-blind, randomized, placebo-controlled trial
	Qatar

	NO.33
	Zarrin 2017
	The effect of vitamin D supplementation on the glycemic status and the percentage of body fat mass in adults with prediabetes: A randomized clinical trial
	Rasoul Zarrin
	2017
	A randomized, placebo-controlled trial
	Iran

	NO.34
	Lucas 2016
	Effect of vitamin D supplementation on oral glucose tolerance in individuals with low vitamin D status and increased risk for developing type 2 diabetes (EVIDENCE): A double-blind, randomized, placebo-controlled clinical trial
	Tracy S Moreira-Lucas
	2016
	A double-blind, randomized, placebo-controlled trial
	Canada

	NO.35
	Jorde 2016
	Vitamin D 20,000 IU per Week for Five Years Does Not Prevent Progression From Prediabetes to Diabetes
	Rolf Jorde
	2016
	A triple-blind, randomized, parallel-group trial
	Norway

	NO.36
	Forouhi 2016
	Effects of vitamin D2 or D3 supplementation on glycaemic control and cardiometabolic risk among people at risk of type 2 diabetes: Results of a randomized double-blind placebo-controlled trial
	N G Forouhi
	2016
	A double-blind, randomized, placebo-controlled trial
	United Kingdom

	NO.37
	Tuomainen 2015
	Glucose Metabolism Effects of Vitamin D in Prediabetes: The VitDmet Randomized Placebo-Controlled Supplementation Study
	Tomi-Pekka Tuomainen
	2015
	A double-blind, randomized, placebo-controlled trial
	Finland

	NO.38
	Kuchay 2015
	Effect of Vitamin D supplementation on glycemic parameters and progression of prediabetes to diabetes: A 1-year, open-label randomized study
	Mohammad Shafi Kuchay 
	2015
	A open-labelled, randomized, placebo-controlled trial
	India

	NO.39
	Sollid 2014
	No effect of high-dose vitamin D supplementation on glycemic status or cardiovascular risk factors in subjects with prediabetes
	Stina Therese Sollid
	2014
	A randomized, placebo-controlled trial
	Norway

	NO.40
	Bruhn 2023
	Predicting the HbA1c level following glucose-lowering interventions in individuals with HbA1c-defined prediabetes: a post-hoc analysis from the randomized controlled PRE-D trial
	Lea Bruhn
	2023
	A randomized, parallel-group, placebo-controlled trial
	Denmark

	NO.41
	Alvarez 2021
	Effect of linagliptin on glucose metabolism and pancreatic beta cell function in patients with persistent prediabetes after metformin and lifestyle
	Mildred Fátima de la Luz Alvarez-Canales
	2021
	A double-blind, randomized trial
	Mexico

	NO.42
	Guardado 2020
	The combination of linagliptin, metformin and lifestyle modification to prevent type 2 diabetes (PRELLIM). A randomized clinical trial
	Rodolfo Guardado-Mendoza
	2020
	A double-blind, randomized, parallel-group, placebo-controlled trial
	Mexico

	NO.43
	Bulatova 2018
	Effect of metformin combined with lifestyle modification versus lifestyle modification alone on proinflammatory-oxidative status in drug-naïve pre-diabetic and diabetic patients: A randomized controlled study
	Nailya Bulatova
	2018
	A randomized, parallel-group trial
	Jordan

	NO.44
	Alfawaz 2018
	Effects of Different Dietary and Lifestyle Modification Therapies on Metabolic Syndrome in Prediabetic Arab Patients: A 12-Month Longitudinal Study
	Hanan A Alfawaz
	2018
	A randomized, parallel-group trial
	Saudi Arabia

	NO.45
	Viskochil 2017
	Exercise training and metformin, but not exercise training alone, decreases insulin production and increases insulin clearance in adults with prediabetes
	Richard Viskochil
	2017
	A randomized, parallel-group trial
	China

	NO.46
	González 2017
	Effect of Linagliptin Versus Metformin on Glycemic Variability in Patients with Impaired Glucose Tolerance
	Tonatiuh González-Heredia
	2017
	A double-blind, randomized, parallel-group, placebo-controlled trial
	Mexico

	NO.47
	Maruthur 2013
	Early response to preventive strategies in the Diabetes Prevention Program
	Nisa M Maruthur
	2013
	A randomized, parallel-group trial
	United States

	NO.48
	Malin 2011
	Independent and combined effects of exercise training and metformin on insulin sensitivity in individuals with prediabetes
	Steven K Malin
	2011
	A double-blind, randomized, placebo-controlled trial
	United States

	NO.49
	Snehalatha 2008
	Beneficial effects of strategies for primary prevention of diabetes on cardiovascular risk factors: results of the Indian Diabetes Prevention Programme
	Chamukuttan Snehalatha
	2008
	A randomized, placebo-controlled trial
	India

	NO.50
	Biarnés 2005
	Differential regulation of insulin action and tumor necrosis factor a system activity by metformin
	Josefina Biarnés
	2005
	A randomized, placebo-controlled trial
	Spain

	NO.51
	Lehtovirta 2001
	Metabolic effects of metformin in patients with impaired glucose tolerance
	M Lehtovirta
	2001
	A double-blind trial
	Finland

	NO.52
	Wang 2017
	Effects of saxagliptin on glucose homeostasis and body composition of obese patients with newly diagnosed pre-diabetes
	Zixuan Wang
	2017
	A randomized and controlled trial
	China

	NO.53
	He 2025
	A biweekly DPP-4 inhibitor cofrogliptin monotherapy in Chinese patients with impaired glucose tolerance: a phase 2, multicenter, randomized, double-blind, placebo-controlled, parallel-group trial
	Qinghua He
	2025
	Double-blinded, randomized, paralleled-group, placebo-controlled, 
phase 2 trial
	China

	NO.54
	Pandey 2024
	Effect of liraglutide on thigh muscle fat and muscle composition in adults with overweight or obesity: Results from a randomized clinical trial
	Ambarish Pandey
	2024
	Double-blinded, randomized, paralleled-group, placebo-controlled, 
phase 4 trial
	United States

	NO.55
	McGowan 2024
	Efficacy and safety of once-weekly semaglutide 2.4 mg versus placebo in people with obesity and prediabetes (STEP 10): a randomised, double-blind, placebo-controlled, multicentre phase 3 trial
	Barbara M McGowan
	2024
	Double-blinded, randomized, paralleled-group, placebo-controlled, 
phase 3 trial
	Canada, Denmark, Finland, Spain, United Kingdom




Supplementary Table 3. (continued)
	NO.
	Study ID
	Registered number
	Number of participants
	Race, n (%)

	NO.1
	Luther 2021
	NCT03101930
	93
	Asian 3 (3.2)
Black or African American 13 (14.0)
White 75 (80.6)
More than one race 2 (2.2)

	NO.2
	Wilkinson 2023
	NCT03548935
	1961
	American Indian or Alaska Native 27 (1.4)
Asian 261 (13.3)
Native Hawaiian or Other Pacific Islander 2 (0.1)
Black or African American 111 (5.7)
White 1472 (75.1)
More than one race 33 (1.7)
Unknown or Not Reported 55 (2.8)

	NO.3
	Papamargaritis 2023
	NCT03693430
	304
	White 283 (93.1)
Black or African American 12 (3.9)
American Indian or Alaska Native 3 (1.0)
Asian 2 (0.7)
Other 4 (1.3)

	NO.4
	Liping 2023
	ChiCTR2200063693
	39
	Asian 39 (100.0)

	NO.5
	Lau 2016
	NCT01272219
	2285
	NA

	NO.6
	Kim 2014
	NCT01784965
	69
	Non-Hispanic white 36 (52.2)

	NO.7
	Richelsen 2006
	NA
	309
	NA

	NO.8
	Broom 2002
	NA
	531
	NA

	NO.9
	Pedersen 2022
	NCT00627744
	71
	NA

	NO.10
	Rezki 2020
	NCT01521312
	24
	NA

	NO.11
	Nahon 2018
	NCT02294084
	29
	NA

	NO.12
	Rosenstock 2007
	NCT00237250
	179
	Caucasian 161 (89.9)
Hispanic or Latino 11 (6.1)
Black 4 (2.2)
All other 3 (1.7)

	NO.13
	Hankosky 2023
	NCT04184622
	2539
	American Indian or Alaska Native 231 (9.1)
Asian 276 (10.9)
Native Hawaiian or Other Pacific Islander 9 (0.4)
Black or African American 201 (7.9)
White 1792 (70.6)
More than one race 30 (1.2)
Unknown or Not Reported 0 (0.0)

	NO.14
	Ramírez 2020
	NCT02700334
	24
	NA

	NO.15
	Lundkvist 2017
	NCT02313220
	50
	NA

	NO.16
	González 2020
	NCT03006471
	30
	Hispanic or Latino 30 (100.0)

	NO.17
	Kirkman 2006
	NA
	219
	White 171 (78.1)
African American 41 (18.7)
Asian 3 (1.4)
Hispanic 4 (1.8)

	NO.18
	Laube 1998
	NA
	12
	NA

	NO.19
	Chiasson 1996
	NA
	18
	Caucasian 18 (100.0)

	NO.20
	Abushama 2024
	NA
	40
	NA

	NO.21
	Portillo 2019
	NCT00994682
	101
	Hispanic or Latino 68 (67.3)
Other 33 (32.7)

	NO.22
	DeFronzo 2011
	NCT00220961
	612
	NA

	NO.23
	Kim 2006
	NA
	99
	Asian 99 (100.0)

	NO.24
	Hung 2005
	NA
	30
	Asian 30 (100.0)

	NO.25
	Bennett 2004
	NA
	17
	NA

	NO.26
	Guerrero 2003
	NA
	60
	NA

	NO.27
	Cavaghan 1997
	NA
	21
	NA

	NO.28
	Mirsa 2021
	NCT02513888
	132
	NA

	NO.29
	Bhatt 2020
	NCT02513875
	121
	Asian Indian 121 (100)

	NO.30
	Wallace 2019
	NCT01889810
	66
	NA

	NO.31
	Niroomand 2019
	IRCT2013050413223N1
	162
	NA

	NO.32
	Althani 2019
	NCT02098980
	132
	NA

	NO.33
	Zarrin 2017
	NA
	120
	NA

	NO.34
	Lucas 2016
	NCT01726777
	71
	White 31(49.7)
Non-white 40 (50.3)

	NO.35
	Jorde 2016
	NCT00685594
	511
	NA

	NO.36
	Forouhi 2016
	ISRCTN86515510
	340
	White 269 (79.1)
Non-white 69 (20.9)

	NO.37
	Tuomainen 2015
	NCT01479933
	73
	NA

	NO.38
	Kuchay 2015
	NA
	137
	NA

	NO.39
	Sollid 2014
	NCT00685594
	511
	NA

	NO.40
	Bruhn 2023
	NCT02695810
	90
	White 85 (70.8)
Other 8 (29.2)

	NO.41
	Alvarez 2021
	NCT04088461
	20
	NA

	NO.42
	Guardado 2020
	CI-HRAEB-2015-009
	144
	NA

	NO.43
	Bulatova 2018
	NA
	53
	NA

	NO.44
	Alfawaz 2018
	NA
	294
	NA

	NO.45
	Viskochil 2017
	NCT01960205
	17
	NA

	NO.46
	González 2017
	NA
	16
	NA

	NO.47
	Maruthur 2013
	NCT00004992
	3041
	Caucasian 1672 (55.0)
African American 587 (19.3)
Hispanic 466 (15.3)
Asian 142(4.7)
American Indian 172 (5.7)

	NO.48
	Malin 2011
	NA
	16
	NA

	NO.49
	Snehalatha 2008
	NA
	247
	NA

	NO.50
	Biarnés 2005
	NA
	31
	NA

	NO.51
	Lehtovirta 2001
	NA
	40
	NA

	NO.52
	Wang 2017
	NCT01960205
	25
	Asian 25 (100.0)

	NO.53
	He 2025
	NCT04727580
	99
	Asian 99 (100.0)

	NO.54
	Pandey 2024
	NCT03038620
	128
	Black or African American 47 (36.7)
White 78 (60.9)
Unknown or Not Reported 3 (2.3)

	NO.55
	McGowan 2024
	NCT05040971
	207
	White 183 (88.4)
Asian 9 (4.3)
Black or African American 9 (4.3)
Other 5 (2.4)
Alaska Native 1 (0.5)






Supplementary Table 3. (continued)
	NO.
	Study ID
	Intervention

	
	
	I 1
	I 2
	I 3
	C 1

	NO.1
	Luther 2021
	Liraglutide 1.8mg
	
	
	Sitagliptin 100mg

	NO.2
	Wilkinson 2023
	Semaglutide SC 2.4mg
	
	
	Placebo

	NO.3
	Papamargaritis 2023
	Semaglutide SC 2.4mg
	
	
	Placebo

	NO.4
	Liping 2023
	Liraglutide 1.2mg
	
	
	Lifestyle intervention

	NO.5
	Lau 2016
	Liraglutide 3mg
	
	
	Placebo

	NO.6
	Kim 2014
	Liraglutide 1.8mg
	
	
	Placebo

	NO.7
	Richelsen 2006
	Orlistat 120mg
	
	
	Placebo

	NO.8
	Broom 2002
	Orlistat 120mg
	
	
	Placebo

	NO.9
	Pedersen 2022
	Sitagliptin 100mg
	
	
	Placebo

	NO.10
	Rezki 2020
	Saxagliptin 5mg
	
	
	Placebo

	NO.11
	Nahon 2018
	Sitagliptin 100mg
	
	
	Placebo

	NO.12
	Rosenstock 2007
	Vildagliptin 50mg
	
	
	Placebo

	NO.13
	Hankosky 2023
	Tirzepatide 5mg
	Tirzepatide 10mg
	Tirzepatide 15mg
	Placebo

	NO.14
	Ramírez 2020
	Dapagliflozin 10mg
	
	
	Placebo

	NO.15
	Lundkvist 2017
	Dapagliflozin 10mg
+Exenatide 2mg
	
	
	Placebo

	NO.16
	González 2020
	Dapagliflozin 10mg
	
	
	Placebo

	NO.17
	Kirkman 2006
	Arcarbose 100mg
	
	
	Placebo

	NO.18
	Laube 1998
	Arcarbose 100mg
	
	
	Placebo

	NO.19
	Chiasson 1996
	Arcarbose 100mg
	
	
	Placebo

	NO.20
	Abushama 2024
	Rosiglitazone 4mg
	
	
	Placebo

	NO.21
	Portillo 2019
	Pioglitazone 45mg
	
	
	Placebo

	NO.22
	DeFronzo 2011
	Pioglitazone 45mg
	
	
	Placebo

	NO.23
	Kim 2006
	Rosiglitazone 4mg
	
	
	Placebo

	NO.24
	Hung 2005
	Rosiglitazone 4mg
	
	
	Placebo

	NO.25
	Bennett 2004
	Rosiglitazone 4mg
	
	
	Placebo

	NO.26
	Guerrero 2003
	Pioglitazone 30mg
	
	
	Lifestyle intervention

	NO.27
	Cavaghan 1997
	Troglitazone 400mg
	
	
	Placebo

	NO.28
	Mirsa 2021
	Vitamin D3 1500μg
	
	
	Lifestyle intervention

	NO.29
	Bhatt 2020
	Vitamin D3 1500μg
	
	
	Lifestyle intervention

	NO.30
	Wallace 2019
	Vitamin D3 75μg
	
	
	Placebo

	NO.31
	Niroomand 2019
	Vitamin D3 1250μg
	
	
	Lifestyle intervention

	NO.32
	Althani 2019
	Vitamin D3 75μg
	
	
	Placebo

	NO.33
	Zarrin 2017
	Vitamin D3 25μg
	
	
	Placebo

	NO.34
	Lucas 2016
	Vitamin D3 700μg
	
	
	Placebo

	NO.35
	Jorde 2016
	Vitamin D3 500μg
	
	
	Placebo

	NO.36
	Forouhi 2016
	Vitamin D3 2500μg
	
	
	Placebo

	NO.37
	Tuomainen 2015
	Vitamin D3 40μg
	Vitamin D3 80μg
	
	Placebo

	NO.38
	Kuchay 2015
	Vitamin D3 1500μg
	
	
	Placebo

	NO.39
	Sollid 2014
	Vitamin D3 500μg
	
	
	Placebo

	NO.40
	Bruhn 2023
	Dapagliflozin 10mg
	Metformin 850mg
	
	Placebo

	NO.41
	Alvarez 2021
	Linagliptin 2.5mg
+Metformin 850mg
	
	
	Metformin 850mg

	NO.42
	Guardado 2020
	Linagliptin 2.5m
g+Metformin 850mg
	
	
	Metformin 850mg

	NO.43
	Bulatova 2018
	Metformin 850 mg
	
	
	Lifestyle intervention

	NO.44
	Alfawaz 2018
	Metformin 500mg
	
	
	Lifestyle intervention

	NO.45
	Viskochil 2017
	Metformin 1000mg
	
	
	Placebo

	NO.46
	González 2017
	Linagliptin 5mg
	
	
	Metformin 500mg

	NO.47
	Maruthur 2013
	Metformin 850mg
	
	
	Placebo

	NO.48
	Malin 2011
	Metformin 2000mg
	
	
	Placebo

	NO.49
	Snehalatha 2008
	Metformin 500mg
	
	
	Placebo

	NO.50
	Biarnés 2005
	Metformin 850mg
	
	
	Placebo

	NO.51
	Lehtovirta 2001
	Metformin 500mg
	
	
	Placebo

	NO.52
	Wang 2017
	Metformin 1500mg
	Saxagliptin 2.5mg
	Saxagliptin 5mg
	Lifestyle intervention

	NO.53
	He 2025
	Cofrogliptin 10mg
	Cofrogliptin 25mg
	
	Placebo

	NO.54
	Pandey 2024
	Liraglutide 3mg
	
	
	Placebo

	NO.55
	McGowan 2024
	Semaglutide SC 2.4mg
	
	
	Placebo





Supplementary Table 3. (continued)
	NO.
	Study ID
	Interventions
	Sample-size
	Wee-ks
	Age (SD), year
	Gender (Female), %
	Baseline, mean (SD)

	
	
	
	
	
	
	
	BW (kg)
	BMI (kg/m2)
	FPG (mg/dL)
	HbA1c (%)

	NO.1
	Luther 2021
	I1
	46
	14
	49.8 (9.9)
	33 (71.7)
	NA
	NA
	95.3 (8.6)
	NA

	
	
	C1
	23
	
	52.8 (10.5)
	16 (69.6)
	NA
	NA
	97.6 (10.0)
	NA

	NO.2
	Wilkinson 2023
	I1
	1306
	68
	46.0 (13.0)
	351 (26.9)
	107.7 (21.3)
	38.3 (6.7)
	95.4 (10.8)
	5.7 (0.3)

	
	
	C1
	655
	
	47.0 (12.0)
	157 (24.0)
	107.3 (21.6)
	38.5 (6.6)
	95.4 (10.8)
	5.7 (0.3)

	NO.3
	Papamargaritis 2023
	I1
	152
	104
	47.3 (11.7)
	123 (80.9)
	105.6 (20.8)
	38.6 (6.7)
	95.4 (9.0)
	5.7 (0.3)

	
	
	C1
	152
	
	47.4 (10.3)
	113 (74.3)
	106.5 (23.1)
	38.5 (7.2)
	95.4 (10.8)
	5.7 (0.4)

	NO.4
	Liping 2023
	I1
	17
	24
	44.9 (14.7)
	11 (64.7)
	NA
	26.8 (2.47)
	107.5 (23.0)
	6.0 (0.4)

	
	
	C1
	22
	
	48.9 (10.1)
	15 (68.2)
	NA
	26.2 (4.33)
	108.4 (26.6)
	5.9 (0.3)

	NO.5
	Lau 2016
	I1
	1528
	56
	46.2 (11.6)
	1156 (75.7)
	107.6 (21.8)
	38.8 (6.4)
	99.0 (10.8)
	5.8 (0.3)

	
	
	C1
	757
	
	45.5 (12.0)
	581 (76.8)
	107.9 (21.8)
	39.0 (6.3)
	99.0 (9.0)
	5.7 (0.3)

	NO.6
	Kim 2014
	I1
	24
	14
	58.0 (7.0)
	16 (67.0)
	NA
	31.9 (2.7)
	106.2 (7.2)
	NA

	
	
	C1
	23
	
	58.0 (8.0)
	16 (64.0)
	NA
	31.9 (3.5)
	109.8 (7.2)
	NA

	NO.7
	Richelsen 2006
	I1
	153
	72
	47.2 (NA)
	77 (50.3)
	96.2 (17.9)
	37.4 (NA)
	96.1 (32.9)
	5.8 (0.9)

	
	
	C1
	156
	
	46.7 (NA)
	80 (51.3)
	97.6 (16.0)
	37.6 (NA)
	95.8 (27.7)
	5.8 (0.6)

	NO.8
	Broom 2002
	I1
	259
	52
	46.7(11.4)
	202 (78.0)
	100.9 (20.5)
	37.1 (6.4)
	NA
	NA

	
	
	C1
	263
	
	45.3 (11.5)
	207 (78.7)
	101.8 (19.8)
	37.0 (6.2)
	NA
	NA

	NO.9
	Pedersen 2022
	I1
	34
	12
	67.7 (8.7)
	5 (15.0)
	84.0 (11.0)
	27.4 (3.0)
	109.8 (12.6)
	5.8 (0.3)

	
	
	C1
	37
	
	66.5 (9.0)
	8 (22.0)
	83.0 (13.0)
	26.8 (3.0)
	111.6 (12.6)
	5.8 (0.41)

	NO.10
	Rezki 2020
	I1
	12
	12
	40.0 (10.7)
	10 (83.3)
	107.5 (18.5)
	37.4 (4.1)
	99.0 (12.6)
	5.6 (0.3)

	
	
	C1
	12
	
	49.8 (14.6)
	9 (75.0)
	97.2 (14.5)
	36.2 (5.6)
	99.0 (14.4)
	5.7 (0.5)

	NO.11
	Nahon 2018
	I1
	14
	12
	45.3 (6.4)
	NA
	95.4 (11.6)
	29.6 (3.4)
	106.2 (12.6)
	NA

	
	
	C1
	15
	
	67.7 (8.7)
	NA
	93.7 (6.2)
	27.8 (1.5)
	113.4 (12.6)
	NA

	NO.12
	Rosenstock 2007
	I1
	90
	12
	57.1(10.7)
	47 (42.2)
	NA
	31.7 (4.8)
	111.6 (12.6)
	5.9 (0.5)

	
	
	C1
	89
	
	59.8(11.5)
	51 (47.3)
	NA
	30.9 (5.3)
	109.8 (12.6)
	5.9 (0.4)

	NO.13
	Hankosky 2023
	I1
	630
	24
	45.6 (12.7)
	426 (67.6)
	NA
	37.4 (6.6)
	95.4 (9.7)
	5.6 (0.4)

	
	
	I2
	636
	
	44.7 (12.4)
	427 (67.1)
	NA
	38.2 (7.0)
	95.5 (10.7)
	5.6 (0.4)

	
	
	I3
	630
	
	44.9 (12.3)
	425 (67.5)
	NA
	38.1 (6.7)
	95.3 (10.3)
	5.6 (0.4)

	
	
	C1
	643
	
	44.4 (12.5)
	436 (67.8)
	NA
	38.2 (6.9)
	95.7 (9.5)
	5.6 (0.4)

	NO.14
	Ramírez 2020
	I1
	12
	12
	51.1 (6.3)
	8 (66.7)
	80.8 (16.3)
	30.3 (3.5)
	106.2 (7.7)
	5.8 ((0.3)

	
	
	C1
	12
	
	46.7 (9.8)
	9 (75.0)
	83.5 (8.2)
	33.0 (2.2)
	108.0 (7.7)
	5.8 (0.5)

	NO.15
	Lundkvist 2017
	I1
	25
	24
	53.3 (13.5)
	15 (60.0)
	106.4 (15.6)
	35.8 (2.9)
	106.2 (11.3)
	5.6 (0.4)

	
	
	C1
	24
	
	50.0 (11.8)
	15 (62.5)
	102.7 (17.3)
	35.0 (3.7)
	104.9 (7.7)
	5.6 (0.3)

	NO.16
	González 2020
	I1
	15
	12
	47.0 (7.0)
	11 (73.3)
	74.0 (10.0)
	30.0 (2.0)
	113.4 (5.4)
	5.9 (0.5)

	
	
	C1
	15
	
	50.0 (5.0)
	8 (53.3)
	80.0 (12.0)
	31.0 (2.0)
	108.0 (7.2)
	5.8 (0.3)

	NO.17
	Kirkman 2006
	I1
	74
	48
	53.7 (11.0)
	73 (67.0)
	97.4 (19.1)
	35.1 (7.2)
	122.1 (13.9)
	6.4 (0.6)

	
	
	C1
	78
	
	53.7 (11.7)
	72 (65.4)
	99.9 (23.1)
	35.2 (7.1)
	120.8 (13.4)
	6.3 (0.6)

	NO.18
	Laube 1998
	I1
	6
	12
	55.3 (8.14)
	NA
	85.1 (7.8)
	28.5 (2.0)
	119.6 (7.7)
	NA

	
	
	C1
	6
	
	50.0 (6.23)
	NA
	88.7 (12.8)
	28.1 (1.4)
	110.4 (22.7)
	NA

	NO.19
	Chiasson 1996
	I1
	8
	16
	56.1 (8.2)
	3 (37.5)
	NA
	NA
	106.2 (10.1)
	5.9 (0.7)

	
	
	C1
	10
	
	55.4 (9.17)
	4 (40.0)
	NA
	NA
	104.4 (5.8)
	6.0 (0.2)

	NO.20
	Abushama 2024
	I1
	19
	48
	52.3 (9.9)
	8 (42.1)
	NA
	31.5 (4.5)
	99.3 (9.5)
	5.6 (0.4)

	
	
	C1
	19
	
	50.4 (7.8)
	6 (31.5)
	NA
	35.1 (3.0)
	97.9 (8.5)
	5.8 (0.3)

	NO.21
	Portillo 2019
	I1
	46
	72
	52.0 (6.8)
	13 (28.3)
	98.0 (13.6)
	34.2 (4.7)
	125.0 (27.1)
	6.4 (1.4)

	
	
	C1
	46
	
	50.0 (13.6)
	14 (30.4)
	100.0 (13.6)
	34.7 (4.7)
	122.0 (27.1)
	6.4 (0.7)

	NO.22
	DeFronzo 2011
	I1
	303
	120
	53.0 (7.0)
	175 (58.0)
	NA
	33.0 (7.0)
	105.0 (6.7)
	5.5 (6.7)

	
	
	C1
	299
	
	51.5 (12.1)
	173 (58.0)
	NA
	34.5 (6.9)
	105.0 (6.9)
	5.5 (6.9)

