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Abstract: Probiotics are known for their positive effects on the gut microbiota. There is growing
evidence that the infant gut and skin colonization have a role in the development of the immune
system, which may be helpful in the prevention and treatment of atopic dermatitis. This systematic
review focused on evaluating the effect of single-strain probiotic lactobacilli consumption on treating
children’s atopic dermatitis. Seventeen randomized placebo-controlled trials with the primary
outcome of the Scoring Atopic Dermatitis (SCORAD) index were included in the systematic review.
Clinical trials using single-strain lactobacilli were included. The search was conducted until October
2022 using PubMed, ScienceDirect, Web of Science, Cochrane library and manual searches. The Joanna
Briggs Institute appraisal tool was used to assess the quality of the included studies. Meta-analyses
and sub meta-analyses were performed using Cochrane Collaboration methodology. Due to different
methods of reporting the SCORAD index, only 14 clinical trials with 1124 children were included in
the meta-analysis (574 in the single-strain probiotic lactobacilli group and 550 in the placebo group)
and showed that single-strain probiotic lactobacilli statistically significantly reduced the SCORAD
index compared to the placebo in children with atopic dermatitis (mean difference [MD]: —4.50; 95%
confidence interval [CI]: —7.50 to —1.49; Z = 2.93; p = 0.003; heterogeneity 12 = 90%). The subgroup
meta-analysis showed that strains of Limosilactobacillus fermentum were significantly more effective
than strains of Lactiplantibacillus plantarum, Lacticaseibacillus paracasei or Lacticaseibacillus rhamnosus.
A longer treatment time and younger treatment age statistically significantly reduced symptoms of
atopic dermatitis. The result of this systematic review and meta-analysis shows that certain single-
strain probiotic lactobacilli are more successful than others in reducing atopic dermatitis severity in
children. Therefore, careful consideration to strain selection, treatment time and the age of the treated
patients are important factors in enhancing the effectiveness of reducing atopic dermatitis in children
when choosing probiotic single-strain lactobacilli.
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s _ 1. Introduction
This article is an open access article

Atopic dermatitis (AD) is a chronic inflammatory skin condition. It is the most
common type of eczema that can occur at any age but is the most common in children. It is
a heterogeneous disorder with various associated manifestations and symptoms. Cases
may range from mild to severe. Worldwide, approximately 2 million children suffer from
40/). AD, which has a lifetime prevalence as high as 20% and that continues to rise [1-4].
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The best and most commonly used validating scoring system in AD is the SCORAD
index (SCORing Atopic Dermatitis) [5], which was developed in 1993 by the European
Taskforce on Atopic Dermatitis (ETFAD). It is based on the formula A/5 + 7B/2 + C,
where A is defined as the extent (0-100), B is defined as the intensity (0-18) and C is
defined as the subjective symptoms (0-20). The maximal score of the SCORAD Index
is 103. The extent is graded from 0-100 and applied on a front/back drawing of the
patient’s inflammation lesions. The intensity part of AD consists of six major features:
erythema, oedema/papulation, oozing crusts, excoriations, lichenification and dryness.
Each item can be graded on a scale of 1-3. The subjective symptoms (maximum score 20)
include daily pruritus and sleeplessness. Other measurement scales include the Eczema
Area and Severity Index (EASI), the objective component of SCORAD (0SCORAD), the
modified EASI (mEASI), the Atopic Dermatitis Severity Index (ADSI), body surface area
(BSA), and three-item severity score (TIS), among others. AD is graded as mild, moderate
or severe based on the SCORAD index of under 25, between 25 and 50 and above 50,
respectively [6,7].

The pathogenesis of AD is not well understood. However, the role of the skin micro-
biome and the intestinal microbiome in promoting normal immune system functions and
preventing the colonization of pathogens is being elucidated [1,8]. The apparent increase in
atopic disease, particularly in food allergy, over the past 2 decades has resulted in reconsid-
ering prevention strategies aimed at the infant’s diet. Early advice that suggested to have
atopy-prone infants delay the ingestion of potential food allergens, such as eggs, cow’s
milk, and peanuts, was rescinded, as new evidence emerged that did not support these
approaches. More recently, randomized controlled trials have provided data to support
an opposite strategy, promoting the early ingestion of allergens as a means of food allergy
prevention [9]. Over the last 10 years, nearly half of all clinical studies investigated the
efficacy and safety of novel therapeutic agents, particularly biologics and small molecules.
Other clinical studies included skin moisturizers and probiotics. The latter focus on the skin
and gut microbiome’s role in preventing or treating AD [10]. Additional dietary approaches
regarding breastfeeding, the early introduction of other types of food allergens, formula
feeding, dietary nutrients and probiotics are also under scrutiny as potential preventative
strategies [9].

Probiotics are ‘live microorganisms that, when administered in adequate amounts,
confer a beneficial effect on the host” [11]. The most common probiotics are members of
the lactobacilli group, which has recently been divided into 23 novel genera [12]. The
most common lactobacilli that contain probiotic strains are strains of the following species:
Lacticaseibacillus rhamnosus, Lacticaseibacillus casei, Limosilactobacillus reuteri, Limosilactobacil-
lus fermentum, Lactiplantibacillus plantarum, Latilactobacillus sakei, Levilactobacillus brevis,
Lactobacillus acidophilus, Lactobacillus gasseri, Lactobacillus delbrueckii subsp. bulgaricus and
many more. The next most used probiotics are from the genus Bifidobacterium genera (e.g.,
Bifidobacterium infantis, Bifidobacterium animalis subsp. lactis, and Bifidobacterium longum). In
addition, strains from other bacterial species (e.g., Pediococcus acidilactici, Lactococcus lactis,
Leuconostoc mesenteroides, Enterococcus faecium, Streptococcus thermophilus, Bacillus subtilis,
Bacillus coagulans, Clostridium butyricum, Propionibacterium freudenreichii and Escherichia coli)
and certain yeasts (e.g., Saccharomyces cerevisiae var. boulardii) qualify as probiotics [13].
Probiotics have been shown to be efficient therapeutics for various diseases and conditions,
including skin conditions, inflammatory bowel disease and other gastrointestinal condi-
tions, as noted by recent systematic reviews and meta-analyses [14-17]. The current use of
probiotics relies on several proven therapeutic properties or mechanisms. These include
their antimicrobial activity, competitive exclusion, immunomodulation, improvement of in-
testinal barrier function, production of beneficial metabolites, and improvement of cognitive
function, as well as their anti-diabetic, anti-obesity, anti-cancer, and anti-allergic activities,
and many more [15,18-23]. The efficiency of probiotics is strain specific, which means that
a clinical study to establish a health benefit evaluation must be made for every single one
of them, and, in most cases, benefits cannot be generalized. On the other hand, different



Pharmaceutics 2023, 15, 1256

30f21

probiotic strains have different levels of effectiveness for a particular health ailment, and it
is not possible to generalize the health benefits of whole classes of probiotics [11,24].

Probiotics are a promising means of beating the allergy epidemic with the underlying
concept being based on the modulation of the gut microbiota and the development of
infant immunity [25]. Several recent reviews and meta-analyses on probiotics’ efficacy in
treating or preventing AD have been published to date [26-32]. The review by Anania and
co-authors [26] emphasizes the proven immunomodulatory effects of probiotics and the
production of short-chain fatty acids that aid in preserving immune homeostasis as well as
the modulation of the maternal gut microbiota in infant microbiota via the administration
of probiotics during pregnancy and lactation. Similarly, Liu and co-authors [27] concluded
that gut microbiota changes are essential to the development of AD in children and may
be an effective target for the prevention and treatment of AD. Boggio and co-authors [28]
focused on Lacticaseibacillus rhamnosus GG (previously known as Lactobacillus rhamnosus
GG) and its role in pediatrics. They found that the early administration of this strain
during pregnancy reduced the development of AD in the infant. Jiang and co-authors [29]
concluded that intervention with probiotics potentially lowered the incidence of AD and
relieved symptoms of AD in children, particularly when treating infants and children over
one year of age. Their sub-group analysis showed that both single-strain and mixed-strain
probiotics significantly affected SCORAD values. Similarly, Sun and co-authors [30] found
that probiotics seemed effective against atopic eczema after 1 year of age. On the other
hand, D’Elios and co-authors [31] concluded that the effects of probiotic administration
for the prevention/treatment of allergic diseases and AD are still so controversial that no
definitive recommendation can be made at this stage. Similarly, Huang and co-authors [32]
concluded that research has not robustly shown that probiotics benefit children with AD.
These conclusions are perhaps due to assessing all the vast different probiotic species and
strains as one group. Most authors of these reviews also concluded that, although the
results of clinical studies are promising, the comparison is limited due to the heterogeneity
among the studies, which include diversity in the type, dose and timing of probiotics
administration as well as in the period of follow-ups after treatment [26,29,31,32].

