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Background. Considering the observed role of probiotics in modulating gut microbiome, probiotics are discussed to be one
potential complementary therapy for obesity management in recent years. The aim of the present study was to systematically
review the meta-analyses of controlled trials and investigate the effects of probiotics on obesity. Methods. A comprehensive search
was conducted on PubMed, Web of Science, and Cochrane Library web databases up to May 2020. Inclusion criteria were meta-
analyses of controlled trials which evaluated the impact of probiotics on obesity in English language. Meta-analyses done on
pregnant women, children, animal studies, or the effect of prebiotics on anthropometric indices were excluded. Results. Within
325 recorded studies, 20 studies met the inclusion criteria consisting of 16676 overweight/obese adults with different underlying
disorders such as nonalcoholic fatty liver disease (NAFLD), or polycystic ovary syndrome (PCOS). The length of intervention
varied from 2 to 26 weeks. Results of meta-analyses have shown a moderate effect of probiotics on body weight in overweight/
obese adults: from —0.526 kg/m2 (95% CI: —0.810, —0.247) to —0.25 kg/m2 (95% CI: —0.33, —0.17). Body mass index (BMI) was
changed from —1.46 kg/m* (95% CI: —2.44, —0.48) to —1.08 kg/m? (95% CI: —2.05, —0.11) in NAFLD. Probiotics could reduce BMI
from —0.36 kg/m2 (95% CI: -0.74,0.02) to —0.29 kg/m2 (95% CI: —0.54, —0.03) in patients with PCOS. Conclusion. It seems that the
probiotic products could have beneficial effects as an adjunct therapy for care and management of obesity when used in high dose.
However, due to heterogeneity of included studies, it is required to confirm our results by more meta-analyses of clinical trials.

1. Introduction individuals aged >18 years old were overweight (39%)
worldwide, 650 million of which (13%) were obese in 2016.
During recent decades, prevalence of overweight and obe-  Considering that prevalence rate of obesity increased to

sity, which are a consequence of more energy receiving and  three times since 1975 [4], obesity is changing to a major
less energy consumption, considerably increased among  global health concern with high burden on healthcare sys-
different age groups [1-3]. Obesity is explained as a body  tems [5-7]. Both genetic and environmental factors such as
mass index (BMI) of 30 kg/m” or more while overweight is sedentary lifestyle, urbanization, and easy access to high-
defined as a BMI between 25 and 30 kg/m” [4]. According to energy foods are considered as reasons for the rapid rise in
the World Health Organization (WHO), 1.9 billion  the prevalence rate of obesity and overweight [5, 8-10].
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Changing lifestyle and personal behaviors are believed as
best ways of treating obesity for a long time [3]. New studies
which found evidences for concurrent dysbiosis of micro-
biota and obesity prevalence suggested the possible asso-
ciation between obesity and microbiome [1, 2, 11]. It means
the gut microbiome is involved in regulation of energy
intake and expenditure.

The underlying mechanisms by which the gut microbiota
can contribute to the weight management include many
pathways; for instance, saccharolytic gut microbes are able to
generate short-chain fatty acids (SCFAs) by fermentation of
indigestible polysaccharides. The gut microbiota-derived
SCFAs have critical roles in decreasing oxidative stress and
inflammation as well as regulating energy consumption.
Moreover, SCFAs are responsible for enhancement of sa-
tiation through reducing gut motility and stimulating se-
cretion of glucagon-like peptide 1 (GLP1) and peptide YY
(PYY) [2, 8, 12].

So, microbial intervention like probiotic foods and
supplements could be a novel approach for controlling
obesity [11-13]. Probiotics are defined as live microorgan-
isms that are supposed to have positive effects when con-
sumed in acceptable and enough quantities [3, 6]. Using
probiotics is suggested as a potential new approach but still
doubted for reforming dysbiosis of gut microbiota com-
position to control obesity through improvement of BMI,
body weight (BW), waist circumference (WC), or body fat
mass (BFM) [2, 6, 12]. Results of previous studies regarding
impact of probiotics on obesity showed contradictions; for
instance, some studies did not show any obvious change in
anthropometric indices [6, 7, 14, 15]; in contrast, some other
studies reported significant changes
[1-3, 5, 8, 11-13, 16-22]. These paradoxical and varying
results were a motivation for us to look over related studies
to answer accurately whether probiotics have beneficial
effects on obesity or not. Therefore, the aim of this systematic
review study is to gather and review results of meta-analysis
studies investigating the effect of probiotics consumption on
obesity.

