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Abstract

Background/Objectives: Childhood and adolescent overweight and obesity are associated
with adverse body composition and impaired glucose metabolism. Probiotic and synbiotic
supplementation may modulate the gut microbiota and has been proposed as a potential
adjunctive strategy for obesity management. This systematic review and meta-analysis
aimed to evaluate the effects of probiotic and synbiotic supplementation on body com-
position and glucose metabolism in children and adolescents with overweight or obesity.
Methods: This review was conducted according to the PRISMA 2020 statement. PubMed,
Embase, Web of Science, the Cochrane Library, and CNKI were searched from inception to
5 May 2026. Randomized controlled trials evaluating probiotic or synbiotic supplemen-
tation in children and adolescents with overweight or obesity were included. Outcomes
included BMI z-score, BMI, waist circumference, body fat percentage, fasting glucose,
fasting insulin, and HOMA-IR. Random-effects meta-analyses, sensitivity analyses, and
subgroup analyses according to intervention type (probiotic versus synbiotic supplementa-
tion) were performed using mean differences (MDs) and 95% confidence intervals (ClIs).
Risk of bias was assessed using RoB 2, and certainty of evidence was evaluated using
GRADE. Results: Sixteen randomized controlled trials were included. Probiotic or synbi-
otic supplementation did not significantly reduce BMI z-score (MD = —0.03, 95% CI —0.11
to 0.05), waist circumference (MD = 0.60 cm, 95% CI —1.57 to 2.77), or body fat percentage
W) Check for updates ‘ (MD = —0.29 percentage points, 95% CI —1.64 to 1.06). A modest reduction in BMI was
observed (MD = —0.91 kg/m?, 95% CI —1.81 to —0.01), although this finding should be in-
terpreted cautiously because no significant improvement was observed in BMI z-score. No

Academic Editor: Chengwen Sun

Received: 9 July 2026

Revised: 30 July 2026 significant effects were found for fasting glucose, fasting insulin, or HOMA-IR. Subgroup

Accepted: 1 August 2026 analyses showed no significant differences between probiotic and synbiotic supplementa-
Published: 4 August 2026 tion for BMI, BMI z-score, or waist circumference, whereas a significant subgroup difference
Copyright: ©2026 by the authors. was observed for fasting glucose. Conclusions: Probiotic or synbiotic supplementation
Licensee MDPI, Basel, Switzerland. may be associated with a modest reduction in BMI; however, the certainty of this evidence

This article is an open access article was low, which limits confidence in its clinical implications. Current evidence does not

distributed under the terms and

__ A support clear benefits for BMI z-score, waist circumference, body fat percentage, or glucose
conditions of the Creative Commons

Attribution (CC BY) license. metabolism. The subgroup findings, particularly for fasting glucose, should be interpreted

Nutrients 2026, 18, 2539 https:/ /doi.org/10.3390/nu18152539


https://crossmark.crossref.org/dialog?doi=10.3390/nu18152539&domain=pdf&date_stamp=2026-08-04
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/nutrients
https://www.mdpi.com
https://orcid.org/0009-0003-6672-6218
https://orcid.org/0000-0001-5404-8745
https://doi.org/10.3390/nu18152539

Nutrients 2026, 18, 2539

2 of 24

cautiously because they were based on a limited number of studies. Further high-quality
randomized controlled trials are warranted.

Keywords: probiotics; synbiotics; children and adolescents; overweight; obesity; body
composition; glucose metabolism

1. Introduction

The prevalence of overweight and obesity among children and adolescents has in-
creased substantially worldwide over recent decades, becoming a major public health
concern affecting pediatric health. Global epidemiological evidence indicates that the
burden of obesity in children and adolescents has increased markedly since the 1990s,
and this trend is no longer confined to high-income countries but increasingly affects low-
and middle-income countries and regions [1]. In children and adolescents, who are still
undergoing growth and development, overweight and obesity are not only reflected by
increased body mass index (BMI), but are also commonly accompanied by increased waist
circumference, excessive body fat accumulation, and unfavorable body composition. These
conditions may further impair cardiorespiratory fitness, physical performance, participa-
tion in physical activity, and overall physical development. In addition, childhood and
adolescent obesity is closely associated with insulin resistance, impaired fasting glucose,
and other abnormalities in glucose metabolism. Excess adiposity may also persist into
adulthood, increasing the long-term risk of type 2 diabetes, cardiovascular disease, and
other metabolic disorders [2-5]. Therefore, identifying effective strategies to improve body
composition, glucose metabolism, and overall health in children and adolescents with
overweight or obesity is of considerable clinical and public health importance.

Lifestyle intervention remains the cornerstone of overweight and obesity management
in children and adolescents. Dietary modification, increased physical activity, reduced
sedentary behavior, and regular exercise training are among the most commonly recom-
mended strategies. For children and adolescents with overweight or obesity, exercise
interventions are valuable not only for weight control but also for improving body com-
position, enhancing cardiorespiratory fitness, and promoting metabolic health. Previous
studies have suggested that lifestyle interventions combining dietary modification and
physical activity may reduce body fat and improve obesity-related health indicators in
pediatric populations [6]. Exercise training may also improve glucose metabolism by
enhancing skeletal muscle glucose uptake, increasing insulin sensitivity, and regulating en-
ergy metabolism, thereby potentially benefiting fasting insulin and insulin resistance [7,8].
However, in real-world settings, the effectiveness of lifestyle interventions is often limited
by poor adherence, differences in family and school environments, limited intervention
duration, and variability in individual responses. As a result, improvements in BMI, waist
circumference, body fat percentage, or glucose metabolism may remain unsatisfactory in
some children and adolescents. Therefore, it is important to explore safe, feasible, and
potentially effective adjunctive strategies that may further improve body composition and
glucose metabolism when used alongside lifestyle and exercise interventions.

In recent years, the role of the gut microbiota in obesity and related metabolic abnor-
malities has received increasing attention. The gut microbiota may participate in host fat
accumulation, insulin sensitivity, and glucose homeostasis through multiple pathways,
including the regulation of energy harvest and storage, short-chain fatty acid production,
intestinal barrier function, low-grade inflammation, and bile acid metabolism [9,10]. Com-
pared with individuals of normal weight, children and adolescents with overweight or
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obesity may exhibit reduced gut microbial diversity, altered microbial composition, and ab-
normal metabolic functions, which may be associated with unfavorable body composition
and impaired glucose metabolism [11]. Consequently, modulation of the gut microbiota
has been proposed as a potential approach for improving obesity-related metabolic health.
Probiotics may improve the intestinal microecological environment by supplying benefi-
cial live microorganisms, whereas synbiotics, which combine probiotics with prebiotics,
may further promote the colonization and metabolic activity of beneficial bacteria. These
mechanisms may potentially influence fat accumulation, insulin resistance, and glucose
regulation [12,13].

Although probiotics and synbiotics have a plausible biological basis for modulating
the gut microbiota and improving obesity-related metabolic abnormalities, their actual
effects in children and adolescents with overweight or obesity remain uncertain. Previous
randomized controlled trials have varied substantially in probiotic strains, intervention
doses, supplementation duration, use of concurrent dietary or exercise guidance, and par-
ticipant characteristics. As a result, findings regarding BMI, waist circumference, body fat
percentage, fasting glucose, insulin, and homeostatic model assessment of insulin resistance
(HOMA-IR) have been inconsistent across studies [14,15]. Existing systematic reviews and
meta-analyses have often included probiotics, prebiotics, and synbiotics together and have
evaluated a broad range of cardiometabolic outcomes, such as lipid profiles, inflammatory
markers, and liver function indices [16,17]. However, from the perspective of pediatric
health and obesity management, body composition and glucose metabolism are more
direct indicators of obesity severity, physical health status, and metabolic risk. Therefore,
a more focused evaluation of the effects of probiotic and synbiotic supplementation on
body composition and glucose metabolism in children and adolescents with overweight or
obesity is warranted to provide clearer and more clinically interpretable evidence.

Although probiotics and synbiotics differ in composition, both interventions target
gut microbiota modulation and have been investigated as adjunctive microbiota-targeted
strategies for pediatric obesity management. Given the limited number of randomized
controlled trials in this population, probiotics and synbiotics were considered together in the
primary analysis to provide a more comprehensive assessment of the effects of microbiota-
targeted supplementation on pediatric obesity-related outcomes. Subgroup analyses were
additionally performed to explore potential differences between probiotic and synbiotic
supplementation. Based on this background, the present systematic review and meta-
analysis aimed to synthesize evidence from randomized controlled trials evaluating the
effects of probiotic and synbiotic supplementation on body composition and glucose
metabolism in children and adolescents with overweight or obesity. The outcomes of
interest included BMI z-score, BMI, waist circumference, body fat percentage, fasting
glucose, fasting insulin, and HOMA-IR. This review was designed to provide targeted
evidence for pediatric obesity management, health promotion, and the use of adjunctive
nutritional interventions in this population.

2. Materials and Methods
2.1. Study Design

This systematic review and meta-analysis was conducted in accordance with the Pre-
ferred Reporting Items for Systematic Reviews and Meta-Analyses 2020 statement (PRISMA
2020) [18]. The completed PRISMA checklist is provided in Supplementary File S1. The
study protocol was registered in the International Prospective Register of Systematic Re-
views (PROSPERO; registration number: CRD420261395231). The eligibility criteria were
developed according to the PICOS framework, including population, intervention, com-
parator, outcomes, and study design, to evaluate the effects of probiotic and synbiotic
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supplementation on body composition and glucose metabolism in children and adolescents
with overweight or obesity [19].

2.2. Search Strategy

A systematic literature search was conducted in five electronic databases: PubMed,
Embase, Web of Science, the Cochrane Library, and CNKI. The databases were searched
from inception to 5 May 2026 to identify randomized controlled trials evaluating the effects
of probiotic or synbiotic supplementation on body composition and glucose metabolism
in children and adolescents with overweight or obesity. The initial search identified
1155 records, including 494 from PubMed, 350 from Web of Science, 146 from the Cochrane
Library, 131 from Embase, and 34 from CNKIL

The search strategy combined controlled vocabulary terms and free-text terms related
to children and adolescents, overweight or obesity, probiotics, synbiotics, body composition,
glucose metabolism, and randomized controlled trials. The search strategy was adapted for
each database according to its specific syntax and indexing system. No language restrictions
were applied. In addition, the reference lists of included studies and relevant reviews were
manually screened to identify additional potentially eligible studies. The complete search
strategies for all databases are provided in Supplementary File S2. Grey literature, clinical
trial registries, and preprint servers were not searched in this review.

2.3. Inclusion and Exclusion Criteria

The eligibility criteria were developed according to the PICOS framework. Studies
were considered eligible if they met the criteria detailed in Table 1.

Table 1. PICOS criteria for study eligibility.

PICOS Eligibility Criteria

P: Population Children and adolescents with overweight or obesity.

Probiotic or synbiotic supplementation, used either alone or in

I T i . . . . ; .
ntervention combination with dietary, exercise, or lifestyle guidance.

Placebo, usual care, no intervention, or a control intervention

C: Comparator without probiotic or synbiotic supplementation.

At least one of the following outcomes: BMI z-score, BMI, waist
O: Outcomes circumference, body fat percentage, fasting glucose, fasting insulin,
or HOMA-IR.