	NO.23
	Kim 2006
	I1
	45
	12
	54.2 (11.9)
	19 (42.2)
	70.9 (11.6)
	27.1 (3.2)
	111.6 (10.8)
	5.8 (0.5)

	
	
	C1
	40
	
	53.4 (9.8)
	17 (42.5)
	68.4 (9.9)
	26.2 (2.8)
	109.8 (10.8)
	5.8 (0.4)

	NO.24
	Hung 2005
	I1
	15
	12
	55.4 (11.2)
	8 (53.3)
	NA
	24.6 (2.3)
	97.2 (27.9)
	6.4 (0.8)

	
	
	C1
	15
	
	54.8 (11.6)
	9 (60.0)
	NA
	24.2 (2.3)
	97.2 (13.9)
	6.3 (0.8)

	NO.25
	Bennett 2004
	I1
	8
	12
	62.7 (12.7)
	4 (44.4)
	79.6 (12.3)
	30.18 (4.95)
	102.4 (12.2)
	NA

	
	
	C1
	9
	
	56.8 (13.2)
	4 (44.4)
	81.9 (13.5)
	28.83 (4.95)
	105.7 (13.9)
	NA

	NO.26
	Guerrero 2003
	I1
	30
	12
	39.3 (14.3)
	NA
	80.1 (19.1)
	30.7 (5.8)
	111.9 (27.2)
	NA

	
	
	C1
	30
	
	42.2 (6.8)
	NA
	77.4 (12.2)
	29.1 (3.1)
	107.6 (13.3)
	NA

	NO.27
	Cavaghan 1997
	I1
	14
	12
	46 (15.0)
	11 (78.6)
	101 (15.0)
	35.7 (5.99)
	100.8 (13.5)
	NA

	
	
	C1
	7
	
	42 (10.6)
	7 (100)
	106 (13.2)
	38.9 (6.09)
	97.2 (9.5)
	NA

	NO.28
	Mirsa 2021
	I1
	58
	24
	48.1 (6.7)
	100 (100.0)
	NA
	NA
	NA
	6.81 (2.01)

	
	
	C1
	58
	
	46.1 (8.1)
	100 (100.0)
	NA
	NA
	NA
	6.61 (1.81)

	NO.29
	Bhatt 2020
	I1
	61
	26
	NA
	100 (100.0)
	70.3 (17.5)
	31.1 (6.2)
	111.9(7.0)
	NA

	
	
	C1
	60
	
	NA
	100 (100.0)
	65.0 (11.7)
	30.5 (6.4)
	111.4(7.6)
	NA

	NO.30
	Wallace 2019
	I1
	35
	26
	52.4 (2.0)
	16 (45.7)
	NA
	34.7 (8.0)
	99 (10.8)
	5.57(2.53)

	
	
	C1
	31
	
	54.0 (1.7)
	11(35.5)
	NA
	33.9 (5.6)
	102.6 (12.6)
	5.75(2.61)

	NO.31
	Niroomand 2019
	I1
	60
	12
	45.0 (14.0)
	63 (77.8)
	82.0 (16.0)
	31.0 (6.0)
	107.0 (6.0)
	NA

	
	
	C1
	56
	
	48.0 (11.0)
	61 (75.3)
	85.0 (17.0)
	32.0(5.0)
	108.0 (8.0)
	NA

	NO.32
	Althani 2019
	I1
	57
	24
	45.5 (9.0)
	10 (17.5)
	86.3 (19.6)
	30.0 (6.2)
	109.8 (11.3)
	5.9 (0.2)

	
	
	C1
	75
	
	44.9 (8.9)
	12 (16.0)
	91.3 (18.9)
	32.0 (5.9)
	113.4 (13.1)
	5.9 (0.2)

	NO.33
	Zarrin 2017
	I1
	51
	12
	48.1 (7.6)
	27 (52.9)
	77.3 (13.2)
	28.7 (4.3)
	108.3 (7.1)
	5.7 (0.5)

	
	
	C1
	53
	
	48.4 (7.7)
	27 (50.9)
	75.6 (14.4)
	28.9 (4.9)
	109.3(7.0)
	5.5 (0.5)

	NO.34
	Lucas 2016
	I1
	35
	24
	49.1 (13.9)
	18 (51.4)
	NA
	30.1 (3.9)
	104.6 (15.7)
	5.8 (0.5)

	
	
	C1
	36
	
	45.6 (14.3)
	20 (56.0)
	NA
	31.7 (4.9)
	101.9 (13.1)
	5.7 (0.4)

	NO.35
	Jorde 2016
	I1
	256
	48
	62.3 (8.1)
	95 (37.1)
	NA
	30.1 (4.1)
	110.0 (8.0)
	6.0 (0.3)

	
	
	C1
	255
	
	61.9 (9.2)
	102 (40.0)
	NA
	29.8 (4.4)
	109.0 (9.0)
	6.0 (0.3)

	NO.36
	Forouhi 2016
	I1
	114
	16
	52.5 (8.2)
	NA
	NA
	29.0 (5.5)
	NA
	5.9 (0.3)

	
	
	C1
	114
	
	52.4 (8.5)
	NA
	NA
	28.3 (5.0)
	NA
	5.9 (0.4)

	NO.37
	Tuomainen 2015
	I1
	24
	20
	NA
	NA
	NA
	NA
	NA
	NA

	
	
	I2
	21
	
	NA
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	21
	
	NA
	NA
	NA
	NA
	NA
	NA

	NO.38
	Kuchay 2015
	I1
	56
	24
	47.6 (9.5)
	NA
	NA
	25.9 (2.6)
	109.0 (6.0)
	5.9 (0.3)

	
	
	C1
	55
	
	48.5 (11.8)
	NA
	NA
	25.2 (3.1)
	110.0 (6.0)
	5.9 (0.2)

	NO.39
	Sollid 2014
	I1
	242
	48
	62.3 (8.1)
	95 (37.1)
	NA
	30.1 (4.1)
	110.2 (8.5)
	6.0 (0.3)

	
	
	C1
	242
	
	61.9 (9.2)
	102 (42.1)
	NA
	29.8 (4.4)
	109.4 (9)
	6.0 (0.3)

	NO.40
	Bruhn 2023
	I1
	30
	13
	61.4 (8.5)
	17 (57.0)
	91.7 (18.6)
	30.9 (4.5)
	100.8 (8.1)
	5.9 (0.4)

	
	
	I2
	30
	
	56.7 (8.4)
	17 (57.0)
	91.7 (16.4)
	30.1 (4.1)
	100.8 (13.7)
	5.6 ( 0.8)

	
	
	C1
	30
	
	57.2 (9.9)
	18 (60.0)
	94.9 (21.8)
	32.3 (6.6)
	99 (7.6)
	5.5 (0.4)

	NO.41
	Alvarez 2021
	I1
	19
	24
	53.0 (13.1)
	13 (68.4)
	75.0 (13.1)
	29.2 (4.8)
	96 (11.2)
	5.6 (0.4)

	
	
	C1
	14
	
	52.0 (7.5)
	12 (85.7)
	73.0 (15.0)
	28.7 (6.0)
	103.0 (8.7)
	5.4 (0.4)

	NO.42
	Guardado 2020
	I1
	74
	24
	50.0 (9.0)
	49(66.2)
	81.0 (14.0)
	30.8 (5.0)
	103.0 (9.0)
	5.6 (0.4)

	
	
	C1
	70
	
	48.0 (11.0)
	39 (55.7)
	81.0 (14.0)
	30.5 (4.6)
	107.0 (7.0)
	5.4 (0.5)

	NO.43
	Bulatova 2018
	I1
	26
	12
	50.7 (10.2)
	56 (87.5)
	NA
	38.3 (8.3)
	109.5 (26.9)
	6.2 (0.4)

	
	
	C1
	27
	
	50.7 (1.9)
	25 (78.1)
	NA
	36.98 (1.6)
	108.0 (20.9)
	6.3 (0.4)

	NO.44
	Alfawaz 2018
	I1
	59
	24
	42.6 (6.9)
	42 (71.2)
	80.4 (14.9)
	32.1 (5.7)
	118.8 (9.0)
	NA

	
	
	C1
	85
	
	42.3 (11.2)
	64 (75.3)
	81.7 (13.9)
	32.6 (5.8)
	108.0 (7.2)
	NA

	NO.45
	Viskochil 2017
	I1
	9
	12
	46.3 (7.8)
	5 (55.6)
	96.5 (15.9)
	NA
	93.6 (10.8)
	NA

	
	
	C1
	8
	
	49.8 (11.0)
	6 (75.0)
	94.8 (15.0)
	NA
	95.4 (10.3)
	NA

	NO.46
	González 2017
	I1
	8
	12
	49.3 (5.7)
	5 (62.5)
	84.3 (19.1)
	31.2 (3.4)
	104.4 (10.8)
	6.1 (0.3)

	
	
	C1
	8
	
	51.9 (6.4)
	5 (62.5)
	81.6 (12.5)
	31.3 (3.6)
	99.0 (9.0)
	6.1 (0.3)

	NO.47
	Maruthur 2013
	I1
	1018
	24
	51.0 (9.6)
	672 (66.0)
	91.0 (18.5)
	NA
	106.2 (7.2)
	NA

	
	
	C1
	987
	
	50.0 (9.6)
	681 (69.0)
	91.0 (19.3)
	NA
	106.2 (7.2)
	NA

	NO.48
	Malin 2011
	I1
	8
	12
	45.0 (7.5)
	4 (50.0)
	101.5 (5.8)
	33.9 (5.2)
	100.8 (10.8)
	NA

	
	
	C1
	8
	
	49.8 (10.9)
	6 (75.0)
	93.5 (6.0)
	34.0 (6.3)
	104.4 (10.8)
	NA

	NO.49
	Snehalatha 2008
	I1
	123
	120
	46.0 (5.9)
	NA
	89.1 (9.4)
	25.5 (3.6)
	97.2 (14.4)
	NA

	
	
	C1
	124
	
	45.3 (5.6)
	NA
	89.7 (8.2)
	26.3 (3.7)
	99 (14.4)
	NA

	NO.50
	Biarnés 2005
	I1
	11
	12
	46.7 (7.8)
	6 (54.5)
	NA
	28.0 (4.5)
	110.1(9.9)
	NA

	
	
	C1
	12
	
	46.5 (6.7)
	7 (58.3)
	NA
	28.8 (4.0)
	106.9(8.9)
	NA

	NO.51
	Lehtovirta 2001
	I1
	20
	24
	57.3 (8.0)
	6 (30.0)
	91.0 (17.9)
	29.8 (4.0)
	95.4 (7.2)
	NA

	
	
	C1
	20
	
	58.6 (12.0)
	9 (45.0)
	87.8 (18.8)
	30.2 (3.2)
	97.2 (16.2)
	NA

	NO.52
	Wang 2017
	I1
	6
	24
	43.8 (11.4)
	3 (50.0)
	79.3 (10.8)
	28.3 (2.5)
	111.2 (11.5)
	6.2 (1.0)

	
	
	I2
	7
	
	38.8 (11.8)
	NA
	83.3 (12.2)
	28.7 (2.4)
	113.9 (4.5)
	6.1 (0.2)

	
	
	I3
	6
	
	46.2 (17.2)
	3 (50.0)
	73.8 (7.3)
	27.8 (2.0)
	114.5 (4.7)
	6.1 (0.2)

	
	
	C1
	5
	
	49.5 (10.7)
	NA
	77.8 (13.1)
	28.1 (2.6)
	115.7 (10.3)
	6.1 (0.2)

	NO.53
	He 2025
	I1
	32
	12
	51.0 (14.8)
	18 (54.6)
	75.1 (10.5)
	27.0 (3.2)
	102.2 (11.5)
	5.7 (0.3)

	
	
	I2
	31
	
	53.0 (17.8)
	21 (61.8)
	68.8 (12.0)
	25.3 (3.4)
	101.3 (9.0)
	5.7 (0.3)

	
	
	C1
	31
	
	53.0 (7.8)
	18 (56.2)
	70.7 (10.5)
	26.0 (2.9)
	103.9 (10.8)
	5.8 (0.3)

	NO.54
	Pandey 2024
	I1
	73
	40
	49.6 (9.8)
	67 (91.8)
	101.0 (17.9)
	37.2 (6.0)
	100.6 (12.9)
	NA

	
	
	C1
	55
	
	50.9 (8.8)
	51 (92.7)
	102.3 (17.9)
	38.1 (6.1)
	99.1 (14.4)
	NA

	NO.55
	McGowan 2024
	I1
	138
	52
	53.0 (11.0)
	100 (72.5)
	NA
	NA
	NA
	NA

	
	
	C1
	69
	
	53.0 (11.0)
	47 (68.1)
	NA
	NA
	NA
	NA


Data are mean (SD) or n (%) unless otherwise indicated. BW, body weight. BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated haemoglobin. NA, not applicable. SD, standard deviation.


Supplementary Table 3. (continued)
	NO.
	Study ID
	Interventions
	Baseline, mean (SD)

	
	
	
	Total Cholesterol (mg/dL)
	Total Triglyceride (mmol/L)
	HDL (mmol/L)
	LDL (mmol/L)

	NO.1
	Luther 2021
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.2
	Wilkinson 2023
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.3
	Papamargaritis 2023
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.4
	Liping 2023
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.5
	Lau 2016
	I1
	193.7 (NA)
	NA
	NA
	NA

	
	
	C1
	195.5 (NA)
	NA
	NA
	NA

	NO.6
	Kim 2014
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.7
	Richelsen 2006
	I1
	84.8 (22.7)
	1.5 (1.2)
	1.1 (0.3)
	3.0 (1.0)

	
	
	C1
	86.8 (19.4)
	1.6(1.4)
	1..1 (0.3)
	3.0 (1.0)

	NO.8
	Broom 2002
	I1
	104.4 (19.8)
	1.8 (0.8)
	1.4 (0.4)
	3.8 (0.9)

	
	
	C1
	102.6 (18.0)
	1.9 (1.0)
	1.4 (0.3)
	3.8 (0.9)

	NO.9
	Pedersen 2022
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.10
	Rezki 2020
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.11
	Nahon 2018
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.12
	Rosenstock 2007
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.13
	Hankosky 2023
	I1
	191.2 (39.7)
	8.3 (8.3)
	2.7 (0.7)
	6.3 (1.8)

	
	
	I2
	194.3 (38.7)
	7.9 (4.8)
	2.7 (0.7)
	6.5 (1.8)

	
	
	I3
	191.1 (38.0)
	7.9 (4.8)
	2.7 (0.7)
	6.3 (1.8)

	
	
	C1
	191.4 (39.2)
	8.2 (4.6)
	2.7 (0.7)
	6.4 (1.9)

	NO.14
	Ramírez 2020
	I1
	90 (16.2)
	1.5(0.5)
	1.6 (0.2)
	4.1 (0.9)

	
	
	C1
	84.6 (10.8)
	1.4(0.6)
	1.5 (0.2)
	3.9 (0.8)

	NO.15
	Lundkvist 2017
	I1
	96.12 (18)
	1.40 (0.57)
	1.3 (0.3)
	3.5 (0.9)

	
	
	C1
	96.3 (17.1)
	1.59 (0.59)
	1.3 (0.3)
	3.4 (0.9)

	NO.16
	González 2020
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.17
	Kirkman 2006
	I1
	195.1 (37.4)
	10.9 (6.3)
	2.1 (0.5)
	6.5 (2.0)

	
	
	C1
	195.0 (40.0)
	10.6 (5)
	2.1 (0.5)
	6.6 (2.0)

	NO.18
	Laube 1998
	I1
	NA
	7.3 (3.3)
	2.1 (0.2)
	NA

	
	
	C1
	NA
	10.2 (7.2)
	1.7 (0.5)
	NA

	NO.19
	Chiasson 1996
	I1
	NA
	2.4 (1.8)
	1.1 (0.2)
	NA

	
	
	C1
	NA
	2.2 (1.1)
	1.3 (0.5)
	NA

	NO.20
	Abushama 2024
	I1
	185.0 (33.9)
	9.7 (7.1)
	2.3 (0.3)
	6.2 (1.6)

	
	
	C1
	198.6 (40.4)
	13.2 (5.8)
	2.2 (0.6)
	6.2 (2.1)

	NO.21
	Portillo 2019
	I1
	NA
	NA
	2.2 (1.0)
	NA

	
	
	C1
	NA
	NA
	2.3 (1.0)
	NA

	NO.22
	DeFronzo 2011
	I1
	169 .0 (34.8)
	6.8 (2.9)
	NA
	5.8 (1.9)

	
	
	C1
	173.0 (34.6)
	6.7 (2.9)
	NA
	6.0 (1.9)

	NO.23
	Kim 2006
	I1
	95.4 (16.2)
	1.9(NA)
	1.2 (0.3)
	3.0 (0.7)

	
	
	C1
	95.4 (18)
	2.0(NA)
	1.1 (0.3)
	2.9 (1.0)

	NO.24
	Hung 2005
	I1
	76.5 (15.3)
	1.75(0.58)
	1.3 (0.3)
	2.7 (0.6)

	
	
	C1
	82.8 (14.6)
	2.2(1.24)
	1.3 (0.3)
	2.8 (0.8)

	NO.25
	Bennett 2004
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.26
	Guerrero 2003
	I1
	224.3 (63.6)
	13.4 (9.9)
	2.0 (1.0)
	7.8 (2.9)

	
	
	C1
	221.5 (56.3)
	10.1 (6.2)
	2.0 (0.6)
	7.6 (2.4)

	NO.27
	Cavaghan 1997
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.28
	Mirsa 2021
	I1
	209.4 (39.3)
	NA
	NA
	NA

	
	
	C1
	195.0 (46.0)
	NA
	NA
	NA

	NO.29
	Bhatt 2020
	I1
	182.1 (42.9)
	8 (4.2)
	2.3 (0.6)
	6.2 (1.9)

	
	
	C1
	188.8 (43.5)
	8.7 (3.4)
	2.4 (0.7)
	6.7 (1.7)

	NO.30
	Wallace 2019
	I1
	90.0 (19.8)
	NA
	1.3 (0.3)
	2.9 (0.8)

	
	
	C1
	91.8 (19.8)
	NA
	1.3 (0.3)
	3.0 (1.0)

	NO.31
	Niroomand 2019
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.32
	Althani 2019
	I1
	95.4 (15.5)
	1.6 (0.8)
	1.1 (0.3)
	3.4 (0.8)

	
	
	C1
	91.8 (17.1)
	1.5 (0.7)
	1.1 (0.2)
	3.4 (0.9)

	NO.33
	Zarrin 2017
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.34
	Lucas 2016
	I1
	92.7 (19.1)
	1.6 (0.9)
	1.2 (0.3)
	3.3 (0.9)

	
	
	C1
	86.04 (16.2)
	1.8 (1.0)
	1.1 (0.3)
	2.8 (0.8)

	NO.35
	Jorde 2016
	I1
	102.96 (19.1)
	1.4 (10.2)
	1.4 (0.3)
	3.7 (0.9)

	
	
	C1
	104.4 (19.4)
	1.3 (11.8)
	1.4 (0.4)
	3.7 (0.9)

	NO.36
	Forouhi 2016
	I1
	93.6 (16.2)
	NA
	1.3 (0.3)
	NA

	
	
	C1
	93.6 (19.8)
	NA
	1.3 (0.3)
	NA

	NO.37
	Tuomainen 2015
	I1
	NA
	NA
	NA
	NA

	
	
	I2
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.38
	Kuchay 2015
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.39
	Sollid 2014
	I1
	102.96 (19.1)
	1.6 (0.9)
	1.4 (0.3)
	3.7 (0.9)

	
	
	C1
	104.4 (19.4)
	1.7 (1.2)
	1.4 (0.4)
	3.7 (0.9)

	NO.40
	Bruhn 2023
	I1
	91.8 (19.8)
	1.2 (0.5)
	1.4 (0.4)
	3.0 (1.0)

	
	
	I2
	97.2 (19.8)
	1.2 (0.7)
	1.5 (0.6)
	3.2 (1.0)

	
	
	C1
	86.4 (16.2)
	1.1 (0.6)
	1.3 (0.4)
	2.9 (0.9)

	NO.41
	Alvarez 2021
	I1
	176.0 (26.15)
	10.6 (6.5)
	2.5 (0.7)
	NA

	
	
	C1
	210.0 (22.45)
	9.8 (5.4)
	2.7 (0.6)
	NA

	NO.42
	Guardado 2020
	I1
	194.0 (34)
	10.6 (5.2)
	2.4 (1.3)
	6.2 (1.8)

	
	
	C1
	194.0 (35)
	9.8 (4.1)
	2.3 (0.6)
	6.9 (1.9)

	NO.43
	Bulatova 2018
	I1
	200.2 (32.4)
	7.8 (3.6)
	2.8 (0.7)
	7.4 (1.7)

	
	
	C1
	196.4 (37.6)
	7.8 (0.7)
	2.8 (0.7)
	7.3 (1.8)

	NO.44
	Alfawaz 2018
	I1
	86.4 (21.6)
	1.6 (0.6)
	1.2 (0.4)
	NA

	
	
	C1
	86.4 (18.0)
	1.4 (0.7)
	1.1 (0.3)
	NA

	NO.45
	Viskochil 2017
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.46
	González 2017
	I1
	104.4 (14.4)
	2.5 (1.3)
	1.2(0.1)
	4.0 (1.1)

	
	
	C1
	115.2 (18.0)
	2.8 (1.0)
	1.0(0.3)
	3.4 (1.3)

	NO.47
	Maruthur 2013
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.48
	Malin 2011
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.49
	Snehalatha 2008
	I1
	187.4 (28.7)
	1.4 (3.6)
	1.1 (0.2)
	3.4 (0.9)

	
	
	C1
	185.0 (33.1)
	1.6 (7.0)
	1.1 (0.2)
	3.1 (0.8)

	NO.50
	Biarnés 2005
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.51
	Lehtovirta 2001
	I1
	97.02 (16.2)
	1.5 (0.7)
	NA
	NA

	
	
	C1
	99.0 (16.2)
	1.4 (0.5)
	NA
	NA

	NO.52
	Wang 2017
	I1
	82.6 (25.6)
	2.0 (0.6)
	1.1 (0.1)
	2.8 (1.1)

	
	
	I2
	88.02 (21.6)
	2.1 (0.7)
	1.1 (0.2)
	2.7 (0.5)

	
	
	I3
	93.78 (26.8)
	2.2 (0.6)
	1.3 (0.4)
	2.6 (0.6)

	
	
	C1
	95.04 (15.5)
	2.3 (0.8)
	1.3 (0.4)
	2.9 (0.6)

	NO.53
	He 2025
	I1
	NA
	NA
	NA
	NA

	
	
	I2
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.54
	Pandey 2024
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA

	NO.55
	McGowan 2024
	I1
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA


HDL, high-density lipoprotein. LDL, low-density lipoprotein.