2. Methods

2.1. Search Strategy. PubMed, Web of Science, and
Cochrane Library web databases were comprehensively
searched for meta-analysis studies evaluating impact of
probiotics on obesity recorded up to May 2020. The search
terms were “probiotic,” “probiotics,” “Lactobacillus,” “Bifi-
dobacterium,” “obese,” “overweight,” “obesity,” “body
weight,” “adiposity,” “fat mass,” “weight,” “BMI,” “waist
circumference,” “body mass index,” and “meta-analysis”. All
of the articles were inspected and duplicate ones were re-
moved manually operated by two independent researchers.

2.1.1. Eligibility Criteria and Study Selection. At first, all
documents were checked over for titles and abstracts by two
researchers independently followed by reviewing the full-
text articles based on inclusion and exclusion criteria. The
inclusion criterion was meta-analyses performed on
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controlled trials investigating the impact of various probiotic
products on anthropometric indices. The probiotic products
consisted of probiotic foods or probiotic supplements.
Moreover, probiotic foods are defined as fermented foods
that naturally contain probiotics, or have probiotics added to
them. The exclusion criteria were (1) meta-analyses that were
done on pregnant women, children, or animals and (2)
meta-analyses on the effect of prebiotics on anthropometric
indices. English language was considered as search
limitation.

Preferred Reporting Items for Systematic reviews and
Meta-Analyses (PRISMA) guideline was used for per-
forming this study [23].

2.2. Data Extraction. Data were extracted from the articles
including authors and publication year, number and type of
included studies in the meta-analysis, participants’ charac-
teristics (sample size, age, sex, and underlying disorder), type
and dose of intervention, duration of interventions, main
outcomes, and reported side effects.

2.3. Quality Assessment. The critical appraisal tool entitled
Assessment of Multiple Systematic Reviews (AMSTAR) was
used for quality assessment of the included studies [24]. The
quality of studies was defined as high quality for scores 8-11,
average quality for scores 4-7, and poor quality for scores
<3. All of the mentioned steps including search, study se-
lection, data extraction, and quality assessment were done by
two researchers independently and any disagreement was
resolved by discussing until reaching a consensus.

3. Results and Discussion

3.1. Results. After removing duplicate articles (101) from
primary recorded studies (325), 224 articles remained to
assess their title/abstract and full text. Finally, 20 articles
were included in this systematic review (Figure 1). Char-
acteristics of the included meta-analyses are presented in
Table 1. All included studies were meta-analysis of ran-
domized controlled trials (RCTs) conducted on both genders
of adults for 2-26 weeks [1-3, 5-8, 11-22, 25]. Total sample
size was 16676 overweight/obese subjects with different
underlying disorders such as nonalcoholic fatty liver disease
(NAFLD) or polycystic ovary syndrome (PCOS). Various
formats of probiotic products such as fermented foods,
fermented dairy products, or supplements including cap-
sules, powder, and sachets which contained single or mul-
tiple diverse species were utilized.

Totally, in 12 articles carried on obese or overweight
adults from both genders, participants were treated with
probiotic capsules, probiotic powder, yogurt, fermented
milk, or dough containing various species such as Lacto-
bacillus, Propionibacterium, Bifidobacterium, and Aceto-
bacter [1-3, 5-8, 11-13, 17, 22]. In most of the studies
[1-3, 5, 8, 11-13, 17, 22], significant changes in anthropo-
metric indices were shown. The greatest and the least ob-
served changes in BMI were —0.526 kg/m* (95% CI: —0.810,
~0.247) and -0.25kg/m* (95% CI: -0.33, —0.17) through
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3-12 weeks of intervention, respectively [1, 22]. BW was
another index which showed significant reduction through
probiotic supplementation; regarding that, the greatest re-
duction was —0.65kg (95% CI: —1.12, —0.18) and the least
reduction was —0.26 kg (95% CI: —0.43, —0.09) during 4-24
weeks [8, 17]. Moreover, other anthropometric indices,
including BFM and WC, were reduced in a range from
-0.94kg (95% CI: -1.17, —-0.72) to —0.30 kg (95% CI: —0.48,
—-0.12) [8, 17] and from —2.11 cm (95%CI: —3.543, —0.677) to
—-0.35cm (95% CI: —0.81, 0.11), respectively [13, 22].