S: Study design Randomized controlled trials

The exclusion criteria were as follows: (1) cross-sectional studies, cohort studies, case—
control studies, reviews, meta-analyses, case reports, conference abstracts, animal studies,
or cell experiments; (2) non-randomized controlled trials; (3) studies including participants
with secondary obesity or known genetic, congenital, endocrine, or severe psychiatric dis-
orders; (4) studies in which participants received anti-obesity medications during the study
period or had undergone bariatric surgery; (5) studies in which the intervention consisted
of prebiotic supplementation alone rather than probiotic or synbiotic supplementation;
(6) studies that did not report the body composition or glucose metabolism outcomes of in-
terest or did not provide data suitable for quantitative synthesis; (7) duplicate publications,
overlapping datasets, or companion reports of the same study; and (8) crossover trials with
clear carry-over effects and no available first-period data suitable for quantitative synthesis.
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2.4. Study Selection

Study selection was conducted independently by two reviewers (Y.T. and E.Z). First,
duplicate records were removed using EndNote X9 (Clarivate Analytics, Philadelphia,
PA, USA). The remaining records were then screened by title and abstract to exclude
studies that were clearly irrelevant to the study design, population, intervention, com-
parator, or outcomes of interest. For records that potentially met the eligibility criteria or
could not be clearly judged based on the title and abstract, the full texts were retrieved
for further assessment.

Subsequently, the two reviewers independently assessed the full-text articles according
to the predefined inclusion and exclusion criteria. Any disagreements during the screening
process were resolved through discussion. If consensus could not be reached, a third
reviewer (W.W.) was consulted for final judgment. The study selection process was recorded
and presented using a PRISMA 2020 flow diagram.

2.5. Data Extraction

Data were independently extracted from the included studies by two reviewers (Y.T.
and F.Z.) and checked by a third reviewer (W.W.). The extracted information mainly in-
cluded the first author; publication year; country or region; study design; sample size;
participants’ age; intervention; comparator; type of probiotic or synbiotic; strain composi-
tion; dosage; form of supplementation; intervention duration; whether dietary, exercise, or
lifestyle guidance was provided; and outcomes of interest.

The outcomes extracted in this review included BMI z-score, BMI, waist circumference,
body fat percentage, fasting glucose, fasting insulin, and HOMA-IR. For continuous out-
comes, endpoint means, standard deviations, and sample sizes were preferentially extracted.
When multiple intervention time points were reported, data at the end of the intervention
were extracted. When continuous data were reported as medians with interquartile ranges,
means and standard deviations were estimated using previously recommended methods.
For data that were not directly available, values were extracted from tables, figures, or
Supplementary Materials. If the relevant data were still unavailable, the outcome was not
included in the quantitative synthesis and was described narratively when appropriate.

For multi-arm studies, only study arms that met the PICOS criteria and allowed a clear
comparison between probiotic or synbiotic supplementation and the control intervention
were extracted in order to avoid double-counting participants or introducing additional
differences due to co-interventions. Any disagreements during data extraction were re-
solved through discussion between Y.T. and EZ. When necessary, a third reviewer W.W.
was consulted for final judgment.

2.6. Risk-of-Bias Assessment

Two reviewers (Y.T. and F.Z.) independently assessed the risk of bias of the included
studies using the revised Cochrane risk-of-bias tool for randomized trials, version 2 (RoB 2).
The assessment covered five domains: bias arising from the randomization process, bias
due to deviations from intended interventions, bias due to missing outcome data, bias
in measurement of the outcome, and bias in selection of the reported result. The risk of
bias for each domain was judged as “low risk”, “some concerns”, or “high risk”, and
an overall risk-of-bias judgment was then assigned for each study. Any disagreements
between the two reviewers were resolved through discussion. Inter-rater agreement was
not formally quantified using statistical measures such as Cohen’s kappa, as disagreements
were resolved through consensus discussion after independent assessment. If consensus
could not be reached, a third reviewer (W.W.) was consulted for final judgment.
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2.7. Statistical Analysis

Data synthesis was performed using Review Manager 5.4.1. Meta-analysis data were
independently entered and checked by two reviewers (Z.X. and Y.Z.) to ensure accuracy. A
meta-analysis was conducted when at least two studies reported the same outcome and the
effect measures were comparable. When quantitative pooling was inappropriate because
of differences in study design, data format, reporting method, or measurement scale, the
findings were summarized narratively.

The outcomes analyzed in this review included body composition and glucose
metabolism outcomes. Body composition outcomes included BMI z-score, BMI, waist
circumference, and body fat percentage. Glucose metabolism outcomes included fasting
glucose, fasting insulin, and HOMA-IR. As all outcomes included in the quantitative syn-
thesis were continuous variables, and the same outcomes were measured using identical or
convertible units across studies, mean differences (MDs) with 95% confidence intervals (Cls)
were used as the pooled effect estimates. Unit conversions were performed before pooling
when necessary to ensure comparability across studies. Although variability existed in
assessment methods and participant characteristics across studies, MDs were selected
because the included outcomes were reported using identical or clinically interpretable
units, allowing direct interpretation of the magnitude of intervention effects. SMDs were
not used because standardization could potentially reduce the clinical interpretability of
absolute changes in outcomes such as BMI, fasting glucose, and HOMA-IR.

For the primary meta-analysis, endpoint values at the end of the intervention were
preferentially used. Studies that reported only changes from baseline, percentage changes,
or model-based estimates and that could not be reasonably combined with endpoint means
and standard deviations were not included in the primary quantitative analysis but were
described narratively when appropriate. When continuous outcomes were reported as
medians with interquartile ranges, means and standard deviations were estimated using
previously recommended methods before inclusion in the analysis.

Considering the potential clinical and methodological heterogeneity among the in-
cluded studies in terms of probiotic or synbiotic type, strain composition, dosage, interven-
tion duration, participant characteristics, baseline metabolic status, and whether dietary,
exercise, or lifestyle guidance was provided, all meta-analyses were performed using the
inverse-variance method with a random-effects model. Between-study heterogeneity was
assessed using Cochran’s Q test and the I? statistic. I? values of approximately 25%, 50%,
and 75% were considered to indicate low, moderate, and high heterogeneity, respectively.
A two-sided p value < 0.05 was considered statistically significant.

To assess the robustness of the findings, leave-one-study-out sensitivity analyses were
performed for outcomes included in the meta-analysis. Each study was sequentially re-
moved, and the pooled effect estimates were recalculated to evaluate whether the overall
findings were influenced by any individual study. The robustness of the results was as-
sessed by examining changes in the direction, magnitude, and statistical significance of
pooled estimates after removal of individual studies. Additional influence analyses beyond
the leave-one-study-out approach were not performed because the number of studies
available for several outcomes was limited, which may reduce the reliability and inter-
pretability of more complex influence diagnostics. Subgroup analyses were only performed
according to intervention type because the number of studies was insufficient to support
additional subgroup analyses based on probiotic strain, dosage, intervention duration, obe-
sity phenotype, baseline metabolic status, or lifestyle co-interventions. Statistical tests for
publication bias, such as Egger’s regression test, were not performed because the number
of studies included for most outcomes was limited, and these tests may have insufficient
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statistical power when fewer studies are available. Therefore, the results of publication bias
assessment should be interpreted cautiously.

2.8. Certainty of Evidence Assessment

Two reviewers (Z.X. and H.Y.) assessed the certainty of evidence for each primary out-
come using the Grading of Recommendations Assessment, Development and Evaluation
(GRADE) approach. Because all studies included in the quantitative analyses were random-
ized controlled trials, the initial certainty of evidence was rated as high. The certainty of
evidence was then evaluated across five domains: risk of bias, inconsistency, indirectness,
imprecision, and publication bias. When serious or very serious concerns were identified
in any domain, the certainty of evidence was downgraded accordingly.

The certainty of evidence was classified into four levels: high, moderate, low, and
very low. In this review, the certainty of evidence was assessed separately for seven
outcomes: BMI z-score, BMI, waist circumference, body fat percentage, fasting glucose,
fasting insulin, and HOMA-IR. A summary of findings table was prepared to present the
pooled effect estimates, certainty of evidence, and the main GRADE domains responsible
for downgrading the certainty for each outcome. Any disagreements between the two
reviewers during certainty assessment were resolved through discussion. When necessary,
a third reviewer (M.Z.) was consulted for final judgment. The results are presented in
Table 2.

Table 2. Summary of findings and certainty of evidence for main outcomes.

Outcome

No. of
Studies

Participants
(Interven-
tion/Control)

Pooled Effect (MD, Certainty of Downgrading

95% CI) Evidence Factors Importance

BMI z-score

10

MD 0.03 BMI z-score
lower .. ...
233/228 (0.11 lower to 0.05 Moderate Imprecision Critical

higher)

BMI

MD 0.91 kg/m2 lower
248/242 (1.81 lower to 0.01 Low
lower)

Inconsistency;

. Critical
Imprecision

Waist
circumference

10

MD 0.60 cm higher
281/272 (1.57 lower to 2.77 Low Imprecision Critical
higher)

Body fat
percentage

MD 0.29 percentage
points lower
(1.64 lower to 1.06
higher)

97/94 Low Imprecision Critical

Fasting glucose

MD 0.40 mg/dL lower
209/206 (2.81 lower to 2.00 Moderate Imprecision Important
higher)

Fasting insulin

MD 0.46 uIU/mL
higher

(1.48 lower to 2.40
higher)

137/138 Moderate Imprecision Important

HOMA-IR

MD 0.14 lower
172/173 (0.57 lower to 0.28 Moderate Imprecision Important
higher)

Notes: MD, mean difference; CI, confidence interval; BMI, body mass index; HOMA-IR, homeostatic model
assessment of insulin resistance. The certainty of evidence was assessed using the GRADE approach.
Downgrading factors are presented according to the relevant GRADE domains, including inconsistency and
imprecision where applicable.
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3. Results

3.1. Literature Search

The initial database search identified 1155 records, including 494 from PubMed, 131
from Embase, 350 from Web of Science, 146 from the Cochrane Library, and 34 from CNKIL
After removing 97 duplicate records, 1058 records were screened by title and abstract. Of
these, 1015 records were excluded during the initial screening, and 43 reports were sought
for full-text retrieval. Nine reports could not be retrieved, leaving 34 reports for full-text
assessment. In addition, one potentially relevant report was identified through citation
searching and assessed in full text. Therefore, a total of 35 full-text reports were assessed
for eligibility, of which 19 were excluded because they did not meet the inclusion criteria.
Finally, 16 randomized controlled trials were included in the systematic review. The study
selection process is shown in Figure 1.

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases, registers and other sources

]

Identification

[

]

Screening

Included

Identification of studies via databases and registers

] [ Identification of studies via other methods ]

Records identified from*:
Databases (n =1155):
PubMed(494),
Embase(131),

Web of Science(350),
Cochrane(146),
CNKI(34),

Records removed before Records identified from:

»| screening: uneart
- Duplicate records removed Records ldenﬂﬂed fr_o1m
(n=97) citation searching(n=1)

!