Supplementary Table 3. (continued)
	NO.
	Intervention
	Changes from baseline, mean (SD)

	
	
	BW (kg)
	BMI (kg/m2)
	FPG (mg/dL)
	HbA1c (%)
	TC (mg/dL)
	TG
(mmol/L)
	HDL (mmol/L)
	LDL (mmol/L)

	NO.1
	I1
	-2.7 (3.4)
	NA
	-10.1 (8.0)
	NA
	NA
	NA
	NA
	NA

	
	C1
	-0.7 (2.1)
	NA
	-1.0 (8.7)
	NA
	NA
	NA
	NA
	NA

	NO.2
	I1
	-16.1 (10.6)
	-5.8 (3.8)
	-9.2 (10.9)
	-0.5 (0.3)
	NA
	NA
	NA
	NA

	
	C1
	-2.9 (7.2)
	-1.0 (2.5)
	-0.4 (12.7)
	-0.2 (0.3)
	NA
	NA
	NA
	NA

	NO.3
	I1
	-16.9 (14.0)
	-6.2 (5.3)
	-8.3 (9.6)
	-0.5 (0.3)
	NA
	NA
	NA
	NA

	
	C1
	-2.1 (9.5)
	-0.7 (3.5)
	1.8 (10.8)
	-0.1 (0.3)
	NA
	NA
	NA
	NA

	NO.4
	I1
	NA
	-3.5 (0.7)
	-4 (1.1)
	-0.8 (0.1)
	NA
	NA
	NA
	NA

	
	C1
	NA
	-0.1 (0.1)
	0.2 (0.4)
	-0.0 (0.02)
	NA
	NA
	NA
	NA

	NO.5
	I1
	-6.1 (7.3)
	NA
	-7.8 (8.3)
	-0.3 (0.4)
	-2.9 (11.6)
	NA
	NA
	NA

	
	C1
	-1.9 (6.3)
	NA
	-0.5 (9.0)
	-0.1 (0.3)
	-1.2 (13.6)
	NA
	NA
	NA

	NO.6
	I1
	-3.3 (2.0)
	NA
	-8.8 (7.5)
	NA
	NA
	NA
	NA
	NA

	
	C1
	-6.8 (2.4)
	NA
	0.1 (7.6)
	NA
	NA
	NA
	NA
	NA

	NO.7
	I1
	-11.7 (16.0)
	NA
	-12.1 (32.9)
	-0.3 (0.9)
	-6.5(22.7)
	-0.3 (1.2)
	0.1 (0.3)
	-0.3 (1.0)

	
	C1
	-9.6 (16.0)
	NA
	-8.1 (27.7)
	-0.3 (0.6)
	-2.3(19.4)
	-0.3 (1.4)
	0.1 (0.3)
	-0.1 (0.9)

	NO.8
	I1
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	NO.9
	I1
	-1.4 (3.0)
	-0.5 (1.0)
	-5.4 (16.2)
	NA
	NA
	NA
	NA
	NA

	
	C1
	-0.8 (2.0)
	-0.3 (0.8)
	-3.6 (12.6)
	NA
	NA
	NA
	NA
	NA

	NO.10
	I1
	NA
	NA
	1.8 (13.5)
	0 (0.4)
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	5.4 (13.5)
	0 (0.5)
	NA
	NA
	NA
	NA

	NO.11
	I1
	NA
	NA
	0 (12.6)
	NA
	7.0 (40.5)
	NA
	NA
	NA

	
	C1
	NA
	NA
	-3.6 (14.4)
	NA
	4.9 (25.9)
	NA
	NA
	NA

	NO.12
	I1
	-0.6 (0.2)
	NA
	-0.5 (1.1)
	-0.1 (0.03)
	NA
	NA
	NA
	NA

	
	C1
	-0.1 (0.2)
	NA
	0 (1.1)
	0.0 (0.03)
	NA
	NA
	NA
	NA

	NO.13
	I1
	NA
	-4.3 (6.6)
	-7.9 (9.2)
	NA
	-15.6 (38.2)
	-1.9 (7.2)
	-0.1 (0.7)
	-0.5 (1.8)

	
	I2
	NA
	-5.3 (7.1)
	-9.3 (11.4)
	NA
	-16.6 (36.7)
	-1.7 (4.2)
	-0.1 (0.7)
	-0.5 (1.8)

	
	I3
	NA
	-5.6 (6.7)
	-10.2 (9.6)
	NA
	-20.2 (36.5)
	-0.2 (0.5)
	-0.2 (0.7)
	-0.6 (1.7)

	
	C1
	NA
	-1.1 (6.9)
	-0.6 (10.8)
	NA
	-2.8 (38.8)
	-0.2 (0.5)
	0.0 (0.7)
	-0.1 (1.9)

	NO.14
	I1
	-4.7 (12.9)
	-1.1 (3.3)
	-14.4 (6.5)
	-0.1 (0.3)
	-3.6 (16.2)
	-0.1 (0.5)
	-0.1 (0.6)
	-0.2 (0.9)

	
	C1
	-2.7 (14.1)
	-0.4 (2.3)
	-1.8 (9)
	0.1 (0.5)
	0.0 (12.6)
	0.0 (0.5)
	0.1 (0.2)
	-0.2 (0.9)

	NO.15
	I1
	-4.5 (3.9)
	NA
	-5.6 (8.5)
	-0.4 (0.2)
	-3.1(11.2)
	-0.3 (0.5)
	0.0 (0.2)
	-0.2 (0.5)

	
	C1
	-0.4 (4.0)
	NA
	-4.5 (8.8)
	-0.2 (0.2)
	-4.7(11.7)
	-0.1 (0.5)
	-0.1 (0.2)
	-0.3 (0.7)

	NO.16
	I1
	-1.0 (10.0)
	-2.0 (2.0)
	-9.0 (7.9)
	-0.5 (0.5)
	NA
	NA
	NA
	NA

	
	C1
	-2.0 (12.0)
	-2.0 (8.2)
	1.8 (11)
	0.1 (0.4)
	NA
	NA
	NA
	NA

	NO.17
	I1
	NA
	NA
	-7.8 (15.2)
	-0.2 (0.7)
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	-4.6 (15.4)
	-0.1 (0.6)
	NA
	NA
	NA
	NA

	NO.18
	I1
	-1.3 (8.1)
	-1.4 (2.1)
	NA
	NA
	NA
	-1.1 (3.0)
	0.2 (0.5)
	NA

	
	C1
	-0.5 (13.3)
	-0.1 (1.5)
	NA
	NA
	NA
	3.9 (9.5)
	0.4 (0.7)
	NA

	NO.19
	I1
	NA
	-0.5 (6.7)
	-1.8 (10.3)
	-0.0 (0.6)
	NA
	-0.4 (1.2)
	0.0 (0.5)
	NA

	
	C1
	NA
	0.1 (2.8)
	-1.8 (11.3)
	-0.3 (0.4)
	NA
	-0.6 (1.6)
	0.0 (0.2)
	NA

	NO.20
	I1
	NA
	NA
	-6.2 (2.7)
	0.1 (0.1)
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	1.2 (2.8)
	0.1 (0.1)
	NA
	NA
	NA
	NA

	NO.21
	I1
	2.0 (17.9)
	0.6 (5.12)
	-16.0 (23.5)
	-0.5 (1.2)
	NA
	NA
	NA
	NA

	
	C1
	0.0 (17.9)
	-0.1 (5.12)
	-1.0 (27.1)
	-0.1 (0.7)
	NA
	NA
	NA
	NA

	NO.22
	I1
	NA
	NA
	-4.0 (0.1)
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	-10.7 (0.9)
	NA
	NA
	NA
	NA
	NA

	NO.23
	I1
	-0.7 (11.5)
	-0.2 (3.2)
	-3.6 (10.1)
	-0.1 (0.4)
	-1.8 (16.2)
	NA
	0.1 (0.4)
	0.0 (0.7)

	
	C1
	-0.5 (9.8)
	-0.2 (2.8)
	5.4 (11.9)
	-0.1 (0.4)
	-3.6 (18.9)
	NA
	0.1 (0.3)
	0.0 (1.0)

	NO.24
	I1
	NA
	0.0 (3.1)
	-1.8 (25.2)
	-0.1 (0.8)
	9.9 (13.9)
	0.1 (0.7)
	0.2 (0.3)
	0.7 (0.6)

	
	C1
	NA
	-0.3 (2.3)
	1.8 (13.9)
	-0.1 (0.8)
	-3.2(12.8)
	-0.2 (1.2)
	0.0 (0.3)
	-0.1 (0.7)

	NO.25
	I1
	NA
	NA
	-5.0 (12.1)
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	-0.9 (12.2)
	NA
	NA
	NA
	NA
	NA

	NO.26
	I1
	-0.6 (18.3)
	-0.3 (5.7)
	-31.9 (23.7)
	NA
	-8.2 (55.2)
	-6.1 (9.2)
	0.2 (0.9)
	-0.3 (2.8)

	
	C1
	-0.6 (12.2)
	-0.1 (3.1)
	-9.4 (11.9)
	NA
	-1.4 (52.1)
	0.0 (5.5)
	0.1 (0.6)
	-0.1 (2.4)

	NO.27
	I1
	NA
	0.6 (6.0)
	0.0 (13.5)
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	0.3 (6.0)
	3.6 (12.6)
	NA
	NA
	NA
	NA
	NA

	NO.28
	I1
	NA
	NA
	NA
	-1.2 (1.6)
	-33.4 (41.0)
	NA
	NA
	NA

	
	C1
	NA
	NA
	NA
	-1.1 (1.6)
	-31 (47.03)
	NA
	NA
	NA

	NO.29
	I1
	NA
	NA
	-1.0 (7.9)
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	0.4 (7.8)
	NA
	NA
	NA
	NA
	NA

	NO.30
	I1
	NA
	0.5 (8.3)
	0.0 (9)
	0.2 (2.6)
	NA
	NA
	NA
	NA

	
	C1
	NA
	0.5 (5.7)
	1.8 (14.8)
	0.1 (2.6)
	NA
	NA
	NA
	NA

	NO.31
	I1
	-2.0 (15.5)
	-1.0 (6.0)
	-5.0 (7.2)
	NA
	NA
	NA
	NA
	NA

	
	C1
	-1.0 (14.5)
	-1.0 (5.0)
	-6.0 (8.0)
	NA
	NA
	NA
	NA
	NA

	NO.32
	I1
	0.2 (4.2)
	0.1 (1.4)
	5.4 (17.1)
	-0.0 (0.5)
	-5.8 (13.5)
	0.2 (1.2)
	0.0 (0.1)
	-0.2 (0.9)

	
	C1
	-0.6 (3.4)
	-0.2 (1.2)
	2.3 (26.6)
	0.0 (0.3)
	-1.4 (18.0)
	0.2 (1.8)
	0.0 (0.4)
	-0.1 (0.8)

	NO.33
	I1
	-1.4 (14.0)
	-0.5 (4.3)
	-4.6 (11.4)
	NA
	NA
	NA
	NA
	NA

	
	C1
	-0.4 (14.6)
	-0.1 (5.0)
	-2.1 (9.2)
	NA
	NA
	NA
	NA
	NA

	NO.34
	I1
	NA
	0.4 (0.9)
	-1.1 (11.9)
	0.0 (0.7)
	-2.7 (11.7)
	0.1 (0.9)
	0.0(0.1)
	-0.3 (0.6)

	
	C1
	NA
	0.4 (1.4)
	0.5 (10.8)
	0.0 (0.3)
	0.7(8.8)
	-0.1 (0.5)
	0.1 (0.1)
	0.0 (0.4)

	NO.35
	I1
	NA
	0.2 (4.3)
	3.0 (11.4)
	0.1 (0.3)
	-5.0 (19.8)
	NA
	0.0(0.4)
	-0.1 (1)

	
	C1
	NA
	0.2 (4.6)
	6.0 (18.2)
	0.1 (0.5)
	-5.8 (18.0)
	NA
	0.0(0.4)
	-0.1 (0.9)

	NO.36
	I1
	NA
	0.5 (4.9)
	NA
	NA
	-2.0 (12.6)
	NA
	0.0(0.2)
	NA

	
	C1
	NA
	0.1 (0.7)
	NA
	NA
	0.4 (10.8)
	NA
	0.0(0.2)
	NA

	NO.37
	I1
	NA
	0.3 (0.6)
	NA
	-0.1 (0.2)
	NA
	NA
	NA
	NA

	
	I2
	NA
	0.3 (0.6)
	NA
	-0.1 (0.2)
	NA
	NA
	NA
	NA

	NO.38
	C1
	NA
	0.2 (0.9)
	NA
	-0.2 (0.2)
	NA
	NA
	NA
	NA

	
	I1
	NA
	0.3 (2.6)
	-1.0 (10.4)
	0.1 (0.4)
	NA
	NA
	NA
	NA

	NO.39
	C1
	NA
	0.1 (3.0)
	4.0 (11.3)
	0.2 (0.4)
	NA
	NA
	NA
	NA

	
	I1
	NA
	NA
	-1.3 (9.7)
	0.1 (0.3)
	-2.0 (14.2)
	0.0 (0.7)
	0.0 (0.2)
	-0.1 (0.7)

	
	C1
	NA
	NA
	0.4 (11.3)
	0.1 (0.3)
	-0.5 (15.3)
	-0.1 (1.1)
	0.0 (0.2)
	0.1 (0.7)

	NO.40
	I1
	-1.1 (4.0)
	-0.3 (1.3)
	-1.8 (12.6)
	-0.1 (0.3)
	0.0 (17.6)
	-0.7 (2.4)
	0.2 (0.3)
	-0.1 (0.8)

	
	I2
	-0.9 (4.0)
	-0.3 (1.3)
	-5.4 (12.6)
	-0.1 (0.3)
	-3.6 (17.6)
	-0.1 (2.6)
	0.0 (0.3)
	-0.2 (0.8)

	
	C1
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	NO.41
	I1
	-1.7 (2.3)
	-0.7 (0.8)
	-9.1 (8.9)
	-0. 2 (0.4)
	-2 (23.2)
	-2.6 (5.6)
	0.6 (2.2)
	NA

	
	C1
	2.4 (8.5)
	0.9 (3.2)
	-0.8 (9.5)
	0.3 (0.3)
	-18 (31.6)
	0.4 (2.6)
	0.1 (0.5)
	NA

	NO.42
	I1
	-4.0 (14.5)
	-1.3 (5.1)
	-12 (7.6)
	-0.2 (0.4)
	-15 (34)
	-1.6 (4.7)
	0.1 (1.3)
	0.3 (1.9)

	
	C1
	-4.0 (13.5)
	-1.1 (4.5)
	-5.0 (9.5)
	0.0 (0.5)
	-13 (37.2)
	-1.1 (4.0)
	0.2 (0.6)
	-0.9 (1.9)

	NO.43
	I1
	NA
	-0.0 (0.03)
	-0.54 (3.6)
	-0.0 (0.1)
	-0.02 (0.26)
	0.0 (0.3)
	0.1 (0.1)
	-0.1 (0.2)

	
	C1
	NA
	-0.0 (0.05)
	0.36 (5.4)
	-0.0 (0.04)
	-0.06 (0.17)
	-0.1 (0.3)
	0.0 (0.1)
	0.0 (0.2)

	NO.44
	I1
	-2.8 (14.4)
	-1.1 (5.6)
	-10.8 (20.5)
	-0.5 (1.3)
	1.8 (19.8)
	0.0 (0.6)
	-0.1 (0.4)
	NA

	
	C1
	0.6 (13.9)
	0.2 (5.8)
	1.8 (11)
	0.1 (1.4)
	0.0 (20.0)
	0.1 (0.7)
	-0.2 (0.4)
	NA

	NO.45
	I1
	NA
	NA
	1.4 (12.4)
	NA
	NA
	NA
	NA
	NA

	
	C1
	NA
	NA
	-0.2 (9)
	NA
	NA
	NA
	NA
	NA

	NO.46
	I1
	2.2 (17.8)
	1.5 (3.4)
	-10.8 (10.8)
	-0.1 (0.4)
	-12.6 (12.6)
	-0.3 (1.2)
	0.0 (0.3)
	-0.4 (1.1)

	
	C1
	-0.8 (12.7)
	-0.2 (3.1)
	-14.4 (8.3)
	-0.1 (0.3)
	-3.6 (19.8)
	0.7 (1.5)
	0.1 (0.3)
	-0.7 (1.2)

	NO.47
	I1
	2.0 (3.5)
	NA
	-4.0 (9.3)
	-0.1 (0.4)
	NA
	NA
	NA
	NA

	
	C1
	0.0 (3.1)
	NA
	-1.0 (9.5)
	0.0 (0.5)
	NA
	NA
	NA
	NA

	NO.48
	I1
	-4.1 (5.8)
	NA
	-1.8 (5.4)
	NA
	NA
	-0.2 (1.3)
	NA
	NA

	
	C1
	0.0 (5.9)
	NA
	0.0 (3.6)
	NA
	NA
	-1.4 (2.5)
	NA
	NA

	NO.49
	I1
	NA
	-0.8 (1.4)
	-3.7 (9.3)
	NA
	NA
	0.1 (14.1)
	-0.1 (0.7)
	-0.6 (1.3)

	
	C1
	NA
	-0.4 (0.7)
	-2.7 (9.9)
	NA
	NA
	0.1 (3.9)
	-0.1 (0.5)
	-0.1 (1.2)

	NO.50
	I1
	NA
	-0.3 (3.9)
	-11.2 (13.8)
	NA
	NA
	0.1 (0.7)
	NA
	NA

	
	C1
	NA
	-0.4( 3.9)
	-0.6 (10.5)
	NA
	NA
	0.3 (0.8)
	NA
	NA

	NO.51
	I1
	-2.6 (18.3)
	NA
	-7.2 (7.2)
	NA
	-1.8 (16.2)
	0.1 (0.8)
	NA
	NA

	
	C1
	-1.2 (18.4)
	NA
	-1.8 (16.2)
	NA
	1.8 (16.2)
	-0.1 (0.6)
	NA
	NA

	NO.52
	I1
	-7.1 (1.8)
	-1.2 (1.3)
	NA
	NA
	5.0 (25.4)
	-0.2 (0.5)
	0.1 (0.2)
	0.1 (1.1)

	
	I2
	-1.7 (1.5)
	-0.9 (0.5)
	NA
	NA
	0.2 (18.7)
	0.1 (0.7)
	0.1 (0.2)
	0.3 (0.5)

	
	I3
	-1.2 (1.3)
	-0.5 (0.6)
	NA
	NA
	-7.2 (26.3)
	-1.0 (0.3)
	0.0 (0.4)
	0.1 (1.0)

	
	C1
	-1.1 (1.5)
	-0.4 (0.6)
	NA
	NA
	-1.8 (13.68)
	1.1 (0.5)
	0.1 (0.4)
	-0.3 (0.7)

	NO.53
	I1
	-0.02 (2.0)
	-0.02 (0.8)
	-3.2 (9.9)
	-0.05 (0.04)
	NA
	NA
	NA
	NA

	
	I2
	0.13 (1.5)
	0.03 (0.6)
	-0.7 (8.5)
	-0.13 (0.04)
	NA
	NA
	NA
	NA

	
	C1
	0.35 (2.6)
	0.13 (0.9)
	-0.7 (11.5)
	-0.07 (0.04)
	NA
	NA
	NA
	NA

	NO.54
	I1
	-6.8 (5.4)
	NA
	-6.5 (12.4)
	NA
	NA
	NA
	NA
	NA

	
	C1
	1.3 (4.8)
	NA
	-0.2 (12.9)
	NA
	NA
	NA
	NA
	NA

	NO.55
	I1
	-15.8 (9.3)
	NA
	-14.4 (10.8)
	-0.4 (0.3)
	NA
	NA
	NA
	NA

	
	C1
	-2.8 (5.0)
	NA
	-5.4 (12.6)
	0.1 (0.2)
	NA
	NA
	NA
	NA


BW, body weight. BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated haemoglobin. HDL, high-density lipoprotein. LDL, low-density lipoprotein. NA, not applicable. SD, standard deviation.



Supplementary Table 3. (continued)
	NO.
	Study ID
	Intervention
	n
	Safety outcomes, n (%)

	
	
	
	
	SAEs
	AEs
	Gastrointestinal disorders
	Renal and urinary disorders

	NO.1
	Luther 2021
	I1
	46
	0 (0.0)
	26 (56.5)
	0 (0.0)
	0 (0.0)

	
	
	C1
	23
	1 (4.4)
	6 (26.1)
	0 (0.0)
	1 (4.4)

	NO.2
	Wilkinson 2023
	I1
	1306
	128 (9.8)
	1052 (80.6)
	25 (1.9)
	2 (0.2)

	
	
	C1
	655
	42 (6.4)
	447 (68.2)
	0 (0.0)
	0 (0.0)

	NO.3
	Papamargaritis 2023
	I1
	152
	12 (7.9)
	141 (92.7)
	81 (53.3)
	NA

	
	
	C1
	152
	18 (11.8)
	117 (77.0)
	36 (23.7)
	NA

	NO.4
	Liping 2023
	I1
	17
	NA
	15 (88.2)
	NA
	NA

	
	
	C1
	22
	NA
	2 (9.1)
	NA
	NA

	NO.5
	Lau 2016
	I1
	1524
	230(15.09)
	1342 (88.1)
	36 (2.4)
	11 (0.7)

	
	
	C1
	755
	96(12.72)
	586 (77.6)
	14 (0.9)
	8 (0.5)

	NO.6
	Kim 2014
	I1
	35
	8(22.9)
	3 (8.6)
	NA
	NA

	
	
	C1
	33
	0(0.0)
	6 (18.2)
	NA
	NA

	NO.7
	Richelsen 2006
	I1
	153
	18(11.8)
	NA
	NA
	NA

	
	
	C1
	156
	28(17.9)
	NA
	NA
	NA

	NO.8
	Broom 2002
	I1
	250
	13(5.2)
	157 (63.0)
	NA
	NA

	
	
	C1
	253
	17(6.7)
	109 (43.0)
	NA
	NA

	NO.9
	Pedersen 2022
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.10
	Rezki 2020
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.11
	Nahon 2018
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.12
	Rosenstock 2007
	I1
	90
	NA
	49 (54.4)
	2 (2.2)
	NA

	
	
	C1
	89
	NA
	44 (49.4)
	1 (1.1)
	NA

	NO.13
	Hankosky 2023
	I1
	630
	40 (6.4)
	401 (63.6)
	2 (0.3)
	2 (0.3)

	
	
	I2
	636
	44 (6.9)
	422 (66.4)
	5 (0.8)
	2 (0.3)

	
	
	I3
	630
	32 (5.1)
	399 (63.3)
	7 (1.1)
	2 (0.3)

	
	
	C1
	643
	44 (6.8)
	237 (36.9)
	4 (0.6)
	2 (0.3)

	NO.14
	Ramírez 2020
	I1
	12
	0 (0.0)
	7 (58.3)
	NA
	2 (16.7)

	
	
	C1
	12
	0 (0.0)
	6 (50.0)
	NA
	0 (0.0)

	NO.15
	Lundkvist 2016
	I1
	25
	1 (4.0)
	25 (100.0)
	16 (64.0)
	0 (0.0)

	
	
	C1
	25
	1 (4.0)
	25 (100.0)
	10 (40.0)
	0 (0.0)

	NO.16
	González 2020
	I1
	15
	0 (0.0)
	3 (20.0)
	NA
	2 (13.3)

	
	
	C1
	15
	0 (0.0)
	0 (0.0)
	NA
	0 (0.0)

	NO.17
	Kirkman 2006
	I1
	74
	NA
	13 (17.6)
	NA
	NA

	
	
	C1
	78
	NA
	5 (6.4)
	NA
	NA

	NO.18
	Laube 1998
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.19
	Chiasson 1996
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.20
	Abushama 2024
	I1
	19
	NA
	0 (0.0)
	NA
	NA

	
	
	C1
	19
	NA
	0 (0.0)
	NA
	NA

	NO.21
	Portillo 2019
	I1
	50
	5 (10.0)
	15 (30.0)
	1 (2.0)
	0 (0.0)

	
	
	C1
	51
	5 (9.8)
	7 (15.7)
	0 (0.0)
	0 (0.0)

	NO.22
	DeFronzo 2011
	I1
	303
	3 (1.0)
	95 (31.4)
	NA
	NA

	
	
	C1
	299
	1 (0.3)
	170 (56.9)
	NA
	NA

	NO.23
	Kim 2006
	I1
	98
	NA
	2 (0.2)
	NA
	NA

	
	
	C1
	NA
	NA
	15 (30.0)
	NA
	NA

	NO.24
	Hung 2005
	I1
	NA
	0 (0.0)
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.25
	Bennett 2004
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.26
	Guerrero 2003
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.27
	Cavaghan 1997
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.28
	Mirsa 2021
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.29
	Bhatt 2020
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.30
	Wallace 2019
	I1
	86
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	C1
	87
	0 (0.0)
	0 (0.0)
	NA
	NA

	NO.31
	Niroomand 2019
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.32
	Althani 2019
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.33
	Zarrin 2017
	I1
	51
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	C1
	53
	0 (0.0)
	0 (0.0)
	NA
	NA

	NO.34
	Lucas 2016
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.35
	Jorde 2016
	I1
	256
	NA
	NA
	17 (6.6)
	NA

	
	
	C1
	255
	NA
	NA
	14 (5.5)
	NA

	NO.36
	Forouhi 2016
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.37
	Tuomainen 2015
	I1
	24
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	I2
	21
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	C1
	21
	0 (0.0)
	0 (0.0)
	NA
	NA

	NO.38
	Kuchay 2015
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.39
	Sollid 2014
	I1
	242
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	C1
	242
	0 (0.0)
	0 (0.0)
	NA
	NA

	NO.40
	Bruhn 2023
	I1
	30
	NA
	17 (57.0)
	NA
	NA

	
	
	I2
	30
	NA
	24 (80.0)
	NA
	NA

	
	
	C1
	30
	1 (3.3)
	5 (17.0)
	NA
	NA

	NO.41
	Alvarez 2021
	I1
	15
	NA
	0 (0.0)
	NA
	NA

	
	
	C1
	10
	NA
	0 (0.0)
	NA
	NA

	NO.42
	Guardado 2020
	I1
	72
	NA
	0 (0.0)
	NA
	NA

	
	
	C1
	66
	NA
	0 (0.0)
	NA
	NA

	NO.43
	Bulatova 2018
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.44
	Alfawaz 2018
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.45
	Viskochil 2017
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.46
	González 2017
	I1
	8
	NA
	NA
	NA
	NA

	
	
	C1
	8
	NA
	NA
	NA
	NA

	NO.47
	Maruthur 2013
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.48
	Malin 2011
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.49
	Snehalatha 2008
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.50
	Biarnés 2005
	I1
	11
	NA
	2 (8.7)
	NA
	NA

	
	
	C1
	12
	NA
	2 (8.7)
	NA
	NA

	NO.51
	Lehtovirta 2001
	I1
	NA
	NA
	NA
	NA
	NA

	
	
	C1
	NA
	NA
	NA
	NA
	NA

	NO.52
	Wang 2017
	I1
	6
	0 (0.0)
	2 (33.3)
	NA
	NA

	
	
	I2
	7
	0 (0.0)
	0 (0.0)
	NA
	NA

	
	
	I3
	6
	0 (0.0)
	2 (33.3)
	NA
	NA

	
	
	C1
	5
	0 (0.0)
	0 (0.0)
	NA
	NA

	NO.53
	He 2025
	I1
	33
	0 (0.0)
	25 (75.8)
	1 (3.0)
	NA

	
	
	I2
	34
	0 (0.0)
	22 (61.8)
	4 (11.8)
	NA

	
	
	C1
	32
	0 (0.0)
	23 (71.9)
	1 (3.1)
	NA

	NO.54
	Pandey 2024
	I1
	92
	0 (0.0)
	53 (57.6)
	43 (46.7)
	NA

	
	
	C1
	93
	0 (0.0)
	34 (36.6)
	12 (12.9)
	NA

	NO.55
	McGowan 2024
	I1
	138
	12 (8.7)
	93 (67.4)
	NA
	NA

	
	
	C1
	69
	6 (8.7)
	30 (43.5)
	NA
	NA


AEs, adverse events. SAEs, serious adverse events. NA, not applicable. SD, standard deviation.



