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Naltrexone-bupropion for the treatment of binge eating disorder: a systematic review

and meta-analysis — Margal JBC et al.

Supplementary Box S1 Search strategy

PubMed (Naltrexone AND bupropion) AND ("binge-eating disorder"
OR "binge-eating disorder"[Mesh] OR "Compulsive
Overeating" OR "Eating Disorder" OR "Food Addiction™)

EMBASE (Naltrexone AND bupropion) AND (“binge-eating disorder”
OR “Compulsive Overeating” OR “Eating Disorder” OR “Food
Addiction”)

Cochrane (Naltrexone OR 'naltrexone'/exp AND bupropion) AND

(“binge-eating disorder” OR 'binge eating disorder'/exp OR
“Compulsive Overeating” OR “Eating Disorder” OR “Food
Addiction”)

Supplementary Figure S1 Forest plot of the meta-analysis for body mass index

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% ClI IV, Random, 95% CI

Grilo et al, 2021 34.52 6.64 12 40.07 4.79 10 44.2% -5.55 [-10.34; -0.76]
Grilo et al, 2023 34.64 6.36 36 34.26 565 43 55.8% 0.38 [-2.30; 3.06]

Total (95% Cl) 48 53 100.0% -2.24 [-8.01; 3.53]
Heterogeneity: Tau® = 13.6652; Chi® = 4.49, df = 1 (P = 0.03); I = 78% I ! !
Test for overall effect: Z = -0.76 (P = 0.45) -15 -10 -5 0 5 10

Favors NB Favors Placebo

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.

Supplementary Figure S2 Forest plot of meta-analysis for depression

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% CI IV, Random, 95% CI

Grilo et al, 2021 10.73 10.08 12 8.38 10.37 10 9.7% 2.35 [-6.24; 10.94]
Grilo et al, 2022 10.11 860 27 10.04 10.57 27 27.1% 0.07 [-5.07; 5.21]
Griloetal, 2023 7.00 586 34 867 914 43 63.2% -1.67 [-5.04; 1.70]

Total (95% CI) 73 80 100.0% -0.81 [-3.48; 1.87]
Heterogeneity: Tau® = 0; Chi’ = 0.88, df = 2 (P = 0.64); I* = 0% I !
Test for overall effect: Z = -0.59 (P = 0.55) -10 -5 0 5 10

Favors NB Favors Placebo

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.

Supplementary Figure S3 Forest plot of meta-analysis for cholesterol total

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% CI IV, Random, 95% CI
Grilo etal, 2022 196.15 31.54 26 201.21 3297 28 513% -5.06 [-22.27; 12.15) —R—
Grilo et al, 2023 180.16 34.62 32 193.28 41.34 39 487% -13.12 [-30.79; 455) ——1
Total (95% CI) 58 67 100.0% -8.98 [-21.31; 3.34] e
Heterogeneity: Tau” = 0; Chi’ =0.41, df = 1 (P = 0.52); ¥ = 0% rFrd LI
Test for overall effect: Z = -1.43 (P = 0,15) -30 -20 -10 0 10 20 30

Favors NB Favors Placebo

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.

http://doi.org/10.47626/1516-4446-2025-4258



Brazilian Journal of Psychiatry - Supplementary Material Page 2 of 3
http://doi.org/10.47626/1516-4446-2025-4258

Naltrexone-bupropion for the treatment of binge eating disorder: a systematic review

and meta-analysis — Margal JBC et al.

Supplementary Figure S4 Forest plot of meta-analysis for low-density lipoprotein

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% CI IV, Random, 95% CI
Grilo etal, 2022 119.00 25.79 26 123.61 26.71 28 51.0% -4.61 [-18.62;9.40] R
Grilo et al, 2023 105.50 27.25 32 115.87 33.74 38 49.0% -10.37 [-24.66; 3.92] —.——
Total (95% Cl) 58 66 100.0% -7.43 [-17.43; 2.57] .
Heterogeneity: Tau® = 0; Chi’ = 0.32, df = 1 (P = 0.57); I = 0% I ! ! !
Test for overall effect: Z =-1.46 (P = 0.15) -20 -10 0 10 20

Favors NB Favors Placebo

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.

Supplementary Figure S5 Forest plot of meta-analysis for high-density lipoprotein

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% CI IV, Random, 95% CI
Grilo et al, 2022 54.38 10.90 26 53.18 16.53 28 47.7% 1.20 [-6.22; 8.62] -
Grilo et al, 2023 54.41 13.90 32 55.79 16.55 39 52.3% -1.38 [-8.46; 5.70] -;
Total (95% Cl) 58 67 100.0% -0.15 [-5.27; 4.97] -.-—
Heterogeneity: Tau® = 0; Chi® = 0.24, df = 1 (P = 0.62); I> = 0% ! ’ ‘ ! |
Test for overall effect: Z = -0.06 (P = 0.95) -10 -5 0 5 10

Favors Placebo Favors NB

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.

Supplementary Figure S6 Forest plot of meta-analysis for glycated hemoglobin

NB Placebo Mean Difference
Studies Mean SD Total Mean SD Total Weight MD 95% CI IV, Random, 95% CI

Griloetal, 2022 535 041 26 541036 28 73.9% -0.06 [-0.27;0.15]
Griloetal, 2023 5.39 0.57 32 561 091 39 26.1% -0.22 [-0.57; 0.13]

Total (95% ClI) 58 67 100.0% -0.10 [-0.28; 0.08]
Heterogeneity: Tau? = 0: Chi® = 0.60, df = 1 (P = 0.44): I> = 0% f T | T !
Test for overall effect: Z =-1.12 (P = 0.26) -1 -0.5 0 0.5 1

Favors NB Favors Placebo

df = degrees of freedom; MD = mean difference; NB = naltrexone/bupropion.
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Supplementary Figure S7 Critical appraisal of individual studies according to the Cochrane tool for assessing risk of bias in randomized
clinical trials

Risk of bias domains
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Domains: Judgement
D1: Bias arising from the randomization process.
D2: Bias due to deviations from intended intervention. . Low

D3: Bias due to missing outcome data.
D4: Bias in measurement of the outcome.
D5: Bias in selection of the reported result.

Supplementary Table S1 Summary of findings

Certainty assessment N° of patients Effect Certainty
No. of Study Risk Inconsistency Indirectness Imprecision Other Bupropion + Placebo Relative Absolute
studies design of bias considerations  naltrexone (95%Cl) (95%Cl)
3 Randomized  Not Not serious Not serious Very Strong 77 83 - MD 1.25 lower @O
trials serious serious’ association (5.61 lowerto  Moderatet
3.11 higher)

T The quality of the evidence was downgraded due to the imprecision of the results, since the study had a limited sample size and a wide confidence interval.
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