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[bookmark: _Toc193875356]Figure 2S – Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages across all included studies.
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[bookmark: _Toc193875357]Figure 3S – Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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[bookmark: _Toc193875358]Figure 4S – Funnel plot for TBWL% at the endpoint. 
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[bookmark: _Toc193875359]Figure 5S – Effects of available OMM on TBWL% at 105-156 weeks. 
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[bookmark: _Toc193875360]Figure 6S – Network plots for trials reporting information on endpoint waist circumference (Panel A) and BMI (Panel B).
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[bookmark: _Toc193875361]Figure 7S – Network forest plots showing the effects of each OMM on the reduction (differences from baseline to the endpoint) of waist circumference (Panel A) and BMI (Panel B).
A

[image: ]

B

[image: ]













[bookmark: _Toc193875362]Figure 8S – Network plots for trials reporting information on the proportion of subjects achieving a body weight reduction of at least 5% (Panel A), 10% (Panel B), 15% (Panel C), 20% (Panel D), and 25% (n= 2 RCTs with tirzepatide1,2).
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[bookmark: _Toc193875363]Figure 9S – Network forest plots for trials reporting information on the proportion of subjects achieving a body weight reduction of at least 5% (Panel A), 10% (Panel B), 15% (Panel C), 20% (Panel D), and 25% (Panel E).
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[bookmark: _Toc193875364]Figure 10S – Network plots for trials reporting information on TBWL% at the endpoint (Panel A), 52 weeks (Panel B), and 53-104 weeks (Panel C), endpoint waist circumference (Panel D), and endpoint BMI (Panel E) in RCTs specifically designed for body weight reduction. 
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[bookmark: _Toc193875365]Figure 11S – Network forest plots showing the effects of each OMM on TBWL% at the endpoint (Panel A), 52 weeks (Panel B), and 53-104 weeks (Panel C), endpoint waist circumference (Panel D), and endpoint BMI (Panel E) in RCTs specifically designed for body weight reduction. 
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[bookmark: _Toc193875366]Figure 12S – Network plots for trials reporting information on the proportion of subjects achieving a body weight reduction of at least 5% (Panel A), 10% (Panel B), 15% (Panel C), 20% (Panel D), and 25% (n= 2 RCTs with tirzepatide1,2) in RCTs specifically designed for body weight reduction. .
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[bookmark: _Toc193875367]Figure 13S – Network forest plots for trials reporting information on the proportion of subjects achieving a body weight reduction of at least 5% (Panel A), 10% (Panel B), 15% (Panel C), 20% (Panel D), and 25% (Panel E) in RCTs specifically designed for body weight reduction. .
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[bookmark: _Toc193875368]Figure 14S – Network plots for trials reporting information on HbA1c (Panel A) and FPG (Panel B).
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[bookmark: _Toc193875369]Figure 15S – Network forest plots for trials reporting information on HbA1c (Panel A) and  FPG (Panel B).
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[bookmark: _Toc193875370]Figure 16S – Effects of OMM on complete diabetes remission rate.
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[bookmark: _Toc193875371]Figure 17S – Effects of OMM on partial diabetes remission rate.
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[bookmark: _Toc193875372]Figure 18S – Network plots for trials reporting information on total cholesterol (Panel A), HDL-cholesterol (Panel B), and triglycerides (Panel C).
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[bookmark: _Toc193875373]Figure 19S – Network forest plots for trials reporting information on total cholesterol (Panel A), HDL-cholesterol (Panel B), and triglycerides (Panel C).
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[bookmark: _Toc193875374]Figure 20S – Network plots for trials reporting information on systolic blood pressure (Panel A) and diastolic blood pressure (Panel B).
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[bookmark: _Toc193875375]Figure 21S – Network forest plots for trials reporting information on systolic blood pressure (Panel A) and diastolic blood pressure (Panel B).
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[bookmark: _Toc193875376]Figure 22S – Effects of OMM on hypertension remission rate.
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[bookmark: _Toc193875377]Figure 23S – Effects of OMM on dyslipidemia remission rate.
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[bookmark: _Toc193875378]Figure 24S – Effects of OMM on MASLD resolution.
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[bookmark: _Toc193875379]Figure 25S – Effects of OMM on the risk of incident diabetes.
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For SELECT trial3 data were retrieved for a subsequent publication4.
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[bookmark: _Toc193875380]Figure 26S – Effects of OMM on restoring normoglycemia in placebo- (Panel A) and active- (Panel B) controlled trials.
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[bookmark: _Toc193875381]Figure 27S – Network plots for trials reporting information on all-cause mortality (Panel A), MACE (Panel B), and cardiovascular mortality (Panel C).

A
[image: ]

B

[image: ]

C[image: ]