[bookmark: _Toc221403583]Table S4. Grading the evidence of network meta-analysis using CINeMA.
Table 8.1 CINeMA for BMI in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporting bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficence rating
	Reason(s) for downgrading

	AGI:PLA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:LFS
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GLP-1RA:LFS
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	LFS:Met
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:PLA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:TZD
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	LFS:Vit D
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	Met:Met+DPP-4i
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:SGLT-2i
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:TZD
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:GIP/GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	AGI:GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	AGI:LFS
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:Met+DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	DPP-4i:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	DPP-4i:Met+DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i:TZD
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Indirectness","Heterogeneity"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	GIP/GLP-1RA:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:GIP/GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	GIP/GLP-1RA:LFS
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:Met
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:Met+DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GIP/GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:TZD
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	GIP/GLP-1RA:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GLP-1RA:Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:Met+DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	GLP-1RA:TZD
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	GLP-1RA:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	LFS:Met+DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:PLA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	LFS:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met+DPP-4i:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met+DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met+DPP-4i:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met+DPP-4i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]



Table 8.2 CINeMA for BW in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	DPP-4i:GLP-1RA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i:LFS
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:PLA
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	LFS:Met
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	LFS:TZD
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:Vit D
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Met:PLA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Heterogeneity","Incoherence"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:DPP-4i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	AGI:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	AGI:LFS
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	AGI:Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	AGI:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	AGI:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	GLP-1RA:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Heterogeneity","Incoherence"]

	GLP-1RA:Met
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Heterogeneity","Incoherence"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	GLP-1RA:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Heterogeneity","Incoherence"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Heterogeneity","Incoherence"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	Some concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Heterogeneity","Incoherence"]

	LFS:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	LFS:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	LFS:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Orl:SGLT-2i
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	Orl:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	Orl:Vit D
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Imprecision","Incoherence"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]



Table 8.3 CINeMA for HbA1c in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:PLA
	2
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	DPP-4i+Met:Met
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	GLP-1RA:LFS
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate
	["Heterogeneity"]

	LFS:Met
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:Vit D
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:SGLT-2i
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Some concerns
	Very low
	["Within-study bias","Indirectness","Incoherence"]

	Orl:PLA
	1
	Major concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Some concerns
	Low
	["Within-study bias","Incoherence"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	AGI:GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	AGI:Met
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:Orl
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i:GLP-1RA
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	DPP-4i:LFS
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i+Met:GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i+Met:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:PLA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i+Met:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	GLP-1RA:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	LFS:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:PLA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Orl:SGLT-2i
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:TZD
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]



Table 8.4 CINeMA for FPG in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	DPP-4i:PLA
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:Met
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Heterogeneity","Incoherence"]

	GIP/GLP-1A:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Major concerns
	Low
	["Incoherence"]

	GLP-1RA:LFS
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	LFS:Met
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:TZD
	1
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Indirectness","Heterogeneity","Incoherence"]

	LFS:Vit D
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	Met:PLA
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Met:SGLT-2i
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	PLA:SGLT-2i
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	PLA:TZD
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	PLA:Vit D
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:DPP-4i+Met
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:GIP/GLP-1A
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:LFS
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:Met
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:Orl
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:DPP-4i+Met
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:GIP/GLP-1A
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Indirectness","Heterogeneity","Incoherence"]

	DPP-4i:LFS
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:Met
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Indirectness","Imprecision","Incoherence"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i:TZD
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Major concerns
	Very low
	["Indirectness","Incoherence"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i+Met:GIP/GLP-1A
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Incoherence"]

	DPP-4i+Met:GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Incoherence"]

	DPP-4i+Met:LFS
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity","Incoherence"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i+Met:PLA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i+Met:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Heterogeneity","Incoherence"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Incoherence"]

	DPP-4i+Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	GIP/GLP-1A:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	GIP/GLP-1A:LFS
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Indirectness","Heterogeneity","Incoherence"]

	GIP/GLP-1A:Met
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Indirectness","Heterogeneity","Incoherence"]

	GIP/GLP-1A:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	GIP/GLP-1A:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	GIP/GLP-1A:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity","Incoherence"]

	GIP/GLP-1A:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	GIP/GLP-1A:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Heterogeneity","Incoherence"]

	GLP-1RA:Met
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity","Incoherence"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	GLP-1RA:TZD
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Indirectness","Imprecision","Incoherence"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity","Incoherence"]

	LFS:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	LFS:PLA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	LFS:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Indirectness","Imprecision","Incoherence"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Met:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Met:TZD
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Indirectness","Heterogeneity","Incoherence"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Orl:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Orl:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	Orl:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	SGLT-2i:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	SGLT-2i:Vit D
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Imprecision","Incoherence"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity","Incoherence"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	Major concerns
	Very low
	["Within-study bias","Indirectness","Imprecision","Incoherence"]

	TZD:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	Major concerns
	Very low
	["Heterogeneity","Incoherence"]



Table 8.5 CINeMA for TC in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	DPP-4i:LFS
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:PLA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i+Met:Met
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	LFS:Met
	2
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	LFS:TZD
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:Vit D
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:SGLT-2i
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:Vit D
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:DPP-4i+Met
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:Vit D
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:LFS
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:PLA
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i+Met:Vit D
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:LFS
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:Met
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GIP/GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GIP/GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	GIP/GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	GIP/GLP-1RA:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	GLP-1RA:LFS
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:Met
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GLP-1RA:Vit D
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	LFS:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:PLA
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Indirectness","Heterogeneity"]

	LFS:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:Vit D
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	Orl:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:Vit D
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]



Table 8.6 CINeMA for TG in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectness
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:PLA
	2
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	DPP-4i+Met:Met
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	GLP-1RA:LFS
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Moderate
	["Heterogeneity"]

	LFS:Met
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:Vit D
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:SGLT-2i
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	Some concerns
	Very low
	["Within-study bias","Indirectness","Incoherence"]

	Orl:PLA
	1
	Major concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	Some concerns
	Low
	["Within-study bias","Incoherence"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	AGI:GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	AGI:Met
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	AGI:Orl
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i:GLP-1RA
	0
	No concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Indirectness"]

	DPP-4i:LFS
	0
	No concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	High
	[]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	DPP-4i+Met:GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i+Met:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:PLA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	DPP-4i+Met:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	No concerns
	Some concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	GLP-1RA:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Indirectness","Heterogeneity"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	LFS:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:PLA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	LFS:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:Orl
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	Orl:SGLT-2i
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:TZD
	0
	Major concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Orl:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	No concerns
	No concerns
	Moderate
	["Within-study bias"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	No concerns
	No concerns
	Low
	["Within-study bias","Indirectness"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Some concerns
	No concerns
	Low
	["Within-study bias","Heterogeneity"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Some concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]



Table 8.7 CINeMA for HDL in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectnes-s
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:LFS
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Met
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	LFS:Met
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:TZD
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:SGLT-2i
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:TZD
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:DPP-4i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:GIP/GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:LFS
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:Orl
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:GIP/GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:LFS
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:LFS
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:Met
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	GIP/GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	LFS:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:Orl
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:Vit D
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]



Table 8.8 CINeMA for LDL in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectnes-s
	Imprecision
	Heterogene-ity
	Incoherenc
-e
	Conficenc-e rating
	Reason(s) for downgrading

	DPP-4i:LFS
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i:Met
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:Met
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	LFS:Met
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:TZD
	1
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Met:PLA
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	Met:SGLT-2i
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:TZD
	1
	Some concerns
	Low risk
	Major concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:DPP-4i+Met
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i:GIP/GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i+Met:LFS
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:PLA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i+Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	DPP-4i+Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	GIP/GLP-1RA:LFS
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:Met
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	GIP/GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	GIP/GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	LFS:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:PLA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	LFS:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:TZD
	0
	Some concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Heterogeneity"]

	Met:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:Vit D
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]



Table 8.9 CINeMA for AE in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectnes-s
	Imprecision
	Heterogene-ity
	Incoherenc-e
	Conficenc-e rating
	Reason(s) for downgrading

	AGI:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i:GLP-1RA
	1
	No concerns
	Low risk
	Some concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Indirectness","Heterogeneity"]

	DPP-4i:PLA
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:Met
	1
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	Met:PLA
	1
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	Orl:PLA
	1
	Major concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	PLA:SGLT-2i
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:TZD
	1
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:DPP-4i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:DPP-4i+Met
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:Met
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	AGI:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	AGI:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias"]

	AGI:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	AGI:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	AGI:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:DPP-4i+Met
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i:Met
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i+Met:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i+Met:PLA
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:SGLT-2i+GLP-1RA
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	DPP-4i+Met:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i+Met:Vit D
	0
	No concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Indirectness","Imprecision"]

	GIP/GLP-1RA:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:Met
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	GIP/GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GLP-1RA:Met
	0
	No concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Low
	["Heterogeneity"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GLP-1RA:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GLP-1RA:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:Orl
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	Met:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Met:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Met:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	Met:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:SGLT-2i
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:TZD
	0
	Major concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	Orl:Vit D
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:TZD
	0
	Some concerns
	Low risk
	No concerns
	No concerns
	Major concerns
	No concerns
	Very low
	["Within-study bias","Heterogeneity"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]



Table 8.10 CINeMA for SAE in prediabetes
	Comparison
	Number of studies
	Within-study bias
	Reporti-ng bias
	Indirectnes-s
	Imprecision
	Heterogene-ity
	Incoherence
	Conficenc-e rating
	Reason(s) for downgrading

	DPP-4i:GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:PLA
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:PLA
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	Orl:PLA
	1
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	PLA:SGLT-2i
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	PLA:SGLT-2i+GLP-1RA
	1
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	PLA:TZD
	1
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	PLA:Vit D
	1
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:GIP/GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	DPP-4i:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	DPP-4i:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	DPP-4i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:GLP-1RA
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GIP/GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GIP/GLP-1RA:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GIP/GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GLP-1RA:Orl
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	GLP-1RA:SGLT-2i
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	GLP-1RA:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:SGLT-2i+GLP-1RA
	0
	Major concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	Orl:TZD
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	Orl:Vit D
	0
	Major concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i:SGLT-2i+GLP-1RA
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i:TZD
	0
	No concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Low
	["Imprecision"]

	SGLT-2i:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]

	SGLT-2i+GLP-1RA:TZD
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	SGLT-2i+GLP-1RA:Vit D
	0
	Some concerns
	Low risk
	Some concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Indirectness","Imprecision"]

	TZD:Vit D
	0
	Some concerns
	Low risk
	No concerns
	Major concerns
	No concerns
	No concerns
	Very low
	["Within-study bias","Imprecision"]


BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated hemoglobin. TC, total cholesterol. TG, total triglyceride. HDL, high-density lipoprotein. LDL, low-density lipoprotein. AE, adverse event. SAE, Serious adverse event.


[bookmark: _Toc221403584]Table S5. SUCRA value of all outcomes.
	Outcomes

	Weight loss
	BMI
	FPG
	HbA1c

	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA

	Sem SC 2.4mg
	97.47
	Tir 15mg
	90.20
	Pio 30mg
	99.98
	Lir 1.2mg
	97.41

	Lir 3mg
	82.25
	Tir 10mg
	88.32
	Tir 15mg
	90.60
	Met 500mg
	91.65

	Dap 10mg+Exe 2mg
	72.49
	Sem SC 2.4mg
	86.53
	Sem SC 2.4mg
	88.21
	Lin 5mg
	89.80

	Met 2000mg
	69.95
	Tir 5mg
	80.72
	Tir 10mg
	84.69
	Sem SC 2.4mg
	84.06

	Met 1500mg
	69.45
	Lir 1.2mg
	78.69
	Lir 1.8mg
	84.56
	Pio 45mg
	77.78

	Lin 5mg
	63.16
	Lin 5mg
	68.68
	Lir 1.2mg
	79.74
	Dap 10mg
	73.69

	Orl 120mg
	60.12
	Aca 100mg
	58.21
	Ro 4mg
	75.72
	Lir 3mg
	64.93

	Met 500mg
	55.96
	Met 500mg
	51.68
	Tir 5mg
	73.65
	Dap 10mg+Exe 2mg
	64.15

	Vit 25μg
	52.27
	Met 1500mg
	49.75
	Lir 3mg
	73.37
	Met 850mg
	59.65

	Vid 50mg
	49.94
	Vit 25μg
	48.53
	Pio 45mg
	70.81
	LFS
	55.84

	Aca 100mg
	49.71
	Dap 10mg
	45.99
	Dap 10mg
	58.76
	Vit 1500μg
	52.96

	Cof 10mg
	48.93
	Sit 100mg
	45.84
	Vit 1500μg
	58.76
	Vid 50mg
	50.12

	Cof 25mg
	47.81
	Sax 2.5mg
	45.64
	Met 500mg
	57.73
	Cof 25mg
	43.55

	Ro 4mg
	47.29
	Cof 25mg
	44.14
	Orl 120mg
	51.29
	Sax 5mg
	35.24

	PLA
	46.52
	Vit 500μg
	42.94
	Tro 400mg
	48.78
	Vit 700μg
	34.54

	Vit 1250μg
	43.42
	Vit 700μg
	42.84
	LFS
	48.73
	Aca 100mg
	34.33

	Sax 2.5mg
	40.75
	Cof 10mg
	42.77
	Met 850mg
	47.47
	Orl 120mg
	33.54

	Vit 75μg
	39.90
	PLA
	42.17
	Sax 5mg
	46.67
	Vit 75μg
	32.63

	Dap 10mg
	39.63
	Pio 30mg
	42.05
	Vit 1250μg
	40.54
	Ro 4mg
	32.27

	Pio 30mg
	38.73
	Vit 80μg
	41.57
	Aca 100mg
	39.30
	Vit 500μg
	32.15

	Sax 5mg
	37.83
	Vit 40μg
	41.52
	Cof 10mg
	38.46
	PLA
	31.35

	LFS
	36.48
	Met 850mg
	41.51
	Vit 25μg
	37.39
	Cof 10mg
	29.03

	Sit 100mg
	34.89
	Tro 400mg
	41.04
	Vit 500μg
	35.54
	Vit 80μg
	18.53

	Lir 1.8mg
	34.51
	Ro 4mg
	40.41
	Vit 700μg
	32.54
	Vit 40μg
	18.33

	Pio 45mg
	34.39
	Vit 1500μg
	40.39
	Met 2000mg
	31.66
	Lin 2.5mg+Met 850mg
	12.39

	Met 850mg
	33.66
	Sax 5mg
	40.21
	Dap 10mg+Exe 2mg
	28.04
	
	

	
	
	Vit 75μg
	39.43
	Vid 50mg
	21.83
	
	

	
	
	Vit 1250μg
	39.38
	Cof 25mg
	21.61
	
	

	
	
	Vit 2500μg
	37.49
	Met 1000mg
	20.8
	
	

	
	
	LFS
	37.16
	Vit 75μg
	20.69
	
	

	
	
	Pio 45mg
	34.38
	Sit 100mg
	20.61
	
	

	
	
	Lin 2.5mg+Met 850mg
	29.82
	PLA
	16.84
	
	

	
	
	
	
	Lin 2.5mg+Met 850mg
	4.57
	
	






Supplementary Table 7. (continued)
	Outcomes

	Total cholesterol
	Total Triglyceride
	HDL
	LDL

	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA

	Tir 15mg
	89.31
	Pio 30mg
	97.54
	Sax 5mg
	76.36
	Lin 2.5mg+Met 850mg
	86.89

	Tir 10mg
	80.61
	Sax 5mg
	85.75
	LFS
	75.81
	Lin 5mg
	68.74

	Tir 5mg
	78.00
	Tir 5mg
	80.34
	Tir 15mg
	74.95
	Tir 15mg
	67.80

	Pio 30mg
	71.42
	Tir 10mg
	77.41
	Met 1500mg
	67.08
	Tir 5mg
	62.78

	Lin 2.5mg+Met 850mg
	70.62
	Met 1500mg
	74.41
	Sax 2.5mg
	67.03
	Tir 10mg
	62.57

	Sax 5mg
	69.66
	Sax 2.5mg
	68.92
	Met 850mg
	63.12
	Met 500mg
	62.34

	Vit 1500μg
	63.8
	Dap 10mg+Exe 2mg
	50.44
	Vit 700μg
	58.75
	Vit 700μg
	57.56

	LFS
	60.78
	Met 850mg
	47.22
	Tir 5mg
	57.61
	Pio 30mg
	52.94

	Met 850mg
	60.11
	Dap 10mg
	46.33
	Tir 10mg
	57.58
	Orl 120mg
	52.50

	Met 500mg
	56.17
	Aca 100mg
	45.84
	Lin 2.5mg+Met 850mg
	56.04
	Met 850mg
	49.91

	Sax 2.5mg
	51.77
	LFS
	44.84
	Pio 30mg
	55.04
	Vit 75μg
	47.10

	Vit 75μg
	48.62
	Met 500mg
	43.32
	Met 500mg
	48.64
	Vit 500μg
	47.03

	Orl 120mg
	48.24
	Vit 75μg
	43.04
	Aca 100mg
	46.04
	LFS
	45.94

	Vit 700μg
	44.45
	Orl 120mg
	42.75
	Vit 75μg
	37.57
	Dap 10mg
	43.67

	Dap 10mg
	43.94
	Tir 15mg
	42.54
	Orl 120mg
	37.39
	PLA
	40.10

	Vit 2500μg
	39.86
	PLA
	42.27
	Dap 10mg
	37.1
	Dap 10mg+Exe 2mg
	37.50

	Met 1500mg
	38.29
	Vit 500μg
	38.79
	Vit 2500μg
	37.00
	Met 1500mg
	32.83

	Lir 3mg
	36.44
	Vit 700μg
	35.38
	Vit 500μg
	36.48
	Sax 5mg
	32.71

	Sit 100mg
	31.79
	Ro 4mg
	33.13
	PLA
	35.61
	Sax 2.5mg
	24.73

	Vit 500μg
	29.89
	Lin 5mg
	21.32
	Lin 5mg
	33.77
	Ro 4mg
	24.35

	PLA
	26.28
	Met 2000mg
	19.49
	Ro 4mg
	21.63
	
	

	Lin 5mg
	25.89
	Lin 2.5mg+Met 850mg
	18.95
	Dap 10mg+Exe 2mg
	19.43
	
	

	Dap 10mg+Exe 2mg
	24.25
	
	
	
	
	
	

	Ro 4mg
	9.82
	
	
	
	
	
	





Supplementary Table 7. (continued)
	Outcomes

	AEs
	SAEs
	GIAE
	RUD

	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA
	intervention
	SUCRA

	Lin 2.5mg+Met 850mg
	91.21
	Sit 100mg
	96.18
	Pio 45mg
	97.34
	Dap 10mg
	91.76

	Met 850mg
	71.06
	Lir 1.8mg
	85.76
	Sem SC 2.4mg
	74.43
	Sem SC 2.4mg
	89.47

	Dap 10mg
	65.61
	Pio 45mg
	59.80
	Dap 10mg+Exe 2mg
	51.77
	Tir 10mg
	45.35

	Tir 10mg
	61.25
	Lir 3mg
	56.83
	Vid 50mg
	49.62
	PLA
	45.2

	Aca 100mg
	60.42
	Sem SC 2.4mg
	55.46
	Tir 15mg
	47.82
	Tir 15mg
	44.75

	Tir 5mg
	59.61
	Tir 10mg
	52.80
	Tir 10mg
	40.76
	Tir 5mg
	43.85

	Tir 15mg
	59.37
	PLA
	52.35
	Lir 3mg
	40.44
	Lir 3mg
	37.97

	Sem SC 2.4mg
	58.51
	Dap 10mg+Exe 2mg
	52.26
	Vit 500μg
	39.62
	Pio 45mg
	30.32

	Dap 10mg+Exe 2mg
	58.24
	Tir 5mg
	50.47
	PLA
	33.98
	Dap 10mg+Exe 2mg
	21.34

	Lir 3mg
	54.98
	Vit 80μg
	47.33
	Tir 5mg
	24.23
	
	

	Orl 120mg
	54.91
	Vit 40μg
	46.45
	
	
	
	

	Vit 80μg
	51.49
	Tir 15mg
	44.45
	
	
	
	

	Vid 50mg
	47.75
	Orl 120mg
	43.01
	
	
	
	

	Vit 40μg
	45.07
	Cof 25mg
	42.61
	
	
	
	

	Pio 45mg
	42.04
	Dap 10mg
	41.78
	
	
	
	

	PLA
	42.00
	Vit 25μg
	38.60
	
	
	
	

	Lir 1.8mg
	35.64
	Vit 75μg
	34.44
	
	
	
	

	Vit 25μg
	35.17
	Cof 10mg
	25.12
	
	
	
	

	Vit 75μg
	33.33
	Vit 500μg
	24.29
	
	
	
	

	Sit 100mg
	26.87
	
	
	
	
	
	

	Vit 500μg
	22.88
	
	
	
	
	
	

	Ro 4mg
	22.59
	
	
	
	
	
	


BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated hemoglobin. HDL, high-density lipoprotein. LDL, low-density lipoprotein. AEs, adverse events. SAEs, Serious adverse events. GIAE, gastrointestinal disorders. RUD, renal and urinary disorders. NA, not applicable.
[bookmark: _Toc187175161][bookmark: _Toc2088475773][bookmark: _Toc166416317]


[bookmark: _Toc221403585]Table S6. Results of node-splitting model analysis.
	Intervention 1
	Intervention 2
	Direct
	Indirect
	P value

	BMI

	Dap 10mg
	Met 850mg
	-0.00 (-4.1, 4.2)
	 0.86 (-4.7, 6.4)
	0.79 

	Dap 10mg
	PLA
	0.45 (-3.2, 4.2)
	-0.42 (-6.3, 5.7)
	0.79

	LFS
	Met 500mg
	-1.30 (-6.0, 3.1)
	-0.18 (-7.4, 6.8) 
	0.77

	LFS
	Met 850mg
	0.01 (-4.1, 4.1) 
	-1.1 (-8.4, 6.0) 
	0.76

	Met 500mg
	PLA
	0.28 (-3.8, 4.6)
	  1.5 (-5.5, 8.7)
	0.74

	Met 850mg
	PLA
	-0.12 (-5.3, 5.1)
	-0.05 (-4.5, 4.3)
	0.99

	WL

	Dap 10mg
	Met 850mg
	 0.18 (-6.7, 7.1)
	2.2 (-8.0, 12.0) 
	0.73

	Dap 10mg
	PLA
	0.17 (-7.5, 8.0) 
	-1.8 (-11.0, 7.9) 
	0.72

	Lir 1.8mg
	PLA
	-3.5 (-8.7, 1.8)
	 2.6 (-4.9, 10.0)  
	0.14

	Lir 1.8mg
	Sit 100mg
	2.0 (-3.4, 7.4)   
	-4.1 (-11.0, 3.4) 
	0.13

	Met 850mg
	PLA
	-2.0 (-8.9, 4.7) 
	 -0.16 (-10.0, 11.0)
	0.74

	PLA
	Sit 100mg
	-0.60 (-5.9, 4.8)
	5.5 (-2.2, 13.0) 
	0.13

	FPG 

	Dap 10mg
	Met 850mg
	-3.6 (-11.0, 3.0)
	 8.0 (0.9, 16.0)
	0.02

	Dap 10mg
	PLA
	11.0 (3.8, 18.0)
	-0.27 (-6.7, 6.4)
	0.03 

	LFS
	Met 850mg
	0.16 (-3.2, 3.6)
	-0.05 (-7.0, 6.1)
	0.98

	LFS
	Vit 1500μg
	-1.5 (-5.1, 2.4)
	-1.1 (-6.9, 5.9) 
	0.92 

	Lir 1.8mg
	PLA
	8.8 (4.3, 14.0)
	 9.2 (2.1, 17.0)
	0.92

	Lir 1.8mg
	Sit 100mg
	 9.0 (3.4, 14.0)   
	8.8 (1.7, 16.0)
	0.99

	Met 850mg
	PLA
	3.2 (1.5, 5.6)
	6.7 (1.7, 12.0)
	0.20

	PLA
	Sit 100mg
	0.21 (-5.7, 6.3)
	 -0.53 (-7.1, 6.9) 
	0.96

	PLA
	Vit 1500μg
	-5.0 (-9.6, -0.25)
	-5.5 ( -12.0, -0.32)
	0.86

	HbA1c

	Dap 10mg
	Met 850mg
	0.00 (-0.29, 0.29)
	0.31 (-0.058, 0.68)
	0.17 

	Dap 10mg
	PLA
	0.40 (0.11, 0.69) 
	0.093 (-0.29, 0.47)
	0.16 

	LFS
	Met 850mg
	0.00 (-0.29, 0.28)
	-0.17 (-0.94, 0.57)  
	0.66 

	LFS
	Vit 1500μg
	-0.098 (-0.74, 0.55) 
	0.071 (-0.38, 0.59)
	0.66

	Met 850mg
	PLA
	0.10 (-0.18, 0.38)
	0.32 (-0.056, 0.68)
	0.31

	PLA
	Vit 1500μg
	-0.10 (-0.42, 0.22)   
	-0.27 (-1.0, 0.47) 
	0.68

	Total cholesterol

	Dap 10mg
	Met 850mg
	-3.6 (-19.0, 12.0)
	-4.2 (-31.0, 23.0)
	0.97

	Dap 10mg
	PLA
	3.4 (-13.0, 20.0)
	4.0 (-23.0, 31.0)
	0.96

	LFS
	Met 500mg
	2.0 (-13.0, 17.0)
	0.74 (-28.0, 30.0)
	0.92

	LFS
	Met 850mg
	0.052 (-13.0, 14.0)
	0.69 (-29.0, 30.0)
	0.96

	Met 500mg
	PLA
	6.2 (-4.5, 16.0)
	6.2 (-24.0, 35.0)
	0.99

	Total Triglyceride 

	LFS
	Met 500mg
	-0.10 (-4.7, 4.3)
	0.64 (-6.4, 7.8) 
	0.65

	LFS
	Met 850mg
	0.10 (-4.7, 4.8)
	-0.61 (-8.5, 6.8) 
	0.65

	Met 500mg
	PLA
	-0.19 (-4.9, 4.7)
	0.54 (-6.7, 8.1)  
	0.65

	Met 850mg
	PLA
	 0.34 (-2.9, 3.6)  
	-0.38 (-8.1, 6.9) 
	0.58

	HDL

	Dap 10mg
	Met 850mg
	-0.20 (-0.51, 0.13)
	0.20 (-0.47, 0.89)
	0.21

	Dap 10mg
	PLA
	0.20 (-0.26, 0.68) 
	-0.20 (-0.89, 0.52)
	0.24

	LFS
	Met 500mg
	0.098 (-0.22, 0.43)
	 0.50 (-0.24, 1.2)
	0.22

	LFS
	Met 850mg
	0.10 (-0.20, 0.40)
	-0.31 (-1.0, 0.40)
	0.19

	Met 500mg
	PLA
	-0.01 (-0.36, 0.35)
	0.38 (-0.38, 1.1) 
	0.23

	AEs

	Dap 10mg
	Met 850mg
	1.2 (-1.5, 3.8)  
	 -1.2 (-5.4, 2.4)
	0.27


WL, weight loss. BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated hemoglobin. HDL, high-density lipoprotein. LDL, low-density lipoprotein. AEs, adverse events.  NA, not applicable.