None of these reviews or meta-analyses has focused only on the effect of single-strain
lactobacilli. The efficiency of probiotics can be strain specific as is established from the
published reviews; however, this angle has not been separately addressed in the above-
mentioned reviews. Therefore, the following systematic review and meta-analysis aim to
determine whether the supplementation with single-strain probiotic lactobacilli for treating
AD in children decreases the SCORAD index compared to a placebo.

We formulated the research according to the PICO strategy (Population, Interven-
tion, Comparison, Outcome) compilation [33], and asked, are single-strain probiotic lac-
tobacilli (I), compared to placebos (C), given to the child (P) effective in reducing atopic
dermatitis (O)?

2. Materials and Methods
2.1. Search Strategy and Selection Criteria

The present review’s design, structure and reporting conform with the Preferred Re-
porting Items for Systematic Reviews and Meta-Analyses (PRISMA) guidelines [34]. The
PRISMA checklist is presented in Supplementary S1. The electronic databases PubMed/
MEDLINE, ScienceDirect, Cochrane Library and Web of Science were searched by three
independent reviewers (SF, MK and NK) from July 2022 to October 2022 using the follow-
ing key words: “probiotics” or “Lactobacillus” and “atopic dermatitis” or “eczema”. We
searched for the following Medical Subject Headings (MeSH): (Probiotic OR Lactobacillus)
AND (Atopic Dermatitis OR Eczema). The search was restricted to children using the limits
“Humans” and “Child: birth-18 years”. Additional studies that were included in the refer-
ence list were searched manually. All the studies retrieved from different databases were
imported to Endnote 20 (Clarivate Analytics, Chandler, AZ, USA), and all duplicates were
removed. Any differences were resolved by discussion among the authors of this article.
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2.2. Eligibility Criteria

We included all published double-blind, randomized and placebo-controlled trials
(RCTs) involving children and adolescents (aged 0-18 years) that evaluated the effect
of probiotic single-strain lactobacilli on treating AD. Participants were prohibited from
consuming any prebiotic, synbiotic, heat-killed probiotic or systemic corticosteroid. Trials
needed to define their patient enrolment, the daily dosage of probiotics intake, the type
of ingested probiotics, the placebo, the route of administration (only studies with oral
administration were included) and the results of the SCORAD index, either reported before
and after treatment or as mean difference.

2.3. Data Extraction and Critical Assessment

Three authors (NK, MK and SF) independently screened articles by considering the
abstracts and full text. Data extraction included the first author, the year of publication, the
number and age of participants, the type and dosage of probiotics used, study duration,
study outcome and the SCORAD index of each study.

The methodology of the studies was assessed using the Joanna Briggs Institute critical
appraisal tool (JBI) for randomized controlled trials [35]. Based on Camp and Legge’s [36]
recommendation, we evaluated the studies as medium-high quality (70-79%), high quality
(80-90%) and excellent quality (90% or more). The authors MSP and SF conducted this
critical assessment.

2.4. Statistical Analysis

The author SF entered data into Review Manager software (RevMan) and performed
statistical analyses using Cochrane’s Review Manager [37]. We analyzed continuous
data using mean differences (MDs) and reported the 95% CI on all estimates using the
random effects model based on the DerSimonian method. If the SCORAD index data were
not reported in mean and standard deviation, we used standard statistical methods to
convert the data as follows: for calculating the difference as mean difference and standard
deviation (SD) of the SCORAD index before and after treatment (SD was calculated from
the 95% confidence interval), we used the Cochrane Handbook for Systematic Reviews of
Interventions [38]; for calculating the mean and SD from results reported as the median
and interquartile range, we used the models to estimate the sample mean and standard
deviation [39,40]. We used the random-effects model for all meta-analyses and assessed the
heterogeneity between the included trials using the I? statistic. The degree of heterogeneity
was graded as non-existent or minimal for an I? value of less than 25%, low for an 12 value
of 25-49%, moderate for an I? value of 50-74%, and high for an 2 value of 75-100%.

3. Results
3.1. Study Selection

A total of 490 articles were identified based on the described methodology, and
201 articles remained after removing duplicates. After the screening of titles and abstracts,
163 records were excluded. One study was unavailable as full text, and thirty-seven were
assessed for eligibility. After excluding 20 studies (heat-killed lactobacilli, multi-strain
probiotics, synbiotics or prebiotics were used; no SCORAD was reported; no placebo was
used; or the study investigated preventative effects only), 17 studies were included and
abbreviated as the first author and the publication year as follows: Isolauri 2000 [41],
Kirjavainen 2003 [42], Viljanen 2005 [43], Weston 2005 [44], Brouwer 2006 [45], Folster-Holst
2006 [46], Griiber 2007 [47], Woo 2010 [48], Klewicka 2011 [49], Gore 2012 [50], Han 2012 [51],
Wang 2015 [52], Prakoeswa 2017 [53], Wu 2017 [54], Ahn 2020 [55], Rather 2021 [56] and
Carucci 2022 [57]. The flow chart of the study selection is presented in Figure 1. The Joanna
Briggs Institute critical appraisal tool for randomized controlled trials [35] was used to
assess the quality of the clinical trials. The assessment is noted in Table 1.
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Identification of new studies via databases and registers

Identification

Records identified from:
Databases (n = 490):
PubMed (n= 63)
ScienceDirect (n= 165)
Web of Science (n= 77)
Cochrane Library (n= 184)
Manual search (n= 1)
Registers (n = 0)

Records removed before screening:
Duplicate records (n = 289)
Records marked as ineligible by automation
tools (n =0)

Records removed for other reasons (n = 0)

Records screened
(n=201)

Records excluded
(n=163)

l

Reports sought for retrieval
(n=238)

Reports not retrieved
(n=1)

Screening

Reports assessed for eligibility
(n=237)

Y

Reports excluded:
Heat-killed lactobacilli (n = 5)
Multi-strain (n = 6)
Synbiotic/prebiotic (n = 2)
No placebo (n= 1)
SCORAD not reported (n= 3)
Prevention study (n = 3)

Included

New studies included in review
(n=17)

Reports of new included studies
(n=0)

Figure 1. PRISMA flow chart of the study selection process.
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Table 1. The quality assessment checklist of the 17 included clinical trials using the Joanna Briggs
Institute critical appraisal tool for randomized controlled trials.