Records screened

(n =1058)

Reports sought for retrieval

(n =43)
I

Reports assessed for eligibility
(n =34)

Excluded articles** (content not matching or
| inconsistent intervention/control measures based
on abstract reading reviews, animal experiments,
systematic reviews):( n=1015)
»| Reports not retrieved Reports sought for retrieval | Reports not retrieved
(n=9) (n=1) Tl =0
Reports assessed for eligibility
Reports excluded:(n=19) n=1) Reports excluded:(n=0)

Studies included in systematic
review (n = 16)

A

*Consider, if feasible to do so, reporting the number of records identified from each database or register searched (rather than the total number across all databases/registers).
**If automation tools were used, indicate how many records were excluded by a human and how many were excluded by automation tools.

Figure 1. PRISMA 2020 flow diagram of study selection. Source: Page M], et al. [18]. This work is
licensed under CC BY 4.0. To view a copy of this license, visit https:/ /creativecommons.org/licenses /
by /4.0 (accessed on 31 July 2026).

3.2. Study Characteristics

The basic characteristics of the included studies are presented in Table 3. A total of 16 ran-
domized controlled trials were included in this systematic review and meta-analysis [14,15,20-33].
The included studies were conducted in Italy [20,29], Taiwan, China [21], Iran [14,22,27,31],
Denmark [23], Turkey [24,26], the United States [30], Thailand [15], Sri Lanka [25],
Spain [28], and mainland China [32,33]. The participants were children and adolescents
with overweight or obesity, with an approximate age range of 5 to 18 years. Several studies
specifically included participants with obesity-related conditions, such as non-alcoholic
fatty liver disease, insulin resistance, or severe obesity. Baseline BMI status varied across
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studies, with reported BMI values or BMI z-scores indicating differences in obesity charac-
teristics among participants. The sample sizes ranged from 8 completers to 105 randomized
participants, and the intervention duration ranged from 4 to 24 weeks.

All included studies were randomized controlled trials with parallel-group designs.
Most studies used double-blind or triple-blind designs, whereas several studies were
open-label or pilot trials. The interventions included single-strain probiotics, multi-strain
probiotics, and synbiotic formulations, with substantial variation in strain composition,
formulation type, dosage, and intervention duration across studies. In addition to probiotic
or synbiotic supplementation, some studies incorporated dietary counselling, physical
activity recommendations, or structured lifestyle interventions, whereas others evaluated
supplementation without additional behavioural interventions.

The outcomes reported in the included studies mainly included BMI z-score, BMI,
waist circumference, body fat percentage, fasting glucose, fasting insulin, and HOMA-
IR. The number of studies included in the quantitative synthesis varied across outcomes.
Among body composition outcomes, BMI z-score, BMI, and waist circumference were the
most frequently reported outcomes. Among glucose metabolism outcomes, fasting glucose,
fasting insulin, and HOMA-IR were the main indicators assessed. Detailed information
regarding probiotic and synbiotic formulations, including strain/product characteristics,
dosage, intervention duration, population characteristics, and individual study-level out-
come findings, is provided in Supplementary Table S1.

3.3. Risk-of-Bias Assessment

The results of the Cochrane RoB 2 assessment are shown in Figures 2 and 3. Overall,
most included studies were judged to have some concerns, and a small number were judged
to have a high overall risk of bias. The main sources of concern were insufficient reporting
of random sequence generation or allocation concealment; incomplete information on
blinding, intervention adherence, co-interventions, and intention-to-treat analyses; and
missing outcome data in some studies.

Bias arising from the randomization process _:]
Bias due to deviations from intended interventions _:-
Bias due to missing outcome data _ -
Bias in measurement of the outcome _:l
Bias in selection of the reported result | I
Overall risk of bias | I
0% 25% 50% 5% 100%

| B s [ somecoons [l wonese |

Figure 2. Risk-of-bias summary for the included randomized controlled trials.
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Table 3. Characteristics of included studies.
Study Country Participants; Age Sample Size (I/C) Baseline BMI St.atus/Obesuy Design; Duration Intervention Control/?o- Outcomes
Severity Intervention
Obese children with s s .
Alisi 2014 [20] Italy biopsy-proven 44 (22/22) Obesity (BMI = 26-27 kg/ m?) fg raEel, double-blind; MSP: VSL#3 P(liaciebo, diet/exercise BMI, BMI z-score
NAFLD/NASH; ~12y W advice
Children with MSP: L. salivarius
Taiwan, . . . N 5 Parallel, double-blind; AP-32, L. rhamnosus Placebo; diet/exercise = BMI, WC, FG, FI,
Chen 2022 [21] China gillegwelght / obesity; 53 (27/26) Obesity (BMI ~ 29.7 kg/m*) 12 wk bv-77, B. animalis guidance HOMA-IR
y CP-9
Obese Parallel, triple-blind; Placebo; health
Famouri 2017 [22] Iran children/adolescents 64 (32/32) Obesity (BMI ~ 26.5 kg/ m?) /TP ’ MSP capsule . ; heattiy BMI, WC
. 12 wk lifestyle advice
with NAFLD; ~12y
. . . BMI z-score, WC
Adolescents with . Parallel, double-blind; SSP: L. salivarius o = 4
Gobel 2012 [23] Denmark obesity; 12-15 y 50 (27/23) Obesity (BMI z-score ~ 2.6) 12 wk Ls-33,101° CFU/d Placebo body fat%, FG, FI,
HOMA-IR
Children with primary Parallel, open-label; SYN + Reduced-calorie
Ipar 2015 [24] Turkey - 77 (42/35) Obesity (BMI ~ 27 kg/m?) ! ’ reduced-calorie ) . - BMIL WC
obesity; 5-17 y 4wk . . . diet/physical activity
diet/physical activity
. . . o . ;. SYN:inulin + B. . . BMI z-score, BMI,
Charoensriwattanakul Thailand Children with obesity; 57 (28/29) Obesity (BMI z-score ~ 3.0) Parallel, double-blind; animalis and L. Maltodextrm pla.lcebo, WC, FG, FI,
2026 [15] 7-18y 12 wk . lifestyle counseling
paracasei HOMA-IR
Kilic Yildirim 2022 Chlldren/ adolescent.s ) Obesity (BMI z-score ~ Parallel, double-blind; Multispecies SYN + Placebo; diet/activity BMI z-score, BMI,
[25] Turkey with exogenous obesity; 61 (30/31) 17-1.8) 12 wk FOS advice WC, FG, FI,
- 817y o HOMA-IR
. . Obese children with . Parallel, double-blind; MSP + structured Placebo + structured
Rodrigo 2022 [26] Sri Lanka NAFLD/NASH; 5-15 y 84 (43/41) Obesity (BMI z-score = 2.2) 24 wk diet/physical activity  diet/physical activity BMI z-score, FG
Children/adolescents
. with . - 5 Parallel, triple-masked; Matched placebo; BMI z-score, WC,
Safavi 2013 [27] Iran overweight/obesity; 56 (29/27) Obesity (BMI = 28-30 kg/m*) 8 wk SYN capsule + FOS usual diet/activity G
6-18y
. . . SSP: B. .
Sanchis-Chorda Children with obesity Parallel, blinded; seudocatenulatum Capsules without BMI z-score, WC,
Spain and insulin resistance; 48 (23/25) Obesity (BMI SDS = 2.6) ! ’ P . probiotic + same body fat%, FG, FI,
2019 [28] 13 wk CECT 7765 + dietary . .
10-15y . dietary advice HOMA-IR
advice
Obese children with
persistent Parallel, double-blind SSP: L. rhamnosus
Vajro 2011 [29] Italy hypert.ransa.mmasemla 20 (10/10) Obesity(BMI z-score = 2.2) pilot; 8 wk GG, 12 billion CFU/d Placebo BMI z-score
and bright liver;
107 £21y
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Table 3. Cont.
Study Country Participants; Age Sample Size (I/C) Baseline BMI St.atus/Obesuy Design; Duration Intervention Control/?o- Outcomes
Severity Intervention
Adolescents with severe 8 completers (4/4);  Severe obesity Parallel, double-blind TSR ® BMI, BMI z-score,

Verma 2021 [30] usa obesity; ~15.8 y 15 randomized (BMI ~ 45.7 kg/ m?) pilot; 12 wk Probiotic: Visbiome Placebo FG, FI, HOMA-IR
Weight-loss

Kianifar 2018 [31] Iran Overweight or obese 3%;3?5122(1 Obesity (BMI z-score ~ 2.0) Parallel, double-blind diet/physical activity =~ Same diet/activity + BMI z-score, WC,

g children; 7-13 y : y - pilot; 12 wk + SYN capsule matched placebo body fat%
randomized -

(Protexin)

Atazadegan 2023 chiﬁdren/adOIESCQHts Parallel, double-blind; SYN: L. coagulans Maltodextrin placebo;

& Iran . o 60 (30/30) Obesity (BMI = 25 kg/m?) ! 7 5C-208, L. indicus usual diet/activity BMI, WC

[14] overweight/obesity; 8wk S

HU36 + FOS maintained
8-18y
Bifidobacterium
. Adolescents with . N > . quadruple viable Diet/exercise o

Zhang 2024 [32] China obesity; 10-18 y 60 (30/30) Obesity (BMI ~ 30 kg/m*~) Parallel RCT; 12 wk fablets + diet/exercise  guidance BMLI, body fat%
guidance
Probiotic

70 in main (Bifidobacterium Nutrition/lifestyle
. . Obese children with comparison ) - 2 Three-arm parallel triple viable powder)  intervention; vitamin :
Liu 2023 [33] China NAFLD; 6-17 y (35/35); 105 Obesity(BMI ~ 24-25 kg/m?) RCT; 12 wk + nutrition/lifestyle D + probiotic arm not BMI, HOMA-IR
randomized intervention (Group pooled

A)
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Figure 3. Risk-of-bias traffic-light plot for the included randomized controlled trials [14,15,20-33].

Most outcomes were measured using objective or standardized methods; therefore,
the risk of bias in outcome measurement was generally low. However, selective reporting
remained a concern in many studies because publicly available protocols or prespecified
statistical analysis plans were often unavailable. These methodological limitations should
be considered when interpreting the pooled effect estimates.

3.4. Meta-Analysis
3.4.1. Effects on Body Composition Outcomes

The effects of probiotic or synbiotic supplementation on body composition outcomes
are presented in Figures 4-7. Ten studies reported BMI z-score or BMI SDS [15,20,23,25-31].
The pooled analysis showed no significant reduction in BMI z-score compared with the
control group (MD = —0.03, 95% CI —0.11 to 0.05; I? = 14%) (Figure 4). Nine studies
reported BMI [14,15,20,21,24,26,30,31,33], and probiotic or synbiotic supplementation was
associated with a modest reduction in BMI (MD = —0.91 kg/ m?2, 95% CI —1.81 to —0.01;
I? = 64%) (Figure 5). Ten studies reported waist circumference [14,15,21-24,26-28,31], and
the pooled result showed no statistically significant difference between the intervention
and control groups (MD = 0.60 cm, 95% CI —1.57 to 2.77; I? = 30%) (Figure 6). Four
studies reported body fat percentage [23,28,31,33], and no significant effect was observed
(MD = —0.29 percentage points, 95% CI —1.64 to 1.06; I> = 0%) (Figure 7). Overall, the
current evidence suggests that probiotic or synbiotic supplementation may be associated
with a modest reduction in BMI; however, no significant improvements were observed in
BMI z-score, waist circumference, or body fat percentage.