[bookmark: _Toc193875382]Figure 28S – Network forest plots for trials reporting information on all-cause mortality (Panel A), MACE (Panel B), and cardiovascular mortality (Panel C).
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[bookmark: _Toc193875383]Figure 29S – Effects of OMM on the risk of heart failure hospitalization.
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[bookmark: _Toc193875384]Figure 30S – Effects of OMM on quality of life (Panel A: The Impact of Weight on Quality of Life-Lite; Panel B: Short-Form General Health; Panel C: Short-Form-36 Physical Functioning; Panel D: Short-Form-36 Physical Component). 
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[bookmark: _Toc193875385]Figure 31S – Network plots for trials reporting information on serious adverse events (Panel A), treatment discontinuation (Panel B), suicide attempt (Panel C), and major depression (Panel D).
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[bookmark: _Toc193875386]Figure 32S – Network forest plots for trials reporting information on serious adverse events (Panel A), treatment discontinuation (Panel B), suicide attempt (Panel C), and major depression (Panel D).
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[bookmark: _Toc193875387]Figure 33S – Effects of OMM on the risk of incident anxiety.
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[bookmark: _Toc193875388]Figure 34S – Effects of OMM on WOMAC pain score (Panel A) and physical function (Panel B) score.
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[bookmark: _Toc193875389]Figure 35S – Effects of OMM on TBWL% (Panel A), incident MACE (Panel B), acute myocardial infarction (Panel C), stroke (Panel D), cardiovascular mortality (Panel E) in RCTs performed on patients with established cardiovascular disease.
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[bookmark: _Toc193875390]Figure 36S – Effects of OMM on TBWL% (Panel A), incident MACE (Panel B), cardiovascular mortality (Panel C), hospitalization for heart failure (Panel D), all-cause mortality (Panel E), change in Kansas City Cardiomyopathy Questionnaire clinical summary score (Panel F), change in 6-minute walking distance (Panel G) in RCTs performed on patients with previous heart failure.
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[bookmark: _Toc193875391]Figure 37S – Effects of OMM on TBWL% (Panel A), Hb1c (Panel B), FPG (Panel C), incident diabetes Panel D), and normoglycemia restoration (Panel E) in RCTs performed on patients with prediabetes.
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[bookmark: _Toc193875392]Figure 38S – Network plots for trials reporting information on TBWL% (Panel A), Hb1c (Panel B), FPG (Panel C), complete (Panel D) and partial (Panel E) diabetes remission in RCTs performed on patients with diabetes.
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[bookmark: _Toc193875393]Figure 39S – Network forest plots for trials reporting information on TBWL% (Panel A), Hb1c (Panel B), and FPG (Panel C) in RCTs performed on patients with diabetes.
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[bookmark: _Toc193875394]Figure 40S – Effects of OMM on complete (Panel A) and partial (Panel B) diabetes remission in RCTs performed on patients with diabetes.
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[bookmark: _Toc193875395]Figure 41S – Effects of OMM on MASLD resolution (Panel A), decrease of at least one fibrosis stage (Panel B), liver fat content (Panel C), liver stiffness (Panel D), AST (Panel E), and ALT (Panel F) in RCTs performed on patients with MASLD.
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[bookmark: _Toc193875396]Figure 42S – Effects of OMM on the change in the apnea-hypopnea index (AHI: the number of apneas and hypopneas during an hour of sleep) from baseline (Panel A) and on the percent change in AHI (Panel B) in RCTs performed on patients with OSAS.

A

[image: ]



B

[image: ]


[bookmark: _Toc193875397]Figure 43S – Effects of OMM on opioid use (Panel A) and WOMAC pain scale (Panel B) for semaglutide and KOOS pain scale for liraglutide in RCTs performed on patients with Knee osteoarthritis.
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[bookmark: _Toc193875398]Figure 44S – Network plots for trials reporting information on TBWL% in RCT with baseline BMI 30-34.9 (Panel A) and 35.0-39.9 kg/m2 (Panel B).
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[bookmark: _Toc193875399]Figure 45S – Network forest plots for trials reporting information on TBWL% in RCT with baseline BMI 30-34.9 (Panel A) and 35.0-39.9 kg/m2 (Panel B).
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[bookmark: _Toc193875400]Figure 46S – Effects of OMM on TBWL% in RCTs with baseline BMI≥ 40 Kg/m2.
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[bookmark: _Toc193875402]Table 1S – PRISMA checklist.

	Section/topic 
	#
	Checklist item 
	Reported on page # 

	TITLE 
	

	Title 
	1
	Pharmacological treatment of obesity and overweight in adults: efficacy and safety of medications for obesity management. A comprehensive systematic review and network meta-analysis of randomized controlled trials.
	-

	ABSTRACT 
	

	Structured summary 
	2
	
	1

	INTRODUCTION 
	

	Rationale 
	3
	The European Association for the Study of Obesity (EASO) is developing a guideline on the pharmacological treatment of overweight and obesity, following the Grades of Recommendation, Assessment, Development and Evaluation (GRADE) methodology
	3

	Objectives 
	4
	The present network meta-analysis is aimed the assessment of the effectiveness and safety of OMM in subjects affected by overweight/obesity.
	3

	METHODS 
	

	Protocol and registration 
	5
	The study has been uploaded on the PROSPERO website (CRD42024625338).
	4

	Eligibility criteria 
	6
	All studies were included if they satisfied the following criteria: (i) randomized trials. (ii) duration ≥52 weeks, (iii) on obesity/overweight, and (iv) comparing OMM to placebo or other active treatments. 
	4

	Information sources 
	7
	A MEDLINE and Embase database search were performed to identify all clinical trials (English only) up to Jan 1st, 2025.
	4

	Search 
	8
	See Table 2S.
	4 and SM

	Study selection 
	9
	The identification of relevant abstracts. the selection of studies and extraction were performed independently by two of the authors (B.R. and E.M.) and conflicts resolved by a third  investigator (M.M.).
	5

	Data collection process 
	10
	The principal characteristics of the included trials included were reported in Table 5S. 
	6 and SM

	Data items 
	11
	Information on the baseline characteristics of the samples enrolled (age, gender, proportion of people with diabetes, baseline Body Mass Index – BMI), Total Body Weight Loss (TBWL%), Quality of Life (QoL), Serious Adverse Events (SAE), and all-cause mortality were extracted from the principal publication, when available.
	6 and SM

	Risk of bias in individual studies 
	12
	The quality of trials was assessed using the parameters proposed by the Cochrane Collaboration. 
	6

	Summary measures 
	13
	Mantel-Haenszel odds ratio (MH-OR) and Weighted Mean Difference (WMD) with 95% Confidence Interval (95%, CI) were calculated for all outcomes defined above on an intention-to-treat basis.
	5-6

	Synthesis of results 
	14
	Heterogeneity was assessed by using I2 statistics. A random-effects model was applied in the primary analysis. We performed a Network Meta-Analysis (NMA) for all the outcomes listed above, to verify differences across individual anti-obesity strategies concerning their effects on primary and secondary endpoints.
	6

	Section/topic 
	#
	Checklist item 
	Reported on page # 

	Risk of bias across studies 
	15
	The risk of bias was assessed using the Cochrane recommended tool to determine the risk of bias in RCTs
	5

	Additional analyses 
	16
	Several prespecified subgroup analyses were performed for the following baseline variables: different OMM, BMI categories (mean BMI at the enrolment <30, 30-34.9, 35-39.9, and >40 Kg/m2), prediabetes, type 2 diabetes mellitus, established cardiovascular disease, heart failure, MASLD, and OSAS. Traditional meta-analyses were performed for all the endpoints for placebo- and active-controlled trials with less than 10 RCTs. 
	5-6

	RESULTS 
	

	Study selection 
	17
	The search of Medline and Embase database allowed the identification of 55 trials (i.e., 56 comparisons).
	7 and SM

	Study characteristics 
	18
	The principal characteristics of included trials were reported in Supplementary Materials (Table 5S). 
	7 and SM

	Risk of bias within studies 
	19
	The quality of studies was heterogeneous.
	7 and SM

