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Supplementary Material

Supplementary Table S1. Search strategies used in each database
	Database
	Search strategy
	n

	PubMed (MEDLINE)
	(retatrutide[tiab]) AND ("Weight Loss"[MeSH] OR "Body Weight"[MeSH]) AND ("Obesity"[MeSH] OR "Diabetes Mellitus, Type 2"[MeSH])
	70

	Embase (Elsevier)
	('retatrutide':ti,ab) AND ('weight loss'/exp OR 'body weight'/exp) AND ('obesity'/exp OR 'type 2 diabetes mellitus'/exp)
	135

	Cochrane Central Register of Controlled Trials (CENTRAL)
	(retatrutide) AND ("weight loss" OR "body weight") AND (obesity OR "type 2 diabetes" OR "type 2 diabetes mellitus")
	37

	LILACS (Latin American and Caribbean Health Sciences Literature)
	(retatrutide OR retatrutida) AND ("perda de peso" OR "weight loss" OR "peso corporal") AND (obesidade OR obesity OR "diabetes tipo 2" OR "type 2 diabetes")
	81

	ClinicalTrials.gov
	Retatrutide
	18

	WHO International Clinical Trials Registry Platform (ICTRP)
	Retatrutide
	34


















Supplementary Figure S1. Convergence diagnostics for the Bayesian random-effects meta-analysis of body weight reduction in type 2 diabetes (T2DM), including trace plots, posterior density, autocorrelation, effective sample size, and R-hat statistics.
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Supplementary Figure S2. Bayesian sensitivity analysis across prior distributions for the random-effects model estimating body weight reduction (kg) with retatrutide in type 2 diabetes (T2DM).
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Supplementary Figure S3. Bayesian sensitivity analysis across prior distributions for the random-effects model estimating body weight reduction (kg) with retatrutide in adults with overweight or obesity.
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Supplementary Figure S4. Convergence diagnostics for the Bayesian random-effects meta-analysis of body weight reduction in adults with overweight or obesity, including trace plots, posterior density, autocorrelation, effective sample size, and R-hat statistics.
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Supplementary Figure S5. Convergence diagnostics for the Bayesian random-effects meta-analysis of glycated hemoglobin (HbA1c, %) in type 2 diabetes, including trace plots, posterior density, autocorrelation, effective sample size, and R-hat statistics.
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Supplementary Figure S6. Bayesian sensitivity analysis across prior distributions for the random-effects model estimating mean difference in glycated hemoglobin (HbA1c, %) with retatrutide in type 2 diabetes.
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Table S1. GRADE summary of findings 
	

	Retatrutide compared to placebo for overweight or obesity, including adults with type 2 diabetes

	Patient or population: Adults with overweight or obesity, including those with type 2 diabetes
Setting: Outpatient / clinical trial settings
Intervention: Retatrutide (high dose, typically 12 mg once weekly)
Comparison: Placebo

	Outcome
№ of participants
(studies)
	Relative effect
(95% CrI)
	Anticipated absolute effects (95% CrI)
	Certainty
	What happens

	
	
	[comparison]
	[intervention]
	Difference
	
	

	Body weight reduction (kg) in adults with type 2 diabetes
assessed with: Kilograms (kg)
№ of participants: 383
(3 RCTs)
	-
	
	-
	MD −11.36 kg (−15.97 to −4.99)
	⨁⨁◯◯
Lowa,b
	Retatrutide may reduce body weight compared with placebo (mean difference −11.36 kg, 95% CrI −15.97 to −4.99).

	Body weight reduction (kg) in adults with overweight or obesity
assessed with: Kilograms (kg)
№ of participants: 428
(2 RCTs)
	-
	
	-
	MD −26.60 kg (−30.24 to −21.03)
	⨁◯◯◯
Very lowc,d,e
	The effect of retatrutide on body weight reduction is uncertain in adults with overweight or obesity (mean difference −26.60 kg, 95% CrI −30.24 to −21.03).

	Glycated hemoglobin (HbA1c, %) in adults with type 2 diabetes
assessed with: Change in HbA1c (%), assessed and measured by standardized laboratory assays of glycated hemoglobin (HbA1c).
№ of participants: 383
(3 RCTs)
	-
	
	-
	MD −1.31% (−2.06 to −0.41)
	⨁⨁◯◯
Lowf,g
	Retatrutide may reduce glycated hemoglobin (HbA1c) compared with placebo (mean difference −1.31%, 95% CrI −2.06 to −0.41).

	Total adverse events
assessed with: Assessment and recording of total adverse events during the treatment period, as reported by investigators in randomized controlled trials.
№ of participants: 250
(3 RCTs)
	RR 1.31
(0.97 to 1.75)
	65.4%
	85.7%
(-- to --)
	20.3% more
(2.0% fewer to 49.0% more)
	⨁⨁◯◯
Lowh,i
	Retatrutide may increase the risk of adverse events compared with placebo (RR 1.31, 95% CrI 0.97 to 1.75).

	Serious treatment-emergent adverse events (Serious TEAEs)
assessed with: Assessment and recording of serious treatment-emergent adverse events during the treatment period, as reported by investigators in randomized controlled trials.
№ of participants: 250
(3 RCTs)
	RR 0.85
(0.39 to 1.86)
	5.4%
	4.6%
(-- to --)
	0.8% fewer
(3.3% fewer to 4.6% more)
	⨁⨁◯◯
Lowj,k
	Retatrutide may have little to no effect on serious treatment-emergent adverse events compared with placebo (RR 0.85, 95% CrI 0.39 to 1.86).

	Treatment discontinuation due to adverse events
assessed with: Assessment and recording of treatment discontinuation due to adverse events during the treatment period, as reported by investigators in randomized controlled trials.
№ of participants: 814
(5 RCTs)
	RR 2.53
(1.13 to 4.95)
	1.9%
	4.9%
(-- to --)
	3.0% more
(0.3% more to 7.7% more)
	⨁⨁⨁◯
Moderatel
	Retatrutide probably increases the risk of treatment discontinuation due to adverse events compared with placebo (RR 2.53, 95% CrI 1.13 to 4.95).

	*The risk in the intervention group (and its 95% credible interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CrI).

CrI: credible interval; MD: mean difference; RR: risk ratio

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.


Explanations
a. Downgraded for risk of bias due to concerns related to incomplete outcome data and potential selective reporting.
b. Downgraded for inconsistency due to substantial heterogeneity across studies.
c. Downgraded for risk of bias due to concerns related to selective reporting and incomplete reporting of trial data, including reliance on press release data.
d. Downgraded for inconsistency due to substantial heterogeneity across studies (I² > 75%).
e. Downgraded for imprecision due to the small number of studies and participants, resulting in uncertainty in the estimate despite a large effect size.
f. Downgraded for risk of bias due to concerns related to incomplete outcome data and selective reporting.
g. Downgraded for inconsistency due to moderate to substantial heterogeneity across studies.
h. Downgraded for risk of bias due to concerns related to incomplete outcome data and potential selective reporting across included studies.
i. Downgraded for imprecision because the credible interval crosses the null value and includes both no effect and a potentially important increase in risk.
j. Downgraded for risk of bias due to concerns related to incomplete outcome data and potential selective reporting across included studies.
k. Downgraded for imprecision because the credible interval crosses the null value and includes both possible benefit and possible harm.
l. Downgraded for risk of bias due to concerns related to incomplete outcome data and selective reporting.
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