First Author, Year Q1 Q2 Q3 Q4 Q5 Q6 Q7 Q8 Q9 Q10 Q11 Q12 Q13 Quality Index
Isolauri 2000 [41] unclear  unclear YES YES YES YES YES YES unclear YES YES YES YES Medium-high
Kirjavainen 2003 [42] unclear  unclear  YES YES NO YES YES YES  unclear YES YES YES YES Medium-high
Viljanen 2005 [43] YES YES YES YES YES YES YES YES unclear YES YES YES YES Excellent
Weston et al., 2005 [44] YES YES YES YES YES YES YES YES unclear YES YES YES YES Excellent
Brouwer 2006 [45] unclear  unclear YES YES YES YES YES YES unclear YES YES YES YES Medium-high
Folster-Holst 2006 [46] unclear  unclear YES YES YES YES YES YES YES YES YES YES YES High
Griiber 2007 [47] YES YES YES YES YES YES YES YES YES YES YES YES YES Excellent
Woo 2010 [48] unclear  unclear YES YES YES YES YES YES unclear YES YES YES YES Medium-high
Klewicka 2011 [49] unclear YES YES YES YES YES YES YES unclear YES YES YES YES High
Gore 2012 [50] YES YES YES YES YES YES YES YES YES YES YES YES YES Excellent
Han 2012 [51] YES YES YES YES YES YES YES YES YES YES YES YES YES Excellent
Wang 2015 [52] YES YES YES YES YES YES YES YES YES YES YES YES YES Excellent
Prakoeswa 2017 [53] unclear  unclear YES YES YES YES YES YES unclear YES YES YES YES Medium-high
Wu 2017 [54] unclear  unclear  YES YES YES YES YES YES YES YES YES YES YES High
Ahn 2020 [55] unclear YES YES YES YES YES YES YES unclear YES YES YES YES High
Rather 2021 [56] YES YES YES YES YES YES YES YES unclear YES YES YES YES Excellent
Carucci 2022 [57] YES YES YES YES YES YES YES YES YES YES YES YES YES Excellent

The quality of the trials was assessed using the following questions: 1. Was true
randomization used for assignment of participants to treatment groups? 2. Was allocation
to treatment groups concealed? 3. Were treatment groups similar at the baseline? 4. Were
participants blind to treatment assignment? 5. Were those delivering treatment blind
to treatment assignment? 6. Were outcomes assessors blind to treatment assignment?
7. Were treatment groups treated identically other than the intervention of interest? 8. Was
follow up complete and, if not, were differences between groups in terms of their follow-
up adequately described and analyzed? 9. Were participants analyzed in the groups
to which they were randomized? 10. Were outcomes measured in the same way for
treatment groups? 11. Were outcomes measured in a reliable way? 12. Was appropriate
statistical analysis used? 13. Was the trial design appropriate and were any deviations
from the standard RCT design (individual randomization, parallel groups) accounted for
in the conduct and analysis of the trial? The possible answers were YES, NO, unclear
and not applicable (N/A). The study quality was rated according to Camp and Legge’s
recommendation [36].

Eight studies [43,44,47,50-52,56,57] were rated excellent quality as at least twelve of
thirteen questions were assessed as positive. Four studies [46,49,54,55] were rated high
quality with two unclear answers, while the remaining five were rated as medium-high.
In four [41,45,48,53] of the latter five studies, three questions were rated unclear, and in
one study [42], one question was rated as ‘no” as some of the infants included in the
study were assigned to open-label with regard to the cow’s milk challenge. However, we
included the study as the SCORAD score was measured. Questions Q1 and Q2 regarding
the randomization and concealment of allocation were rated as unclear in several studies as
the authors did not specifically report this data. Treatment groups were similar at baseline
(Q3) when focusing on SCORAD scores for all studies. Seven studies [46,47,50-52,54,57]
specifically stated that intention-to-treat analysis was used as noted in question Q9 and,
therefore, received a positive score for this question.

3.2. Characteristics of the Included Studies

The 17 included clinical trials [41-57] were published between 2000 and 2022. Eight
studies were conducted in Europe [41-43,45-47,49,57], seven studies in Asia [48,52-56],
while one study was conducted in New Zealand [50] and one was conducted in Aus-
tralia [44]. All 17 studies were placebo-controlled and double-blind clinical trials. The
outcome in all 17 studies was reported using the SCORAD index and either reported be-
fore and after treatment [41,42,46-50,52,53,55], as a mean difference [43,44,54,56], reported
either before or after treatment and as a mean difference [51], or graphically [45,57].

Table 2 summarizes the overall characteristics of the included studies. These are as
follows: the population that completed the trial, divided into the probiotic group and the
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placebo group; the intervention parameters of single-strain probiotic lactobacilli (including
the probiotic strain, the concentration measured in cfu and the daily supplementation); the
duration of supplementation; the main findings regarding the SCORAD index; and the
findings on immunological parameters and intestinal microbiota.

Table 2. Characteristics of 17 studies using single-strain probiotic lactobacilli with the outcome

measure of SCORAD index.
Intervention of Single-Strain
Reference Population That st oy R,
(First Author, CoII)n pleted Trial Probiotic Lactobacilli Main Findings
Year) Probiotic/Dosage Duration
A statistically significant decrease in
the SCORAD index was found in both
In this study, 27 patients, mean age probiotic t%;ouﬁ chgf)npared to
Isolauri 4.6 months, with atopic disease symptoms, Lacticaseibacillus ! Both probio tics?also co.unterac ted
divided into three equal groups. rhamnosus GG (LGG), 2 months . P
2000 [41] ) o s inflammatory responses compared to
A total of 9 in two probiotic groups (Group 2: 3 x 10° cfu/g he placeb level
not lactobacilli) and 9 in the placebo group the placebo (CD4 levels were
' statistically significantly lower in the
probiotic group compared to
the placebo).
The decrease in the SCORAD index
In this study, 35 patients, mean age w1thmkfleie :ézzf ’c];lgr? v%f’?hliﬁ :}elr;ded to
Kiriavainen 5.5 months, with atopic disease symptoms, Lacticaseibacillus & lacebo erou
Y divided into three groups. rhamnosus GG, 7.5 weeks P o group.
2003 [42] . . 9 The treatment with heat-inactivated
A total of 14 in group one, 13 in group two 1 x 107 cfu, qd . .
. . LGG was associated with adverse
(heat-killed LGG) and 8 in the placebo group. . .
gastrointestinal symptoms
and diarrhea.
No statistically significant effects of
probiotic supplementation on mean
In this study, 230 patients aged 1-12 months SCORAD index reduction between
Vilianen with atopic eczema-dermatitis syndrome, Lacticaseibacillus groups were found.
200]5 [43] divided into three groups. rhamnosus GG, 4 weeks A statistically significant lower
- A total of 80 in probiotic group 1, 76 in group 5 x 107 cfu, qd SCORAD index was observed in Ig-E
2 (multi-strain) and 74 in the placebo group. sensitized infants after
supplementation in the probiotic group
compared to placebo.
A statistically significant lower
SCORAD index was observed after
o Sty 5 patentsaged CAUmOS s spplemataon n e probitegoup
2005 [44] A total of 26 in the probiotic group and 27 in f ermeln;uTonyI-Ol?;? dPCC’ 8 weeks The reduction in the SCORAD index
the placebo group. cm, over time was significant in the
probiotic group but not in the
placebo group.
. . Lacticaseibacill
In thl'S study, 5.0 patients aged 1-5 months f}fa;jiie;uzcégs There were no statistically significant
Brouwer with AD, divided into three groups. 5 % 10° cfu /g effects of probiotic supplementation on
2006 [45] A total of 33 in both single-strain probiotic x cfu/g 3 months SCORAD, sensitization, inflammatory
lactobacilli groups §16 in group 1 and 17 in —— parameters or cytokine production
group 2) and 17 in the placebo group. LﬂC:I;ZL::ZSSZZSUuS between groups.
5 x 10° cfu/g
No significant differences were
observed between the groups with
In this study, 42 patients aged 1-55 months caseibacill respect th the S(.jf?RAD index.
Folster-Holst with moderate to sovere AD Lacticaseibacillus No significant differences were
; rhamnosus GG, 8 weeks observed between the groups with

2006 [46]

A total of 21 in both the probiotic and
placebo group.

1 x 10'° cfu, qd

respect to other clinical symptoms
(pruritus, sleep loss), the use of topical
corticosteroids and antihistamines or
immunological parameters.
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Table 2. Cont.

I.{eference Population That
(First Author, Completed Trial
Year)

Intervention of Single-Strain
Probiotic Lactobacilli Main Findings

Probiotic/Dosage Duration

In this study, 102 patients aged 3-12 months

Griiber with mild to moderate AD.
2007 [47] A total of 54 in the probiotic group and 48 in
the placebo group.

No significant differences were
observed for the SCORAD index, use
of rescue medicine or increase in mean
total logarithmic serum immunoglobin

Lacticaseibacillus E after supplementation in the
rhamnosus GG, 12 weeks probiotic group compared to placebo.
5 x 10 cfu, bid When stratified for age, eczema

severity or use of rescue medication,
no statistically significant group
differences in improvement
were found.