	Results of individual studies 
	20
	Forest plots for any primary and secondary endpoint are reported in the Results section and Supplementary Materials.
	8-10; SM

	Synthesis of results 
	21
	At the endpoint (mean follow-up duration 68 weeks), all OMM showed a significant effect versus placebo. The estimated endpoint TBWL was greater than 10% only for semaglutide and tirzepatide. SAE were reported in most included studies, with no OMM significantly associated with an increased risk of SAE compared to placebo, except for NB. Semaglutide was associated with a lower risk of mortality.
	8-10; SM

	Risk of bias across studies 
	22
	The quality of studies was heterogeneous (Figure 2S of Supporting Information). Trials were usually double-blind (66%), with a few trials with inadequate attrition and/or description of allocation or blinding of assessors (29.3%). 
	7 and SM

	Additional analysis 
	23
	Subgroup analyses of trials are available at pg. 10-12.
	8-9 and SM

	DISCUSSION 
	

	Summary of evidence 
	24
	The GRADE profile classified the strength as moderate for the primary endpoint.
	14 and SM

	Limitations 
	25
	Limitations were reported in extenso in the Discussion section. 
	17

	Conclusions 
	26
	In conclusion, this NMA reinforces the need of tailoring the therapy for obesity and obesity-related medical conditions, with some drugs exerting greater effects on body weight i.e., tirzepatide and, to a lesser extent, semaglutide), and others with proven cardiovascular protective effects (i.e., semaglutide for MACE, semaglutide and NB for cardiovascular mortality, and semaglutide and tirzepatide for HHF). In addition, some agents can have either detrimental or beneficial effects on specific cardiovascular risk factors (i.e., NB increases systolic blood pressure and orlistat reduces plasma cholesterol) or obesity-associated conditions (i.e., improvements of OSAS and MASLD with tirzepatide). These findings will be the basis for the upcoming first EASO guidelines. Both those guidelines and the present NMA will need to be constantly updated, considering the rapid development of pharmacological research and the accumulation of clinical evidence on weight-reducing agents. 
	18

	FUNDING 
	

	Funding 
	27
	No funding.
	18



[bookmark: _Toc193875403]Table 2S – Detailed information on search strategy

	Limits: Human studies; any date up to Jan 1st, 2025


	Search string: (obesity or overweight) AND (orlistat OR phentermine OR topiramate OR  naltrexone OR bupropion OR liraglutide OR semaglutide OR tirzepatide)
Pubmed 
N= 620
Search: (obesity or overweight) AND (orlistat OR phentermine OR topiramate OR naltrexone OR bupropion OR liraglutide OR semaglutide OR tirzepatide) Filters: Randomized Controlled Trial
(("obeses"[All Fields] OR "obesity"[MeSH Terms] OR "obesity"[All Fields] OR "obese"[All Fields] OR "obesities"[All Fields] OR "obesity s"[All Fields] OR ("overweight"[MeSH Terms] OR "overweight"[All Fields] OR "overweighted"[All Fields] OR "overweightness"[All Fields] OR "overweights"[All Fields])) AND ("orlistat"[MeSH Terms] OR "orlistat"[All Fields] OR "orlistat s"[All Fields] OR ("phentermine"[MeSH Terms] OR "phentermine"[All Fields]) OR ("topiramate"[MeSH Terms] OR "topiramate"[All Fields] OR "topiramate s"[All Fields]) OR ("naltrexone"[MeSH Terms] OR "naltrexone"[All Fields] OR "naltrexon"[All Fields] OR "naltrexone s"[All Fields]) OR ("bupropion"[MeSH Terms] OR "bupropion"[All Fields] OR "amfebutamone"[All Fields] OR "bupropion s"[All Fields] OR "bupropione"[All Fields]) OR ("liraglutid"[All Fields] OR "liraglutide"[MeSH Terms] OR "liraglutide"[All Fields] OR "liraglutide s"[All Fields]) OR ("semaglutide"[Supplementary Concept] OR "semaglutide"[All Fields]) OR ("tirzepatide"[MeSH Terms] OR "tirzepatide"[All Fields]))) AND (randomizedcontrolledtrial[Filter])
Translations
obesity: "obeses"[All Fields] OR "obesity"[MeSH Terms] OR "obesity"[All Fields] OR "obese"[All Fields] OR "obesities"[All Fields] OR "obesity's"[All Fields]
overweight: "overweight"[MeSH Terms] OR "overweight"[All Fields] OR "overweighted"[All Fields] OR "overweightness"[All Fields] OR "overweights"[All Fields]
orlistat: "orlistat"[MeSH Terms] OR "orlistat"[All Fields] OR "orlistat's"[All Fields]
phentermine: "phentermine"[MeSH Terms] OR "phentermine"[All Fields]
topiramate: "topiramate"[MeSH Terms] OR "topiramate"[All Fields] OR "topiramate's"[All Fields]
naltrexone: "naltrexone"[MeSH Terms] OR "naltrexone"[All Fields] OR "naltrexon"[All Fields] OR "naltrexone's"[All Fields]
bupropion: "bupropion"[MeSH Terms] OR "bupropion"[All Fields] OR "amfebutamone"[All Fields] OR "bupropion's"[All Fields] OR "bupropione"[All Fields]
liraglutide: "liraglutid"[All Fields] OR "liraglutide"[MeSH Terms] OR "liraglutide"[All Fields] OR "liraglutide's"[All Fields]
semaglutide: "semaglutide"[Supplementary Concept] OR "semaglutide"[All Fields]
tirzepatide: "tirzepatide"[MeSH Terms] OR "tirzepatide"[All Fields]

EMBASE
N= 1,102
('obesity'/exp OR obesity OR 'overweight'/exp OR overweight) AND ('orlistat'/exp OR orlistat OR 'phentermine'/exp OR phentermine OR 'topiramate'/exp OR topiramate OR 'naltrexone'/exp OR naltrexone OR 'bupropion'/exp OR bupropion OR 'liraglutide'/exp OR liraglutide OR 'semaglutide'/exp OR semaglutide OR 'tirzepatide'/exp OR tirzepatide) AND [embase]/lim NOT ([embase]/lim AND [medline]/lim) AND ('phase 3 clinical trial'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/de)

	Additional search:
Additional manual search of the references of included trials and former meta-analyses was carried out to identify other newly published and unpublished studies. Completed but yet unpublished studies with the procedures specified above were searched in the www.clinicaltrials.gov register. using the same search string as above.