Favours probiotic/synbiotic Control Mean Difference Mean Difference
r r Mean D Total Mean D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Alisi 2014 1.58 0.188 22 1.68 0.188 22 29.8% -0.10 [-0.21, 0.01] =
Charoensriwattanakul 2026 2.98 0.87 28 298 0.67 29  3.7% 0.00 [-0.40, 0.40]
Ggbel 2012 26 0.5 27 26 04 23 8.9% 0.00 [-0.25, 0.25] -1
Kianifar 2018 1.88 0.41 17 172 026 16 10.0% 0.16 [-0.07, 0.39] ]
Kilic Yildirim 2022 1.88 0.28 30 204 043 31 15.1% -0.16 [-0.34, 0.02] - |
Rodrigo 2022 244 0.65 43 249 0.53 41 8.7% -0.05 [-0.30, 0.20] - 1
Safavi 2013 1.69 0.485 29 1.65 0.364 27 10.8% 0.04 [-0.18, 0.26] -1
Sanchis-Chorda 2019 3.62 1.12 23 385 127 25 1.4% -0.23 [-0.91, 0.45]
Vajro 2011 221 0.31 10 2 026 10 8.8% 0.21[-0.04, 0.46] 7
Verma 2021 2.63 0.32 4 275 035 4 28% -0.12 [-0.58, 0.34]
Total (95% Cl) 233 228 100.0% -0.03 [-0.11, 0.05] *

Heterogeneity: Tau? = 0.00; Chi2 = 10.49, df =9 (P = 0.31); 1= 14%

Test for overall effect: Z = 0.64 (P = 0.52) 05 025 0 025 05

Favours probiotic/synbiotic Favours control

Figure 4. Forest plot of BMI z-score [15,20,23,25-31].

https://doi.org/10.3390 /nu18152539


https://doi.org/10.3390/nu18152539

Nutrients 2026, 18, 2539

13 of 24

Favours probiotic/synbiotic Control Mean Difference Mean Difference

__Study or Subgroup Mean SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Alisi 2014 24.9 0.938 22 257 1126 22 204%  -0.80[-1.41,-0.19] -
Atazadegan 2023 24.58 3.33 30 2524 435 30 10.9%  -0.66[-2.62, 1.30] I
Charoensriwattanakul 2026 29.33 4.89 28 2827 467 29 83% 1.06 [-1.42, 3.54] T
Chen 2022 28.5 5.72 27 292 51 26 67%  -0.70[-3.62,2.22] — T
Ipar 2015 26.2 4.3 42 242 48 35 104% 2.00 [-0.05, 4.05] —
Kilic Yildirim 2022 26.7 37 30 29 58 31 85%  -2.30[-4.73,0.13] ]
Liu 2023 21.36 1.72 35 2352 163 35 19.3% -2.16[-2.95,-1.37] -
Verma 2021 40.9 55 4 452 58 4 13% -430[-12.13,3.53]
Zhang 2024 27.15 2.92 30 2895 285 30 14.2%  -1.80[-3.26,-0.34] —
Total (95% Cl) 248 242 100.0%  -0.91 [-1.81, -0.01] @
Heterogeneity: Tau? = 0.94; Chi? = 22.26, df = 8 (P = 0.004); I = 64% i 1’0 5 0 5 1‘0
Test for overall effect: Z = 1.97 (P = 0.05) Favours probiotic/synbiotic Favours control
Figure 5. Forest plot of BMI [14,15,20,21,24,26,30,32,33].
Favours probiotic/synbiotic Control Mean Difference Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% Cl
Atazadegan 2023 80 8 30 80 10 30 135% 0.00 [-4.58, 4.58] S E—
Charoensriwattanakul 2026 97.4 11.48 28 93 933 29 10.8% 4.40 [-1.04, 9.84] —
Chen 2022 89.3 14.55 27 897 1275 26 69%  -0.40[-7.76, 6.96]
Famouri 2017 80.3 15.1 32 80 72 32 99% 0.30 [-5.50, 6.10] ——
Gobel 2012 101.4 105 27 1033 66 23 127%  -1.90[-6.69, 2.89] e —
Ipar 2015 84.6 12.2 42 86 118 35 11.0%  -1.40[-6.78,3.98] I E—
Kianifar 2018 86.5 1.7 13 823 87 14 63% 4.20[3.62 12.02]
Kilic Yildirim 2022 86.8 8.7 30 931 147 31 93% -630[-12.34,-026] —
Safavi 2013 8289  15.186 29 76.85 9.977 27 80%  6.04[-0.65, 12.73]
Sanchis-Chorda 2019 87 9.9 23 839 81 25 116% 3.10 [-2.04, 8.24] -
Total (95% CI) 281 272 100.0%  0.60 [-1.57, 2.77] ’
Heterogeneity: Tau? = 3.63; Chi2 = 12.87, df = 9 (P = 0.17); 12 = 30% " 1’0 5 p 5 150

Test for overall effect: Z = 0.54 (P = 0.59)

Favours Probiotic/synbiotic Favours control

Figure 6. Forest plot of waist circumference [14,15,21-24,26-28,31].

Favours probiotic/synbiotic Control Mean Difference Mean Difference
—Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% Cl 1V, Random, 95% Cl
Gobel 2012 33.2 46 27 339 42 23  30.6% -0.70 [-3.14, 1.74] =
Kianifar 2018 31 3.7 17 30 57 16 16.7% 1.00 [-2.30, 4.30] -
Sanchis-Chorda 2019 35.3 6.5 23 373 6.9 25 12.7% -2.00 [-5.79, 1.79]
Zhang 2024 28.26 2.81 30 2824 525 30 40.1% 0.02 [-2.11, 2.15]
Total (95% CI) 97 94 100.0% -0.29 [-1.64, 1.06]

Heterogeneity: Tau? = 0.00; Chi? = 1.56, df = 3 (P = 0.67); I>= 0% !
Test for overall effect: Z = 0.42 (P = 0.67)

4 2 0 2 4
Favours [experimental] Favours [control]

Figure 7. Forest plot of body fat percentage [23,28,31,32].

The funnel plots for body composition outcomes are shown in Figures 8 and 9. Visual
inspection did not reveal obvious asymmetry for BMI z-score, BMI, waist circumference, or
body fat percentage. Nevertheless, because the number of included studies was relatively
small, particularly for body fat percentage, the possibility of publication bias or small-study
effects cannot be completely excluded.

Leave-one-study-out sensitivity analyses were performed for body composition out-
comes by sequentially removing each individual study to assess the robustness of the
pooled estimates. The detailed results are presented in Supplementary Tables S2 and S3.
The pooled estimates remained consistent in direction, magnitude, and statistical signifi-
cance after exclusion of individual studies, indicating that no single study substantially
influenced the overall effect estimates. These findings suggest that the conclusions re-
garding body composition outcomes were robust. However, the observed reduction in
BMI should be interpreted with caution because moderate heterogeneity remained and no
corresponding improvement was observed for BMI z-score.
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3.4.2. Effects on Glucose Metabolism Outcomes

The effects of probiotic or synbiotic supplementation on glucose metabolism outcomes
are presented in Figures 10-12. Eight studies reported fasting glucose [15,21,23,25-28,30]. The
pooled analysis showed that probiotic or synbiotic supplementation did not significantly
affect fasting glucose compared with the control group (MD = —0.40 mg/dL, 95% CI —2.81
to 2.00; IZ = 61%) (Figure 10). Six studies reported fasting insulin [15,21,23,26,28,30], and
no statistically significant difference was observed between the intervention and control
groups (MD = 0.46 pIU/mL, 95% CI —1.48 to 2.40; 7 = 0%) (Figure 11). Seven studies reported
HOMA-IR [15,21,23,26,28,30,32], and the pooled analysis likewise demonstrated no significant
difference between the two groups (MD = —0.14, 95% CI —0.57 to 0.28; I? = 25%) (Figure 12).
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Favours probiotic/synbiotic Control Mean Difference Mean Difference

_ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV. Random, 95% CI
Charoensriwattanakul 2026 86.83 5.93 26 83 667 29 15.0% 3.83[0.50, 7.16] -
Chen 2022 88.9 7.27 27 90.2 7.65 26 13.2% -1.30[-5.32, 2.72] —
Ggbel 2012 90.091 6.4866 27 93.5145 9.0091 23 12.3% -3.42[-7.84, 1.00] -
Kilic Yildirim 2022 86 6.68 30 83.9 7.48 31 14.4% 2.10 [-1.46, 5.66] -1 -
Rodrigo 2022 73.43 8.52 43 7713 11.44 41 12.5% -3.70 [-8.03, 0.63] -
Safavi 2013 85.17 11.147 29 84.77 10.496 27 9.7% 0.40[-5.27, 6.07] -
Sanchis-Chorda 2019 94.8 8.44 23 92.2 64 25 127% 2.60[-1.67, 6.87] -1 -
Verma 2021 94.7 2.7 4 100.5 4.8 4 10.2% -5.80[-11.20, -0.40] - -
Total (95% Cl) 209 206 100.0%  -0.40 [-2.81, 2.00] ’
Heterogeneity: Tau? = 7.17; Chiz = 17.81, df = 7 (P = 0.01); I = 61% _1’0 5 0 5 1’0

Test for overall effect: Z = 0.33 (P = 0.74) Favours probiotic/synbiotic ~Favours control

Figure 10. Forest plot of fasting glucose [15,21,23,25-28,30].

Favours probiotic/synbiotic Control Mean Difference Mean Difference
—Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95% ClI 1V, Random, 95% Cl
Charoensriwattanakul 2026 17.03 9.48 26 15.17 8.22 29 16.9% 1.86 [-2.85, 6.57] -
Chen 2022 15.9 11.43 27 142 7.14 26 14.4% 1.70 [-3.41, 6.81]
Gabel 2012 14.13 8.34 27 131 447 23 28.5% 1.03[-2.61, 4.67] I
Kilic Yildirim 2022 17.5 8.12 30 171 7.64 31 24.0% 0.40 [-3.56, 4.36] -1
Sanchis-Chorda 2019 19 71 23 221 9.94 25 16.0% -3.10[-7.96, 1.76]
Verma 2021 49.5 31.2 4 48.7 341 4 02% 0.80[-44.49,46.09] ¢ >
Total (95% Cl) 137 138 100.0% 0.46 [-1.48, 2.40] ’

Heterogeneity: Tau? = 0.00; Chiz = 2.72, df = 5 (P = 0.74); I = 0% ' - - i

4 2 0 2 4
Test for overall effect: Z = 0.46 (P = 0.64) Favours probiotic/synbiotic Favours control

Figure 11. Forest plot of fasting insulin [15,21,23,26,28,30].