[bookmark: _Toc221403586]Table S7. Results of heterogeneity and inconsistency detection. 
	BW
	BMI
	FPG

	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p

	Cof 10mg
	Cof 25mg
	NA
	NA
	NA
	Aca 100mg
	PLA
	0.00
	0.00
	NA
	Cof 10mg
	Cof 25mg
	NA
	NA
	NA

	Cof 10mg
	PLA
	NA
	NA
	NA
	Cof 10mg
	Cof 25mg
	NA
	NA
	NA
	Cof 10mg
	PLA
	NA
	NA
	NA

	Cof 25mg
	PLA
	NA
	NA
	NA
	Cof 10mg
	PLA
	NA
	NA
	NA
	Cof 25mg
	PLA
	NA
	NA
	NA

	Aca 100mg
	PLA
	NA
	NA
	NA
	Cof 25mg
	PLA
	0.00
	0.00
	NA
	Aca 100mg
	PLA
	0.00
	0.00
	NA

	Dap 10mg
	Met 850mg
	NA
	0.00
	0.79
	Dap 10mg
	Met 850mg
	NA
	0.00
	0.87
	Dap 10mg
	Met 850mg
	NA
	76.73
	0.05

	Dap 10mg
	PLA
	0.00
	0.00
	0.73
	Dap 10mg
	PLA
	0.00
	0.00
	0.84
	Dap 10mg
	PLA
	NA
	76.92
	0.05

	Dap 10mg
+Exe 2mg
	PLA
	NA
	NA
	NA
	LFS
	Lir 1.2mg
	NA
	NA
	NA
	Dap 10mg
+Exe 2mg
	PLA
	NA
	NA
	NA

	LFS
	Met 1500mg
	NA
	NA
	NA
	LFS
	Met 1500mg
	NA
	NA
	NA
	LFS
	Lir 1.2mg
	NA
	NA
	NA

	LFS
	Met 500mg
	NA
	NA
	NA
	LFS
	Met 500mg
	NA
	0.0
	0.84
	LFS
	Met 850mg
	NA
	0.00
	0.99

	LFS
	Pio 30mg
	NA
	NA
	NA
	LFS
	Met 850mg
	NA
	99.83
	0.87
	LFS
	Pio 30mg
	NA
	NA
	NA

	LFS
	Sax 2.5mg
	NA
	NA
	NA
	LFS
	Pio 30mg
	NA
	NA
	NA
	LFS
	Vit 1250μg
	NA
	NA
	NA

	LFS
	Sax 5mg
	NA
	NA
	NA
	LFS
	Sax 2.5mg
	NA
	NA
	NA
	LFS
	Vit 1500μg
	NA
	0.00
	0.96

	LFS
	Vit 1250μg
	NA
	NA
	NA
	LFS
	Sax 5mg
	NA
	NA
	NA
	Lin 2.5mg
+Met 850mg
	Met 850mg
	0.00
	0.00
	NA

	Lin 2.5mg
+Met 850mg
	Met 850mg
	33.81
	33.73
	NA
	LFS
	Vit 1250μg
	NA
	NA
	NA
	Lir 1.8mg
	PLA
	NA
	0.00
	0.94

	Lin 5mg
	Met 500mg
	NA
	NA
	NA
	Lin 2.5mg
+Met 850mg
	Met 850mg
	23.45
	23.31
	NA
	Lir 1.8mg
	Sit 100mg
	NA
	0.00
	0.98

	Lir 1.8mg
	PLA
	NA
	90.58
	0.29
	Lin 5mg
	Met 500mg
	NA
	NA
	NA
	Lir 3mg
	PLA
	0.00
	0.00
	NA

	Lir 1.8mg
	Sit 100mg
	NA
	90.14
	0.27
	Met 1500mg
	Sax 2.5mg
	NA
	NA
	NA
	Met 1000mg
	PLA
	NA
	NA
	NA

	Lir 3mg
	PLA
	97.47
	97.65
	NA
	Met 1500mg
	Sax 5mg
	NA
	NA
	NA
	Met 2000mg
	PLA
	NA
	NA
	NA

	Met 1500mg
	Sax 2.5mg
	NA
	NA
	NA
	Met 500mg
	PLA
	NA
	0.0
	0.86
	Met 500mg
	PLA
	NA
	NA
	NA

	Met 1500mg
	Sax 5mg
	NA
	NA
	NA
	Met 850mg
	PLA
	NA
	0.0
	0.99
	Met 850mg
	PLA
	56.14
	36.26
	0.66

	Met 2000mg
	PLA
	NA
	NA
	NA
	Pio 45mg
	PLA
	NA
	NA
	NA
	Orl 120mg
	PLA
	NA
	NA
	NA

	Met 500mg
	PLA
	NA
	NA
	NA
	PLA
	Ro 4mg
	0.00
	0.00
	NA
	Pio 45mg
	PLA
	79.22
	75.84
	NA

	Met 850mg
	PLA
	NA
	86.76
	0.82
	PLA
	Sem SC 2.4mg
	99.97
	99.97
	NA
	PLA
	Ro 4mg
	0.00
	0.00
	NA

	Orl 120mg
	PLA
	NA
	NA
	NA
	PLA
	Sit 100mg
	NA
	NA
	NA
	PLA
	Sax 5mg
	NA
	NA
	NA

	Pio 45mg
	PLA
	NA
	NA
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA
	PLA
	Sem SC 2.4mg
	0.00
	0.00
	NA

	PLA
	Ro 4mg
	NA
	NA
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA
	PLA
	Sit 100mg
	0.00
	0.00
	0.79

	PLA
	Sem SC 2.4mg
	0.00
	0.00
	NA
	PLA
	Tir 5mg
	NA
	NA
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA

	PLA
	Sit 100mg
	NA
	91.24
	0.29
	PLA
	Tro 400mg
	NA
	NA
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA

	PLA
	Vid 50mg
	NA
	NA
	NA
	PLA
	Vit 1500μg
	NA
	NA
	NA
	PLA
	Tir 5mg
	NA
	NA
	NA

	PLA
	Vit 25μg
	NA
	NA
	NA
	PLA
	Vit 2500μg
	NA
	NA
	NA
	PLA
	Tro 400mg
	NA
	NA
	NA

	PLA
	Vit 75μg
	NA
	NA
	NA
	PLA
	Vit 25μg
	NA
	NA
	NA
	PLA
	Vid 50mg
	NA
	NA
	NA

	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA
	PLA
	Vit 40μg
	NA
	NA
	NA
	PLA
	Vit 1500μg
	NA
	0..00
	0.98

	
	
	
	
	
	PLA
	Vit 500μg
	NA
	NA
	NA
	PLA
	Vit 25μg
	NA
	NA
	NA

	
	
	
	
	
	PLA
	Vit 700μg
	NA
	NA
	NA
	PLA
	Vit 500μg
	0.00
	0.00
	NA

	
	
	
	
	
	PLA
	Vit 75μg
	0.00
	0.00
	NA
	PLA
	Vit 700μg
	NA
	NA
	NA

	
	
	
	
	
	PLA
	Vit 80μg
	NA
	NA
	NA
	PLA
	Vit 75μg
	0.00
	1.11
	NA

	
	
	
	
	
	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA

	
	
	
	
	
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA

	
	
	
	
	
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA

	
	
	
	
	
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	

	
	
	
	
	
	Vit 40μg
	Vit 80μg
	NA
	NA
	NA
	
	
	
	
	




Supplementary Table 4. (continued)
	HbA1c
	Total cholesterol
	Total Triglyceride

	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p

	Cof 10mg
	Cof 25mg
	NA
	NA
	NA
	Dap 10mg
	Met 850mg
	NA
	0.00
	0.97
	Aca 100mg
	PLA
	47.71
	39.32
	NA

	Cof 10mg
	PLA
	NA
	NA
	NA
	Dap 10mg
	PLA
	NA
	0.00
	0.97
	Dap 10mg
	PLA
	NA
	NA
	NA

	Cof 25mg
	PLA
	NA
	NA
	NA
	+Exe 2mg
	PLA
	NA
	NA
	NA
	Dap 10mg
+Exe 2mg
	PLA
	NA
	NA
	NA

	Aca 100mg
	PLA
	58.34
	58.23
	NA
	LFS
	Met 1500mg
	NA
	0.00
	0.99
	LFS
	Met 1500mg
	NA
	NA
	NA

	Dap 10mg
	Met 850mg
	NA
	66.10
	0.24
	LFS
	Met 500mg
	NA
	0.00
	0.99
	LFS
	Met 500mg
	NA
	35.52
	0.95

	Dap 10mg
	PLA
	65.43
	65.43
	0.12
	LFS
	Met 850mg
	NA
	NA
	NA
	LFS
	Met 850mg
	NA
	51.98
	0.95

	Dap 10mg
+Exe 2mg
	PLA
	NA
	NA
	NA
	LFS
	Pio 30mg
	NA
	NA
	NA
	LFS
	Pio 30mg
	NA
	NA
	NA

	LFS
	Lir 1.2mg
	NA
	NA
	NA
	LFS
	Sax 2.5mg
	NA
	NA
	NA
	LFS
	Sax 2.5mg
	NA
	NA
	NA

	LFS
	Met 500mg
	NA
	NA
	NA
	LFS
	Sax 5mg
	NA
	NA
	NA
	LFS
	Sax 5mg
	NA
	NA
	NA

	LFS
	Met 850mg
	NA
	0.00
	0.78
	LFS
	Vit 1500μg
	NA
	NA
	NA
	Lin 2.5mg
+Met 850mg
	Met 850mg
	60.32
	59.18
	NA

	LFS
	Vit 1500μg
	NA
	0.00
	0.63
	+Met 850mg
	Met 850mg
	58.52
	58.05
	NA
	Lin 5mg
	Met 500mg
	NA
	NA
	NA

	Lin 2.5mg
+Met 850mg
	Met 850mg
	78.22
	78.17
	NA
	Lin 5mg
	Met 500mg
	NA
	NA
	NA
	Met  1500mg
	Sax 2.5mg
	NA
	NA
	NA

	Lin 5mg
	Met 500mg
	NA
	NA
	NA
	Lir 3mg
	PLA
	NA
	NA
	NA
	Met  1500mg
	Sax 5mg
	NA
	NA
	NA

	Lin 3mg
	PLA
	NA
	NA
	NA
	Met  1500mg
	Sax 2.5mg
	NA
	NA
	NA
	Met 2000mg
	PLA
	NA
	NA
	NA

	Met  850mg
	PLA
	NA
	85.76
	0.52
	Met  1500mg
	Sax 5mg
	NA
	NA
	NA
	Met 500mg
	PLA
	NA
	0.00
	0.91

	Orl 120mg
	PLA
	NA
	NA
	NA
	Met 500mg
	PLA
	0.00
	0.00
	0.97
	Met  850mg
	PLA
	0.00
	0.00
	0.87

	Pio 45mg
	PLA
	NA
	NA
	NA
	Orl 120mg
	PLA
	NA
	NA
	NA
	Orl 120mg
	PLA
	NA
	NA
	NA

	PLA
	Ro 4mg
	0.00
	0.00
	NA
	PLA
	Ro 4mg
	69.77
	69,79
	NA
	PLA
	Ro 4mg
	NA
	NA
	NA

	PLA
	Sax 5mg
	NA
	NA
	NA
	PLA
	Sit 100mg
	NA
	NA
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA

	PLA
	Sem SC 2.4mg
	96.16
	96.19
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA

	PLA
	Vid 50mg
	NA
	NA
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA
	PLA
	Tir 5mg
	NA
	NA
	NA

	PLA
	Vit 1500μg
	NA
	0.00
	0.68
	PLA
	Tir 5mg
	NA
	NA
	NA
	PLA
	Vit 500μg
	NA
	NA
	NA

	PLA
	Vit 40μg
	NA
	NA
	NA
	PLA
	Vit 2500μg
	NA
	NA
	NA
	PLA
	Vit 700μg
	NA
	NA
	NA

	PLA
	Vit 500μg
	0.00
	0.00
	NA
	PLA
	Vit 500μg
	13.49
	13.35
	NA
	PLA
	Vit 75μg
	NA
	NA
	NA

	PLA
	Vit 700μg
	NA
	NA
	NA
	PLA
	Vit 700μg
	NA
	NA
	NA
	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA

	PLA
	Vit 75μg
	0.00
	0.00
	NA
	PLA
	Vit 75μg
	NA
	NA
	NA
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA

	PLA
	Vit 80μg
	NA
	NA
	NA
	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA

	Vit 40μg
	Vit 80μg
	NA
	NA
	NA
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA

	
	
	
	
	
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	

	
	
	
	
	
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	





Supplementary Table 4. (continued)
	HDL
	LDL

	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p

	Aca 100mg
	PLA
	0.00
	0.00
	NA
	Dap 10mg
	Met 850mg
	NA
	NA
	NA

	Dap 10mg
	Met 850mg
	NA
	32.40
	0.33
	Dap 10mg
	PLA
	NA
	NA
	NA

	Dap 10mg
	PLA
	NA
	63.33
	0.13
	Dap 10mg+Exe 2mg
	PLA
	NA
	NA
	NA

	Dap 10mg+Exe 2mg
	PLA
	NA
	NA
	NA
	LFS
	Met 1500mg
	NA
	NA
	NA

	LFS
	Met 1500mg
	NA
	NA
	NA
	LFS
	Met 850mg
	NA
	NA
	NA

	LFS
	Met 500mg
	NA
	3.42
	0.45
	LFS
	Pio 30mg
	NA
	NA
	NA

	LFS
	Met 850mg
	NA
	0.58
	0.68
	LFS
	Sax 2.5mg
	NA
	NA
	NA

	LFS
	Pio 30mg
	NA
	NA
	NA
	LFS
	Sax 5mg
	NA
	NA
	NA

	LFS
	Sax 2.5mg
	NA
	NA
	NA
	Lin 2.5mg+Met 850mg
	Met 850mg
	NA
	NA
	NA

	LFS
	Sax 5mg
	NA
	NA
	NA
	Lin 5mg
	Met 500mg
	NA
	NA
	NA

	Lin 2.5mg+Met 850mg
	Met 850mg
	17.46
	17.36
	NA
	Met  1500mg
	Sax 2.5mg
	NA
	NA
	NA

	Lin 5mg
	Met 500mg
	NA
	NA
	NA
	Met  1500mg
	Sax 5mg
	NA
	NA
	NA

	Met  1500mg
	Sax 2.5mg
	NA
	NA
	NA
	Met 500mg
	PLA
	NA
	NA
	NA

	Met  1500mg
	Sax 5mg
	NA
	NA
	NA
	Orl 120mg
	PLA
	NA
	NA
	NA

	Met 500mg
	PLA
	NA
	0.00
	0.46
	PLA
	Ro 4mg
	85.81
	85.72
	NA

	Orl 120mg
	PLA
	NA
	NA
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA

	PLA
	Ro 4mg
	54.79
	56.16
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA

	PLA
	Tir 10mg
	NA
	NA
	NA
	PLA
	Tir 5mg
	NA
	NA
	NA

	PLA
	Tir 15mg
	NA
	NA
	NA
	PLA
	Vit 500μg
	73.68
	73.06
	NA

	PLA
	Tir 5mg
	NA
	NA
	NA
	PLA
	Vit 700μg
	NA
	NA
	NA

	PLA
	Vit 2500μg
	NA
	NA
	NA
	PLA
	Vit 75μg
	NA
	NA
	NA

	PLA
	Vit 500μg
	0.00
	0.00
	NA
	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA

	PLA
	Vit 700μg
	NA
	NA
	NA
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA

	PLA
	Vit 75μg
	NA
	NA
	NA
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA

	Sax 2.5mg
	Sax 5mg
	NA
	NA
	NA
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA

	Tir 10mg
	Tir 15mg
	NA
	NA
	NA
	
	
	
	
	

	Tir 10mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	

	Tir 15mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	





Supplementary Table 4. (continued)
	AEs
	SAEs

	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p
	t1
	t2
	i2. Pair (%)
	i2. Cons (%)
	incons.p

	Cof 10mg
	Cof 25mg
	NA
	NA
	NA
	Cof 10mg
	Cof 25mg
	NA
	NA
	NA

	Cof 10mg
	PLA
	NA
	NA
	NA
	Cof 10mg
	PLA
	NA
	NA
	NA

	Cof 25mg
	PLA
	NA
	NA
	NA
	Cof 25mg
	PLA
	NA
	NA
	NA

	Aca 100mg
	PLA
	NA
	NA
	NA
	Dap 10mg
	PLA
	0.00
	0..00
	NA

	Dap 10mg
	Met 850mg
	NA
	0.00
	0.58
	Dap 10mg+Exe 2mg
	PLA
	NA
	NA
	NA

	Dap 10mg
	PLA
	50.47
	47.28
	NA
	Lir 1.8mg
	PLA
	NA
	NA
	NA

	Dap 10mg+Exe 2mg
	PLA
	NA
	NA
	NA
	Lir 1.8mg
	Sit 100mg
	NA
	NA
	NA

	Lin 2.5mg+Met 850mg
	Met 850mg
	NA
	NA
	NA
	Lir 3mg
	PLA
	0.00
	0..00
	NA

	Lir 1.8mg
	PLA
	NA
	NA
	NA
	Orl 120mg
	PLA
	0.00
	0..00
	NA

	Lir 1.8mg
	Sit 100mg
	NA
	NA
	NA
	Pio 45mg
	PLA
	0.00
	0..00
	NA

	Lir 3mg
	PLA
	0.00
	0.00
	NA
	PLA
	Sem SC 2.4mg
	63.90
	63.20
	NA

	Met 850mg
	PLA
	74.05
	73.77
	NA
	PLA
	Tir 10mg
	NA
	NA
	NA

	Orl 120mg
	PLA
	NA
	NA
	NA
	PLA
	Tir 15mg
	NA
	NA
	NA

	Pio 45mg
	PLA
	96.78
	96.73
	NA
	PLA
	Tir 5mg
	NA
	NA
	NA

	PLA
	Ro 4mg
	0.00
	0.00
	NA
	PLA
	Ro 4mg
	NA
	NA
	NA

	PLA
	Sem SC 2.4mg
	79.47
	79.79
	NA
	PLA
	Vit 25μg
	NA
	NA
	NA

	PLA
	Tir 10mg
	NA
	NA
	NA
	PLA
	Vit 40μg
	NA
	NA
	NA

	PLA
	Tir 15mg
	NA
	NA
	NA
	PLA
	Vit 500μg
	NA
	NA
	NA

	PLA
	Tir 5mg
	NA
	NA
	NA
	PLA
	Vit 75μg
	NA
	NA
	NA

	PLA
	Vid 50mg
	NA
	NA
	NA
	PLA
	Vit 80μg
	NA
	NA
	NA

	PLA
	Vit 25μg
	NA
	NA
	NA
	Tir 10mg
	Tir 15mg
	NA
	NA
	NA

	PLA
	Vit 40μg
	NA
	NA
	NA
	Tir 10mg
	Tir 5mg
	NA
	NA
	NA

	PLA
	Vit 500μg
	NA
	NA
	NA
	Tir 15mg
	Tir 5mg
	NA
	NA
	NA

	PLA
	Vit 75μg
	NA
	NA
	NA
	Vit 40μg
	Vit 80μg
	NA
	NA
	NA

	PLA
	Vit 80μg
	NA
	NA
	NA
	
	
	
	
	

	Tir 10mg
	Tir 15mg
	NA
	NA
	NA
	
	
	
	
	

	Tir 10mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	

	Tir 15mg
	Tir 5mg
	NA
	NA
	NA
	
	
	
	
	

	Vit 40μg
	Vit 80μg
	NA
	NA
	NA
	
	
	
	
	


BW, body weight. BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated haemoglobin. HDL, high-density lipoprotein. LDL, low-density lipoprotein. AEs, adverse events. SAEs, serious adverse events. NA, not applicable.
[bookmark: _Toc221403587]Table S8. Results of sensitive analysis.
	Intervention
	Main analysis
	Exclude studies with high risks of bias
	Only include RCTs with duration between 12~56 weeks

	BMI (kg/m²)

	Tir 15mg
	-4.50 (-8.45, -0.51)
	-4.51 (-8.61, -0.39)
	-4.48 (-6.37, -2.59)

	Tir 10mg
	-4.20 (-8.17, -0.21)
	-4.21 (-8.29, -0.06)
	-4.19 (-6.06, -2.27)

	Sem SC 2.4mg
	-3.54 (-5.82, -1.31)
	-3.52 (-5.92, -1.20)
	-0.50 (-2.25, 1.27)

	Tir 5mg
	-3.19 (-7.15, 0.77)
	-3.21 (-7.27, 0.91)
	-3.20 (-5.06, -1.31)

	Lir 1.2mg
	-3.06 (-8.57, 2.47)
	-3.08 (-8.79, 2.66)
	-3.83 (-7.10, -0.42)

	Lin 5mg
	-2.26 (-8.37, 3.84)
	-2.28 (-8.54, 3.88)
	-3.36 (-8.73, 1.78)

	Aca 100mg
	-1.09 (-4.61, 2.54)
	-0.64 (-6.95, 5.74)
	-1.07 (-3.45, 1.20)

	Met 500mg
	-0.58 (-4.07, 2.84)
	-0.61 (-4.19, 2.88)
	-1.74 (-5.47, 2.16)

	Met 1500mg
	-0.48 (-6.12, 5.09)
	-0.47 (-6.30, 5.38)
	-1.25 (-4.69, 2.41)

	Vit 25μg
	-0.40 (-4.67, 3.89)
	-0.39 (-4.85, 4.02)
	-0.34 (-2.79, 2.04)

	Dap 10mg
	-0.21 (-3.20, 2.77)
	-0.20 (-3.25, 2.84)
	-0.44 (-2.46, 1.56)

	Sit 100mg
	-0.21 (-4.12, 3.70)
	-0.18 (-4.26, 3.83)
	-0.19 (-1.97, 1.60)

	Sax 2.5mg
	-0.16 (-5.73, 5.32)
	-0.16 (-5.94, 5.68)
	-0.92 (-4.23, 2.52)

	Cof 25mg
	-0.08 (-3.94, 3.87)
	-0.07 (-4.06, 3.96)
	-0.06 (-1.81, 1.71)

	Vit 500μg
	0.00 (-3.92, 3.88)
	0.00 (-4.08, 4.09)
	-0.02 (-1.88, 1.86)

	Vit 700μg
	0.01 (-3.91, 3.92)
	-0.01 (-4.06, 4.07)
	-0.00 (-1.82, 1.83)

	Cof 10mg
	0.01 (-3.88, 3.88)
	0.01 (-4.05, 4.10)
	0.02 (-1.74, 1.79)

	Pio 30mg
	0.13 (-5.90, 6.18)
	0.10 (-5.99, 6.26)
	-0.64 (-4.54, 3.36)

	Vit 80μg
	0.10 (-3.82, 4.03)
	0.12 (-3.93, 4.19)
	0.09 (-1.71, 1.89)

	Vit 40μg
	0.09 (-3.81, 4.00)
	0.12 (-3.94, 4.27)
	0.09 (-1.73, 1.91)

	Met 850mg
	0.08 (-3.12, 3.26)
	0.07 (-3.16, 3.42)
	-0.39 (-2.58, 1.87)

	Tro 400mg
	0.33 (-6.28, 7.05)
	0.32 (-6.34, 6.98)
	0.15 (-5.23, 5.59)

	Ro 4mg
	0.14 (-2.84, 3.10)
	0.14 (-2.92, 3.23)
	0.10 (-1.48, 1.72)

	Vit 1500μg
	0.18 (-3.79, 4.24)
	0.20 (-3.99, 4.33)
	0.21 (-1.77, 2.19)

	Sax 5mg
	0.21 (-5.32, 5.72)
	0.23 (-5.50, 6.00)
	-0.53 (-3.87, 2.93)

	Vit 75μg
	0.22 (-2.87, 3.26)
	0.20 (-2.99, 3.41)
	0.28 (-1.32, 1.79)

	Vit 1250μg
	0.35 (-5.49, 6.14)
	0.32 (-5.65, 6.31)
	-0.43 (-4.27, 3.43)

	Vit 2500μg
	0.40 (-3.57, 4.44)
	0.40 (-3.73, 4.56)
	0.38 (-1.55, 2.33)

	LFS
	0.34 (-3.57, 4.29)
	0.32 (-3.70, 4.41)
	-0.40 (-3.20, 2.44)

	Pio 45mg
	0.69 (-3.64, 5.10)
	0.70 (-3.86, 5.22)
	NA

	Lin 2.5mg+Met 850mg
	0.98 (-3.39, 5.36)
	0.94 (-3.48, 5.45)
	0.43 (-2.30, 3.30)

	Weight Loss (kg)

	Sem SC 2.4mg
	-13.59 (-17.30, -9.91)
	-13.60 (-17.20, -10.10)
	-13.01 (-21.72, -4.24)

	Lir 3mg
	-5.99 (-10.44, -1.71)
	-5.99 (-10.35, -1.79)
	-5.97 (-12.19, -0.05)

	Dap 10mg+Exe 2mg
	-4.14 (-10.54, 2.28)
	-4.09 (-10.36, 2.24)
	-4.07 (-12.70, 4.70)

	Met 2000mg
	-4.09 (-12.34, 4.13)
	NA
	-4.03 (-14.05, 5.93)

	Met 1500mg
	-4.25 (-20.20, 11.29)
	-2.78 (-18.28, 12.86)
	-4.26 (-23.17, 14.56)

	Lin 5mg
	-4.37 (-24.53, 16.11)
	-3.47 (-23.85, 17.62)
	-4.09 (-26.94, 17.16)

	Orl 120mg
	-2.09 (-9.04, 4.84)
	NA
	-2.08 (-11.20, 7.01)

	Met 500mg
	-1.55 (-14.21, 10.83)
	-0.49 (-12.93, 12.12)
	-1.60 (-15.72, 12.53)

	Vit 25μg
	-0.98 (-9.06, 7.15)
	-0.96 (-8.92, 6.88)
	-0.99 (-10.79, 8.99)

	Vid 50mg
	-0.51 (-6.59, 5.57)
	-0.49 (-6.36, 5.43)
	-0.50 (-9.00, 7.93)

	Aca 100mg
	-0.69 (-14.51, 12.98)
	NA
	-0.79 (-15.71, 14.32)

	Cof 10mg
	-0.38 (-6.54, 5.86)
	-0.38 (-6.43, 5.67)
	-0.40 (-8.98, 8.30)

	Cof 25mg
	-0.23 (-6.36, 5.91)
	-0.23 (-6.28, 5.74)
	-0.25 (-8.85, 8.29)

	Ro 4mg
	-0.18 (-7.71, 7.33)
	-0.23 (-7.73, 7.17)
	-0.18 (-9.55, 9.24)

	Vit 1250μg
	0.72 (-15.84, 17.16)
	2.20 (-14.40, 18.59)
	0.76 (-19.12, 19.96)

	Sax 2.5mg
	1.16 (-14.64, 16.71)
	2.64 (-12.86, 18.17)
	1.17 (-17.70, 19.88)

	Vit 75μg
	0.81 (-5.33, 7.01)
	0.81 (-5.23, 6.84)
	0.79 (-7.94, 9.25)

	Dap 10mg
	0.91 (-4.89, 6.33)
	0.90 (-5.04, 6.22)
	0.92 (-6.36, 7.32)

	Pio 30mg
	1.75 (-16.07, 19.04)
	3.16 (-14.12, 20.56)
	1.95 (-18.55, 21.88)

	Sax 5mg
	1.62 (-14.29, 17.22)
	3.11 (-12.37, 18.58)
	1.66 (-17.15, 20.38)

	LFS
	1.77 (-12.75, 16.07)
	3.22 (-11.25, 17.58)
	1.77 (-15.23, 18.64)

	Sit 100mg
	1.39 (-3.58, 6.52)
	1.41 (-3.48, 6.36)
	5.52 (-6.66, 17.51)

	Lir 1.8mg
	1.45 (-3.64, 6.51)
	1.47 (-3.42, 6.40)
	3.52 (-5.20, 11.97)

	Pio 45mg
	2.04 (-7.53, 11.37)
	2.01 (-7.16, 11.39)
	NA

	Met 850mg
	1.64 (-3.65, 6.63)
	1.59 (-3.65, 6.39)
	1.62 (-5.62, 8.28)

	Lin 2.5mg+Met 850mg
	3.66 (-3.72, 10.90)
	3.56 (-3.78, 10.68)
	3.62 (-6.23, 13.07)