[bookmark: _Toc193875404]Table 3S – Critical outcomes for each subpopulation of patients with overweight/obesity.

	Pre-existing comorbid condition

	Type 2 diabetes mellitus

	Primary endpoint: complete diabetes remission* 
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%); lipid and blood pressure profile, and renal function), and improvement of metabolic control (glycosylated hemoglobin  - HbA1c and fasting plasma glucose - FPG).

	Pre-diabetes

	Primary endpoint: normoglycemia restoration* 
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%); lipid and blood pressure profile, and renal function), reduction of incident diabetes*, and improvement of metabolic control (glycosylated hemoglobin  - HbA1c and fasting plasma glucose - FPG).

	Established cardiovascular disease

	Primary endpoint: Incidence reduction of Major Adverse Cardiovascular Events (MACE)*
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%), all-cause and cardiovascular mortality reduction.

	Heart failure

	Primary endpoint: Reduction of hospital admission for heart failure* 
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%), incidence of Major Adverse Cardiovascular Events (MACE)*, improvement of Kansas City Cardiomyopathy Questionnaire clinical summary score, change in 6-minute walking test (6-m WT) distance. All-cause and cardiovascular mortality reduction

	Obstructive sleep apnea syndrome

	Primary endpoint: OSAS remission *
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%) and improvement of parameters evaluating apnea*

	Metabolic dysfunction-associated steatotic liver disease

	Primary endpoint: MASH remission* 

	Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%) and improvement of fibrosis and liver indexes.

	Knee osteoarthritis 

	Primary endpoint:  KOA improvement assessed with scales evaluating osteoarthritis outcome scores (Western Ontario and McMaster Universities Osteoarthritis Index – pain and physical-function score), 
Other critical endpoints: Body weight reduction (total body weight loss % - TBWL%), improvement of 6-m walking distance, and opioids use.

	 



*Only adjudicated events will be considered. For PICO 1 all outcomes will be considered critical; for PICO 2-8 only underlined outcomes will be analyzed separately in RCTs specifically designed for that subpopulation of patients with overweight/obesity. 

[bookmark: _Toc193875405]Table 4S. Excluded trials and reasons for the exclusion.

	N
	Study
	Publication year
	Reason for the exclusion

	1
	Newsome5
	2021
	Submaximal doses

	2
	Inagaki6
	2022
	On diabetes

	3
	Butler7
	2024
	Duplicate

	4
	L. Beck-da-Silva8
	2005
	Short treatment period

	5
	Garvey9 
	2012
	Duplicate

	6
	Grilo10
	2023
	Short treatment period

	7
	Greenway11
	2000
	Not EMA-approved 



[bookmark: _Toc193875406]Table 5S. Principal baseline characteristics of the included studies
	n
	Study Name

	Intervention
	Comparator
	N. pat.
Interv.
	N. pat.
Comp.
	Trial duration
(weeks)
	BMI min.
(Kg/m2)
	BMI max.
(Kg/m2)
	Age max.
(years)
	Average BMI 

(Kg/m2)
	Avergae Age

(years)
	Women

(%)
	 T2DM

(%)

	1
	Astrup12
	Liraglutide
	Orlistat
	93
	95
	52
	30
	40
	65
	34.4
	46
	75
	3

	
	