Favours probiotic/synbiotic Control Mean Difference Mean Difference

_Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random.95% ClI IV, Random, 95% Cl

Charoensriwattanakul 2026 3.53 1.7 26 3.07 1.63 29 16.7% 0.46 [-0.42, 1.34] ™

Chen 2022 35 26 27 32 153 26 11.2% 0.30 [-0.84, 1.44] T

Ggbel 2012 3.63 212 27 351 127 23 14.9% 0.12[-0.83, 1.07] T

Kilic Yildirim 2022 3.69 1.73 30 36 172 31 17.2% 0.09 [-0.78, 0.96] T

Liu 2023 4.65 1.32 35 542 1.1 35 28.7%  -0.77[-1.34,-0.20] -

Sanchis-Chorda 2019 4.47 1.74 23 5.04 233 25 11.0% -0.57 [-1.73, 0.59] T

Verma 2021 11.7 75 4 121 84 4 0.1% -0.40[-11.44,10.64]

Total (95% CI) 172 173 100.0% -0.14 [-0.57, 0.28] 4

Heterogeneity: Tau? = 0.08; Chi? = 7.96, df = 6 (P = 0.24); I = 25%

Test for overall effect: Z = 0.65 (P = 0.52) -10 5 0 5 10

Favours probiotic/synbiotic Favours control

Figure 12. Forest plot of HOMA-IR [15,21,23,26,28,30,33].

Overall, the available evidence did not demonstrate significant improvements in
fasting glucose, fasting insulin, or insulin resistance following probiotic or synbiotic sup-
plementation in children and adolescents with overweight or obesity.

Leave-one-study-out sensitivity analyses were performed for glucose metabolism
outcomes by sequentially removing each individual study to assess the robustness of the
pooled estimates. The detailed results are presented in Supplementary Tables S4-S6. The
pooled estimates remained consistent in direction, magnitude, and statistical significance
after exclusion of individual studies, indicating that no single study substantially influenced
the overall effect estimates. These findings suggest that the conclusions regarding glucose
metabolism outcomes were robust, with no substantial changes in the direction, magnitude,
or statistical significance of the pooled estimates.

3.4.3. Subgroup Analysis According to Intervention Type

Subgroup analyses according to intervention type (probiotic versus synbiotic supple-
mentation) were performed for BMI, BMI z-score, waist circumference, and fasting glucose
(Figures 13-16). For BMI, probiotic supplementation was associated with a significant
reduction compared with the control group (MD = —1.49 kg/m?, 95% CI —2.34 to —0.64),
whereas synbiotic supplementation showed no significant effect (MD = 0.06 kg/m?, 95% CI
—1.78 to 1.89). However, the test for subgroup differences was not statistically significant
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(x? =2.26,df =1, p = 0.13), indicating that the intervention type did not significantly modify
the overall effect on BMI (Figure 13).

Favours probiotic/synbiotic Control Mean Difference Mean Difference
Mean SD Total Mean SD Total Weight IV.Random.95% Cl 1V, Random. 95% Cl
Probiotic
Alisi 2014 249 0.938 22 257 1.126 22 20.4% -0.80 [-1.41, -0.19] -
Chen 2022 28.5 5.72 27 292 5.1 26 6.7% -0.70 [-3.62, 2.22] - 1
Liu 2023 21.36 1.72 35 2352 163 35 193% -2.16[-2.95,-1.37] -
Verma 2021 40.9 55 4 452 58 4 13% -430[-12.13,3.53] - |
Zhang 2024 27.15 2.92 30 2895 285 30 142% -1.80[-3.26,-0.34] -
Subtotal (95% Cl) 118 117 61.8%  -1.49 [-2.34, -0.64] L 2

Heterogeneity: Tau? = 0.39; Chi? = 8.29, df = 4 (P = 0.08); I> = 52%
Test for overall effect: Z = 3.45 (P = 0.0006)

Synbiotic
Atazadegan 2023 2458 3.33 30 2524 435 30 10.9% -0.66 [-2.62, 1.30] -/
Charoensriwattanakul 2026 29.33 4.89 28 28.27 4.67 29 8.3% 1.06 [-1.42, 3.54] -
Ipar 2015 26.2 43 42 242 4.8 35 10.4% 2.00 [-0.05, 4.05] -
Kilic Yildirim 2022 26.7 37 30 29 5.8 31 8.5% -2.30[-4.73,0.13] Rt
Subtotal (95% CI) 130 125 38.2%  0.06[-1.78, 1.89] -

Heterogeneity: Tau? = 2.20; Chi? = 8.17, df = 3 (P = 0.04); I>=63%
Test for overall effect: Z = 0.06 (P = 0.95)

Total (95% CI) 248 242 100.0%  -0.91 [1.81, -0.01] L 4
Heterogeneity: Tau? = 0.94; Chi2 = 22.26, df = 8 (P = 0.004); I = 64% y 1 o 5 o 5 1=0
Test for overall effect: Z = 1.97 (P = 0.05)

Test for subaroup differences: Chi? = 2.26. df =1 (P =0.13). 2 =55.7%

Favours [experimental] Favours [control]

Figure 13. Subgroup analysis of BMI according to intervention type (1) [14,15,20,21,24,26,30,32,33].

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95% CI 1IV. Random, 95% Cl
Probiotic
Chen 2022 89.3 1455 27 897 1275 26 6.9% -0.40 [-7.76, 6.96]
Famouri 2017 80.3  15.1 32 80 72 32 99% 0.30 [-5.50, 6.10] -1
Geobel 2012 1014 105 27 1033 66 23 127% -1.90 [-6.69, 2.89 - 1
Subtotal (95% Cl) 86 81 29.5%  -0.88 [[4.19, 2.42]] i

Heterogeneity: Tau? = 0.00; Chi? = 0.35, df = 2 (P = 0.84); I?= 0%
Test for overall effect: Z = 0.53 (P = 0.60)

Synbiotic
Atazadegan 2023 80 8 30 80 10 30 135% 0.00 [-4.58, 4.58] -1
Charoensriwattanakul 2026 974 1148 28 93 933 29 10.8% 4.40 [-1.04, 9.84] -
Ipar 2015 846 122 42 86 118 35 11.0% -1.40 [-6.78, 3.98] - 1
Kianifar 2018 865 117 13 823 87 14 63%  4.20[-3.62,12.02]
Kilic Yildirim 2022 86.8 87 30 931 147 31 93% -6.30[-12.34,-0.26] -
Safavi 2013 82.89 15186 29 76.85 9977 27 8.0%  6.04[-0.65, 12.73] T
Sanchis-Chorda 2019 87 99 23 839 8.1 25 11.6% 3.10 [-2.04, 8.24] 1
Subtotal (95% Cl) 195 191 70.5% 1.24 [-1.76, 4.24] g

Heterogeneity: Tau? = 7.73; Chi? = 11.51, df = 6 (P = 0.07); 1> = 48%
Test for overall effect: Z = 0.81 (P = 0.42)

10

Total (95% CI) 281 272 100.0%  0.60 [-1.57, 2.77] ?
Heterogeneity: Tau? = 3.63; Chi? = 12.87, df =9 (P = 0.17); I* = 30% _1=0 =5 6

Test for overall effe(.:t: Z=054 (P,= 0.59) Favours [experimental] Favours [control]
Test for subaroup differences: Chi? = 0.87. df = 1 (P = 0.35). I?=0%

Figure 14. Subgroup analysis of BMI z-score according to intervention type [15,20-23,25-31].

Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean _ SD Total Mean  SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
Probiotic

Alisi 2014 1.58 0.188 22 1.68 0.188 22 29.8% -0.10[-0.21, 0.01] —
Gegbel 2012 26 05 27 26 04 23 8.9% 0.00 [-0.25, 0.25] -1
Rodrigo 2022 244 065 43 249 053 41 87% -0.05 [-0.30, 0.20] - 1
Vajro 2011 221 031 10 2 026 10 88% 0.21[-0.04, 0.46] T -
Verma 2021 263 0.32 4 275 035 4  28% -0.12[-0.58, 0.34] - 41
Subtotal (95% CI) 106 100 59.0%  -0.03 [-0.14, 0.08] <

Heterogeneity: Tau? = 0.00; Chi? = 5.14, df = 4 (P = 0.27); I = 22%
Test for overall effect: Z = 0.47 (P = 0.64)

synbiotic
Charoensriwattanakul 2026 298 0.87 28 298 067 29 37% 0.00 [-0.40, 0.40]
Kianifar 2018 188 041 17 172 026 16 10.0% 0.16 [-0.07, 0.39] I —
Kilic Yildirim 2022 188 028 30 204 043 31 151%  -0.16[-0.34,0.02] -
Safavi 2013 169 0485 29 165 0364 27 10.8% 0.04 [-0.18, 0.26] N
Sanchis-Chorda 2019 362 112 23 38 127 25 14%  -0.23[-0.91,0.45]
Subtotal (35% Cl) 127 128 41.0%  -0.01[-0.15, 0.12] -
Heterogeneity: Tau? = 0.01; Chi? = 5.24, df = 4 (P = 0.26); |2 = 24%
Test for overall effect: Z = 0.20 (P = 0.84)
Total (95% Cl) 233 228 100.0%  -0.03 [-0.11, 0.05] q
Heterogeneity: Tau? = 0.00; Chi2 = 10.49, df = 9 (P = 0.31); 1= 14% 1 _&5 o ofs 1

Test for overall effect: Z = 0.64 (P = 0.52)
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Figure 15. Subgroup analysis of waist circumference according to intervention type [15,23,26-28,31].
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Figure 16. Subgroup analysis of fasting glucose according to intervention type [15,21,23,26,28,30].

For BMI z-score, neither probiotic supplementation (MD = —0.03, 95% CI —0.14 to 0.08)
nor synbiotic supplementation (MD = —0.01, 95% CI —0.15 to 0.12) showed a significant
effect compared with the control group. Likewise, no significant subgroup difference was
observed between probiotic and synbiotic supplementation (x> = 0.02, df = 1, p = 0.89)
(Figure 14).

Similarly, subgroup analysis of waist circumference demonstrated no significant dif-
ferences between probiotic and synbiotic supplementation (x*> = 0.87, df = 1, p = 0.35),
and neither subgroup showed a statistically significant reduction in waist circumference
(Figure 15).

For fasting glucose, probiotic supplementation was associated with a reduction in
fasting glucose (MD = —3.25 mg/dL, 95% CI —5.48 to —1.02), whereas synbiotic supple-
mentation showed an increase in fasting glucose (MD = 2.61 mg/dL, 95% CI 0.63 to 4.59).
The test for subgroup differences was statistically significant (x? = 14.83, df = 1, p = 0.0001),
suggesting that intervention type may influence the effect on fasting glucose (Figure 16).
However, this finding should be interpreted cautiously because the subgroup analyses
were based on a limited number of studies and should be considered exploratory.

4. Discussion

This systematic review and meta-analysis included 16 randomized controlled trials
and evaluated the effects of probiotic and synbiotic supplementation on body composition
and glucose metabolism in children and adolescents with overweight or obesity. The results
showed that probiotic or synbiotic supplementation was associated with a small reduction
in BMI. However, no significant improvements were observed in BMI z-score, waist cir-
cumference, body fat percentage, fasting glucose, fasting insulin, or HOMA-IR. Sensitivity
analyses showed that, after excluding Sensitivity analyses using sequential exclusion of
individual studies showed that the direction, magnitude, and statistical significance of the
pooled effects for glucose metabolism outcomes remained stable. For body composition
outcomes, BMI z-score remained non-significant, while the reduction in BMI persisted,
although moderate heterogeneity remained. These findings suggest that probiotics and
synbiotics may have a limited effect on BMI, but their effects on more clinically stable
indicators of adiposity and glucose metabolism remain uncertain.