Six studies out of 20 total included studies were ac-
complished on both genders of obese adult patients with
nonalcoholic fatty liver disease using diverse probiotic
products as intervention constituted by various species like
Streptococcus cerevisiae, Streptococcus thermophilus, and
Lactobacillus spp. [14, 15, 18, 19, 21, 25]. Three of these
studies showed no significant change in anthropometric
indices [14, 15, 25], contrasting to others [18, 19, 21]. Among
the studies displaying beneficial effects on BMI, two of them
showed better results when Bifidobacterium and Lactoba-
cillus species were administered (-1.46kg/m*> (95% CI:
-2.44, —0.48) and —1.08kg/m> (95% CI: —2.05, —0.11))
[18, 19].

Two meta-analyses among 20 included studies (16, 20)
reported effects of 8-12 weeks intervention by probiotic on
adult obese women with PCOS. In the study by Hadi et al.
[16], probiotic supplementation was observed to be more

effective in reducing BW for participants >30 years old but in
contrast no special difference was seen in subgroup analyses
for age in Tabrizi et al.’s study [20].

Hadi et al. [16] and Tabrizi et al. [20] assessed the effect of
probiotics contained in capsules. In both studies, supple-
ments contained different species of Lactobacillus and
Bifidobacterium genera such as L. acidophilus, L. casei,
L. rhamnosus, L. reuteri, and B. bifidum. Both meta-analyses
reported change in BMI and BW. BMI was reduced from
-0.36 kg/m? (95% CI: —0.74, 0.02) to —0.29 kg/m” (95% CI:
—0.54, —0.03) and also BW showed reduction varying from
-1.3kg (95% CI: -1.93, —0.13) to —0.30kg (95% CI: —0.53,
—-0.07) [16, 20].

The effects of probiotics dosage and single/multi-strains
were assessed in subgroup analyses of Wang et al.’s [2], John
et al’s [8], and Koutnikova et al.’s [5] studies. Wang et al.
found a significant reduction in BW with high dose of
probiotics (-0.58kg, 95% CI: —0.92, —0.23), and a single
strain of probiotics (—0.49 kg, 95% CI: —0.92, —0.07). Similar
effects were reported for BMI when the high dose was used
(-0.29kg/m?, 95% CI: —0.46, —0.12) and single strain of
probiotics (~0.36 kg/m?, 95% CI: —0.52, —0.20) [2]. In John
et al.’s [8] study, a greater significant reduction in BMI was
shown with high dose of probiotics (—0.43 kg/m?, 95% CI:
-0.56, —0.30) compared to low dose of probiotics. When
stratified by single vs. multi-strain probiotic supplementa-
tion, a significant decrease in BMI (~0.41 kg/m?, 95% CI:
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—-0.56, —0.27), BW (-0.77 kg, 95% CI: —1.52, —0.03), and fat
mass (—0.95kg, 95% CI: -1.19, —0.71) was observed by single
strain. In subgroup analysis in Koutnikova et al.’s [5] study, a
significant effect on BW and BMI when three or more
bacterial species were used was observed.

No serious side effect has been reported in the included
studies. Just in Million et al.’s study [7], weight gain has been
reported after supplementation with some species of
L. acidophilus, L. delbrueckii, and L. plantarum. Regarding
the quality of included meta-analyses studies, most of the
studies had AMSTAR score =8 (90%, 18 of 20 articles) which
was interpreted as high quality [1-3, 5-8, 11-15, 17-20,
22, 25] and two other studies were classified as medium
quality [16, 21].