	
	Placebo
	
	98
	52
	30
	40
	65
	34.8
	46
	75
	4

	2
	Gudbergsen13
	Liraglutide
	Placebo
	80
	76
	52
	27
	NR
	74
	32.1
	59
	65
	NR

	3
	Lundgren14
	Liraglutide
	Placebo
	98
	97
	52
	32
	43
	65
	32.6
	43
	64
	0

	4
	O'Neil15 
	Liraglutide
	Placebo
	103
	136
	52
	30
	NR
	NR
	39.3
	47
	35
	0

	5
	Davies16
	Liraglutide
	Placebo
	423
	212
	56
	27
	NR
	NR
	37.2
	55
	51
	100

	6
	Garvey17
	Liraglutide
	Placebo
	195
	197
	56
	27
	NR
	NR
	35.5
	57
	53
	100

	7
	Wadden18
	Liraglutide
	Placebo
	212
	210
	56
	27
	NR
	NR
	35.6
	46
	81
	0

	8
	Wadden19 
	Liraglutide
	Placebo
	142
	140
	56
	30
	NR
	NR
	39.0
	47
	84
	0

	9
	Le Roux20
	Liraglutide
	Placebo
	1505
	749
	156
	27
	NR
	NR
	38.9
	47
	76
	0

	10
	Apovian21
	Naltr./Bupr.
	Placebo
	992
	492
	56
	30
	45
	65
	36.1
	44
	85
	0

	11
	Greenway22
	Naltr./Bupr.
	Placebo
	583
	581
	56
	27
	45
	65
	36.1
	44
	85
	0

	12
	Hollander23
	Naltr./Bupr.
	Placebo
	335
	170
	56
	27
	45
	70
	36.4
	54
	55
	100

	13
	Wadden24
	Naltr./Bupr.
	Placebo
	591
	202
	56
	27
	45
	65
	36.5
	46
	90
	0

	14
	Nissen25
	Naltr./Bupr.
	Placebo
	4455
	4450
	156
	27
	50
	NR
	36.6
	61
	54
	85

	15
	Bakris26
	Orlistat
	Placebo
	267
	265
	52
	28
	43
	NR
	35.6
	53
	61
	8

	16
	Berne27
	Orlistat
	Placebo
	111
	109
	52
	28
	40
	75
	32.7
	59
	45
	100

	17
	Davidson28
	Orlistat
	Placebo
	657
	223
	52
	30
	43
	NR
	36.3
	44
	84
	0

	18
	Derosa29
	Orlistat
	Placebo
	126
	128
	52
	30
	NR
	NR
	32.8
	52
	50
	100

	19
	Derosa30 
	Orlistat
	Placebo
	53
	47
	52
	30
	NR
	NR
	32.1
	51
	52
	0

	20
	Finer31
	Orlistat
	Placebo
	110
	108
	52
	30
	43
	NR
	36.8
	41
	89
	0

	21
	Hill32
	Orlistat
	Placebo
	179
	184
	52
	28
	34
	NR
	32.8
	46
	85
	0

	22
	James33
	Orlistat
	Placebo
	23
	23
	52
	30
	43
	NR
	37.5
	43
	85
	0

	23
	Karhunen34
	Orlistat
	Placebo
	36
	36
	52
	30
	43
	NR
	35.8
	44
	77
	0

	24
	Kelley35
	Orlistat
	Placebo
	266
	269
	52
	28
	40
	65
	35.7
	58
	56
	100

	25
	Miles36
	Orlistat
	Placebo
	250
	254
	52
	28
	43
	65
	35.4
	53
	48
	100

	26
	Poston37
	Orlistat
	Placebo
	37
	35
	52
	27
	NR
	65
	36.8
	43
	100
	11

	27
	Sjostrom38
	Orlistat
	Placebo
	343
	340
	52
	28
	47
	NR
	36.0
	45
	83
	NR

	28
	Svendsen39
	Orlistat
	Placebo
	23
	21
	52
	30
	NR
	63
	37.5
	48
	55
	NR

	29
	Swinburn40
	Orlistat
	Placebo
	170
	169
	52
	30
	50
	70
	37.8
	52
	57
	8

	30
	Hollander41 
	Orlistat
	Placebo
	162
	159
	57
	28
	40
	NR
	34.2
	55
	50
	100

	31
	Krempf42
	Orlistat
	Placebo
	346
	350
	78
	28
	NR
	65
	36.1
	41
	86
	0

	32
	Hauptman43
	Orlistat
	Placebo
	210
	212
	104
	30
	44
	NR
	36.0
	42
	68
	NR

	33
	Rossner44
	Orlistat
	Placebo
	244
	243
	104
	28
	43
	NR
	35.0
	44
	85
	NR

	34
	Richelsen45
	Orlistat
	Placebo
	153
	156
	156
	30
	45
	65
	37.5
	47
	51
	20

	35
	Togerson46
	Orlistat
	Placebo
	1640
	1637
	208
	30
	NR
	60
	37.3
	43
	55
	0

	36
	Allison47
	Phen./Topir.
	Placebo
	512
	514
	56
	35
	NR
	70
	42.2
	43
	83
	NR

	37
	Gadde48
	Phen./Topir.
	Placebo
	995
	994
	56
	27
	45
	70
	36.6
	51
	70
	67

	38
	Kosiborod49
	Semaglutide
	Placebo
	310
	306
	52
	30
	NR
	NR
	36.9
	70
	44
	100

	39
	Kosiborod50
	Semaglutide
	Placebo
	263
	266
	52
	30
	NR
	NR
	37.0
	69
	56
	0

	40
	McGowan51
	Semaglutide
	Placebo
	138
	69
	52
	30
	NR
	NR
	40.1
	53
	71
	0

	41
	Bliddal52
	Semaglutide
	Placebo
	271
	136
	68
	30
	NR
	NR
	40.3
	56
	82
	0

	42
	Davies53
	Semaglutide
	Placebo
	404
	403
	68
	27
	NR
	NR
	35.9
	55
	51
	100

	43
	Kadowaki54
	Semaglutide
	Placebo
	199
	101
	68
	27
	NR
	NR
	31.9
	51
	37
	25

	44
	Rubino55
	Semaglutide
	Placebo
	535
	268
	68
	27
	NR
	NR
	34.3
	46
	78
	0

	45
	Wadden56
	Semaglutide
	Placebo
	407
	204
	68
	27
	NR
	NR
	38.0
	46
	82
	0

	46
	Wilding57
	Semaglutide
	Placebo
	1306
	655
	68
	27
	NR
	NR
	37.9
	46
	75
	0

	47
	Garvey58
	Semaglutide
	Placebo
	152
	152
	104
	27
	NR
	NR
	38.5
	47
	77
	0

	48
	Lincoff3
	Semaglutide
	Placebo
	8803
	8801
	104
	27
	NR
	NR
	33.3
	62
	28
	0

	49
	Loomba59
	Semaglutide
	Placebo
	47
	24
	48
	27
	NR
	75
	35.0
	59
	70
	75

	50
	Aronne60
	Tirzepatide
	Placebo
	335
	335
	52
	27
	NR
	NR
	30.5
	49
	70
	0

	51
	Loomba 61
	Tirzepatide
	Placebo
	95
	48
	52
	27
	50
	80
	36.1
	54
	57
	58

	52
	Malhotra62
	Tirzepatide
	Placebo
	234
	235
	52
	30
	NR
	NR
	39.0
	50
	30
	0

	53
	Garvey1
	Tirzepatide
	Placebo
	623
	315
	72
	27
	NR
	NR
	36.1
	54
	51
	100

	54
	Jastreboff2
	Tirzepatide
	Placebo
	1266
	643
	72
	27
	NR
	NR
	38.0
	45
	67
	0

	55
	Packer63
	Tirzepatide
	Placebo
	364
	367
	52
	30
	NR
	NR
	38.2
	65
	53
	48

	Total (mean value) in trials on OMM
	33,986
	28,804
	66
	29
	44
	68
	36.0
	51
	64
	34




N.: Number; Min.; Minimum; Max.: Maximum; BMI: Body Mass Index; DM: Proportion of subjects with diabetes enrolled; Naltr./Bupr.: Naltrexone/Bupropione; Phen./Topir.: Phentermine/Topiramate. NR: Not reported
Table 6S – Direct and estimates of effects of different OMM on endpoint TBWL%. 

	ID
	Comparison
	Active
	Control
	WMD
	LCI 95%
	UCI 95%

	
	Direct estimates
	
	
	
	
	

	1
	Liraglutide vs Placebo
	Liraglutide 3.0 mg
	Placebo
	4.53
	3.40
	5.66

	2
	Nalt/Bup vs Placebo
	Naltrexone SR/Bupropion 
	Placebo
	4.76
	3.73
	5.79

	3
	Orlistat vs Placebo
	Orlistat 360 mg
	Placebo
	3.14
	2.71
	3.56

	4
	Phen/Topir vs Placebo
	Phentermine/Topiramate (15/92)
	Placebo
	8.85
	8.18
	9.51

	5
	Semaglutide vs Placebo
	Semaglutide 2.4 mg
	Placebo
	10.00
	7.38
	12.62

	6
	Tirzepatide vs Placebo
	Tirzepatide 10-15 mg
	Placebo
	16.48
	11.39
	21.57

	7
	Liraglutide vs Placebo
	Orlistat 360 mg
	Orlistat
	3.80
	0.72
	6.87

	
	Indirect estimates (source IDs)
	
	
	
	
	

	1
	Liraglutide vs Placebo
	Liraglutide 3.0 mg
	Placebo
	6.94
	3.83
	10.04

	2
	Orlistat vs Placebo
	Orlistat 360 mg
	Placebo
	0.73
	-2.54
	4.01



Naltr./Bupr.: Naltrexone/Bupropione; Phen./Topir.: Phentermine/Topiramate. WMD: Weighted Mean Difference; LCI and UCI: Lower and Upper Confidence Intervals.