The gut microbiota has received increasing attention in the development and progres-
sion of childhood and adolescent obesity. Previous studies have suggested that children
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and adolescents with obesity may have reduced gut microbial diversity, altered microbial
composition, abnormal short-chain fatty acid metabolism, impaired intestinal barrier func-
tion, and low-grade inflammation, all of which may contribute to energy metabolism, fat
accumulation, and insulin resistance [11,34]. Therefore, modulation of the gut microbiota
through probiotics, prebiotics, or synbiotics has been proposed as a potential adjunctive
strategy for pediatric obesity management [35,36]. However, clinical findings remain incon-
sistent. Differences in probiotic strains, strain combinations, dosage, intervention duration,
background lifestyle interventions, and baseline metabolic status may all influence the
observed effects of probiotic or synbiotic supplementation [37-40]. The present findings
are generally consistent with this evidence base, suggesting that probiotic or synbiotic
supplementation may have a modest effect on BMI, but clear and stable benefits for BMI
z-score, body fat percentage, and glucose metabolism have not yet been demonstrated.
Nevertheless, the substantial clinical heterogeneity among the included trials should be
considered when interpreting these pooled findings. Differences in probiotic/synbiotic for-
mulations, bacterial strains, dosage, intervention duration, baseline metabolic phenotypes,
and concomitant lifestyle interventions may have contributed to variations in treatment
effects. Therefore, the pooled estimates should be interpreted as average effects across het-
erogeneous interventions rather than evidence supporting a uniform benefit of all probiotic
or synbiotic preparations in children and adolescents with overweight or obesity.

The small reduction in BMI observed in this review should be interpreted cautiously.
Children and adolescents are in a period of growth and development, and BMl is influenced
not only by adiposity but also by age, sex, height growth, and pubertal status. Compared
with crude BMI, BMI z-score or BMI SDS better accounts for age- and sex-related growth
differences and is therefore generally more informative in pediatric obesity research. In
the present analysis, BMI showed a small reduction, whereas BMI z-score did not change
significantly. This discrepancy suggests that probiotic or synbiotic supplementation may
have only a limited effect on true obesity severity in children and adolescents. Moreover,
although the pooled reduction of approximately 0.9 kg/m? reached statistical significance,
the clinical relevance of this magnitude of change remains uncertain, particularly regard-
ing whether it can translate into meaningful long-term improvements in pediatric health,
given the absence of consistent improvements in BMI z-score, waist circumference, body
fat percentage, or metabolic outcomes. Duan et al. also reported that probiotic inter-
vention reduced BMI but had no significant effects on waist circumference, insulin, or
HOMA-IR [16]. Zhang et al., in a Bayesian network meta-analysis, suggested that different
microbiota-targeted interventions may have different effects, although the certainty and
consistency of evidence varied across outcomes [17]. Recent GRADE-based systematic
reviews have similarly indicated that the certainty of evidence for probiotics or synbiotics
in pediatric obesity is often low to moderate because of small sample sizes, heterogeneity,
and risk of bias [39,40]. This discrepancy suggests that the observed BMI reduction may
not necessarily represent a clinically meaningful improvement in obesity severity among
children and adolescents. Therefore, although probiotic or synbiotic supplementation may
have a modest effect on BMI, the absence of improvement in BMI z-score indicates that the
clinical relevance of this finding remains uncertain.

The lack of significant changes in waist circumference and body fat percentage further
suggests that probiotic or synbiotic supplementation may not have stable effects on central
adiposity or body composition. Waist circumference reflects abdominal fat accumulation
and central obesity risk, whereas body fat percentage more directly reflects adiposity than
BML. In this review, neither outcome showed significant improvement. This may partly
be explained by the relatively short intervention duration in the included studies, which
generally ranged from 4 to 24 weeks. Such a duration may be insufficient to produce

https://doi.org/10.3390 /nu18152539


https://doi.org/10.3390/nu18152539

Nutrients 2026, 18, 2539

19 of 24

measurable changes in fat distribution or body composition, particularly without sustained
dietary control and regular physical activity. Previous reviews of nutritional adjunctive
interventions in pediatric obesity have also emphasized that short-term supplementation
alone is unlikely to produce consistent improvements in body composition without ade-
quate lifestyle modification [41]. Therefore, probiotics and synbiotics should be regarded as
potential adjuncts to lifestyle intervention rather than independent weight-loss treatments.

Regarding glucose metabolism, this review found no significant effects of probiotic or
synbiotic supplementation on fasting glucose, fasting insulin, or HOMA-IR. Considering
the certainty of evidence, the lack of significant effects on fasting glucose, fasting insulin,
and HOMA-IR should be interpreted cautiously, although these outcomes were supported
by moderate-certainty evidence according to the GRADE assessment. The results remained
materially unchanged after sequentially excluding each individual study, suggesting that
the findings for glucose metabolism outcomes were relatively robust. Several factors may
explain these non-significant findings. First, although participants had overweight or
obesity, fasting glucose may have been normal or near normal at baseline in some studies,
leaving limited room for improvement. Second, improvements in glucose metabolism
may require longer-term changes in body weight, adiposity, inflammation, and insulin
sensitivity, whereas most included trials had relatively short intervention periods. Third, the
included populations were heterogeneous, including children and adolescents with simple
obesity, non-alcoholic fatty liver disease, insulin resistance, or severe obesity, and these
subgroups may respond differently to probiotic or synbiotic supplementation. Previous
reviews in adults or metabolically abnormal populations have suggested that probiotics
or synbiotics may improve some insulin resistance indicators, but their effects on fasting
glucose remain inconsistent [42—44]. Therefore, current evidence is insufficient to support
probiotics or synbiotics as established interventions for improving insulin resistance or
glycemic control in children and adolescents with overweight or obesity.

Subgroup analyses according to intervention type provided additional insights into
the pooled findings. For BMI, probiotic supplementation showed a significant reduction,
whereas synbiotic supplementation did not; however, the test for subgroup differences was
not statistically significant. Likewise, no significant subgroup differences were observed
for BMI z-score or waist circumference. In contrast, a statistically significant subgroup
difference was observed for fasting glucose. Nevertheless, this finding was based on
a limited number of studies within each subgroup and should therefore be considered
exploratory rather than confirmatory. Whether probiotic and synbiotic interventions differ
in their effects on fasting glucose requires further evaluation in adequately powered trials.

From a clinical and public health perspective, the management of childhood and
adolescent overweight and obesity should continue to be based on dietary modification,
regular physical activity, reduced sedentary behavior, behavioral management, and family-
and school-based support. Probiotics and synbiotics are relatively easy to administer and
are generally considered acceptable as adjunctive nutritional interventions. However, the
present findings suggest that their actual effects may be limited, especially for glucose
metabolism. Therefore, probiotic or synbiotic supplementation should not be recommended
as a primary strategy for weight loss or improvement of insulin resistance. In selected
children and adolescents with overweight or obesity, these supplements may be considered
as adjuncts to lifestyle intervention, taking into account the specific strain evidence, product
quality, safety, adherence, and individual metabolic status.

This review has several strengths. First, it focused on children and adolescents with
overweight or obesity and analyzed two clinically relevant outcome domains: body com-
position and glucose metabolism. Second, probiotic and synbiotic interventions were
included, while prebiotic-only studies were excluded, making the research question more
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focused. Third, the search included commonly used international databases and CNKI,
improving the coverage of available evidence. In addition, risk of bias was assessed using
the RoB 2 tool, and the certainty of evidence was evaluated using the GRADE approach,
which helped provide a more transparent interpretation of the pooled findings.

Several limitations should also be acknowledged. First, the number of included studies
and participants remained limited, particularly for body fat percentage, fasting insulin,
and HOMA-IR, which may have reduced statistical power. In addition, endpoint values
were primarily analyzed because change scores and adjusted estimates were inconsistently
reported among the included studies. Although this approach facilitated quantitative
synthesis and allowed inclusion of more eligible trials, it may have introduced potential
bias because baseline differences between groups could not be fully accounted for. Second,
considerable clinical heterogeneity existed among the included trials regarding probiotic
or synbiotic formulations, probiotic strains, strain combinations, dosages, supplementa-
tion forms, intervention durations, baseline metabolic characteristics, and concomitant
lifestyle interventions. Although random-effects models were applied to account for statis-
tical heterogeneity, substantial clinical heterogeneity among the included trials, including
differences in probiotic/synbiotic formulations, strains, dosages, intervention durations,
participant characteristics, metabolic phenotypes, and co-interventions, may limit the inter-
pretation and generalisability of the pooled estimates. Therefore, these pooled estimates
should be interpreted as average effects across diverse interventions rather than evidence of
a single clinically uniform probiotic or synbiotic strategy, and their applicability to broader
pediatric populations with overweight or obesity should be considered with caution. Third,
some studies provided dietary, exercise, or lifestyle guidance alongside probiotic or syn-
biotic supplementation, and the intensity and implementation of these co-interventions
varied across studies, making it difficult to isolate the independent effects of probiotics or
synbiotics. Therefore, the observed effects should be interpreted with caution because they
cannot be attributed solely to probiotic or synbiotic supplementation, and the potential
contribution of lifestyle-related co-interventions should be considered when interpreting
the pooled results. Fourth, some studies had small sample sizes and insufficient reporting
of randomization, allocation concealment, blinding, deviations from intended interventions,
or prespecified statistical analysis plans, increasing the risk of bias. These limitations may
have influenced the certainty of the pooled estimates by introducing potential selection
bias, performance bias, or reporting bias, thereby reducing confidence in the observed
effects. Finally, subgroup analyses were only performed according to intervention type
because the limited number of studies and insufficient reporting of relevant characteristics
prevented reliable subgroup analyses based on probiotic strain, single- versus multi-strain
preparations, dosage, intervention duration, obesity phenotype, baseline metabolic charac-
teristics, or concomitant lifestyle interventions. Therefore, these subgroup findings should
be interpreted cautiously, and future studies are needed to better explore potential sources
of heterogeneity.

Future studies should also assess treatment adherence and compliance, as adherence
may influence the effectiveness and interpretation of probiotic or synbiotic interventions.
In addition, standardized cointervention protocols, including dietary and physical activity
recommendations, should be considered to reduce variability across studies and improve
comparability of treatment effects. Future trials should clearly report strain names, viable
doses, supplementation duration, administration form, and product quality control, and
should standardize or carefully document background dietary, exercise, and lifestyle
interventions. Future research should also prioritize clinically interpretable outcomes, such
as BMI z-score, body fat percentage, waist circumference, insulin sensitivity indicators,
and long-term follow-up outcomes. Mechanistic indicators, including gut microbiota
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sequencing, short-chain fatty acids, inflammatory markers, and bile acid metabolism,
should be incorporated when possible to explore whether specific strains, populations, or
metabolic profiles may influence treatment responses [36,44].