In this study, 75 patients aged 2-10 years

Woo with eczema-dermatitis syndrome.
2010 [48] A total of 41 in the probiotic group and 43 in
the placebo group.

Statistically significant lower SCORAD
index, mean disease activity,

Latilactobacillus  sakei proportions of patients achieving
KCTC 10755BP, 12 weeks improvement and serum chemokine
5 x 10 cfu, bid levels were observed after

supplementation in the probiotic group
compared to placebo.

In this study, 40 patients aged 6-18 months

Klewicka with medium to severe AD.
2011 [49] A total of 18 in the probiotic group and 22 in
the placebo group.

A decrease in the SCORAD index was
observed in the probiotic group.
Supplementation with probiotics

positively affected their gut microbiota.

Lacticaseibacillus casei
DN-114001, 3 months
1 x 10° cfu, qd

In this study, 133 patients aged 3-6 months
with AD.

No significant differences were
observed for the SCORAD index after

Lacticaseibacillus 1 supplementation in the probiotic group

Gore A total of 43 in probiotic group I, paracasei CNCM 1-2116, 12 weeks compar.ed.to the placebo. .
2012 [50] . - g 10 Results were similar when the analysis
44 in probiotic group II (not lactobacilli) and 1 x 10" cfu, qd trolled
46 in the placebo group. was contro’ ed for
allergen-sensitization or when only
sensitized infants were analyzed.
Statistically significant mean changes
In this study, 83 patients aged 1-13 years . S m SC.ORAD mglex an'd lower SCORAD
Han with AD. LlaCtlplantlgC]illl)ﬁ 5 " . 1 mc.le})l(, e.os.mopfhll counts, and .
: - . plantarum , weeks ogarithmic interferon-gamma an
2012 [51] A total of 44 in the probiotic group and 39 in 5 % 10° cfu, bid interleukin-4 were observed after

the placebo group.

supplementation in the probiotic group
compared to placebo.

In this study, 212 patients aged 1-18 years
with AD and positive skin prick test, divided
Wang into 4 groups.
2015 [52] A total of 159 in 3 probiotic groups with 55 in
group 1 (single-strain), 53 in group 2
(single-strain), 51 in group 3 (both strains)
and 53 in the placebo group.

Lacticaseibacillus paracasei
GMNL-133 (Lp),
2 x 107 cfu, qd

A statistically significant lower
SCORAD index and interleukin-4

3 months levels were observed after
Limosilactobacillus supplementation in all three probiotic
fermentum GMO090 (L), groups compared to the placebo.

2 x 10° cfu, qd

In this study, 22 patients aged 0-14 years

Prakoeswa with mild and moderate AD.
2017 [53] A total of 12 in the probiotic group and 10 in
the placebo group.

A statistically significant lower
SCORAD index and levels of
interleukin-4, interferon-gamma and
interleukin-17 levels were observed
after supplementation in the probiotic
group compared to the placebo.
The ratio of forkhead box P3 to
interleukin-10 was significantly higher
after supplementation in the probiotic
group than in the placebo group.

Lactiplantibacillus
plantarum 1S-10506, 12 weeks
1 x 10'° cfu, qd

In this study, 62 patients aged 4-48 months
with AD.
A total of 30 in the probiotic group and 32 in
the placebo group.

Wu 2017 [54]

A statistically significant lower
SCORAD index was observed after
supplementation in the probiotic group
compared to the placebo.

Mean changes from baseline declined
in the probiotic and placebo groups,
but no statistically significant
differences were noted.

Lacticaseibacillus
rhamnosus MP108, 8 weeks
1 capsule 2, qd
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Table 2. Cont.

Intervention of Single-Strain

(FIi{re;{egir:;z . E(()’]::Il)zla:tle)g EI:: Probiotic Lactobacilli Main Findings
Year) Probiotic/Dosage Duration
No significant difference was found in
the reduction in the SCORAD index
after supplementation in the probiotic
Ahn 2020 In this study, 82 patients aged 2-13 years Lactiplantibacillus group compared to the placebo.
[55] with mild to moderate AD. pentosus 3, 12 weeks However, a statistically significant
i A total of 41 in each group. 1 x 10 cfu, bid reduction in the SCORAD index was
observed in the subgroup of
Immunoglobulin E-sensitized AD
compared to placebo.
A statistically significant lower
SCORAD total index was observed
In this study, 58 patients aged 3-18 years after supplementation in the probiotic
with mild to moderate AD divided into Latilactobacillus sakei group and the group receiving
Rather 2021 three groups. oBio65 12 weeks non-viable cells compared to the
[56] A total of 16 in the probiotic group, 22 in 1810 ofu ,d placebo.
group II (received dead cells) and 20 in the & Statistically significant increase in skin
placebo group. sebum in the probiotic group as well as
in the group that received
non-viable cells.
A statistically significant higher rate of
participants in the probiotic group
In this study, 91 patients aged 6-36 months Lacticaseibaci after.sgpplemept.atlon fachleved the
Carucci 2022 with AD. acticaseibacillus minimum clinically important
57] A total of 46 in probiotic eroup A and 45 in rhamnosus GG, 12 weeks difference in the SCORAD index
P group 1010 cfu, qd compared to the placebo.

the placebo group.

The probiotic group also observed a
beneficial modulation of the gut and
skin microbiome.

Bid: Twice per day; qd: once per day; ! new nomenclature [12]; % cfu not reported; 3 strain not reported.

Most of the studies investigated the influence of Lacticaseibacillus rhamnosus GG for
treating AD [41-43,45-47,57]. Only two found a beneficial effect [41,42], while five did
not [43,45-47,57]. One study [54] investigated another strain, Lacticaseibacillus rhamnosus
MP108, and found a statistically significant lower SCORAD index. Two Latilactobacillus
sakei strains, KCTC 10755BP [48] and proBio65 [56], were investigated, and both found a
statistically significant lower SCORAD index of patients with AD for the probiotic group
compared to placebo. In addition, both investigated Limosilactobacillus fermentum strains
VRI-033 PCC [44] and GMO090 [52], and both investigated Lactiplantibacillus plantarum strains
CJLP133 [51] and IS-10506 [53], which were also successful in statistically significantly
lowering the SCORAD index. Two Lacticaseibacillus paracasei strains were investigated:
CNCM [50] and GMNL-133 [52]. The latter exhibited a statistically significant lower
SCORAD index, while the former did not. The investigated probiotic Lacticaseibacillus
casei DN-114001 [49] achieved a statistically significant reduction in SCORAD index in the
probiotic group compared to the placebo. Most studies involved a supplementation with
single-strain probiotic lactobacilli for 3 months or 12 weeks [45,47-53,55-57]. Four studies
involved supplementation for 7.5 or 8 weeks or 2 months [41,42,44,46,54], and one study
involved shorter supplementation, namely, 4 weeks [43].