Table 7S – Direct and estimates of effects of different OMM on 52-week TBWL%. 


	ID
	Comparison
	Active
	Control
	WMD
	LCI 95%
	UCI 95%

	
	Direct estimates
	
	
	
	
	

	1
	Liraglutide vs Placebo
	Liraglutide 3.0 mg
	Placebo
	4.51
	3.51
	5.51

	2
	Nalt/Bup vs Placebo
	Naltrexone SR/Bupropion 
	Placebo
	4.76
	3.73
	5.79

	3
	Orlistat vs Placebo
	Orlistat 360 mg
	Placebo
	3.68
	2.89
	4.47

	4
	Phen/Topir vs Placebo
	Phentermine/Topiramate (15/92)
	Placebo
	8.85
	8.18
	9.51

	5
	Semaglutide vs Placebo
	Semaglutide 2.4 mg
	Placebo
	10.73
	8.19
	13.27

	6
	Tirzepatide vs Placebo
	Tirzepatide 10-15 mg
	Placebo
	14.77
	11.68
	17.86

	7
	Liraglutide vs Placebo
	Orlistat 360 mg
	Orlistat
	5.70
	5.11
	6.28

	
	Indirect estimates (source IDs)
	
	
	
	
	

	1
	Liraglutide vs Placebo
	Liraglutide 3.0 mg
	Placebo
	9.38
	8.40
	10.37

	2
	Orlistat vs Placebo
	Orlistat 360 mg
	Placebo
	-1.18
	-2.34
	-0.029



Naltr./Bupr.: Naltrexone/Bupropione; Phen./Topir.: Phentermine/Topiramate. WMD: Weighted Mean Difference; LCI and UCI: Lower and Upper Confidence Intervals.


Table 8S – Direct and estimates of effects of different OMM on 53-104-week TBWL%. 


	ID
	Comparison
	Active
	Control
	WMD
	LCI 95%
	UCI 95%

	
	Direct estimates
	
	
	
	
	

	1
	Liraglutide vs Placebo
	Liraglutide 3.0 mg
	Placebo
	4.27
	3.60
	5.00

	2
	Orlistat vs Placebo
	Orlistat 360 mg
	Placebo
	2.82
	2.21
	3.43

	3
	Semaglutide vs Placebo
	Semaglutide 2.4 mg
	Placebo
	10.14
	7.21
	13.06

	4
	Tirzepatide vs Placebo
	Tirzepatide 10-15 mg
	Placebo
	16.47
	8.20
	24.73

	5
	Phen./Topir. vs Placebo
	Phen./Topir. 
	Placebo
	8.85
	8.18
	9.51

	6
	Naltr./Bupr.vs Placebo
	Naltr./Bupr.
	Placebo
	4.76
	3.73
	5.79

	
	Indirect estimates (source IDs)
	
	
	
	
	

	-
	-
	-
	-
	-
	-
	-



Naltr./Bupr.: Naltrexone/Bupropione; Phen./Topir.: Phentermine/Topiramate. WMD: Weighted Mean Difference; LCI and UCI: Lower and Upper Confidence Intervals.
Table 9S – GRADE evaluation of the retrieved evidence for each OMM for endpoint-TBWL%. 
	Certainty assessment
	Summary of findings

	Participants
(studies)
Follow-up
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Publication bias
	Overall certainty of evidence
	Study event rates (%)
	Relative effect
(95% CI)
	Anticipated absolute effects

	
	
	
	
	
	
	
	With PBO
	With ID
	
	Risk with PBO
	Risk difference with TBWL%

	Endpoint TBWL% 
Orlistat

	9923
(18 RCTs)
	seriousa
	not serious
	not serious
	not serious
	strong association
	⨁⨁⨁⨁
Higha
	4659
	5264
	-
	4659
	MD 3.03 higher
(2.65 higher to 3.41 higher)

	Naltrexone/Bupoprione

	3251
(4 RCTs)
	not serious
	seriousb
	not serious
	not serious
	strong association
	⨁⨁⨁⨁
Highb
	1372
	1879
	-
	1372
	MD 3.99 higher
(2.62 higher to 5.37 higher)

	Phentermine/Topiramate

	3015
(2 RCTs)
	not serious
	not serious
	not serious
	not serious
	strong association
	⨁⨁⨁⨁
High
	1508
	1507
	-
	1508
	MD 8.86 higher
(8.2 higher to 9.53 higher)

	Liraglutide

	5394
(8 RCTs)
	not serious
	seriousb
	not serious
	not serious
	strong association
	⨁⨁⨁⨁
Highb
	2041
	3353
	-
	2041
	MD 7.15 higher
(3.68 higher to 10.63 higher)

	Semaglutide

	24422
(11 RCTs)
	not serious
	seriousb
	not serious
	not serious
	very strong association
	⨁⨁⨁⨁
Highb
	11339
	13083
	-
	11339
	MD 9.7 higher
(7.84 higher to 11.55 higher)

	Tirzepatide

	4314
(6 RCTs)
	not serious
	seriousb
	not serious
	not serious
	very strong association
	⨁⨁⨁⨁
Highb
	1825
	2489
	-
	1825
	MD 14.09 higher
(11.16 higher to 17.02 higher)

	MACE 
Semaglutide

	8905
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	very strong association
	⨁⨁⨁⨁
Highc
	701/4450 (15.8%) 
	569/4455 (12.8%) 
	OR 0.78
(0.69 to 0.88)
	701/4450 (15.8%) 
	30 fewer per 1.000
(from 43 fewer to 16 fewer)

	Naltrexone/Bupropione

	17604
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	none
	⨁⨁⨁◯
Moderatec
	102/8801 (1.2%) 
	90/8803 (1.0%) 
	OR 0.88
(0.66 to 1.17)
	102/8801 (1.2%) 
	1 fewer per 1.000
(from 4 fewer to 2 more)