	FPG (mg/dL)

	Pio 30mg
	-26.42 (-36.99, -16.73)
	-25.93 (-36.43 to -16.23)
	-27.00 (-36.83, -16.11)

	Tir 15mg
	-9.58 (-12.00, -7.15)
	-9.60 (-11.97 to -7.16)
	-9.59 (-12.52, -6.64)

	Sem SC 2.4mg
	-9.13 (-10.97, -7.57)
	-9.16 (-10.94 to -7.56)
	-8.88 (-13.39, -4.37)

	Tir 10mg
	-8.71 (-11.20, -6.22)
	-8.67 (-11.17 to -6.23)
	-8.68 (-11.70, -5.71)

	Lir 1.8mg
	-9.01 (-12.93, -5.11)
	-9.06 (-12.87 to -5.04)
	-8.98 (-13.03, -4.79)

	Lir 1.2mg
	-8.02 (-12.24, -4.54)
	-7.92 (-12.35 to -4.62)
	-8.03 (-13.19, -4.13)

	Ro 4mg
	-7.53 (-9.73, -5.21)
	-7.47 (-9.74 to -5.18)
	-7.46 (-9.93, -4.92)

	Tir 5mg
	-7.27 (-9.71, -4.88)
	-7.31 (-9.68 to -4.89)
	-7.30 (-10.25, -4.34)

	Lir 3mg
	-7.25 (-9.08, -5.03)
	-7.23 (-9.09 to -5.07)
	-7.21 (-9.39, -4.64)

	Pio 45mg
	-6.78 (-9.59, -5.15)
	-6.78 (-9.63 to -5.17)
	NA

	Dap 10mg
	-5.36 (-10.14, -0.29)
	-5.09 (-10.16 to -0.14)
	-5.00 (-10.38, -0.13)

	Vit 1500ug
	-5.14 (-8.63, -1.87)
	-5.19 (-8.67 to -1.97)
	-5.21 (-9.06, -1.67)

	Met 500mg
	-5.26 (-13.36, 2.66)
	-5.44 (-14.10 to 2.37)
	-5.23 (-13.21, 2.94)

	Orl 120mg
	-4.29 (-10.98, 2.67)
	NA
	NA

	Tro 400mg
	-4.23 (-14.77, 9.01)
	-4.19 (-15.75 to 7.64)
	-3.65 (-15.56, 7.52)

	LFS
	-3.86 (-7.29, -0.90)
	-3.76 (-7.36 to -0.98)
	-3.86 (-7.93, -0.70)

	Met 850mg
	-3.53 (-6.49, -2.04)
	-3.46 (-6.56 to -2.02)
	-3.55 (-7.20, -1.94)

	Sax 5mg
	-3.67 (-13.60, 7.31)
	-3.78 (-14.68 to 7.88)
	NA

	Vit 1250μg
	-2.80 (-7.86, 1.57)
	-2.81 (-7.94 to 1.55)
	-2.85 (-8.48, 1.96)

	Aca 100mg
	-2.68 (-7.22, 2.06)
	-2.45 (-7.13 to 2.16)
	-2.39 (-7.16, 2.45)

	Cof 10mg
	-2.37 (-8.11, 3.01)
	-2.44 (-8.09 to 3.43)
	-2.50 (-8.39, 3.34)

	Vit 25μg
	-2.46 (-6.96, 2.00)
	-2.41 (-7.24 to 1.80)
	-2.46 (-7.30, 2.29)

	Vit 500μg
	-2.17 (-4.44, -0.11)
	-2.17 (-4.35 to -0.14)
	-2.20 (-4.72, 0.15)

	Vit 700μg
	-1.54 (-7.24, 3.68)
	-1.47 (-7.34 to 4.28)
	-1.69 (-7.34, 4.18)

	Met 2000mg
	-1.61 (-6.69, 3.05)
	NA
	-1.89 (-7.09, 3.80)

	Dap 10mg+Exe 2mg
	-1.13 (-6.39, 4.19)
	-0.95 (-6.52 to 4.37)
	-1.00 (-6.68, 4.29)

	Vid 50mg
	-0.51 (-2.77, 1.76)
	-0.50 (-2.74 to 1.73)
	-0.50 (-3.27, 2.33)

	Cof 25mg
	-0.19 (-5.18, 5.20)
	0.06 (-5.57 to 5.70)
	-0.05 (-5.71, 5.54)

	Met 1000mg
	1.44 (-9.22, 11.55)
	1.21 (-8.70 to 12.02)
	1.67 (-9.38, 12.62)

	Vit 75μg
	0.08 (-4.88, 4.71)
	-0.08 (-5.08 to 5.02)
	0.25 (-4.87, 5.08)

	Sit 100mg
	-0.15 (-4.40, 4.50)
	-0.06 (-4.08 to 4.39)
	0.18 (-4.23, 4.63)

	Lin 2.5mg+Met 850mg
	3.61 (-0.68, 7.07)
	3.62 (-0.50 to 6.86)
	3.59 (-1.31, 7.13)

	HbA1c (%)

	Lir 1.2mg
	-0.94 (-1.34, -0.54)
	-0.95 (-1.36, -0.54)
	-0.92 (-1.35, -0.54)

	Met 500mg
	-0.75 (-1.34, -0.14)
	-0.75 (-1.35, -0.16)
	-0.75 (-1.31, -0.16)

	Lin 5mg
	-0.75 (-1.47, -0.01)
	-0.76 (-1.49, -0.02)
	-0.75 (-1.46, -0.02)

	Sem SC 2.4mg
	-0.39 (-0.55, -0.25)
	-0.39 (-0.55, -0.24)
	-0.50 (-0.78, -0.22)

	Pio 45mg
	-0.40 (-0.88, 0.08)
	-0.40 (-0.87, 0.07)
	NA

	Dap 10mg
	-0.27 (-0.52, -0.05)
	-0.27 (-0.52, -0.05)
	-0.25 (-0.52, -0.05)

	Lir 3mg
	-0.20 (-0.46, 0.06)
	-0.20 (-0.47, 0.07)
	-0.20 (-0.47, 0.07)

	Dap 10mg+Exe 2mg
	-0.20 (-0.48, 0.08)
	-0.20 (-0.48, 0.09)
	-0.20 (-0.48, 0.09)

	Met 850mg
	-0.16 (-0.38, 0.04)
	-0.16 (-0.39, 0.04)
	-0.13 (-0.38, 0.04)

	LFS
	-0.14 (-0.44, 0.16)
	-0.15 (-0.45, 0.16)
	-0.12 (-0.44, 0.16)

	Vit 1500μg
	-0.12 (-0.40, 0.14)
	-0.12 (-0.41, 0.14)
	-0.12 (-0.40, 0.14)

	Vid 50mg
	-0.10 (-0.36, 0.16)
	-0.10 (-0.36, 0.16)
	-0.10 (-0.37, 0.17)

	Cof 25mg
	-0.06 (-0.32, 0.20)
	-0.06 (-0.33, 0.20)
	-0.06 (-0.33, 0.21)

	Sax 5mg
	0.00 (-0.44, 0.44)
	0.00 (-0.44, 0.45)
	-0.01 (-0.43, 0.44)

	Vit 700μg
	-0.00 (-0.35, 0.36)
	0.00 (-0.36, 0.36)
	0.00 (-0.37, 0.35)

	Aca 100mg
	-0.01 (-0.27, 0.29)
	0.00 (-0.28, 0.29)
	-0.01 (-0.27, 0.29)

	Orl 120mg
	-0.00 (-0.31, 0.31)
	NA
	0.00 (-0.28, 0.29)

	Vit 75μg
	0.00 (-0.28, 0.29)
	0.01 (-0.28, 0.30)
	0.00 (-0.19, 0.19)

	Ro 4mg
	-0.00 (-0.19, 0.19)
	0.00 (-0.19, 0.19)
	0.00 (-0.19, 0.19)

	Vit 500μg
	0.00 (-0.19, 0.19)
	0.00 (-0.19, 0.19)
	0.02 (-0.25, 0.29)

	Cof 10mg
	0.02 (-0.24, 0.28)
	0.02 (-0.25, 0.29)
	0.10 (-0.19, 0.39)

	Vit 80μg
	0.10 (-0.18, 0.38)
	0.10 (-0.19, 0.39)
	0.10 (-0.19, 0.39)

	Vit 40μg
	0.10 (-0.18, 0.38)
	0.10 (-0.19, 0.39)
	0.16 (-0.15, 0.47)

	Lin 2.5mg+Met 850mg
	0.16 (-0.15, 0.46)
	0.16 (-0.16, 0.46)
	0.00 (-0.28, 0.29)

	Total Cholesterol (mg/dL)

	Tir 15mg
	-17.34 (-27.76, -7.10)
	-17.39 (-27.69, -7.04)
	-17.22 (-30.51, -4.06)

	Tir 10mg
	-13.71 (-24.26, -3.53)
	-13.81 (-24.19, -3.20)
	-13.62 (-26.89, -0.58)

	Tir 5mg
	-12.74 (-23.20, -2.37)
	-12.80 (-23.25, -2.25)
	-12.70 (-25.97, 0.45)

	Pio 30mg
	-16.31 (-45.17, 16.22)
	-15.33 (-44.42, 17.11)
	-12.42 (-45.99, 19.77)

	Lin 2.5mg+Met 850mg
	-10.65 (-28.52, 6.57)
	-10.66 (-28.08, 6.38)
	-9.97 (-31.95, 9.48)

	Sax 5mg
	-12.23 (-40.52, 16.27)
	-13.36 (-39.64, 16.28)
	-10.70 (-41.52, 18.08)

	Vit 1500μg
	-9.57 (-32.61, 11.68)
	-10.06 (-31.84, 11.81)
	-9.06 (-33.91, 16.05)

	LFS
	-7.53 (-19.30, 4.50)
	-7.66 (-18.45, 4.44)
	-6.29 (-22.05, 9.00)

	Met 850mg
	-7.41 (-19.98, 5.75)
	-7.51 (-19.32, 5.62)
	-6.37 (-22.60, 9.32)

	Met 500mg
	-6.08 (-13.33, 2.17)
	-6.23 (-13.34, 2.25)
	-4.31 (-17.38, 9.01)

	Sax 2.5mg
	-5.41 (-29.55, 17.80)
	-5.36 (-28.13, 18.78)
	-4.34 (-30.91, 22.32)

	Vit 75μg
	-4.34 (-15.00, 6.47)
	-4.44 (-15.23, 6.37)
	-4.46 (-17.86, 8.95)

	Orl 120mg
	-4.37 (-14.74, 6.34)
	NA
	NA

	Dap 10mg
	-3.89 (-15.42, 8.28)
	-3.90 (-15.31, 8.35)
	-2.96 (-17.27, 10.82)

	Vit 700μg
	-3.30 (-14.04, 7.24)
	-3.36 (-13.89, 7.26)
	-3.37 (-16.60, 9.89)

	Vit 2500μg
	-2.43 (-12.47, 7.77)
	-2.35 (-12.42, 7.76)
	-2.38 (-15.54, 10.54)

	Met 1500mg
	-0.72 (-28.23, 29.57)
	-0.10 (-27.02, 29.24)
	0.42 (-28.98, 31.24)

	Lir 3mg
	-1.68 (-11.52, 8.13)
	-1.66 (-11.39, 8.13)
	-1.68 (-14.27, 11.10)

	Sit 100mg
	1.32 (-24.27, 28.20)
	1.93 (-23.39, 29.66)
	2.12 (-25.99, 30.04)

	Vit 500μg
	-0.49 (-7.52, 6.73)
	-0.47 (-7.49, 6.85)
	-0.49 (-9.34, 8.75)

	Lin 5mg
	2.38 (-16.80, 23.38)
	2.61 (-16.86, 23.71)
	5.36 (-19.02, 29.18)

	Dap 10mg+Exe 2mg
	1.59 (-9.56, 12.87)
	1.62 (-9.88, 12.75)
	1.49 (-12.06, 15.42)

	Ro 4mg
	6.32 (-1.88, 15.68)
	6.56 (-2.19, 15.78)
	6.44 (-3.38, 17.38)

	Total Triglyceride (mmol/L)

	Pio 30mg
	-6.16 (-11.73, -1.03)
	-6.19 (-11.15, -1.24)
	-6.16 (-11.24, -1.24)

	Sax 5mg
	-2.18 (-6.45, 1.74)
	-2.16 (-5.65, 1.33)
	-2.16 (-5.66, 1.23)

	Tir 5mg
	-1.69 (-4.74, 1.26)
	-1.70 (-4.31, 0.78)
	-1.72 (-4.31, 0.95)

	Tir 10mg
	-1.50 (-4.47, 1.38)
	-1.50 (-4.11, 1.03)
	-1.50 (-4.05, 1.12)

	Met 1500mg
	-1.37 (-5.60, 2.59)
	-1.35 (-4.90, 2.09)
	-1.36 (-4.84, 1.97)

	Sax 2.5mg
	-1.08 (-5.33, 2.88)
	-1.04 (-4.63, 2.35)
	-1.05 (-4.58, 2.32)

	Dap 10mg+Exe 2mg
	-0.20 (-3.19, 2.73)
	-0.19 (-2.70, 2.38)
	-0.20 (-2.80, 2.33)

	Met 850mg
	-0.12 (-2.28, 1.80)
	-0.10 (-1.94, 1.48)
	-0.10 (-1.99, 1.42)

	Dap 10mg
	-0.10 (-3.05, 2.88)
	-0.11 (-2.63, 2.43)
	-0.10 (-2.68, 2.47)

	Aca 100mg
	-0.11 (-3.81, 2.17)
	0.18 (-2.55, 2.91)
	-0.08 (-3.29, 1.94)

	LFS
	-0.07 (-2.96, 2.60)
	-0.05 (-2.49, 2.23)
	-0.06 (-2.44, 2.18)

	Met 500mg
	-0.02 (-2.56, 2.46)
	-0.01 (-2.15, 2.12)
	-0.02 (-2.14, 2.16)

	Vit 75μg
	-0.01 (-2.99, 2.98)
	-0.01 (-2.54, 2.62)
	-0.01 (-2.59, 2.55)

	Orl 120mg
	0.00 (-3.00, 2.96)
	NA
	NA

	Tir 15mg
	0.00 (-2.99, 2.89)
	0.00 (-2.53, 2.52)
	-0.00 (-2.53, 2.54)

	Vit 500μg
	0.10 (-2.88, 3.02)
	0.10 (-2.40, 2.64)
	0.10 (-2.51, 2.64)

	Vit 700μg
	0.20 (-2.75, 3.14)
	0.20 (-2.33, 2.73)
	0.20 (-2.38, 2.73)

	Ro 4mg
	0.31 (-2.74, 3.35)
	0.29 (-2.31, 2.88)
	0.28 (-2.26, 2.91)

	Lin 5mg
	0.97 (-3.06, 4.98)
	1.00 (-2.52, 4.48)
	1.00 (-2.47, 4.50)

	Met 2000mg
	1.21 (-2.14, 4.56)
	NA
	1.21 (-1.85, 4.25)

	Lin 2.5mg+Met 850mg
	1.02 (-1.94, 4.48)
	1.09 (-1.49, 4.00)
	1.03 (-1.54, 4.03)

	HDL (mmol/L)

	Sax 5mg
	-0.30 (-1.02, 0.32)
	-0.30 (-1.00, 0.33)
	-0.58 (-1.42, 0.30)

	LFS
	-0.21 (-0.64, 0.13)
	-0.20 (-0.63, 0.16)
	-0.49 (-1.13, 0.20)

	Tir 15mg
	-0.20 (-0.53, 0.13)
	-0.20 (-0.53, 0.14)
	-0.20 (-0.53, 0.13)

	Met 1500mg
	-0.21 (-0.84, 0.36)
	-0.20 (-0.85, 0.39)
	-0.47 (-1.29, 0.36)

	Sax 2.5mg
	-0.22 (-0.85, 0.36)
	-0.21 (-0.85, 0.38)
	-0.47 (-1.29, 0.35)

	Met 850mg
	-0.14 (-0.62, 0.19)
	-0.13 (-0.62, 0.21)
	-0.39 (-0.95, 0.20)

	Vit 700μg
	-0.10 (-0.42, 0.22)
	-0.10 (-0.43, 0.22)
	-0.10 (-0.43, 0.22)

	Tir 5mg
	-0.10 (-0.42, 0.23)
	-0.10 (-0.43, 0.24)
	-0.10 (-0.43, 0.23)

	Tir 10mg
	-0.10 (-0.42, 0.23)
	-0.10 (-0.43, 0.23)
	-0.10 (-0.43, 0.23)

	Lin 2.5mg+Met 850mg
	-0.11 (-0.78, 0.37)
	-0.10 (-0.79, 0.40)
	-0.36 (-1.09, 0.30)

	Pio 30mg
	-0.11 (-0.75, 0.46)
	-0.12 (-0.75, 0.49)
	-0.38 (-1.18, 0.44)

	Met 500mg
	-0.06 (-0.39, 0.23)
	-0.06 (-0.39, 0.25)
	-0.39 (-1.11, 0.41)

	Aca 100mg
	-0.04 (-0.46, 0.34)
	0.01 (-0.46, 0.48)
	-0.05 (-0.45, 0.34)

	Vit 75μg
	-0.00 (-0.33, 0.33)
	0.00 (-0.33, 0.34)
	-0.00 (-0.34, 0.34)

	Orl 120mg
	-0.00 (-0.33, 0.33)
	NA
	NA

	Dap 10mg
	0.00 (-0.45, 0.31)
	0.01 (-0.44, 0.32)
	-0.19 (-0.65, 0.27)

	Vit 2500μg
	0.00 (-0.32, 0.32)
	-0.00 (-0.33, 0.33)
	-0.00 (-0.33, 0.33)

	Vit 500μg
	-0.00 (-0.23, 0.23)
	0.00 (-0.23, 0.24)
	0.00 (-0.23, 0.23)

	Lin 5mg
	0.04 (-0.50, 0.55)
	0.04 (-0.49, 0.55)
	-0.29 (-1.11, 0.61)

	Ro 4mg
	0.08 (-0.16, 0.35)
	0.07 (-0.16, 0.34)
	0.08 (-0.16, 0.35)

	Dap 10mg+Exe 2mg
	0.10 (-0.23, 0.44)
	0.10 (-0.24, 0.44)
	0.10 (-0.24, 0.44)

	LDL (mmol/L)

	Lin 2.5mg+Met 850mg
	-1.33 (-3.77, 1.06)
	-1.30 (-3.66, 0.95)
	-1.27 (-3.63, 1.09)

	Lin 5mg
	-0.69 (-2.75, 1.37)
	-0.70 (-2.74, 1.36)
	-3.38 (-28.67, 17.32)

	Tir 15mg
	-0.50 (-1.80, 0.78)
	-0.50 (-1.79, 0.77)
	-0.50 (-1.74, 0.77)

	Tir 5mg
	-0.40 (-1.70, 0.87)
	-0.40 (-1.68, 0.88)
	-0.40 (-1.65, 0.85)

	Tir 10mg
	-0.40 (-1.71, 0.88)
	-0.40 (-1.69, 0.90)
	-0.40 (-1.64, 0.86)

	Met 500mg
	-0.40 (-1.68, 0.89)
	-0.40 (-1.67, 0.89)
	-3.10 (-28.26, 17.45)

	Vit 700μg
	-0.30 (-1.59, 1.00)
	-0.30 (-1.60, 1.00)
	-0.29 (-1.56, 0.97)

	Pio 30mg
	-0.22 (-3.21, 2.61)
	-0.17 (-3.07, 2.57)
	-0.18 (-3.01, 2.62)

	Orl 120mg
	-0.20 (-1.50, 1.08)
	NA
	NA

	Met 850mg
	-0.12 (-2.12, 1.83)
	-0.08 (-2.01, 1.71)
	-0.09 (-1.99, 1.84)

	Vit 75μg
	-0.10 (-1.40, 1.21)
	-0.11 (-1.39, 1.19)
	-0.10 (-1.35, 1.17)

	Vit 500μg
	-0.10 (-1.02, 0.81)
	-0.11 (-1.00, 0.81)
	-0.10 (-0.99, 0.79)

	LFS
	-0.03 (-2.44, 2.30)
	0.03 (-2.27, 2.18)
	0.01 (-2.24, 2.30)

	Dap 10mg
	-0.01 (-1.48, 1.39)
	-0.00 (-1.43, 1.34)
	0.02 (-1.39, 1.41)

	Dap 10mg+Exe 2mg
	0.10 (-1.23, 1.39)
	0.09 (-1.20, 1.39)
	0.11 (-1.21, 1.39)

	Met 1500mg
	0.38 (-2.56, 3.15)
	0.42 (-2.40, 3.07)
	0.42 (-2.33, 3.22)

	Sax 5mg
	0.37 (-2.54, 3.13)
	0.41 (-2.35, 3.04)
	0.39 (-2.28, 3.17)

	Sax 2.5mg
	0.57 (-2.23, 3.26)
	0.61 (-2.10, 3.16)
	0.62 (-2.04, 3.30)

	Ro 4mg
	0.36 (-0.56, 1.32)
	0.37 (-0.54, 1.32)
	0.37 (-0.53, 1.31)

	AEs

	Ro 4mg
	0.06 (0.00, 2.20)
	0.06 (0.00, 1.98)
	0.06 (0.00, 3.04)

	Vit 500μg
	0.00 (0.00, 8.64e+10)
	0.00 (0.00, 2.52e+17)
	0.00 (0.00, 4.51e+21)

	Sit 100mg
	0.10 (0.00, 14.48)
	0.10 (0.00, 15.99)
	0.10 (0.00, 21.84)

	Vit 75μg
	0.00 (0.00, 1.53e+23)
	0.00 (0.00, 1.45e+15)
	0.00 (0.00, 3.23e+23)

	Vit 25μg
	0.00 (0.00, 2.74e+18)
	1.15 (0.00, 9.27e+28)
	0.00 (0.00, 6.42e+12)

	Lir 1.8mg
	0.38 (0.01, 12.89)
	0.39 (0.01, 14.21)
	0.39 (0.01, 17.49)

	Pio 45mg
	0.87 (0.08, 10.20)
	0.90 (0.08, 10.51)
	NA

	Vit 40μg
	0.00 (0.00, 5.36e+22)
	0.00 (0.00, 5.16e+17)
	0.00 (0.00, 1.39e+07)

	Vid 50mg
	1.25 (0.04, 36.70)
	1.24 (0.04, 35.78)
	1.23 (0.03, 47.02)

	Vit 80μg
	9.76 (0.00, 3.15e+33)
	26.91 (0.00, 2.96e+29)
	0.00 (0.00, 4.22e+13)

	Orl 120mg
	2.14 (0.07, 59.39)
	NA
	2.22 (0.06, 92.52)

	Lir 3mg
	2.15 (0.08, 60.78)
	2.10 (0.07, 51.02)
	2.10 (0.06, 77.01)

	Dap 10mg+Exe 2mg
	838.64 (0.00, 8.67e+35)
	1.15e+10 (0.00, 2.04e+43)
	7.45e+05 (0.00, 1.92e+30)

	Sem SC 2.4mg
	2.67 (0.25, 29.87)
	2.71 (0.25, 27.15)
	NA

	Tir 15mg
	3.02 (0.10, 89.12)
	2.89 (0.10, 76.45)
	2.91 (0.08, 96.16)

	Tir 5mg
	2.99 (0.11, 79.57)
	3.01 (0.11, 78.05)
	2.96 (0.09, 106.54)

	Aca 100mg
	3.29 (0.11, 108.21)
	3.30 (0.10, 114.09)
	3.21 (0.08, 132.47)

	Tir 10mg
	3.42 (0.11, 96.59)
	3.35 (0.12, 85.78)
	3.27 (0.09, 120.91)

	Dap 10mg
	4.28 (0.56, 47.26)
	4.09 (0.51, 44.96)
	4.17 (0.45, 57.81)

	Met 850mg
	7.15 (0.55, 83.03)
	6.76 (0.53, 72.07)
	7.10 (0.43, 98.07)

	Lin 2.5mg+Met 850mg
	3.20e+17 (0.00, 5.22e+35)
	7.32e+17 (0.00, 1.26e+56)
	2.07e+12 (0.00, 1.63e+59)

	SAEs

	Vit 75μg
	0.00 (0.00, 4.93e+07)
	0.00 (0.00, 7.81e+13)
	1.20e+04 (0.00, 2.34e+26)

	Vit 80μg
	0.00 (0.00, 4.60e+07)
	0.00 (0.00, 6.83e+18)
	0.00 (0.00, 3.32e+18)

	Cof 10mg
	0.00 (0.00, 5.33e+13)
	0.00 (0.00, 7.29e+24)
	0.00 (0.00, 7.23e+14)

	Vit 500μg
	0.00 (0.00, 4.52e+13)
	0.03 (0.00, 4.38e+16)
	0.00 (0.00, 1.01e+29)

	Dap 10mg
	0.00 (0.00, 4.12e+07)
	0.00 (0.00, 1.17e+11)
	0.00 (0.00, 1.06e+07)

	Vit 25μg
	0.00 (0.00, 2.00e+20)
	0.00 (0.00, 4.72e+12)
	0.01 (0.00, 5.01e+24)

	Vit 40μg
	0.00 (0.00, 1.83e+11)
	0.00 (0.00, 2.74e+17)
	0.00 (0.00, 2.80e+22)

	Orl 120mg
	0.68 (0.14, 3.43)
	NA
	0.78 (0.01, 51.88)

	Tir 15mg
	0.73 (0.08, 6.44)
	0.73 (0.03, 15.30)
	0.73 (0.01, 45.53)

	Tir 5mg
	0.92 (0.10, 8.77)
	0.93 (0.04, 19.13)
	0.94 (0.02, 52.81)

	Dap 10mg+Exe 2mg
	0.92 (0.01, 43.53)
	0.97 (0.01, 83.62)
	0.96 (0.00, 255.68)

	Tir 10mg
	0.00 (0.00, 0.00)
	1.02 (0.05, 21.29)
	1.02 (0.02, 53.69)

	Sem SC 2.4mg
	1.02 (0.10, 9.07)
	1.09 (0.11, 8.70)
	NA

	Cof 25mg
	1.13 (0.22, 4.84)
	0.00 (0.00, 2.09e+27)
	0.00 (0.00, 1.37e+13)

	Lir 3mg
	331.33 (0.00, 5.56e+16)
	1.23 (0.05, 26.10)
	1.23 (0.02, 77.61)

	Pio 45mg
	1.22 (0.11, 9.72)
	1.58 (0.17, 20.99)
	NA

	Lir 1.8mg
	1.53 (0.25, 11.60)
	1.76e+06 (9.79, 1.16e+12)
	1.90e+05 (7.27, 5.07e+13)