3.3. Meta-Analysis of the Effect of Single-Strain Probiotic Lactobacilli for the Treatment of
Atopic Dermatitis

Brouwer 2006 [45], Rather 2021 [56] and Carucci 2022 [57] could not be included in the
meta-analysis as the SCORAD index was depicted differently, namely, in graphical form
in fixed predicted values, in graphical form as means and error bars, and in a graphical
form showing the percentage of children with a reduction in more than 8.7 units. A total of
11 trials [41,42,46-53,55] reported the SCORAD index at baseline and after treatment, and
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five trials [43,44,51,54,56] reported a decrease in the SCORAD index after treatment. Of
these, the trial by Han and co-authors [51] also reported the above-mentioned SCORAD
index at baseline and after treatment. All 14 trials have depicted SCORAD index changes in
the forest plot, as shown in Figure 2. The trial by Wang 2015 [52] separately investigated two
single-strain probiotics, which are shown separately. The meta-analysis for the outcome of
the difference in the SCORAD index of children with AD is also noted in Figure 2.

probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
2000 Isolauri 116 1314 9 -295 11.35 9 3.9%  -BES[-20.00, 2.70] -1
2003 Kirjavainen -15.83 2518 14 -2.75 1742 a 21% -13.08 [-30.96, 4.80]
2005 Yiljanen -16.6 13 a0 142 103 74 TA% -240[-6.049,1.25] -
2005 Weston -18.2 14.6 28 102 147 28 4.9%  -B.00[17.08 1.08] I
2006 Fdlster-Halst -a 1.8 26 -85 174 27 2.8% 1.50[0.55, 2.459] -
2007 Grilber -4 938 a4 -84 7.Aa 48 2.0% 3.60[0.11, B.89] —
2010 Yoo -13.8 16.4 41 -4.2 1444 4 B.0% -9.60[16.58,-2.62] .
2011 Klewicka -17.5 .91 18 -29 THa 18 TA% -14.60 [19.36,-9.84] —_—
2012 Gare -12.4 8.4 45 151 543 L 2.48% 2B0[0.37, 4.83] -
2012 Han -9 106 a8 -1.8 121 ] TE%  -FA0[E11.40,-3.200 —
2015a\WWang -25.31 135 a5 -14.69 11.26 a3 TA% -10.62 [15.30,-5.94] D
2015b Wang -2387 1227 a3 -14.69 11.26 a3 TA%  -918[13.66,-4.70] —
2017 Prakoeswa -30.37F 9.39 12 -28.86 847 12 5.9% -1.41 [-8.70, 5.68] T
2017 Wy -21.69  16.456 33 -12.35 1282 k] 5.9%  -Q3 1648 -218] I
2020 Ahn -G.8 .6 48 112 584 46 24% 4.401[1.88 6.97] -
Total (95% CI) 574 550 100.0% -4.50 [-7.50, -1.49] <&
Heteragenaeity: Tau®= 26 40; Chi®=137.32, df=14 (P = 0.000013; F= 90% -2=D _150 o 150 250
Testfor overall effect 2= 293 (F=0.003) Favours probiotic Favours placeho

Figure 2. Meta-analysis of the effect of single-strain probiotic lactobacilli compared to placebo on the
SCORAD index change in children with AD [41-44,46-55].

A total of 1.124 children were assessed (574 in the single-strain probiotic lactobacilli
group and 550 in the placebo group). A statistically significant difference was found
in favor of all included single-strain probiotic lactobacilli compared to placebo (mean
difference [MD]: —4.50; 95% confidence interval [CI]: —7.50 to —1.49; Z = 2.93; p = 0.003;
heterogeneity I? = 90%). However, as high heterogeneity was found, we divided the studies
into subgroups according to species (Figure 3), eight weeks of treatment time (Figure 4),
twelve weeks of treatment time (Figure 5), children with or without initial moderate to
severe AD (Figures 6 and 7), if single-strain probiotic lactobacilli were consumed at the age
of up to 4 years (Figure 8) and if LGG was consumed at the age of up to 1 year (Figure 9).

As shown in Figure 3, the sub-analysis of single-strain probiotic lactobacilli has resulted
in a statistically significant effect of the SCORAD index change in children with AD after
treatment with the investigated probiotic strains of Limosilactobacillus fermentum compared
to placebo ([MD]: —8.95; [95% CI]: —12.97 to —4.93; Z = 4.36; p = 0.0001; 2= 0%) with
low heterogeneity. The studies by Weston and Wang [44,52] investigated two strains of
Limosilactobacillus fermentum, namely, VRI-033 PCC and Lf GM090.

On the other hand, the investigated probiotic strains of Lacticaseibacillus paracasei ((MD]:
—7.39; [95% CIJ: —19.08 to 4.29; Z = 1.24; p = 0.21; 1?> = 96%), Lactiplantibacillus plantarum
(IMD]: —5.19; [95% CI]: —10.65 to 0.27; Z = 1.86; p = 0.06; I? = 47%) and Lactocaseibacillus
rhamnosus ((MD]: —1.64; [95% CI]: —5.20 to 1.91; Z = 0.90; p = 0.37; I? = 74%) compared to
placebo were not effective as no significant reduction in the SCORAD index was achieved.
Three Lacticaseibacillus paracasei strains, namely, Lpc DN-114001, Lpc CNCM 1-2116 and Lpc
GMNL-133, were investigated by Klewicka, Gore, Wang and their co-authors [49,50,52].
Han and Prakoeswa [51,53] investigated two strains of Lactiplantibacillus plantarum, namely,
CJLP133 and Lpl IS-10506.
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L rhamnosus placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2000 Isolauri 116 13145 9 -295 11.35 g 7A4% -B.65[-20.00, 2.70] —
2003 Kirjavainen -1583 2518 14 275 1742 8 3.8% -13.08[-30.96, 4.80]
2005 Viljanen -16.6 13 a0 142 103 T4 227% -2.40[-6.09, 1.29] —
2006 Falster-Holst -8 1.8 26 -95 174 27 28.3% 1.60[0.55, 2.45] =
2007 Griher -5 989 a4 -85 75 48 236% 3480011, 6.89] =
2017 Wy -21.69 16.96 33 -12.35 1282 33 136% -9.34[16.49,-2.19] e
Total (95% CI) 216 199 100.0%  -1.64 [-5.20, 1.91] q
Heterogeneity: Tau®=10.949; Chi*= 1940, df =58 (P =0.002); F=74% —2'IZI —1'IZI IIJ 1'D 2'0

Testfor averall effect Z= 090 (F =0.37)

Favours L. rhamnosus  Favours placebo

L. fermentum placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% Cl
2005 Weston -18.2 146 28 102 1497 28 19.6% -8.00[17.08,1.08] e —
2015b WWang -23.87 1227 53 -14.69 11.28 53 B0.4% -918[1366, -4.70] —.—
Total (95% CI) 81 81 100.0% -8.95[-12.97,-4.93] ]
Heterogeneity: Tau®=0.00; Chi*=0.05, df=1 (P= 082 F= 0% -2:0 _150 ] 150 2:0
Testfor overall effect: 2= 4.36 (F = 0.0001) Favours L. fermentum Favours placebo
L paracasei Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
2011 Klewicka -17.5 B0 18 -28 765 18 32.8% -14.60[19.36,-9.84] ——
2012 Gore -125 55 45 151 543 47 34.3% 260037, 4.83]
2015aWang -2531 135 55 -14.69 11.26 53 32.8% -10.62[15.30,-5.94] —a—
Total (95% CI) 118 118 100.0% -7.39[-19.08, 4.29]
Heterogeneity: Tau®=102.36; Chi®= 56.19, df= 2 (P = 0.00001); F= 96% —2ID _150 g 1ID 250

Testfor overall effect Z=1.24 (F=0.21)

Favours L paracasei Favours placebo

L plantarum placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl N, Random, 95% Cl
2012 Han -84 106 58 -1.8 121 G0 B3IE% -7.30[11.40,-3.20] —-
2017 Prakoeswa -30.37 9349 12 -28.86 847 12 364%  -1.81[-8.70, 5.68] —
Total (95% CI) 70 72 100.0% -5.19[-10.65, 0.27] B
Heterageneity: Tau*=7.84, Chi*=1.88 df =1 F=017) F=47% R b 10 =

Testfor overall effect: £=1.86 (P = 0.06)

Favours L plantarum  Favours placebo

Figure 3. Subgroup meta-analyses of the effect of the included single-strain probiotic Lacticaseibacillus

rhamnosus, Limosilactobacillus fermentum, Lacticaseibacillus paracasei and Lactiplantibacillus plantarum
strains compared to placebo on the SCORAD index change in children with AD [41-44,46,47,49-54].

probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2000 Isalauri 116 13145 9 -2495 11.35 9 188% -8.65[-20.00, 2.70] I ——
2005 Westan -18.2 14.6 28 102 1487 28 223% -B.00[17.08,1.08] e
2006 Falster-Holst -8 1.8 26 45 1.74 27 334% 1.50 [0.55, 2.45] L
2017 W 2169 1656 33 -12.35 1282 33 256% -9.34[16.49,-219] I
Total (95% CI) 96 97 100.0% -5.29[-12.69, 2.10] -‘r
Heterogeneity: Tau®= 42 43; Chif=15486, df= 3 (P = 0001}, F=81% -EID _150 g 150 EID