5. Conclusions

This systematic review and meta-analysis of 16 randomized controlled trials suggests
that probiotic or synbiotic supplementation may be associated with a small reduction in
BMI in children and adolescents with overweight or obesity. However, current evidence
does not show significant improvements in BMI z-score, waist circumference, body fat
percentage, fasting glucose, fasting insulin, or HOMA-IR. Therefore, the clinical relevance of
the observed BMI reduction remains uncertain, particularly because it was not accompanied
by improvements in BMI z-score or other anthropometric outcomes. Furthermore, the
observed reduction in BMI was supported by low-certainty evidence, which further limits
confidence in its clinical implications. Exploratory subgroup analyses suggested a potential
difference between probiotic and synbiotic supplementation for fasting glucose; however,
this finding should be interpreted cautiously because of the limited number of studies.
Further high-quality randomized controlled trials are warranted.
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CFU Colony-forming units
FOS Fructooligosaccharide
FG Fasting glucose
FI Fasting insulin
GRADE Grading of Recommendations Assessment, Development and Evaluation
HOMA-IR Homeostatic Model Assessment of Insulin Resistance
MD Mean difference
NAFLD Non-alcoholic fatty liver disease
NASH Non-alcoholic steatohepatitis
PICOS Population, intervention, comparator, outcomes, and study design
PRISMA Preferred Reporting Items for Systematic Reviews and Meta-Analyses
RCT Randomized controlled trial
RoB 2 Revised Cochrane risk-of-bias tool for randomized trials, version 2
WC Waist circumference
References
1. NCD Risk Factor Collaboration. Worldwide trends in underweight and obesity from 1990 to 2022: A pooled analysis of 3663

10.

11.

12.

13.

14.

population-representative studies with 222 million children, adolescents, and adults. Lancet 2024, 403, 1027-1050. [CrossRef]
[PubMed]

Salam, R.A.; Padhani, Z.A ; Das, ].K.; Shaikh, A.Y.; Hoodbhoy, Z.; Jeelani, S.M.; Lassi, Z.S.; Bhutta, Z.A. Effects of lifestyle
modification interventions to prevent and manage child and adolescent obesity: A systematic review and meta-analysis. Nutrients
2020, 12, 2208. [CrossRef] [PubMed]

Marson, E.C.; Delevatti, R.S.; Prado, A.K.G.; Netto, N.; Kruel, L.EM. Effects of aerobic, resistance, and combined exercise training
on insulin resistance markers in overweight or obese children and adolescents: A systematic review and meta-analysis. Prev. Med.
2016, 93, 211-218. [CrossRef] [PubMed]

Liu, X,; Li, Q; Lu, E; Zhu, D. Effects of aerobic and resistance training on body composition and metabolic health in children and
adolescents with overweight or obesity: A systematic review and meta-analysis. Front. Public Health 2024, 12, 1409660. [CrossRef]
[PubMed]

Calcaterra, V.; Verdudi, E.; Vandoni, M.; Rossi, V.; Fiore, G.; Massini, G.; Berardo, C.; Gatti, A.; Baldassarre, P.; Bianchi, A.; et al. The
effect of healthy lifestyle strategies on the management of insulin resistance in children and adolescents with obesity. Nutrients
2022, 14, 4692. [PubMed]

Ho, M.; Garnett, S.P.; Baur, L.A.; Burrows, T.; Stewart, L.; Neve, M.; Collins, C. Effectiveness of lifestyle interventions in improving
body composition and metabolic parameters among overweight and obese children: A systematic review and meta-analysis. Int.
J. Obes. 2013, 37, 1321-1330. [CrossRef] [PubMed]

Lobstein, T.; Jackson-Leach, R.; Moodie, M.L.; Hall, K.D.; Gortmaker, S.L.; Swinburn, B.A.; James, W.P.T.; Wang, Y.; McPherson, K.
Child and adolescent obesity: Part of a bigger picture. Lancet 2015, 385, 2510-2520. [CrossRef] [PubMed]

Huang, Z; Li, ].; Liu, Y.; Zhou, Y. Effects of different exercise modalities and intensities on body composition in overweight and
obese children and adolescents: A systematic review and network meta-analysis. Front. Physiol. 2023, 14, 1193223. [CrossRef]
[PubMed]

Li, HY,; Zhou, D.D,; Gan, R.Y.; Huang, S.-Y.; Zhao, C.-N.; Shang, A.; Xu, X.-Y.; Li, H.-B. Effects and mechanisms of probiotics,
prebiotics, synbiotics, and postbiotics on metabolic diseases targeting gut microbiota: A narrative review. Nutrients 2021, 13, 3211.
[CrossRef] [PubMed]

Kim, Y.A.; Keogh, ].B.; Clifton, P.M. Probiotics, prebiotics, synbiotics and insulin sensitivity. Nutr. Res. Rev. 2018, 31, 35-51.
[PubMed]

Balas, R.B.; Melit, L.E.; Lupu, A.; Lupu, V.V,; Marginean, C.O. Prebiotics, probiotics, and synbiotics—A research hotspot for
pediatric obesity. Microorganisms 2023, 11, 2651. [CrossRef] [PubMed]

Séez-Lara, M.].; Robles-Sanchez, C.; Ruiz-Ojeda, FJ.; Plaza-Diaz, J.; Gil, A. Effects of probiotics and synbiotics on obesity, insulin
resistance syndrome, type 2 diabetes and non-alcoholic fatty liver disease: A review of human clinical trials. Int. J. Mol. Sci. 2016,
17,928. [CrossRef] [PubMed]

Cerdo, T.; Garcia-Santos, ].A.; Bermtdez, M.G.; Campoy, C. The role of probiotics and prebiotics in the prevention and treatment
of childhood obesity. Nutrients 2019, 11, 635. [CrossRef] [PubMed]

Atazadegan, M.A.; Heidari-Beni, M.; Entezari, M.H.; Sharifianjazi, F.; Kelishadi, R. Effects of synbiotic supplementation on
anthropometric indices and body composition in overweight or obese children and adolescents: A randomized, double-blind,
placebo-controlled clinical trial. World . Pediatr. 2023, 19, 356-365. [CrossRef] [PubMed]

https://doi.org/10.3390 /nu18152539


https://doi.org/10.1016/s0140-6736(23)02750-2
https://www.ncbi.nlm.nih.gov/pubmed/38432237
https://doi.org/10.3390/nu12082208
https://www.ncbi.nlm.nih.gov/pubmed/32722112
https://doi.org/10.1016/j.ypmed.2016.10.020
https://www.ncbi.nlm.nih.gov/pubmed/27773709
https://doi.org/10.3389/fpubh.2024.1409660
https://www.ncbi.nlm.nih.gov/pubmed/39185113
https://www.ncbi.nlm.nih.gov/pubmed/36364954
https://doi.org/10.1038/ijo.2013.64
https://www.ncbi.nlm.nih.gov/pubmed/23732654
https://doi.org/10.1016/S0140-6736(14)61746-3
https://www.ncbi.nlm.nih.gov/pubmed/25703114
https://doi.org/10.3389/fphys.2023.1193223
https://www.ncbi.nlm.nih.gov/pubmed/37497435
https://doi.org/10.3390/nu13093211
https://www.ncbi.nlm.nih.gov/pubmed/34579087
https://www.ncbi.nlm.nih.gov/pubmed/29037268
https://doi.org/10.3390/microorganisms11112651
https://www.ncbi.nlm.nih.gov/pubmed/38004665
https://doi.org/10.3390/ijms17060928
https://www.ncbi.nlm.nih.gov/pubmed/27304953
https://doi.org/10.3390/nu11030635
https://www.ncbi.nlm.nih.gov/pubmed/30875987
https://doi.org/10.1186/s13223-022-00753-4
https://www.ncbi.nlm.nih.gov/pubmed/36593510
https://doi.org/10.3390/nu18152539

Nutrients 2026, 18, 2539 23 of 24

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Charoensriwattanakul, K.; Visuthranukul, C.; Pongchaidacha, P.; Tepaamorndech, S.; Suppavorasatit, I.; Chomtho, S. Effects of
synbiotic supplementation on metabolic profiles in children with obesity: A randomized double-blinded placebo-controlled trial.
Nutr. Metab. 2026, 23, 42. [CrossRef] [PubMed]

Mohammadi, H.; Ghavami, A.; Hadi, A.; Askari, G.; Symonds, M.; Miraghajani, M. Effects of pro-/synbiotic supplementation on
anthropometric and metabolic indices in overweight or obese children and adolescents: A systematic review and meta-analysis.
Complement. Ther. Med. 2019, 44, 269-276. [CrossRef] [PubMed]

Zhang, L.; Wang, F.; Wang, R.; Sun, B.; Liu, P]. Effects of probiotics, prebiotics, and synbiotics on cardiometabolic risk factors in
children and adolescents with overweight or obesity: A systematic review and Bayesian network meta-analysis. Crit. Rev. Food
Sci. Nutr. 2025, 65, 5287-5301. [PubMed]

Page, M.].; McKenzie, J.E.; Bossuyt, PM.; Boutron, I; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BM] 2021, 372, n71.
[CrossRef] [PubMed]

Higgins, ].P.T.; Thomas, J.; Chandler, J.; Cumpston, M.; Li, T.; Page, M.].; Welch, V.A. (Eds.) Cochrane Handbook for Systematic
Reviews of Interventions, Version 6.5; Cochrane: London, UK, 2024. Available online: https://training.cochrane.org/handbook
(accessed on 30 June 2026).

Alisi, A.; Bedogni, G.; Baviera, G.; Giorgio, V.; Porro, E.; Paris, C.; Giammaria, P; Reali, L.; Anania, F.; Nobili, V. Randomised
clinical trial: The beneficial effects of VSL#3 in obese children with non-alcoholic steatohepatitis. Aliment. Pharmacol. Ther. 2014,
39, 1276-1285. [CrossRef] [PubMed]

Chen, A.C.; Fang, T.]J.; Ho, H.H.; Chen, ].E; Kuo, YW.; Huang, Y.Y; Tsai, S.-Y.; Wu, S.-F;; Lin, H.-C.; Yeh, Y.-T. A multi-strain
probiotic blend reshaped obesity-related gut dysbiosis and improved lipid metabolism in obese children. Front. Nutr. 2022, 9,
922993. [CrossRef] [PubMed]

Famouri, F.; Shariat, Z.; Hashemipour, M.; Keikha, M.; Kelishadi, R. Effects of probiotics on nonalcoholic fatty liver disease in
obese children and adolescents. ]. Pediatr. Gastroenterol. Nutr. 2017, 64, 413-417. [CrossRef] [PubMed]

Gobel, R.J.; Larsen, N.; Jakobsen, M.; Molgaard, C.; Michaelsen, K.F. Probiotics to adolescents with obesity: Effects on inflammation
and metabolic syndrome. J. Pediatr. Gastroenterol. Nutr. 2012, 55, 673—-678. [CrossRef] [PubMed]

Ipar, N.; Aydogdu, S.D,; Kilic Yildirim, G.; Inal, M.; Gies, L.; Vandenplas, Y.; Dinleyici, E. Effects of synbiotic on anthropometry,
lipid profile and oxidative stress in obese children. Benef. Microbes 2015, 6, 775-781. [CrossRef] [PubMed]

Yildirim, G.K.; Dinleyici, M.; Vandenplas, Y.; Dinleyici, E.C. Effects of multispecies synbiotic supplementation on anthropometric
measurements, glucose and lipid parameters in children with exogenous obesity: A randomized, double blind, placebo-controlled
clinical trial (Probesity-2 Trial). Front. Nutr. 2022, 9, 898037. [CrossRef] [PubMed]