3.2. Discussion. This systematic review of meta-analyses was
aimed at uncovering the effects of probiotics usage on
obesity/overweight indices including BW, BMI, BFM, and
WC. Results varied from a no significant change to a sig-
nificant decrease during 2-26 weeks’ interventions. Re-
garding the observed improvement of anthropometric
indices, from 20 meta-analyses included in the current study,
10 studies disclosed significant change in BW
[2,3,5,8,11,12,16,17, 19, 20], 14 studies showed significant
change in BMI [1-3, 5, 8, 11, 12, 16-22], 6 studies reported
change in WC [1, 2, 5, 13, 17, 22], and 4 studies disclosed
change in BFM [2, 5, 8, 17]. In the study by Koutinkova et al.,
an improvement in anthropometric indices was reported
when >3 species were used [5]. In contrast, John et al. [8] and
Wang et al. [2] represented that probiotics containing only
single bacterial strain had a considerable decreasing effect on
BMI and BW. Moreover, in John et al.’s study [8], it was
implicated that even lower dose of interventions can induce
a considerable reduction in BMI and BW when interven-
tions continued for more than 12 weeks [8].

Obesity as one of the main health problems predisposes
people to cardio-metabolic disorders like type 2 diabetes
mellitus and cardiovascular diseases [3]. Probiotic products can
affect obesity via some proposed underlying mechanisms [3].
Modulation of gut microbiota composition and function has
been suggested as one of these mechanisms. Dysbiosis is
common in most obese individuals which can be reformed
through probiotic consumption [16]. Moreover, probiotics are
able to ameliorate inflammation by inducing secretion of
SCFAs and concurrently decreasing number of bacteria pro-
ducing lipopolysaccharides. SCFAs may lead to regulating
energy hemostasis via stimulation of enterocyte receptors and
secretion of glucagon-like peptide 1 (GLP1) and peptide YY
(PYY) [1, 2, 16]. Furthermore, probiotics stimulate release of
glucagon-like peptide 2 (GLP2) which leads to higher ex-
pression of tight junction proteins, better gut barrier function,
and ultimately more effective inflammation control [26].
Following suppression of inflammation, insulin resistance is
also improved in obese individuals [20]. In a meta-analysis
study by Companys et al. [17], probiotic supplements together
with dairy products generally showed reduction in different
anthropometric indices. However, when L. acidophilus,
L. gasseri SBT2055, and B. lactis BB12 have been added to the

combination, with intervention for more than 12 weeks at the
dosage level of 107 to 10" (CFU/day), a bigger reduction in
BW, BEM, and BMI was observed. These reductions were even
reported in greater amount when participants had low calorie
diet synergistically. Zhang et al. reported the greater effects for
probiotics supplementation with duration of >8 weeks which
contained more than 1 species regardless of type of species [3].
In the study of Park S et al,, no change in anthropometric
parameters was observed via any kind of probiotics therapy but
exceptionally when fermented milk including Lactobacillus
spp. with dosage of 10° to 10’ CFU was utilized, it brought
significant changes afterwards [6]. There are controversies in
results of meta-analyses investigating probiotics impact on
anthropometric indices. Most of meta-analyses showed sig-
nificant desired changes in BW, BMI, and WC
[2, 3,5, 8, 11-13, 17, 22] and some others did not report any
change [6, 7]. These controversies could have originated from
differences in duration of interventions, the probiotic dosage,
or characteristics of participants. Moreover, the probiotic
carriers can play an important role in their efficacy and the
effect of probiotics is species- and strain-specific [26]. Since
most of the studies used a mixture of different probiotic species,
we cannot identify the species with the most considerable
effects. The observed effects in studies may be caused by
synergistic function of different species used together in
probiotics. So, further studies are needed to determine the most
effective strains of probiotics with anti-obesity properties.

The safety of probiotic products is a matter of concern
especially for infants, people suffering from cancer, critically
ill, and immunocompromised patients [27]. The principal
reported adverse effects ranged from mild such as gastro-
intestinal side effects and skin complications to severe in-
cluding inflammation of endocardium and systemic
infections [27]. Therefore, because of mostly unknown
probable deleterious effects, it is better to do more research
before general recommendation of probiotics [28].

This study has some strengths and limitations. The main
strength of this systematic review was comprehensive
evaluation of the meta-analyses of high qualified RCTs
concerning the anti-obesity effect of probiotic products.
Somehow, as a major limitation of the present study, the use
of different mixture of probiotic strains made it difficult to
draw exact conclusion about each probiotic strain.

4. Conclusion

In conclusion, it seems that using various high-dose pro-
biotic products or supplements could improve overweight/
obese indices in participants with different underlying
disorders. However, since these products may not be without
side effects for all groups, the risk-benefit assessment should
be done prior to their prescription.
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