Testfor overall effect £=1.40(F=0.16)

Favours probiotic Favours placeho

Figure 4. Subgroup meta-analyses of the effect of 8 weeks treatment time with single-strain probiotic
lactobacilli compared to placebo on the SCORAD index change in children with AD [41,44,46,54].
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probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% Cl
2003 Kirjavainen -1583 2519 14 -2.75 1742 8 4.6% -13.08 [30.96, 4.80]
2010WWaa -12.8 16.4 41 -4.2 14.44 34 9.6% -9.60 [16.98,-2.62]
2011 Klewicka -7 6.91 18 -249  TEBS 18 108% -14.60[-19.36,-5.84] B
2012 Gore -125 5.5 45 151 543 47 117% 2.60[0.37, 4.83] =
2012 Han -9.1 10.6 58 -1.8 1241 GO0 11.0% -7.30[-11.40,-3.20] —
2015a Wang -25.31 135 55 -14.69 11.26 53 108% -10.62[-15.30,-5.84] I
2015hb Wang -2387  12.27 a3 -14.69 11.26 a3 1089% -9.18[-13.66,-4.70] I
2017 Prakoeswa -30.37 §9.39 12 -28.86 857 12 9.5% -1.581 [-8.70, 5.68] I
2017 Wyu -21.69 16.96 33 -12.35 1282 33 9.59% -9.34 [16.45,-2.19] I
2020 Ahn -6.8 6.6 48 112 584 46 11.6% 4.40[1.88, 6.92] -
Total (95% CI) 377 364 100.0% -6.26[-11.14,-1.39] L =
Heterogeneity: Tau®= 51.68; Chi®=107.40, df= 9 (P = 0.00001}); = 92% -E:D _110 b 150 le
Testfor overall effect £=2.52 (P=0.01) Favours probictic Favours placeho

Figure 5. Subgroup meta-analyses of the effect of 12 weeks treatment time with single-strain probiotic
lactobacilli compared to placebo on the SCORAD index change in children with AD [42,48-55].

probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
20048 Wveston -18.2 14.6 28 -10.2 1497 28 299%  -B.00[-17.08,1.08]
2006 Félster-Halst -8 1.8 268 -85 1.74 27 3549% 1.60[0.55, 2.45] L]
2011 Klewicka -17.5 6.91 18 -2.9 7.65 18 341% -14.60[-19.36,-9.84] ——
Total (95% CI) 72 73 100.0% -6.84 [-18.94, 5.26]
Heterogeneity: Tau®=105.79; Chi*= 4585, df= 2 (P = 0.00001); F= 96% -ZEIZI _150 g 1ID 2=IZI
Testfor overall effect Z=1.11 (P =0.27) Favours prokiotic Favours placebo

Figure 6. Subgroup meta-analyses of the effect of single-strain probiotic lactobacilli compared to

placebo on the SCORAD index change in children with moderate to severe AD [44,46,49].

probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
2000 Isolaur 116 1315 9 -295 11.35 g 5.3%  -BB5[-20.00 270 —
2003 Kirjavainen -15.83 2519 14 -2.75 17.42 g 3.0% -13.08 [30.96, 4.80]
2005 ¥iljanen -16.6 13 a0 -142 103 74 9.8% =240 [-6.08, 1.29] T
2007 Griber -5 9.89 54 -84 TA 48 9.9% 350011, 6.89] —
2010 Wano -13.8 16.4 41 -4.2 14,44 34 T.A% -960[16.58,-262 E—
2012 Gore -12.5 8.5 45 -151 543 47 10.4% 2.60[0.37, 4.83] =
2012 Han -9 106 58 -1.8 121 G0 9E%  -7.30[11.40,-3.20] —
2015a Wang -26.31 135 55 -1469 11.26 53 Q2% -1062[-15.30,-594] —
2015h Wiang -23.87 1237 53 -1469 11.26 a3 9.3% -918 [13.66,-4.70] —
2017 Prakoeswa -30.37 9.39 12 -28.88 8.57 12 T.E% -1.81 [-8.70, 5.68] I —
2017 Wu -21.69 16.56 33 -12.35 1282 33 TT% -934[1649,-219] —
2020 Ahn -6.8 6.6 48 -11.2  5.84 46 10.3% 4.40[1.88 692 -
Total (95% CI) 502 477 100.0%  -4.12[-7.77,-0.48] o
Heterogeneity: Tau®= 31.76; Chi*=87.45, df="11 (P = 0.00001); F= 87% -EID _150 0 150 EID
Testfor overall effect Z=2.22(F =003 Favours probiotic Favours placeho

Figure 7. Subgroup meta-analyses of the effect of single-strain probiotic lactobacilli compared
to placebo on the SCORAD index change without studies of children with moderate to severe
AD [41-43,47 48,50-55].
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probiotic lactobacilli Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
2000 Isolauri 116 1315 9 -295 11.35 g TE%  -8.65[20.00,2.70] —
2003 Kirjavainen -15.83 2519 14 -275 17.42 b 4.4% -13.08 [30.96, 4.80]
2005 Viljanen -16.6 13 20 -142 103 T4 134% -2.40 [-6.09,1.29] —T
2005 Weston -18.2 146 28 102 147 28 92% -8.00[17.08,1.08] E—
2007 Griher -5 589 a4 -8.5 TA 48 136% 380011, 6.89] —
2011 Klewicka -17.58 .91 18 -2.9  T.EA 18 127% -14.60 [19.36, -9.84] I
2012 Gore -12.48 ] 45 181 543 47 14.3% 2.60[0.37, 4.83] =
2017 Wu -21.69  16.56 33 1235 1282 33 107%  -934 16,49 -2.19] .
2020 Ahn -6.8 .6 48 -11.2 584 46 141% 4.401[1.88, 6.92] -
Total (95% CI) 329 311 100.0% -3.67 [-8.14, 0.80] R
Heterogeneity: Tau®= 35.26; Chi®= 71.89 df=8 (P = 0.00001); I*= 88% _250 —1:D b 150 250
Testfor overall effect Z=1.61 (P =011} Favours probiotic  Favours placeho

Figure 8. Subgroup meta-analyses of the effect of single-strain probiotic lactobacilli compared to
placebo on the SCORAD index change in children up to 4 years of age [41-44,47,49,50,54,55].

Study or Subgroup

Mean

LGG

2000 Isolauri
2003 Kirjavainen

Total (95% CI)

116 1315 g
-15.83 2519 14

Heterageneity: Tau®= 0.00; Chif=017, df=1 (P =068}, F=0%
Testfor overall effect: £= 203 (P = 0.04)

placeho Mean Difference Mean Difference
SD Total Mean SD Total Weight N, Random, 95% CI I, Random, 95% CI
2,85 11.35 § 71.3% -5.65[20.00,2.70] —u—
-2TH 1T 42 8 287% -13.08[3096, 4.80] =
23 17 100.0% -9.92[-19.50,-0.34] -

20 -0 0 10 20
Favours LGG  Favours placebo

Figure 9. Subgroup meta-analyses of the effect of 3 months supplementation with Lacticaseibacillus
rhamnosus GG (LGG) compared to placebo on the SCORAD index change in children with AD aged
under 1 year at treatment time [41,42].

The clinical trials by Isolauri, Kirjavainen, Viljanen, Folster-Holst, Griiber, and Wu
and their co-authors [41-43,46,47,54] investigated probiotic strains of Lactocaseibacillus
rhamnosus. All of the studies investigated the influence of Lacticaseibacillus rhamnosus GG
except one [54], which investigated the influence of Lacticaseibacillus rhamnosus MP108. The
studies by Ahn and Woo [48,55] were not included in the sub-analysis as both investigated
an individual strain of the species, namely, Latilactobacillus sakei and Lactiplantibacillus
pentosus, respectively.