Rodrigo, T.; Dulani, S.; Seneviratne, S.N.; De Silva, A.P,; Fernando, ].; De Silva, H.J.; Jayasekera; Wickramasinghe, V.P. Effects
of probiotics combined with dietary and lifestyle modification on clinical, biochemical, and radiological parameters in obese
children with nonalcoholic fatty liver disease/nonalcoholic steatohepatitis: A randomized clinical trial. Clin. Exp. Pediatr. 2022,
65,304-311. [CrossRef] [PubMed]

Safavi, M.; Farajian, S.; Kelishadi, R.; Mirlohi, M.; Hashemipour, M. The effects of synbiotic supplementation on some cardio-
metabolic risk factors in overweight and obese children: A randomized triple-masked controlled trial. Int. J. Food Sci. Nutr. 2013,
64, 687-693. [CrossRef] [PubMed]

Sanchis-Chorda, J.; del Pulgar, EM.G.; Carrasco-Luna, J.; Benitez-Paez, A.; Sanz, Y.; Codoner-Franch, P. Bifidobacterium pseudo-
catenulatum CECT 7765 supplementation improves inflammatory status in insulin-resistant obese children. Eur. ]. Nutr. 2019, 58,
2789-2800. [CrossRef] [PubMed]

Vajro, P.; Mandato, C.; Licenziati, M.R.; Franzese, A.; Vitale, D.F; Lenta, S.; Caropreso, M.; Vallone, G.; Meli, R. Effects of
Lactobacillus rhamnosus strain GG in pediatric obesity-related liver disease. |. Pediatr. Gastroenterol. Nutr. 2011, 52, 740-743.
[CrossRef] [PubMed]

Verma, A.; Nelson, M.T.; DePaolo, W.R.; Hampe, C.; Roth, C.L. A randomized double-blind placebo controlled pilot study of
probiotics in adolescents with severe obesity. J. Diabetes Metab. Disord. 2021, 20, 1289-1300. [CrossRef] [PubMed]

Kianifar, H.R.; Ahanchian, H.; Safarian, M.; Javid, A.; Farsad-Naeimi, A ; Jafari, S.A.; Kiani, M. A.; Dahri, M. Effects of synbiotics
on anthropometric indices of obesity in children: A randomized double-blind placebo-controlled pilot study. Top. Clin. Nutr.
2018, 33, 118-126. [CrossRef]

Liu, X.; Shu, C. Combined effects of vitamin D and probiotics on nonalcoholic fatty liver disease in obese pediatric patients. Chin.
Hepatol. 2023, 28, 1351-1355. [CrossRef]

Zhang, L.; Yuan, X,; Xu, M.; Li, X.; Rong, X. Regulatory effects of probiotic supplements on lipid metabolism and intestinal flora
structure in adolescent obese patients. Chin. J. Hosp. Pharm. 2024, 44, 1448-1451. [CrossRef]

Loy, M.H.; Usseglio, ]J.; Lasalandra, D.; Gold, M.A. Probiotic use in children and adolescents with overweight or obesity: A
scoping review. Child. Obes. 2023, 19, 145-159. [CrossRef] [PubMed]

https://doi.org/10.3390 /nu18152539


https://doi.org/10.1186/s12986-026-01101-8
https://www.ncbi.nlm.nih.gov/pubmed/41814326
https://doi.org/10.1016/j.ctim.2019.05.008
https://www.ncbi.nlm.nih.gov/pubmed/31126565
https://www.ncbi.nlm.nih.gov/pubmed/39340527
https://doi.org/10.1136/bmj.n71
https://www.ncbi.nlm.nih.gov/pubmed/33782057
https://training.cochrane.org/handbook
https://doi.org/10.1111/apt.12758
https://www.ncbi.nlm.nih.gov/pubmed/24738701
https://doi.org/10.3389/fnut.2022.922993
https://www.ncbi.nlm.nih.gov/pubmed/35990345
https://doi.org/10.1097/MPG.0000000000001422
https://www.ncbi.nlm.nih.gov/pubmed/28230607
https://doi.org/10.1097/MPG.0b013e318263066c
https://www.ncbi.nlm.nih.gov/pubmed/22695039
https://doi.org/10.3920/BM2015.0011
https://www.ncbi.nlm.nih.gov/pubmed/26259892
https://doi.org/10.3389/fnut.2022.898037
https://www.ncbi.nlm.nih.gov/pubmed/35845797
https://doi.org/10.3345/cep.2021.00787
https://www.ncbi.nlm.nih.gov/pubmed/34773939
https://doi.org/10.3109/09637486.2013.775224
https://www.ncbi.nlm.nih.gov/pubmed/23477506
https://doi.org/10.1007/s00394-018-1828-5
https://www.ncbi.nlm.nih.gov/pubmed/30251018
https://doi.org/10.1097/MPG.0b013e31821f9b85
https://www.ncbi.nlm.nih.gov/pubmed/21505361
https://doi.org/10.1007/s40200-021-00855-7
https://www.ncbi.nlm.nih.gov/pubmed/34900780
https://doi.org/10.1097/TIN.0000000000000134
https://doi.org/10.14000/j.cnki.issn.1008-1704.2023.11.023
https://doi.org/10.13286/j.1001-5213.2024.12.13
https://doi.org/10.1089/chi.2022.0059
https://www.ncbi.nlm.nih.gov/pubmed/35723657
https://doi.org/10.3390/nu18152539

Nutrients 2026, 18, 2539 24 of 24

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Duan, Y.; Wang, L.; Ma, Y.; Ning, L.; Zhang, X. A meta-analysis of the therapeutic effect of probiotic intervention in obese or
overweight adolescents. Front. Endocrinol. 2024, 15, 1335810. [CrossRef] [PubMed]

Koutnikova, H.; Genser, B.; Monteiro-Sepulveda, M.; Faurie, ].M.; Rizkalla, S.; Schrezenmeir, J.; Clément, K. Probiotics and
synbiotics in the management of obesity and metabolic disorders: A systematic review and meta-analysis. Nutrients 2022, 14,
2573. [CrossRef] [PubMed]

Ding, M.; Zhuang, J.; Chen, L.; Hu, D.; Wang, J. Efficacy and safety of probiotic/synbiotic supplementation for overweight
or obese children: A systematic review and meta-analysis of randomized controlled trials. Pediatr. Res. 2025, 99, 1742-1756.
Available online: https://www.nature.com/articles/s41390-025-04412-3 (accessed on 31 July 2026). [CrossRef] [PubMed]

Xie, J.; Liu, S.; Wong, X. The role of microbiome-modulating supplements in managing metabolic syndrome risk factors among
overweight and obese youth: A GRADE-assessed meta-analysis. BVIC Pediatr. 2025, 25, 991. [CrossRef] [PubMed]

Street, M.E.; Casadei, F; Di Bari, E.R.; Ferraboschi, F.; Montani, A.G.; Shulhai, A.M.; Esposito, S. The role of nutraceuticals and
probiotics in addition to lifestyle intervention in the management of childhood obesity—Part 1: Metabolic changes. Nutrients 2025,
17,1630. Available online: https://www.mdpi.com/2072-6643/17/10/1630 (accessed on 31 July 2026). [CrossRef] [PubMed]
Suez, J.; Zmora, N.; Segal, E.; Elinav, E. The pros, cons, and many unknowns of probiotics. Nat. Med. 2019, 25, 716-729. [CrossRef]
[PubMed]

Xu, D,; Fu, L,; Pan, D.; Chu, Y.E; Feng, M,; Lu, Y;; Yang, C.; Wang, Y.; Xia, ].; Sun, G. Role of probiotics/synbiotic supplementation
in glycemic control: A critical umbrella review of meta-analyses of randomized controlled trials. Crit. Rev. Food Sci. Nutr. 2024, 64,
1467-1485. [CrossRef] [PubMed]

Wang, Z.; Li, W.; Lyu, Z.; Yang, L.; Wang, S.; Wang, P,; Song, F.; Chen, K.; Huang, Y. Effects of probiotic/prebiotic/synbiotic
supplementation on blood glucose profiles: A systematic review and meta-analysis of randomized controlled trials. Public Health
2022, 210, 149-159. Available online: https://www.sciencedirect.com/science/article/pii/S003335062200169X (accessed on 31
July 2026). [CrossRef] [PubMed]

Li, Y,; Wu, Y.; Wu, L,; Qin, L.; Liu, T. The effects of probiotic administration on patients with prediabetes: A meta-analysis and
systematic review. J. Transl. Med. 2022, 20, 585. [CrossRef] [PubMed]

Forcina, G.; Di Filippo, P; De Biasio, D.; Cesaro, F.G.; Frattolillo, V.; Massa, A.; De Cesare, M.; Marzuillo, P.; Del Giudice, EM.; Di
Sessa, A. Targeting the gut microbiota in pediatric obesity: A paradigm shift in prevention and treatment? A comprehensive
review. Nutrients 2025, 17, 2942. Available online: https://pmc.ncbinlm.nih.gov/articles/PMC12472459/ (accessed on 31 July
2026). [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual

author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to

people or property resulting from any ideas, methods, instructions or products referred to in the content.

https:/ /doi.org/10.3390/nu18152539


https://doi.org/10.3389/fendo.2024.1335810
https://www.ncbi.nlm.nih.gov/pubmed/38352715
https://doi.org/10.3390/nu14132573
https://www.ncbi.nlm.nih.gov/pubmed/35807754
https://www.nature.com/articles/s41390-025-04412-3
https://doi.org/10.1038/s41390-025-04412-3
https://www.ncbi.nlm.nih.gov/pubmed/41102471
https://doi.org/10.1186/s12887-025-06319-8
https://www.ncbi.nlm.nih.gov/pubmed/41444876
https://www.mdpi.com/2072-6643/17/10/1630
https://doi.org/10.3390/nu17101630
https://www.ncbi.nlm.nih.gov/pubmed/40431370
https://doi.org/10.1038/s41591-019-0439-x
https://www.ncbi.nlm.nih.gov/pubmed/31061539
https://doi.org/10.1080/10408398.2022.2117783
https://www.ncbi.nlm.nih.gov/pubmed/36052685
https://www.sciencedirect.com/science/article/pii/S003335062200169X
https://doi.org/10.1016/j.puhe.2022.06.012
https://www.ncbi.nlm.nih.gov/pubmed/35970017
https://doi.org/10.1186/s12967-022-03695-y
https://www.ncbi.nlm.nih.gov/pubmed/36324119
https://pmc.ncbi.nlm.nih.gov/articles/PMC12472459/
https://doi.org/10.3390/nu17182942
https://www.ncbi.nlm.nih.gov/pubmed/41010468
https://doi.org/10.3390/nu18152539

	Introduction 
	Materials and Methods 
	Study Design 
	Search Strategy 
	Inclusion and Exclusion Criteria 
	Study Selection 
	Data Extraction 
	Risk-of-Bias Assessment 
	Statistical Analysis 
	Certainty of Evidence Assessment 

	Results 
	Literature Search 
	Study Characteristics 
	Risk-of-Bias Assessment 
	Meta-Analysis 
	Effects on Body Composition Outcomes 
	Effects on Glucose Metabolism Outcomes 
	Subgroup Analysis According to Intervention Type 


	Discussion 
	Conclusions 
	References