	Sit 100mg
	1.70e+07 (17.63, 2.53e+18)
	2.00e+18 (6.61e+05, 7.39e+39)
	2.44e+14 (5.42e+03, 3.84e+44)

	Gastrointestinal disorders

	Pio 45mg
	1.96e+11 (2.27, 1.12e+36)
	1.96e+11 (2.27, 1.12e+36)
	NA

	Sem SC 2.4mg
	11.02 (0.61, 512.86)
	11.02 (0.61, 512.86)
	NA

	Dap 10mg+Exe 2mg
	2.64 (0.03, 237.46)
	2.64 (0.03, 237.46)
	2.64 (0.45, 16.12)

	Vid 50mg
	2.44 (0.02, 523.22)
	2.44 (0.02, 523.22)
	2.39 (0.14, 76.71)

	Tir 15mg
	1.95 (0.02, 175.91)
	1.95 (0.02, 175.91)
	1.79 (0.29, 10.59)

	Tir 10mg
	1.27 (0.01, 120.30)
	1.27 (0.01, 120.30)
	1.27 (0.18, 8.17)

	Lir 3mg
	1.27 (0.02, 109.95)
	1.27 (0.02, 109.95)
	1.32 (0.28, 6.17)

	Vit 500μg
	1.21 (0.02, 104.58)
	1.21 (0.02, 104.58)
	1.26 (0.26, 5.87)

	Tir 5mg
	2.32 (0.02, 295.89)
	2.32 (0.02, 295.89)
	0.47 (0.04, 3.97)

	Renal and urinary disorders

	Pio 45mg
	1.51e+03 (0.00, 2.27e+15)
	1.51e+03 (0.00, 2.27e+15)
	NA

	Dap 10mg+Exe 2mg
	2.04e+07 (0.00, 2.28e+33)
	2.04e+07 (0.00, 2.28e+33)
	2.34e+03 (0.00, 1.70e+24)

	Lir 3mg
	1.45 (0.14, 16.78)
	1.45 (0.14, 16.78)
	1.40 (0.14, 15.80)

	Tir 15mg
	0.99 (0.05, 19.49)
	0.99 (0.05, 19.49)
	0.98 (0.04, 20.91)

	Tir 5mg
	1.02 (0.05, 22.42)
	1.02 (0.05, 22.42)
	0.97 (0.04, 18.73)

	Tir 10mg
	1.04 (0.05, 23.57)
	1.04 (0.05, 23.57)
	1.02 (0.04, 21.33)

	Dap 10mg
	9.00e+05 (7.92, 3.17e+18)
	9.00e+05 (7.92, 3.17e+18)
	1.29e+03 (3.46, 7.31e+08)

	Sem SC 2.4mg
	8.20e+06 (1.45, 2.28e+18)
	8.20e+06 (1.45, 2.28e+18)
	NA


BMI, body mass index. FPG, fasting plasma glucose. HbA1c, glycated hemoglobin. HDL, high-density lipoprotein. LDL, low-density lipoprotein. AEs, adverse events. SAEs, Serious adverse evenst. NA, not applicable.
[bookmark: _Toc221403588]Additional file: Figures
[bookmark: _Toc221403589]Figure S1. Plots of grading the evidence of network meta-analysis using CINeMA.
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Supplementary figure 3. Plots of grading the evidence of network meta-analysis using CINeMA. The node color represents the indirectness, and the edge color shows the average risk of bias. (A) Body mass index (BMI), (B) Weight loss (WL), (C) Fasting plasma glucose (FPG), (D) Glycated hemoglobin (HbA1c), (E) Total cholesterol (TC), (F) Total triglyceride (TG), (G) High-density lipoprotein (HDL), (H) Low-density lipoprotein (LDL), (I) Adverse events (AEs), (J) Serious adverse events (SAEs), (K) Gastrointestinal disorders (GIAE), (L) Renal and urinary disorders (RUD). PLA, placebo. Met, metformin. Orl, orlistart. AGI, alpha-glucosidase inhibitors. SGLT-2i, sodium-glucose cotransporter 2 inhibitors. DPP-4i, dipeptidyl peptidase-4 inhibitors. GIP, glucose-dependent insulinotropic polypeptide. GLP-1RA, glucagon-like peptide-1 receptor agonists. TZD, thiazolidinedione. Vit D, vitamin D.
[bookmark: _Toc221403590]Figure S2. Plots of Rankogram.
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Supplementary figure 2. Plots of Rankogram. The cumulative probability of each intervention ranking is shown in the form of bar chart. (A) Body mass index (BMI), (B) Weight loss (WL), (C) Fasting plasma glucose (FPG), (D) Glycated hemoglobin (HbA1c), (E) Total cholesterol (TC), (F) Total triglyceride (TG), (G) High-density lipoprotein (HDL), (H) Low-density lipoprotein (LDL), (I) Adverse events (AEs), (J) Serious adverse events (SAEs), (K) Gastrointestinal disorders (GIAE), (L) Renal and urinary disorders (RUD). Dap, Dapagliflozin. Exe, Exenatide. Aca, Acarbose. Sit, Sitagliptin. Sax, Saxagliptin. Vid, Vildagliptin. Ro, Rosiglitazone. Pio, Pioglitazone. Sem, Semaglutide. Lir, Liraglutide. Orl, Orlistat. Tir, Tirzepatide. Tro, Troglitazone. Vit, Vitamin D. Met, Metformin. Lin, linagliptin. LFS, Lifestyle intervention. PLA, Placebo.
[bookmark: _Toc221403591]Figure S3. Plots of consistency and inconsistency diagnoses.
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Supplementary figure 1. Plots of consistency and inconsistency diagnoses. The horizontal axis represents the estimated values of the effect size. The vertical axis is the leverage value, indicating the influence of each study or data point on the model outcomes. In each plot, the results of the leverage plots obtained for each metric after applying both the consistency model and the inconsistency model are displayed. (A) Body mass index (BMI), (B) Weight loss (WL), (C) Fasting plasma glucose (FPG), (D) Glycated hemoglobin (HbA1c), (E) Total cholesterol (TC), (F) Total triglyceride (TG), (G) High-density lipoprotein (HDL), (H) Low-density lipoprotein (LDL), (I) Adverse events (AEs), (J) Serious adverse events (SAEs), (K) Gastrointestinal disorders (GIAE), (L) Renal and urinary disorders (RUD).
[bookmark: _Toc221403592]Figure S4. Forest Plots.
Forest plots of network meta-analysis for anti-prediabetic drugs’ efficacy and safety outcomes in prediabetic patients. Number 1 identifies the control group treated with PLA, number 2 indicates the control group administered LFS, and number 3 identifies the control group treated with DPP-4is. For all safety outcome assessments, PLA serves as the control. Due to the unsuitability of the control group, the following studies did not be included in the forest plot: Study 40 in BMI, WL, FPG, HbA1c, TC, HDL, and LDL. Study 1, 41 and 42 in AEs. Study 1 in SAEs. (A) Body mass index (BMI), (B) Weight loss (WL), (C) Fasting plasma glucose (FPG), (D) Glycated hemoglobin (HbA1c), (E) Total cholesterol (TC), (F) Total triglyceride (TG), (G) High-density lipoprotein (HDL), (H) Low-density lipoprotein (LDL), (I) Adverse events (AEs), (J) Serious adverse events (SAEs), (K) Gastrointestinal disorders (GIAE), (L) Renal and urinary disorders (RUD). 
[image: ]
[image: ][image: ][image: ][image: ]
image6.png
leverage,

leverage,

leverage,,

2

2

consistency

inconsistency

7225

Ores- s N 262
Dic= 14385 . 3 Dic= 14508
/ AR = :
T T T T T T T T
K 0 ' 2 - E o ' 2 3
consistency inconsistency
som 007 somsis2
R Dic= 1228 DIC= 123.03.
£ ;
T T T T T T
E 0 i 2 = - B o 1 2 B
consistency inconsistency
oz poms220
o Dres=21.22 e o Dres= 8007
. ol 17045 Do-1r231
. ¥ :
, , . ' ‘ , .
- o ' 2 -2 2 B
consistency consistency
s 1s
Dres= 67.07 ~1 - Dres=67.89
- ol 1316 . oic- 12205
e {
%
: / \ . ! Lo
- T T T T T T T
-2 0 1 2 -2 B 0 ' 2 B




image7.jpeg
inconsistency

s0- 24 -
Jr— o207
o 0t pes—
3 2 4 o 2 ® @ =« 9 2 3
consistency inconsistency
som s somsant
P -
oc-onon ——
‘/\ /
4 /
a2 o4 o 2 a2 o4 o 2 3
" -
‘consistency Inconsistency
somssst somsss2
- o728
ook .
3 2 4 o 2 2 & M b 2 s
- -
consistency inconsistency
s0n381 som 317
e—— i s
[e— -
s 2 2 s o2 o4 o 2 )
- -





image8.png
A1 B1

Treatment Control Standardised Mean
y Totsl Mean  SD Toml Weam  SD Difterence SMD sl Wieight Treatment contral
Wiikinson 2023 ( Sem SC 2.4mg ) 106 580 38000 655 100 25000 = : 40 L151-130) Study Total Mean D Toal Meam SO SHD 6ROl Weight
Papamargaris 2023 (Sem SC 24mg) 152 620 5000 152 070 35000 = A2 (170
Pedersen 2022 (S 100m) 3 os 1000 3 0 o0so00 02 [069; 025] Wilkinson 2023 { Sem SC 2.4mg ) 1906 610 106000 655 290 72000 AT [z Son
Harkosky 2023 {Ti 5ma ) 60 430 BSOD 64 110 6000 047 [058-03%6) Papanaigais 2023 (Sem SC24mg) 152 1690 140000 152 210 95000 42 (408 esn
Harksky 2023 { Tie 10mg ) 66 530 71000 64 10 G000 060 [071-045) Lau2016 (Li Img} 0 610 7300 757 A0 6300 080 965051 50%
Harkosky 2023 {Ti 16mg ) 60 580 67000 64 110 6 068 (077055 im 2014 (Lir 1 8mg ) 24 33 2000 23 680 2400 1% 090,22 e
Ramiro2 2020 ( Dap 10mg } 2 490 33000 12 040 23000 024 [104057) Richeksen 2006 (01 120mg ) 163 1170 160000 156 960 160000 013 (035 008 %%
Gonraler 2020 (Dap 10rg) 200 20000 15 200 82000 000 (972 072) Pedersen 2022 St 100mg } M e M0 w0 2000 028 [o70; 023 e
e o) B G e o e Rosenstock 2007 (Vid S0mg ) % 060 02000 8 010 02000 249 (288210 4Th
Eoraaota e sy e e w aae e o1 Loar oon Ramie 2020 (Ozp 10mg ) 470 129000 12 270 141000 14 (094068 40%
Kim 2006 {204 G 0% amm 4 0% 25000 000 (949, 040] Lundist2017 (Dap 10mg-Eve2mg) 25 450 35000 24 040 40000 02 [s204  adh
Hung 2005  Ro 4mg) s 0w a0 15 00 23000 o1 98l 082l Gonzlez 2020 (Dap 10mg ) 500 10000 15 200 120000 00 (063080 2%
Srnehalatha 2008 { el 500mg ) 125 010 as000 124 040 36000 008 (033 0.47) Laube 1998 { Aca 100mg ) 6 <30 81000 6 050 133000 00T H2 10T 4%
Biomen 2005 ( Met 350mg ) 930 3w 12 940 38000 vz (979084 28% Portlo 2018 (Plo 45mg) 6 200 175000 46 000 178000 o1 0308 e
Cavaghan 1997 (Trc 400mg ) 4 080 6000 7 00 60000 005 (085005  26% im 2006 (Ro 4rmg) 507 11800 40 050 9800 002 [044; 041 7%
Wallace 201 Vit T5ug) 3050 &30 M 050 57000 000 [dds; 048l 3E% Althani 2018 { Vit Tug) 5 0 4200 75 080 34000 021 (01305 e
He 2025 (Cof 10mg ) 2 005 0OACO 31007 0.0400 049 [001 1001 36% Zartin 2017 ( Vit 26ug } 51 140 140000 53 040 146000 007 045032  &7%
:‘y‘é“”‘g;’;f*“ﬂ‘“nc“ ‘2; Z‘; z‘;;zz 2; g“’; gz;:i 13 ;:’: “ii‘ 2::: He 2025 { Cof 10mg | 32 002 20000 31 035 26000 016 (065 03] 6%
Mm:‘mww:,“sfg; ma) o od 1em 75 0z 1000 oz [',J,""m} byt He 2025 (Caf25mg) 31013 1500 31 035 25000 010 [06; 040 46%
Zomin 2017 (Vi 25u9) 51050 4300 5% 010 50000 e (047030 38% Pandey 2024 (Lt amg) T OBED SN0 S5 130 48000 L1866 TR
Litas 2016 (Vi 7000 ) 3 o4 oo % 040 14000 co0 (947 047 a7 MoGovian 2024  Sem SC 24mg) 28 158 03000 66 280 50000 80 (193128 8%
Jorde 2016 (Vi S00ug) 26 0 400 26 020 45000 000 [aiTioNT] 42w Matuthu 2013 { Met 850mg ) ll 200 3800 o7 000 31000 060 (051069 5%
Forouhi 2016 (Vit 2500ug ) 14 050 4000 114 010 07000 ot 01503 41% Malin 2011 (Met 2000mg} 8 410 5600 & 000 59000 086 [165 03] 3%
Tuomainen 2015 (Vi 40.9) 24 03 oem0 21 020 oson 01 45072 lew Lehtorita 2001 ( et 500mg ) 20 260 16300 2 120 184000 o007 (065055 %
Tuomainen 2015 (Vi 80 ) 20 030 oeo 21 020 0so00 01 (a4 07 2w
Kuchay 2015 (Vi 1500ug) 5 03 26000 55 010 30000 007 [020; 044 39% Random ofects model e s o4z (079,008 1000%
Heleogerey (<6628 = 07131, p <0001
Random effects model en B 029 posza08 1000% 2 o 1 2
Hotsagensty: = 64 9%, = 05106, p < L0001
3 ' 2
A2 — S B2
Study Total Mean  SD Total Meam SO Difference smn 95%-Cl Weight Treatment Control Standardised Hean
study Total  Mean SD Towl Mean  SD Difference swD 9%l Weight
Liping 2025 ( Lir 1 2mg) 17 350 07000 22 010 01000 714 [es253)  112%
Buatova 2018 (Met850mg) 25 000 0030 27 000 00500 000 [054; 054 130% Wang 2017 { Mt 1500mg ) 6 740 18000 5 110 15000 328 (534122 11%
Aawaz 2018 (Met 500mg ) 5 10 56000 85 020 58000 023 [0S 011 131% Wang 2017 ( Sax2.5mg) 7470 15000 5 -f0 15000 037 [15% 079 34%
Nioomand 2018 (Vit 1250ug) 60 -1€0 60000 56 -100 50000 000 [036038) 131% Wang 2017 ( Sax 5mg ) 6 20 1300 5 110 15000 —— 007 H25 112 32%
Guerrero 2003 (Pio 30mg ) 3 030 57000 30 010 31000 004 [055 048]  13.0% Alawaz 2018 { Met 500mg ) 5 280 144000 85 060 139000 - 024 [0S7: 009 407%
Wang 2017 (Met 1500mg ) B 120 13000 5 040 06000 070 194 054 122% Guerrero 2003 (Plo 30mg ) 30 060 183000 30 080 122000 -+ 000 051051 176%
\Nang 2017 { Sax 2 5mg ) 7 s 0s000 5 040 06000 088 [207: 037]  122% ircomand 2019 {Vit1250ug) 60 200 155000 56 -1.00 145000 ko 007 [043 030]  341%
Wang 2017 ( Sax 5mg) 6 00 05000 5 040 06000 015 (13410 122% f
Randorn ffests model m - Aoh [260; 0511 1000% Random effects model 168 186 ’_'J_'_‘ 047038 004 100.0%
ey Heterageneity 1= 42 0%, * = 0.0001,
“ 2 o 2 4
A3 i S B3
Study Total Mean  SD Total Meam SO Difforence smo 96%.Cl Weight Treatment Control Standardised Mean
Study Total Mean  SD Total Mean SO Difference SMD 95%Cl Weight
Ling 2025 Lir 1 2mg) 17 2% 07000 22 010 01000 714 1892536 112%
Buatove 2018 (Mel850mg) 26 00 0030 27 000 00500 000 054 054 130% X
Alfawaz 2013 (et 500mg ) 5 0 56000 85 020 58000 023 F0S5 0.1 131% Conzalez 2017 (Met 500mg) - 8 220 178000 & 080 127000 H 018 (080 17 134%
Niroomand 2013 (Vit1250ug) 60 100 60000 56 100 50000 000 [036 038] 13.1% Absarez 2021 { Met 850mg ) 19 170 23000 14 240 85000 f 089 [141;002]  204%
Guerrero 2003 (Pio 30mg ) 3 030 57000 30 010 31000 004 [055 048]  13.0% Guardado 2020 (MetS0mg) 74 400 145000 70 400 135000 —— 000 [03% 03] 7%
Wang 2017 ( Met 1500mg ) 6 120 13000 5 040 06000 070 1o 054 122% Luther 2021 ( Lir .8mg } 45270 34000 2B 070 21000 — 085 16014 284%
Wang 2017 (Sax25mg ) 7 00 05000 5 040 06000 85 [207 037 122% :
Wang 2017 (Sax 5mg) 6 080 05000 5 040 06000 015 FLa 10 122% Random effects model " s 0% (075 042 1000%
Random effects model m 25 00 [260; 051 100.0% Hetomgenaly. = 558%, ¢ =00655,p =0 0788

Heteragensiy = 47581, < 00001





image9.png
C1

Trestment Gontrol
Sty Towl Mean  SD Towal Mem SO
Wikinsor 2023 ( Sem SC 2.4mg ) 15 920 109000 655 04D 127000
Papamargers 2023 {Sem 50 2.4mg) 152 630 96000 152 180 10.8000
Lau 2016 Lir 3mg ) 1528 saw 757 050 s000
Kim 2014 (Lir 1.8mg) 2 7500 23 010 78000
Richelsen 2008 (Orl120mg) 153 ;25000 156 80 277000
Pedersen 2022 (i 100mg ) 3 62000 37 360 126000
Rezkd 2020  Sax5mg ) 2 BS00 12 540 135000
Nahor 2018 (i 100mg ) " B0 15 360 144000
Rosensiook 2007 (Vid soma | % 1100 s 000 1000
Hankosky 2023 ( Ti-smg ) 630 9200 643 D60 108000
Hankasky 2023 (T 10mg) 38 40D 643 de0 105000
Hankosky 2023 (Ti- 15ma ) &0 96000 643 060 108000
Lundeset 2017 (Dap 10mgsExe 2mg) 25 ssom 24 450 88000
Gonzelez 2020  Dap 10ma) 15 79000 15 10 110000
Kirkman 2005 ¢ Aca 100mg ) " 152000 76 460 15.4000
Criasson 1995 (Aca 100mg) o 103000 10 -te0 113000
Abushama 202¢ { Ro 4mg) 19 2700 18 120 28000
Portlo 2019 (Pio 45179 < 25000 46 00 27000
DeFron7a 2011 (Fio 45mn ) a0 som 8 400 01000
Kim 2006 (Ro 4mg ) < 101000 40 540 115000
Hung 2005 ( Ro 4m) 15 25200 15 160 133000
Bemett 2004 ( Fo4ma) s 21000 ¢ 0% 122000
Cavaghen 1897 {Tro 400mg ) 18 ©BE00 7 360 126000
Wallace 2019 (Vit 75ug) as o000 31 10 145000
Aithani 2019 (V7509 ) 57 71000 75 230 268000
Zanin 2017 (Vi 250 ) 51 taomo 53 210 92000
Lucas 2016 (Vi 700ug ) 35 <10 1S000 3 050 108000
Jorde 2016 ( Vit S00ug ) 255 300 114000 255 600 12000
Kuchay 2015 (Vi 1500ug 3 55 00 104000 55 400 113000
Solid 2014 ( Vit 500ug) 22 A3 S0 2z 040 113000
Viscocls 2017 ol 1000mg ) § 140 t2e00 & 020 90000
Marhur 2013 ( Mt 850 ) it 400 83000 97 00 85000
M 2011 (et 20001 ) 6 150 5400 5 000 36000
Biarnes 2005 ( Mt 850mg ) 11120 1s0 12 060 105000
Lentouitn 2001 (et 500ma ) 2 20 72000 20 180 162000
He 2025 (Cof 10mg ) 32 520 s 31 070 115000
He 2025 (Cof 25mg ) 31 07 @so0 31 070 115000
Pandey 2024 (Lt mg) 7650 124000 55 020 123000
McGowan 2024 { Sem SC 24mg ) 127 1edo 108000 63 540 126000
Random effects model 542 st
Horwogansty =57 0%, 226720, <0000

C2 — ot
Study Total Mean  SD Toal Mean  SD
Liing 2023 Lir 12mg) 17400 14000 22 020 04000
Guerraro 2003 (Pio 30mg ) 0 3180 2700 30 940 119000
Buaovaz01s (MetssOmg) 26 054 36000 27 035 54000
Nioomand 2019 (Vit 1250ug) 50 500 72000 S5 500 80000
Bhatt 2020 ( Vit 1500ug ) 5 100 78000 60 040 78000
Random effects model 104 195
Hetsrogensiy: £ = 34.0% = 45362, p < 0.001

c3 — -
Study Total Mean  SD Total Mean  SD
Alvarez 2021 ( Net E50mg) 19 900 8900 14 080 95000
Guardado 2020 (Met850mg) 74 1200 76000 70 500 95000
Luther 2021 ( L 1 8mg ) 46 1010 BON0 23 100 87000
Random effects model 189 107

Heteraganaty: 1= 0.0%, ' =0, p = 05681

Standardised tean
Difference.

T

gy !.#n:*

Difference

Standardised Mean
Differance

swo 95%C1 Weight
76 [DEs67  26%
089 (122075 26%
0 (085076 26%
s (178056 25%

013 [o3s 008 28%
012 o503 2e%
028 [106055) 2%

025 (0arose 2%
<45 (075006 26%
075 (ose 08l 28%
75 (asae  26%
08¢ (105082 26%
13 1089 044 26%
00 [emas  28%
221 Losy ot 2e%
000 083 0% 24%
265 (382174 28%
w58 (400017 28%
q0a2 prioxasn 25w

081 (1260371 28%

7 1om; 0s  25%

32 142 064 24%

w28 (A7 085 2e%

s 1053 034 26%

015 1021 048 26%

024 [085 015 28%

e [osiosy  26%

020 [ame0a  28%

w45 [983 008

w18 1034 002l

o1s 1082 109

x40z

037 1136, 0621

84 (170 002l

w42 1405 021)

023 1073 027)

000 1-050; 050]

050 [085:0.14]

78 (-110,047]

072 (24020 1000%
swo 90%-Cl Weight
525 [663387)  168%
118 [174.063  203%
004 [050; 058 203%
013 [023 050  204%
018 [053 018 205%
A2 [34%; 0s8]  1000%

sMD 9%-Cl Weight

088 F161,0.05  135%

081 (115047 615%

08 163055 250%

289 [1.16;-0621 100.0%

D1

Treatment
Study Total Mean D
Wikingon 2022 ( Sem SC 24mg ) 1206 050 03000
Papamargarits 2023 {Sem SC 24mg) 152 -05C 03000
Maruthur 2013 Met 850mg) 1018 010 04000
He 2025  Cof 10mg ) 2 005 00400
He 2025 ( Cof 25ma ) 3013 00400
MoGowan 2024 ( Sem SC 24mg } 129 040 03000
Leu 2016 (Lir3mg ) 1628 030 04000
Richelscn 2006 ( O 120mg ) 183 030 09000
Rezki 2020 ( Sa Emg ) 12000 04000
Rosenstock 2007 (Vid 50mg ) 9 010 0030
Ramirez 2020 (Dap 10mg ) 12 01C 03000
Lundist 2017 (Dap 10mg-Bxe 2mg) 25 -04C 02000
‘Gonzslez 2020 ( Dep 10mg) 15 050 05000
Kirkman 2006 ( Aca 100mg ) 02 0700
Chiasson 1986 { Aca 100mg ) 8 000 06000
Abushama 2024 (o 4mg ) 19 alc 01000
Partilo 2019  Fio 45mg | 4 050 12000
Kim 2005 {Ro 4mg ) 45 010 04000
Hung 2005 { Ro 4mg) 15 01C 08000
Wallace 2019 { Vit 75ug } 3% 020 26000
Althani 2019 ( Vit 75ug ) 57 000 05000
Lucas 2016 ( Vit 700ug ) 3 000 07000
Jorde 2016 ( Vit 500u3 ) 2% 010 03000
Tuomainen 2015 ( Vit 40ug ) 24 01c 02000
Tuomainen 2015 Vit 80ug ) 21 01c 02000
Kuchay 2015 (Vit1500ug) % 01C 04000
Solld 2014 (Vit500ug ) 22 010 03000
Random affects model 5436

Heterogeney. :

D2 Treatment

Study Total Mean  SD Total
Bulatova 2018 (Met850mg) 26 000 01000 27
Wirsa 2021 (Vit 1500ug ) 5 120 16000 56
Affawaz 2018 {Met500mg) 59 -050 13000 85
Liping 2023 { Lir 1.2mg ) 17080 04000 2
Randor effects model 160 182
Heteragenaity. 1= 35.5%, © =30.2512.p < 0.0001

D3 -
study Total  Mean SO Total
Gonzalez 2017 (Met 500mg) 8 220 178000 8
Avarez 2021 (Mt 850mg ) 19 .70 23000 14
Guardado 2020 (Met850mg) 74 400 145000 70
Luther 2021 (Lir 1.8mg ) 4% 270 34000 2
Random effects model ur s

Farsrogensity: £ = 55.8%,

a6, p=C 078

Control
Total Mean  SD
655 020 03000
152010 03000
@7 000 05000
3007 00400
31007 00400
6 010 02000
757 010 03000
186 030 06000
2000 05000
8 000 00300
2010 05000
24 020 02000
15010 04000
78010 08000
10030 04000
1 010 01000
46 010 07000
40 010 04000
15010 08000
31010 26000
75000 03000
3% 000 03000
255 010 05000
21 020 02000
21 020 02000
5 020 04000
22 010 03000
328
Control
Mean  SD
000 00400
440 16000
010 1.4000
000 00200
Gontrol
Mean sp
a0 127000
240 85000
400 135000
070 21000

Standardised Mean
Difference

.83

a2

000

000

»
&

Standardised Mean
Difference sMD
000
008
044
4162

290

Standardised Mean
Difference.