As shown in Figures 4 and 5, the sub-analysis regarding the treatment time of eight
weeks ([MD]: —5.29; [95% CI]: —12.69 to 2.10; Z = 1.40; p = 0.16; I? = 81%) did not result
in a statistically significant decrease in the SCORAD index in the single-strain probiotic
lactobacilli groups compared to the placebo group. However, if treatment was conducted
for twelve weeks ([MD]: —0.26; [95% CI]: —11.14 to —1.39; Z = 2.52; p = 0.01; IZ = 92%),
a statistically significant difference in the SCORAD scores in favor of the single-strain
probiotics was indeed found. The study by Viljanen and co-authors [43] was not included
in this sub-analysis as the treatment time was only 4 weeks.

As shown in Figures 6 and 7, the severity of AD did influence the effect of probiotics.
Figure 6 shows three clinical trials by Weston, Folster-Holst and Klewicka and their co-
authors [44,46,49], in which only children with moderate to severe symptoms of AD
were recruited. No significant difference was found in favor of the single-strain probiotic
lactobacilli compared to the placebo ([MD]: —6.84; [95% CI]: —18.94 to 5.26; Z = 1.11;
p=0.27; 1 = 96%). On the other hand, the subgroup meta-analysis, shown in Figure 7,
found that the treatment with single-strain probiotic lactobacilli compared to the placebo
achieved a statistically significant decrease in the SCORAD index in children with mild
to moderate symptoms of AD ([MD]: —4.12; [95% Cl]: —7.77 to —0.48; Z = 2.22; p = 0.03;
12 = 87%); however, high heterogeneity was observed.
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Figure 8 depicts the influence of children with AD under 4 years consuming single-
strain probiotic lactobacilli. No significant difference was found ([MD]: —3.67; [95% CI]:
—8.14t0 0.80; Z = 1.61; p = 0.11; I? = 89%). On the other hand, Figure 9 shows a statistically
significant difference in favor of Lactobacillus rhamnosus GG if used as a treatment for
children with AD under 1 year of age and for 3 months ([MD]: —9.92; [95% CI]: —19.50 to
—0.34; Z=2.03; p = 0.04; I? = 0%).

4. Discussion

Our systematic review and meta-analysis show that the supplementation with single-
strain probiotic lactobacilli can reduce the SCORAD index in children with AD. However,
high heterogeneity was observed (90%) as the populations of included children were
between 0 and 18 years of age, the children were recruited from different geographical
regions, different single-strain probiotic lactobacilli were investigated, the treatment time
varied, and the severity of AD in children also varied from mild to severe. The results of our
subgroup meta-analyses showed that the efficacy of the single-strain probiotic lactobacilli
was statistically significantly influenced by various factors, including strain selection, the
duration of treatment and the age of children receiving treatment. A meta-analysis by
Huang et al. [32] also suggested an overall benefit of probiotics supplementation in children
with AD. Their analysis showed that probiotics effectively reduced SCORAD values in
children aged 1-18 years. However, they also detected high heterogeneity among the
studies and concluded that more randomized controlled trials with larger samples are
necessary to identify the optimal species, dose and treatment duration for children with
AD. Similarly, the meta-analysis by Jiang et al. [29] concluded that probiotics potentially
lower the incidence of AD and relieve AD symptoms in children and that more powerful
randomized controlled trials using standardized measurements should be conducted to
assess the long-term effects of probiotics. The meta-analysis by Kim et al. [58] found that
probiotics could be an option for treating AD, especially for moderate to severe AD in
children and adults. However, no evidence was found supporting the beneficial role of
probiotics in infants.

It is well known that probiotic lactobacilli influence immune modulation. Several
studies have shown that supplementation for 3 months is more effective than for 2 months
in establishing strong immunological support and counteracting inflammatory responses
beyond the intestinal milieu inflammation. A possible explanation might lie in enhancing
the generation of interleukin-10. In atopy, IL-10 is thought to mediate anti-inflammatory
effects partly via its downregulatory effect on cytokines and the IgE switch [41,59-61].

One of the most important factors influencing the effectiveness of the probiotics
on AD in children was strain selection, as was evident in the subgroup meta-analyses.
Two studies [44,52] investigated two strains of Limosilactobacillus fermentum, namely, VRI-
033 PCC and Lf GM090, and a statistically significant difference with low heterogeneity
(p =0.0001; I2 = 0%) was found in favor of both strains. Another review also supports this
finding, as Limosilactobacillus fermentum strains displayed curative properties against AD
in children [32]. Limosilactobacillus fermentum strains, which are used in the food industry
as food preservatives and contribute to flavor, texture and health-promoting ingredients
including antimicrobial peptides, have displayed the ability to enhance immunologic
response, decrease the level of bloodstream cholesterol and prevent community-acquired
gastrointestinal and upper respiratory tract infections [62-64].

Five clinical trials [41-43,46,47] investigated the well-known probiotic strain Lactoca-
seibacillus rhamnosus GG (also known as ATCC 53103 and LGG). However, no statistically
significant difference was found in favor of this strain; however, a high heterogeneity was
observed, which might have influenced the outcome. On the other hand, when considering
only studies that treated children under 1 year of age and a treatment duration of 3 months,
a statistically significant difference was found in favor of LGG. It has to be noted that in
this subgroup analysis only two studies were included [41,42], which gave us a limited
sample size as well as potential direct comparisons.
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LGG is a well-known probiotic that modifies changes related to allergic inflammation,
including inducing systematically detectable low-grade inflammation and enhancing the
generation of interleukin-10, which could affect clinical effects in children [41,43,59,65,66].
Although Kim et al. [58] found no evidence supporting the beneficial role of various
probiotics in infants, our subgroup meta-analysis, focusing on strain-specific analysis,
supports the beneficial role of LGG on AD, proving once more how important strain
selection is.

Meta-analyses of clinical trials have observed the efficacy of multi-strain probiotics,
which seem more effective in preventing AD symptoms. However, both single-strain
and multi-strain probiotics are effective in the curative effects of AD symptoms [29,32].
A large study and the follow-up studies by Wickens and co-authors [67,68] have shown
that perinatal supplementation with a bifidobacteria strain, namely, Bifidobacterium ani-
malis subsp. Lactis HNOO1, was effective in establishing a preventive effect against AD
in children, while the investigated lactobacilli strain, namely, Lacticaseibacillus rhamnosus
HNO01, was more effective in preventing eczema in children [69]. Many other studies
investigated the preventative effect of probiotics on AD [70-72]. Furthermore, several
studies have investigated the treatment of AD in children with regard to other single-strain
probiotics [73-75]; multi-strain probiotics [76-81]; postbiotics, also referred to as heat-killed
probiotics [56,82-85]; synbiotics; and prebiotics [86-89]. However, these were not included
in our review to allow us to conduct a more homogenous analysis of the currently available
clinical data on single-strain lactobacilli alone.

The subgroup analysis of the treatment groups that consumed single-strain probiotic
lactobacilli for 3 months vs. the treatment groups that consumed probiotic lactobacilli for
2 months also found a statistically significant difference in AD in children that consumed
the probiotics for 3 months (p = 0.01; 2= 92%). No significant difference was found in
those clinical studies in which the children consumed probiotics for 2 months (p = 0.16;
12 = 81%). Although the heterogeneity was high, indicating the variability among studies,
the random effects model was used with which we tried to balance the variability. This is
contrary to the results of the meta-analysis by Zhao et al. that focused on infants [90] and
found that a treatment time longer than 8 weeks did not bring any additional benefits. This
might be explained by the natural progression of AD, which diminishes the effect of any
treatment over time. However, as shown in various studies (including ours), a 3-month
probiotic treatment is the minimum required (especially when using lactobacilli) to impact
the immune system. The expected effects include the reduction in pro-inflammatory
responses; the modulation of the maturation of anti-inflammatory cytokines, such as 11-10;
and the stimulation of the mucosal IgA levels after colonizing and balancing the gut
microbiome [91,92].