	HHF 
Tirzepatide

	731
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	very strong association
	⨁⨁⨁⨁
Highc
	26/367 (7.1%) 
	12/364 (3.3%) 
	OR 0.45
(0.22 to 0.90)
	26/367 (7.1%) 
	38 fewer per 1.000
(from 54 fewer to 7 fewer)

	Semaglutide

	1145
(2 RCTs)
	not serious
	not serious
	not serious
	not serious
	very strong association
	⨁⨁⨁⨁
High
	30/572 (5.2%) 
	8/573 (1.4%) 
	OR 0.23
(0.05 to 0.95)
	30/572 (5.2%) 
	40 fewer per 1.000
(from 50 fewer to 2 fewer)

	Complete diabetes remission 
Liraglutide

	635
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	very strong association
	⨁⨁⨁⨁
Highc
	31/212 (14.6%) 
	227/423 (53.7%) 
	OR 6.76
(4.42 to 10.36)
	31/212 (14.6%) 
	390 more per 1.000
(from 285 more to 493 more)

	Naltrexone/Bupropione

	505
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	strong association
	⨁⨁⨁⨁
Highc
	17/170 (10.0%) 
	69/335 (20.6%) 
	OR 2.33
(1.32 to 4.11)
	17/170 (10.0%) 
	106 more per 1.000
(from 28 more to 214 more)

	Semaglutide

	807
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	very strong association
	⨁⨁⨁⨁
Highc
	48/403 (11.9%) 
	252/404 (62.4%) 
	OR 12.26
(8.53 to 17.62)
	48/403 (11.9%) 
	505 more per 1.000
(from 417 more to 585 more)

	Tirzepatide

	938
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	very strong association
	⨁⨁⨁⨁
Highc
	63/315 (20.0%) 
	496/623 (79.6%) 
	OR 15.62
(11.14 to 21.90)
	63/315 (20.0%) 
	596 more per 1.000
(from 536 more to 646 more)



	
	Normoglycemia restoration 
Liraglutide

	
	2254
(1 RCT)
	not serious
	not serious
	not serious
	seriousc
	strong association
	⨁⨁⨁⨁
Highc
	268/749 (35.8%) 
	970/1505 (64.5%) 
	OR 3.25
(2.71 to 3.91)
	268/749 (35.8%) 
	286 more per 1.000
(from 244 more to 328 more)

	
	Semaglutide

	
	207
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	very strong association
	⨁⨁⨁⨁
Highc,d
	9/69 (13.0%) 
	103/138 (74.6%) 
	OR 19.62
(8.83 to 43.61)
	9/69 (13.0%) 
	616 more per 1.000
(from 439 more to 737 more)

	Tirzepatide

	785
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	very strong association
	⨁⨁⨁⨁
Highc,d
	159/270 (58.9%) 
	475/515 (92.2%) 
	OR 8.29
(5.54 to 12.41)
	159/270 (58.9%) 
	333 more per 1.000
(from 299 more to 358 more)

	Orlistat

	694
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	none
	⨁⨁◯◯
Lowc,d
	9/344 (2.6%) 
	9/350 (2.6%) 
	OR 0.98
(0.39 to 2.51)
	9/344 (2.6%) 
	1 fewer per 1.000
(from 16 fewer to 37 more)

	MASLD resolution 
Tirzepatide

	143
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	very strong association
	⨁⨁⨁⨁
Highc,d
	5/48 (10.4%) 
	55/95 (57.9%) 
	OR 11.83
(4.30 to 32.52)
	5/48 (10.4%) 
	475 more per 1.000
(from 229 more to 687 more)

	Semaglutide

	71
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	none
	⨁⨁◯◯
Lowc,d
	5/24 (20.8%) 
	16/47 (34.0%) 
	OR 1.96
(0.62 to 6.23)
	5/24 (20.8%) 
	132 more per 1.000
(from 68 fewer to 413 more)

	AHI (episodes) reduction 
Tirzepatide

	469
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	strong association
	⨁⨁⨁◯
Moderatec,d
	235
	234
	-
	235
	MD 21.9 lower
(27.77 lower to 16.03 lower)

	AHI (proportion of AIH) reduction 
Tirzepatide

	469
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	strong association
	[bookmark: _heading=h.2zbgiuw]⨁⨁⨁◯
Moderatec,d
	235
	234
	-
	235
	MD 52 lower
(68.66 lower to 35.34 lower)

	WOMAC pain 
Semaglutide

	407
(1 RCT)
	not serious
	not serious
	not serious
	very seriousc,d
	strong association
	⨁⨁⨁◯
Moderatec,d
	136
	271
	-
	136
	MD 8 lower
(11.27 lower to 4.73 lower)


CI: confidence interval; MD: mean difference; OR: odds ratio; ID: Investigational Drugs
Explanations
a. Several low-quality studies
b. I2> 50% (high heterogeneity)
c. Data coming from one single study.
d. Small sample size.
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M-H, Random, 95% CI ABCDEFG

971 Tirzepatide

Packer 2024 19 34 15 367
Subtotal (95% CI) 364 367
Total events 19 15

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.73 (P = 0.47)

9.7.2 Semaglutide
Kosiborod 2023 5 283 3 288
Kosiborod 2024 6 310 10 308
Subtotal (95% CI) 573 572
Total events 11 13

Heterogeneity Tau®= 0.16; Chi
Test for overall effect 2= 0.25 (
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9.7.1 Tirzepatide

Packer 2024 734 179 364 659 19 367 1000%  7.50(4.82,10.18) t
Subtotal (95% C1) 364 367 100.0%  7.50[482,10.18]

Heterogeneity: Not applicable
Testfor oversll effect: 2= 5.49 (P < 0.00001)

9.7.7 Semaglutide
Kosiborod 2024 76 244 310 B7 245 306 158%  0.00(5.14,1288]
Kosiborod 2023 741 99 263 BT 98 266 84.1%  9.40[7.72,11.08]
Subtotal (95% CI) 573 572 100.0% 9.34[7.80,10.88]

Heterageneity: Taw"= 0.00; Chi*= 0.03, df=1 (P = 0.5 F= 0%
Testfor oversll effect: 2= 11.89 (P < 0.00001)
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9.7.1 Tirzepatide

Packer 2024 331 80 384 3107 B35 367 1000% 20.30[5.45,3215] t
Subtotal (95% C1) 364 367 100.0% 20.30[8.45,32.15]

Heterogeneity: Not applicable

Test for averal eflect Z= 3.36 (P = 0.0008)

9.7.7 Semaglutide

Kosihoro 2024 35 838 310 331 81 306 497% 1080(292,2472] =
Koshoro 2023 3015 80.8 263 2834 B03 266 503% 12.10[437,31.83] ——
Subtotal (95% C) 573 572 100.0% 14.52[4.78,24.26] -
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Test for overall effect 2= 292 (
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10.1.1 Liraglutide:

Le Roux 2017 61 731505 19 63 749 1000% 4200362478 !