018
Y

000
0865

030

9%Cl

(1.10,-080]
1581 08]
£031:-0.43]
£001; 1001
(2050821
(2191 48]
(063 0451
(022 0221
F080; 0801
13772861
[128 034]
[158,-039]
[209:-049]
[047; 0.17]
(038 153]
(064, 064]
£082; 001]
043 043)
(072, 072)
£045; 0521
034 034]
[047; 047]
FO.17; 0147]
[0.10; 109]
012, 111]
F062 013]
£016; 018]

1075 0.10]

95%-C1

[-054; 054
[-043; 030]
[-077:-010]
[-14.40;-883]

[833; 254

95%-Cl

10380; 1.17)
[141; 002]
F0.33; 03]
[1.16:0.14]

[0.73; 0.2

Weight

0%
0%
40%
3%
36%
29%
0%
0%
3%
8%
3%
6%
3%
39%
30%
35%
38%
26%
4%
3%
39%
7%
0%
26%
3%
38%
0%

100.0%

Weight

25.4%
254%
25.4%
28%

100.0%

Weight

13.4%
204%
7%
wan

100.0%




image10.png
E1

Study

Lau 2016 (Lir3mg )
Richetsen 2006 ( Orl 120mg )

Nahon 2018 ( Sit 100mg )

Hankosky 2023 ( Tir 5mg )

Hankosky 2023 (Tir10mg )

Hankosky 2023 (Tir 16mg )

Ramia 2020 (Dap 10mg )

Lundkvist 2017 ( Dap 10mg+Exe 2mg )
Kim 2006 ( Ro 4mg )

Hung 2005 ( Ro 4mg }

Snehalatha 2008 ( Met 500mg )
Lehtovirta 2001 ( Met 500mg )

Alheni 2019 (Vi 5ug)

Lucas 2016 (Vi 700ug )

Jords 2016 (Vi 500ug )

Forouhi 2016 { Vit 2500ug }

Salid 2014 (Vit500ug )

Random effects model

Hatrogensty = 71.8%, =00231, p < 00001

E2

Study Total
Wang 2017 ( Met 1500mg ) 6
Wang 2017 ( Sax2.5mg ) 7
Wang 2017 ( Sax 5mg ) 6
Guerrero 2003 ( Pio 30mg ) 30
Mirsa 2021 ( Vit 1500ug) 58
Bulalova 2018 ( Me1850mg) 26
Alfawaz 2018 (Met 500mg) 59
Random effects model 192

Heterogenety. = 0.0%, =0 p= 09675

E3

Study Total
Avarez 2021 ( Met 850mg ) 19
Guardado 2020 (Met 850mg) 74
Gonzalez 2017 ( Met 500mg ) 8
Random effects model 101

Hetaroganaty: = 45.7%, <

Treatment
Total  Mean s
1528 290 116000
183 650 227000
14700 405000
630 1550 362000
636 1660 367000
630 2020 365000
12 380 162000
2 210 112000
45 180 162000
15 930 129000
123 380 176000
20 480 162000
57 580 125000
35 270 117000
25 500 198000
14200 126000
202 200 142000
4535
Treatment
Mean SD Tofal
500 254000 5
020 187000 5
720 263000 5
820 552000 30
3340 410000 58
002 02600 27
180 198000 8
215
Treatment
Mean SD Total
200 232000 14
500 340000 70
1260 126000 8
92

c7e0, p= 01585

Control
Total  Mean sp
757 120 136000
186 230 194000
15 480 259000
643 280 38.8000
643 280 28.8000
643 280 38.8000
12 000 126000
24 470 117000
40 360 189000
15220 128000
124 360 176000
20 180 162000
75 -140 130000
s 070 38000
255 580 130000
114 040 108000
242 050 152000
814
Control
Mean sp
180 136800
180 136800
180 136800
.40 521000
3100 47.0300
008 01700
0.00 200000
Control
Mean sD
1800 316000
300 37.2000
360 19,8000

Standardised Mean

Difference sMD 9%l
014 (023 -005)
020 (042 002]
006 [067; 0791
033 (044 022]
037 (048 025]
046 [0ST: 035]
024 [1.04; 058]
014 [9.42 070
010 [932 053]
095 [019:171]
041 (066 0.16]
022 [084; 040]
027 (062 008
033 (078 014]
004 [013 022
020 (046 006]
010 [028; 008]
020 [030;-010]
Standardised Mean
Difference SMD 985%C1
f——————— 020 [090:149)
o 011 [104126]
— 023 [142,096]
— 013 [063038]
—s 005 [042031]
018 [036:072]
009 [024:042]
003
05 0 05 1
Standardised Mean
Difference SMD 95%-C1
058 [0.13;128]
006 [038027]
051 [151;049]
004 [043,052

65%
85%

100.0%

Weight

27%
20%
27%

14.9%

28.9%

132%

7%

100.0%

Weight
28.0%
54.9%
17.0%

100.0%

F1

Treatment Control
Study Total Mean  SD Total Mean  SD
Richelsen 2006 ( Orl 120mg ) 153030 12000 156 030 1.4000
Hankosky 2023  Tir 5mg ) 630 190 72000 643 020 05000
Hankosky 2023 (Tir 10mg ) 63 70 42000 643 020 05000
Hankosky 2023 ( Tir 15mg ) 630 020 05000 643 -0.20 05000
Ramirez 2020 ( Dap 10mg ) 12010 05000 12 000 05000
Lundkist 2017 (Dap 10mg+Exe2mg) 25 -030 05000 24 .10 0.5000
Laube 1998 ( Aca 100mg ) 6 110 30000 6 390 95000
Chiasson 1996 { Aca 100mg) 040 12000 10 06D 16000
Hung 2005 ( Ro 4mg ) 15 010 07000 15 020 12000
Malin 2011 ( Met 2000mg ) 8 020 13000 8 140 25000
Althani 2018 ( Vit 75ug ) 57 020 12000 75 020 18000
Lucas 2016 { Vit 700ug) 3 010 09000 36 010 05000
Solld 2014 ( Vit 500ug) 242 000 07000 262 010 14000
Bruhn 2023 ( Met 850mg ) 30 070 24000 30 D10 26000
Biames 2005 ( Met 850mg ) 11010 07000 12 030 08000
Lehtovirta 2001 ( Met 500mg) 20 010 08000 20 010 06000
Random effects model 2518 2675
Hateraganaity: I = T8.8%, = = D.0465, p < 00001

Treatment Control
Study Total Mean  SD Total Mean  SD
Wang 2017 { Met 1500mg ) 6 020 05000 5 110 05000
Wang 2017 ( Sax 2.5mg) 7040 07000 5 110 05000
Wang 2017 { Sax 5mg ) 6 -1.00 03000 5 110 05000
Alfawaz2018 (Met500mg) 59 000 08000 85 010 07000
Guerrero 2003 (Pio 30mg ) 30 610 92000 30 000 55000
Bulatova 2018 (Met850mg) 26 000 03000 27 010 0.3000
Random effects model 134 157
Heteragenety. i = 82.3%, 1= 16340, p < 0.0001

Treatment Control

Study Total Mean  SD Total Mean  SD

Alvarez 2021 ( Met 850mg ) 19 260 56000 14 040 26000

Guardado 2020 (Met850mg) 74 160 47000 70 110 40000

Gonzalez 2017 ( Met 500mg ) 8 030 12000 8 070 15000

Random effects model 101 92

Heterogensiy. 1 = 21.6%, < =0.0511 p = 02782

Standardised Mean
Difference

Standardised Mean
Difference

Standardised Mean
Difference

sMD

000
033
050
000
018
039
085
013
030
057
000
027
o
024
028
028

2.0

SMD

238
147
478
015
079

033

118

SMD
064
011
070

033

95%-CI

(022 022)
045,021
1061;,-039]
FO.11; 0.11]
[1.00; 0561]
[096; 0.17]
183 0521
[0.80; 1.08]
[042; 102]
[044; 157)
[0.34; 0.34]
[0.18; 0.74]
[007; 029)
[0.74; 027]
[1.08; 057)
(0.35; 0.90]

[90.24; 0.08]

95%-Cl

[4.08;-067)
[282;-0.12)
[7.51;-208]
[0.48; 048]
[1.32,-027]
[021; 087

[-2:32; 0.00]

95%-C1
[1.35:007)
[0.44,021]
171,032

[0.76; 0.09]

Weight

102%
122%
122%
122%
28%
47%
15%
2%
33%
20%
78%
5%
1.0%
53%
27%
41%

1000%

Weight

143%
162%

96%
203%
19.8%
19.8%

100.0%

Weight
258%
595%
147%

100.0%




image11.png
G1

Treatment
Study Total Mean  SD
Richelsen 2006 ( Orl 120mg ) 183 010 03000
Hankosky 2023 ( TirSmg ) 630 040 07000
Hankosky 2023 ( Tir 10mg) 636 010 07000
Hankosky 2023 ( Tir 15mg) 630 020 07000
Ramirez 2020 ( Dap 10mg ) 12010 06000
Lundiodst 2017 ( Dap 10mg+Exe 2mg) 25 0.00 02000
Laube 1998 ( Aca 100mg) 6 020 05000
Chiasson 1996 ( Aca 100mg ) 8 000 05000
Kim 2006 (Ro 4mg ) 45 010 04000
Hung 2005 (Ro 4mg ) 15 020 03000
Abheri 2018 ( Vit T5ug ) 57 000 01000
Lucas 2016 ( Vit 700ug) 35 000 01000
Jorde 2016 (Vit 500ug ) 25 000 04000
Forouhi 2016 ( Vit 2500ug ) 114000 02000
Solic 2014 ( Vit 500ug ) 242 000 02000
Snehalatha 2006 (et 500mg ) 123 000 09000
Random effects model 2987
Hetsrogenslty: 1 = 598, = 0014

Treatment
Study Total Mean  SD Total
Wang 2017 ( Sax5mg ) 6 000 04000 5
Guerrero 2003 ( Pio 30mg) 0 020 09000 30
Bulatova 2018 ( Met850mg) 26 010 01000 27
Alfawaz 2018 (Met500mg) 59 -0.10 04000 85
Random effects model 121 ur
Heterogenety: I = 56.2%, 1° = 0.1052, p = 0.0820

Treatment
Study Total Mean  SD Total
Aarez 2021 ( Met 850mg ) 19 080 22000 14
Guardado 2020 (Met850mg) 74 040 13000 70
Gonzalez 2017 ( Met 500mg ) § 000 0300 &
Wang 2017 ( Met 1500mg ) 6 010 02000 7
Random effects model 07 )
Heterogensity: 1= 0.0%, =0, p =07378

Control
Total Mean  SD
156 010 03000
643 000 07000
643 000 07000
643 0.00 07000
12 010 02000
24 010 02000
6 040 07000
10 000 02000
40 010 03000
15 000 03000
75 000 04000
3 010 01000
255 000 04000
114 000 02000
242 000 02000
124 000 02000
3038
Control
Mean sD
010 0.4000
010 06000
000 0.1000
020 04000
Control
Mean  SD
010 05000
020 05000
010 03000
010 02000

— ]

Standardised Mean
Difference

e

Standardised Mean
Difference

e

Standardised Mean
Difference

sMD

0.00
044
014
029
043
049
030
000
0.00
065
000
099
0.00
000
000
000

SMD

023
013
099
025

0.3

sMp

029
010
0%

000

005

95%C1

022

1025,
1025,

1040
(124
(008
[1.44
(093
043
(009
£0.34
[148:
(017
(026
£0.18
(025

[0.1

027
003
002l
018]
03g]
1.06]
084
03l
043]
1.39]
0241
049]
017)
026]
018l
025]

011

95%-CI

[142;096]
[0.38;064]
[0.41;156]
[0.08; 0.58]

[0.08; 079]

95%-Cl

10.41;0.98]
[0.42;0.23]
[41.30; 0.67]
[41.09; 1.09]

[0.32;0.23]

Weight

83%
29%
29%
128%
12%
23%
or%
10%
37%
15%
50%
20%
102%
7%
100%
74%

1000%

Weight

102%
28.2%
255%
36.1%

100.0%

Weight

156%
704%
7.7%
63%

1009%

HA1

Treatment Control
Study Total Mean  SD Total Mean  SD
Richelsen 2006 (Or 120mg ) 153030 10000 156 010 09000
Hankosky 2023 { Tir g ) 630 050 18000 643 010 19000
Hankosky 2023 (Tir 10mg) 63 050 18000 643 010 19000
Hankosky 2023 (Tir 15mg) 630 060 17000 643 010 19000
Ramirez 2020 ( Dep 10mg ) 12020 08000 12 020 08000
Lunckst 2017 (Dap 10mg+Exe 2mg) 25 020 03000 24 030 0.7000
Kim 2006 (Ro 4mg ) 45 000 07000 40 000 10000
Hung 2005 ( Ro 4mg ) 15 070 06000 15 010 07000
Snehalatria 2008 ( Met 500mg ) 123 030 09000 124 010 05000
Afthani 2019 ( Vit 75ug ) 57 020 09000 75 -010 08000
Lucas 2016 (Vit 700ug) 35 030 06000 3% 000 04000
Jorde 2016 ( Vit 500ug ) 256 010 10000 256 010 09000
Solid 2014 { Vit 500ug ) 22 010 07000 242 010 07000
Random effects model 2859 2908
Heloregeneiy = 00084, p 200022

Treatment Gontrol
Study Total Mean  SD Total Mean  SD
Wang 2017 ( Met 1500mg ) 6 010 11000 5 030 07000
Wang 2017 { Sax25mg ) 7030 05000 5 030 07000
Wang 2017 ( Sax5mg ) 6 010 10000 5 030 07000
Guerrero 2003 ( Pio 30mg ) 30 030 28000 30 010 24000
Bulatova 2018 (Met850mg) 26 -010 02000 27 000 02000
Random effects model 75 72
Heterogerety: = 33 8%, 1" =0.1009, p =0.1959

Treatment Control
Study Total Mean  SD Total Mean  SD
Guardado 2020 (Met850mg) 74 030 19000 70 -0.90 15000
Gonzalez 2017 ( Met 500mg ) 8 040 11000 8 070 12000
Random effects model 82 78

Heterogenety: /= 0.0%

p=04718

Standardised Mean
Difference

Standardised Mean
Difference

R S
.
S

Standardised Mean
Difference

SMD

021
022
022
028
000
016
000
119
044
012
058
0.00
029

020

SMD
039
094
042

008

049

002

sMD

063
025

0.59

95%-Cl

1043 0.01]
[033;,0.11]
[033;,0.11]
[039;-0.17)
10.80; 0.80]
(040, 0.72]
(043 0.43]
[o41: 198
[0.70;-0.19]
[046; 023]
[1.06:-0.11]
1047, 0.47)
[0.46:-0.11]

028

12]

95%-CI
10.82;1.59]
10.29:2.18]
10.79;1.62]
10.58;0.43]
[1.04;0.05]

[0.4; 048]

95%-Cl

[029;096]
[074;123]

[027;091]

Weight

8.2%
16.6%
16.6%
16.6%
0.9%
18%
20%
0.9%
6.9%
42%
24%
11.1%
10.7%

100.0%

Weight
11.8%
113%
11.8%
336%
315%

100.0%

Weight

896%
104%

100.0%




image12.png
Treatment
Study Events  Total
Wilkinson 2023 ( Sem SG 2:4mg ) 1052 1306
Papamargaris 2023 (Sem SC24mg) 141 152
Lau 2016 (Lir 3mg ) 132 1528
Kim 2014 (L 1.8mg) 3w
Broom 2002 Orf 120mg ) 157 259
Rosenstock 2007 (Vid 50mg) 9 w0
Hankosky 2023 (Tir 5mg ) w01 e
Hankosky 2023 (Tir 10mg ) 2 6w
Hankosky 2023 (Tir 15mg ) 3 630
Ramirez 2020 ( Dap 10mg) 71
Lundist 2017 ( Dap 10mg+Exe 2mg ) % %
Gonzalez 2020  Dap 10mg ) ER
Kirkman 2006 ( Aca 100mg ) [ER
Abushama 2024 ( Ro 4mg) o 19
Portilo 2019 { Pio 46mg } 545
DeFronzo 2011 ( Fio 45mg) % a0
Kim 2008 (Ro 4mg ) 2 4
Wallace 2019 (Vi 75ug ) o %
Zartin 2017 (Vit25ug ) o st
Tuomainen 2015 ( Vit 40ug ) [
Tuomainen 2015 ( Vit 80ug ) (]
Solid 2014 ( Vit 500ug ) o 242
Bruhn 2023 (Dap 10mg } 730
Brun 2023 ( Mt 850mg ) %
Biarnes 2005 ( Met 850mg ) 21
He 2025 { Gal 10mg | % @
He 2025 { Caf 25mg | 2
Pandey 2024 (L 3mg ) 5 @
MoGovan 2024 ( Sem SC 2.4mg ) 9% 1
Gommon effect model 6535
Random effects model
fetorogenety: 7= 85.3%, & 207181, p <0001

Treatment
Study Events  Total
Wilkinson 2023 ( Sem SC 2.4mg) 25 1306
Papamargarils 2023 ( Sem SC 24mg ) 81 152
Lau 2016 (Lir 3mg ) % 1528
Rosenstock 2007 ( Vid 50mg ) 2 @
Hariosky 2023 ( Tir 5mg ) 2 63
Harikosky 2023 ( Tir 10mg ) 5 6%
Harkosky 2023 ( Tir 5mg ) 763
Lundkvist 2017 ( Dap 10mg+Exe 2mg) s 2
Partilo 2018 { Pio 45mg ) [
Jorde 2016 ( Vit 500ug ) 7o
He 2025 ( Cof 10mg ) [
He 2025 ( Cof 25mg ) 43
Pandey 2024 (Lir 3mg ) s @
Common effect model 5456
Random effects model

02747,p =00225

Events

Events

Control
Total

655
152
757
2
%3
89
643
643
643
2
2

7
19
4

209
0
3t
5
21
21

22
30
30
12
2
2
0
89

5068

Control
Total

655
152
757
89
643
643
643
24
4
255
32
2
9

4064

0dds Ratio

Odds Ratio

193
383
21
040
217
122
300
238
296
140

868
an

270
035
008

654
2000
141
122
072
22
269

212
191

OR

26.09
368
128
200
051
127
179
249
307
122
097
an
592

283
219

95%-Cl

1156; 239
[187; 7.88
[167; 265
[009; 1.86]
[153; 3.09]
[088; 2.20]
39 377
[269; 4.25]
236 372
[028; 7.02)

[0.41:184.28]
1105, 9.22

[098; 743
[025; 0.48)
002 037

[197; 21.74)
[5.38; 74.30]
[013; 961]
[040; 370]
[025; 204
[131; 426
[148; 4871

95%-C1

159, 428.]
[225; 6.01]
1069, 236]
[0:18; 2246
(009, 279]
[34; 474]
(52 6.16]
[079; 787]
0.2 7724
[059; 254]
1006; 16.18)
[0:44; 39.14)
1285 1231]

1194 330
1139 3.47)

Weight
(common)

15.9%
12%
13.1%
07%
58%
28%
e
109%
118%
03%
00%
0.1%
06%
0.0%
06%
16.1%
21%
0.0%
0.0%
0.0%
00%
0.0%
03%
0.1%
02%
08%
11%
20%
18%

100.0%

Weight
{common}

09%
27%
247%
13%
53%
5.3%
53%
5.0%
0%
17.7%
13%
12%
85%

1000%

Weight
{random)

5.8%
5.1%
5%
2%
58%
5.3%
5%
5.9%
59%
3%
0.0%
1.4%
a2
0.0%
44%
58%
32%
0.0%
0.0%
0.0%
0.0%
0.0%
3%
3%
22%
42%
a3
5.3%
5.3%

100.0%

Weight
{random)

24%
162%
145%
30%
53%
75%
82%
88%
18%
132%
23%
34%
132%

1000%

J

L

Treatment
Study Events  Total
Wikinson 2023 { Sem SC 24mg ) 128 1306
Papamargarits 2023 ( Sem SC 24mg ) 12 152
Lau 2016 (Lir 3mg ) 20 1528
Kim 2014 (Lir 1.8mg) 8
Richelsen 2006 ( Orl 120mg ) 18153
Broom 2002 ( O 120mg ) 3 259
Hankosky 2023 ( Tir 5mg ) 0 6%
Hankosky 2023 { Tir 10mg ) 4 6%
Hankosky 2023 ( T 15mg ) 2 630
Ramirez 2020 { Dap 10mg ) [
Lundkvist 2017 ( Dap 10mg+Exe 2mg) 1%
Gonzalez 2020 ( Dap 10mg ) o 15
Portllo 2018 ( Pio 45mg ) 5 48
DeFronzo 2011 ( Fio 45mg ) 3w
Wallace 2019 ( Vit T5ug ) o 3
Zariin 2017 ( Vit 25ug ) o s
Tuomainen 2015 ( Vit 40ug ) [
Tuomainen 2015 ( Vit 80ug ) o2
Solid 2014 ( Vit 500ug ) [
He 2025 ( Cof 10mg) [
He 2025 ( Cof 25mg) o M
Pandey 2024 ( Lir 3mg ) )
McGowan 2024 { Sem SC 2.4mg ) 12 13
Common effect model 6389
Random effects model
Heterogeneity. 1= 37.9%, <° = 0.0467. p =0.0812

Treatment
Study Events Total
Wikinson 2023 ( Sem SC 2.4mg ) 2 136
Lau 2016 ( Lir 3mg ) 111528
Hankosky 2023 (Tir Smg ) 2 630
Hankosky 2023 (Tir 10mg ) 2 6%
Hankosky 2023 (Tir 15mg ) 2 30
Ramirez 2020 ( Dap 10mg ) 2 12
Lundkist 2017 { Dap 10mg+Exe 2mg ) o2
‘Gonzalez 2020 ( Dap 10mg ) 2 15
Portilo 2019 ( Pio 45mg ) 0
Common effect model 828

Random effects model
Heterogeneiy: 7= 0.0%, =0 p = 07465

Events

«2
18
%

0
2
17
“
“
“

Events

Gontrol
Total

655
152
757
2
156
263
643
643
643
12
24
15
3
299
El
53
21
21
242
2
2
L3
69

4925

Control
Total

655
757
643
643
643
12
2
15
45

3438

| e —
001 04 1 0 100

oR

159
06t
122

2421
061
076
0%
1.01
073

0%

1.00
298

1.00

109
100

251
058
102
101
102
595

574

100
100

95%-Cl

[1.10; 228)
[030; 133]
(094 156]

[1.30; 449 29]
[032; 116]
1036; 1611
[059; 144]
[086; 156]
[046; 116]

[0.06; 1624

[027; 379
[031; 2881]

[036; 279]

[0:94; 1.25)
[o81; 125

95%-Cl

[0.12; 5241]
[27; 169
(014 727
[0.14; 7201
{014 727)
026 136.25]

025; 13037

[058; 2.08]
[052; 1.95]

Weight
(common)

14.3%
47%
30.9%
0.1%
69%
45%
11.5%
1.5%
7%
00%
03%
0.0%
13%
0%
0.0%
0.0%
0.0%
0.0%
0.0%
0.0%
0.0%
00%
21%

100.0%

Weight
(common)

3T%
58.9%
10.9%
11.0%
10.9%
22%
0.0%
23%
0.0%

100.0%

Weight
{random)

15.1%
6.1%
192%
05%
8.0%
64%
125%
128%
1.7%
00%
8%
0.0%
259
Qg%
0.0%
0.0%
00%
0.0%
0.0%
0.0%
0.0%
0.0%
38%

100.0%

Weight
(random)

7%
523%
11.4%
11.4%
11.4%
44%
00%
45%
0.0%

100.0%




image1.png




image2.png
J s

K SGLT2HGLPARA L SGLT24GLPARA

DPP-4i
SGLT2

GPIGLP

GPIGLP





image3.png
Rankng

\w « o w\v wvmw w s o SHERE b, »"’v i
-

Prabaaiiy of raking (%)

www»ﬂw

Treatmant
(Highar ankings asccisted win smaller utcame values)

100~ Ranking
Tl
: [l
- 1k
£ 4 e
g s
g ‘M=
£ a B
2z 8 22
§ s Wl >
) ol
o [l >
el
Hol~

e

Nw‘“«w“w‘“« ,,1““ »‘* w‘ M MMWM‘ % e«“ N.L»x@wﬁ\ \“‘m
9““
o ww

Treatment
(Higher rankings associated with smaller outcome values)

Ranking
S
£
5 %-
§
E
llI | B
DB (53, Mw.n@ 2 o
o Sy &M s ‘%aw‘“v‘“« ww«\‘ M“w,, uv‘“ RO «M& R Mwﬁ
o 0,,,,«; b2
Treatment
(Higher rankings associated wilh smaler outeome values)
100 Ranking
©
M
g’ W e
% | By
£ M
£ | K8
s
T B
= 1
g H >
g
& . B
13
S “\g P S S ®
@m cn\vfa «vgv\*‘? B g -awq “v\%’@ s -@:\z;‘fé Lty b«ol:\i;yﬁ@u \‘\\ni’\\@“ 4\\1 e
s ” Re ot ®
e o
oot
Treatment

(Higher rankings associated with smaller outcome values)




image4.jpeg
Probability of ranking (%)
2

M\»«g,,l; B 9, w._,wwwww 8 8 D ISP 2 0

R

o ¥

Treatment
(Higher rankings associated with smaller outcome values)

5 08 b ce o a«ﬂwﬂww@«aww o m“‘l‘f‘:va"‘“ o5, 8 g8 08
P

Ranking

Tl

Probabllty of ranking (%)
g 3

<

w2 oﬂ
v’ﬁ o

Treatment
(Higher rankings associated with smaller outcome values)

vﬂ\w 0 \ﬁw waw w v\’w’;«“ 8, ‘F“.;P"M1@‘”°1'f“
™
ot

Ranking

Probabilty of ranking (%)
g
CeND e G N

R2¥83aI3azadn

o’

Treatment
(Higher rankings associated with smaller outcome values)

100-
%
£
5
£ -

\w ey ﬁm“\, Mww\«ww@ o w a5 o b o ok o
e ™

Treatment
(Higher rankings associated with smaller outcome values)




image5.png
00+

75

50
‘WW

\@w o o, M M 00 g 08, 0 8
qsﬂ

Probability of ranking (%)

RS KR

reatment
(Higher rankings associated with larger outcome values)

oty o )

B U S o IV SO SOt SO SO NE S : 5
i et o oo o o g
s
e
Teatment
(Highe rankings associated wih larger outcome val
1o0-
7
=
i
5 -
g
2
o
o

Treatment
(Higher rankings assaciated il larger outcome valus)

Probasilty of ranking (%)

s

<

Treatment
(Higher rankings associated with largor outcome values)

Ranking
e
2w
3 W
. ™
sl
cHlv
i
o Wl
N B

Rl B

B

Raning
X
s
H
.

.

Rarking

Ranking