Subtotal (95% C1) 1505 749 1000%  420[352,478]

Heterogeneity: Not applicate

Testfor overal effect Z= 14.13 (P < 0.00001)

10.1.2 Semaglutide

McGowan, 2024 139 78 138 27 43 69 1000% 11.20[a54,1280] ’

Subtotal (35% C1) 138 69 100.0% 11.20[9.54,1286]

Heterogeneity: Not applicatle

Testfor overal effect: Z= 13.20 (P < 0.00001)

10.1.3 Orlstat

Togerson 2004 52 B 380 27 6 344 1000% 2500161339 !

Sublotal (95% C1) 350 344 1000%  250[151,339)

Heterogeneity: Not applicatle

Testfor overal efect: Z= 5.48 (P < 0.00001)

10..7 Tirzepatide

Jastrehoff 2024 214 198 §15 21 231 270 100.0% 19.30(16.06, 2254 ! 0000000
Subtotal (95% C1) 515 270 100.0% 19.30[16.06, 2254]

Heterogeneity: Not applicable
Testfor oversll effect: 2= 11.66 (P < 0.00001)
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1021 Liraglutide
Le Rowx 2017 365 53 1505 377 53 749 1000% -110[156,-064] ! 0000000
Subtotal (95% CI) 1505 749 100.0% 1.10[1.56,0.64]
Hetetogeneity. Not applicable
Test for overall efect Z= 4.64 (P < 0.00001)
10.2.2 Semaglutide
McGowan, 2024 37 4 138 42 4 69 100.0% -5.00F6.16,-384] ! 0000000
Subtotal (95% CI) 138 69 100.0% 500(6.46,-3.84]
Hetetogeneity. Not applicable
Test for overall efect Z= 8.48 (P < 0.00001)
1027 Tirzepatide
Jastreboff 2024 32 37 515 38 37 270 100.0% -6.00 F6.54,-5.46] ! 0000000
Subtotal (95% CI) 515 270 100.0% 6001654, 5.46]
Hetetogeneity. Not applicable
Test for averal eflect 2= 21.58 (P < 0.00001)
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1031 Liraglutide

Le Roux 2017 92 12 1505 1008 @ 749 1000%  -8.80}9.68,-7.02 !

Subtotal (95% CI) 1505 749 1000%  880[9687.92]

Heterogeneity: Not applicable
Testfor oversll effect: Z= 19.49 (P < 0.00001)

1032 Semaglutide
MeGowan, 2024 906 @8 138 1041 124 69 100.0% -1350[16.85-10.15] !
Subtotal (95% C1) 138 69 100.0% 13501685, 10.15]
Heteropeneity: Not anplicable

Testior overal effect 2= 7.88 (P < 0.00001)

1037 Tirzepatide
Jastienof2024 89 10 515 101 88 270 100.0% -14.10[1553,-1267] ’
Subtotal (95% C1) 515 270 1000% 441011553, 1267]

Heterogeneity: Not applicable
Testfor oversll effect: 2= 19.27 (P < 0.00001)
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Testfor subgroup diferences: Ch= 41.41, df=2 (P < 0.00001), F = 85.2%
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10.5.1 Liraglutide
Le Roux 2017 26 1505 45 749 100.0% 0.27[0.16,0.44] ! 0000000
Sublotal (95% C1) 1505 749 1000%  027[016,044]
Total events % 4
Heterogeneity: Not applicatle
Testfor overal efect: Z= 5.27 (P < 0.00001)
105.2 Semaglutide.
MeGowan, 2024 113 2 59 1000% 024[002,274] i
Subtotal (35% C1) 138 69 1000%  024[002,274]
Total events 1 2
Heterogeneity: Not applicatle
Testfor overal effect. Z= 1.14 (°= 0.25)
10.5.3 Tirzepatide
Jastienof 2024 6 815 38 270 100.0% 0.08[0.03,018] t
Subtotal (95% C1) 515 270 1000%  0.08[003,018]
Total events 6 S
Heterogeneity: Not applicatle
Testfor overal efect: Z= 5.73 (P < 0.00001)
10.5.4 Orlstat
Togersan 2004 66 350 99 344 1000% 0.5810.40,0.82) !
Sublotal (95% C1) 350 344 1000%  058[040,0582]
Total events o 9
Heterogeneity: Not applicatle
Testfor overal effect. Z= 3.05 (= 0.002)
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10,81 Liraglutde

Le Roux 2017 970 1505 268 749 100.0% 325[271,391] ! 0000000
Sublotal (95% CI) 1505 749 1000% 3250271391

Tota events 470 258

Heteropeneity:Not anplicable

Testor overal ffect Z= 12,64 (P < 0.00001)

10,82 Semaglutide

MeGowan, 2024 103 138 9 69 1000%  1952(383,4361] t

Subtotal (95% C1) 138 69 1000%  19.62[883,4361]

Tota events 103 9

Heteropeneity:Not anplicable

Testior overal effect 2= 7.30 (P < 0.00001)

10,83 Tirzepatide.

Jastienofr 2024 475 515 159 270 1000%  829[554,12.41] !

Subtotal (95% C1) 515 270 1000% 8290554 1241]

Tota events 475 158

Heteropeneit:Not anplicable

Testor overal ffect 2= 10.27 (P < 0.00001)

10,84 Oristat

Togerson 2004 9 30 9 34 1000%  083[039,251) t

Subtotal (95% CI) 350 344 1000% 0980039251

Tota events 9 9

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.04 (P = 0.97)

Testfor subgroup differences: Chi*= 41.22,
Risk of bias legend
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(8) Allocation concealment (selection bias)

(C)Blinding of participants and personnel (performance bias)

(D) Biinding of outcome assessment (detection bias)

(E) Incomplete outcome data (atition bias)
(F) Selective reporting (reporting bias)
(6) Other bias
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