Probiotics are among the possible prevention strategies for AD. Although several
studies reveal a significant reduction in AD incidence with prenatal and/or postnatal
probiotic supplementation, they differ in the strains, timing, dose, treatment duration and
measurement of clinical outcomes. Consequently, no firm guidelines or recommendations
exist for probiotic use in pregnancy or infancy to prevent AD. Currently, probiotics may
be promising, but there is inadequate data to determine their overall efficacy unequiv-
ocally [93,94]. These findings may be partially attributed to the fact that all probiotics
included in various meta-analyses are not comparable, as many traits are not only species
specific but also strain specific [11,24], thus preventing a generalized health benefit of
different strains. Similarly, when studying meta-analyses of the effect of antibiotics against
a disease, they may focus on a specific antibiotic [95], while in other meta-analyses, several
antibiotics are evaluated, and some are found to be more effective than others [96,97].

The World Allergy Organization-McMaster University Guidelines for Allergic Disease
Prevention also contained conflicting statements regarding probiotics in 2015 [98]. On the
one hand, it was found that current evidence does not indicate that probiotic supplemen-
tation reduces the risk of developing allergies in children. On the other hand, the panel
suggests using probiotics in pregnant women at a high risk for having an allergic child, in
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women who breastfeed infants at a high risk of developing allergies and in infants at a high
risk of developing allergies [99].

The overall quality of the included studies was mixed, mostly due to missing informa-
tion regarding the randomization and blinding process. However, this does not mean that
the authors did not use some form of computerized randomization and that the probiotic
and placebo formulations were similar in appearance, taste, smell and packaging. Further-
more, several clinical studies did not specify if the intention-to-treat (ITT) analysis was
utilized. The ITT analysis is a type of statistical analysis recommended in the Consolidated
Standards of Reporting Trials statement on best practices in trial reporting. It is consid-
ered a marker of good methodological quality in the analysis of results of a randomized
trial [35]. Therefore, it is important that authors of clinical studies report all information to
ensure the lowest possible risk of bias and the highest quality of analysis. The strength of
our meta-analysis is, among others, that we included only studies with a quality score of
medium-high or more and, therefore, added additional weight to the conclusions.

An important limitation of our meta-analysis is the small sample sizes of studies
and the variable populations (different ages of participants). Further studies with more
adequately powered RCTs using standardized measurements are necessary to assess which
species of probiotics, what dosages and what length of treatment are needed to strengthen
the evidence for the beneficial role of probiotics in children with AD. The provocative
question of whether routine administration of probiotics to all infants can reverse trends
in intestinal dysbiosis and dysbiosis-associated diseases remains unanswered. A large
cohort study or a randomized controlled trial of probiotics in infancy with a sufficient
follow-up to assess changes in dysbiosis-associated diseases is warranted and could be
paradigm-shifting [100].

5. Conclusions

The current evidence of previous studies shows mixed results of different multi-strain
and single-strain probiotics in preventing or treating AD symptoms in children, in which
some probiotics were more effective than others. Our review focused on single-strain
probiotic lactobacilli and has proven that certain species are promising adjuvant treatments
for decreasing AD in children. It is difficult to translate the findings into a meaningful
public health intervention because of the heterogeneous nature of trial outcomes and the
interventions used. The results of the present systematic review and meta-analysis are not
intended to replace any approved treatment for AD, such as Dupilumab, an interleukin(IL)-
4 receptor alpha (IL-4Rx) antagonist [101], which the FDA approved in March 2017 for
patients aged 6 years and older with moderate-to-severe AD. On the contrary, it intended to
investigate the efficacy of adjuvant supplementation with single-strain probiotic lactobacilli
for treating AD in children, carefully considering strain selection, treatment duration and
age of treatment. More robust, well-designed clinical studies with larger samples, exact
dosage, treatment time and careful strain selection to examine the effect of individual
single-strain probiotic lactobacilli and multi-strain probiotics for AD as well as studies
focusing on the influence of probiotics on the changes of the skin microbiota of patients
with AD are warranted.

Supplementary Materials: The following supporting information can be downloaded at:
https:/ /www.mdpi.com/article/10.3390 /pharmaceutics15041256 /s1. Supplementary S1: PRISMA
2020 Checklist.

Author Contributions: Conceptualization, S.F.,, D.M.T. and U.M.; methodology, S.F,, N.K. and M.H.;
formal analysis, S.F.,, G.J.,, N.K. and M.H.; data curation, S.F.; writing—original draft preparation, S.F,,
N.K.,, M.H., UM., M.S.P. and D.M.T; writing—review and editing, S.F., UM. and D.M.T,; funding
acquisition, U.M. All authors have read and agreed to the published version of the manuscript.

Funding: The authors acknowledge the financial support from the Slovenian Research Agency (grant
numbers: P3-0036, L7-4494 and ]3-1762).

Institutional Review Board Statement: Not applicable.


https://www.mdpi.com/article/10.3390/pharmaceutics15041256/s1

Pharmaceutics 2023, 15, 1256 17 of 21

Informed Consent Statement: Not applicable.
Data Availability Statement: Data are available from the corresponding author on request.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Powers, C.E.; McShane, D.B.; Gilligan, PH.; Burkhart, C.N.; Morrell, D.S. Microbiome and pediatric atopic dermatitis. J. Dermatol.
2015, 42, 1137-1142. [CrossRef]

2. Williams, H.C.; Burden-Teh, E. On the definition of dermatological disease. Part 2: Approaches for defining dermatological
diseases. Clin. Exp. Dermatol. 2022, 47, 1812-1819. [CrossRef]

3. Raimondo, A.; Lembo, S. Atopic Dermatitis: Epidemiology and Clinical Phenotypes. Dermatol. Pract. Concept. 2021, 11, €2021146.
[CrossRef]

4. Johnson, H.; Yu, J. Current and Emerging Therapies in Pediatric Atopic Dermatitis. Dermatol. Ther. 2022, 12, 2691-2703. [CrossRef]
[PubMed]

5. Oranje, A.P. Practical issues on interpretation of scoring atopic dermatitis: SCORAD Index, objective SCORAD, patient-oriented
SCORAD and Three-Item Severity score. Curr. Probl. Dermatol. 2011, 41, 149-155. [CrossRef]

6. Chopra, R.; Vakharia, PP; Sacotte, R.; Patel, N.; Immaneni, S.; White, T.; Kantor, R.; Hsu, D.Y,; Silverberg, J.I. Severity strata
for Eczema Area and Severity Index (EASI), modified EASI, Scoring Atopic Dermatitis (SCORAD), objective SCORAD, Atopic
Dermatitis Severity Index and body surface area in adolescents and adults with atopic dermatitis. Br. J. Dermatol. 2017, 177,
1316-1321. [CrossRef] [PubMed]

7. Oranje, A.P.; Glazenburg, E.J.; Wolkerstorfer, A.; de Waard-van der Spek, F.B. Practical issues on interpretation of scoring atopic
dermatitis: The SCORAD index, objective SCORAD and the three-item severity score. Br. J. Dermatol. 2007, 157, 645-648.
[CrossRef] [PubMed]

8.  Shi, B.; Bangayan, N.J.; Curd, E.; Taylor, PA.; Gallo, R.L.; Leung, D.Y.M,; Li, H. The skin microbiome is different in pediatric
versus adult atopic dermatitis. J. Allergy Clin. Immunol. 2016, 138, 1233-1236. [CrossRef] [PubMed]

9.  Gupta, M,; Sicherer, S.H. Timing of food introduction and atopy prevention. Clin. Dermatol. 2017, 35, 398—405. [CrossRef]

10.  Arkwright, P.D.; Koplin, ].J. Impact of a Decade of Research into Atopic Dermatitis. J. Allergy Clin. Immunol. Pract. 2022, 11, 63-71.
[CrossRef] [PubMed]

11. Hill, C.; Guarner, F,; Reid, G.; Gibson, G.R.; Merenstein, D.].; Pot, B.; Morelli, L.; Canani, R.B.; Flint, H.]J.; Salminen, S.; et al. The
International Scientific Association for Probiotics and Prebiotics consensus statement on the scope and appropriate use of the
term probiotic. Nat. Rev. Gastroenterol. Hepatol. 2014, 11, 506-514. [CrossRef] [PubMed]

12.  Zheng, J.; Wittouck, S.; Salvetti, E.; Franz, C.; Harris, H.M.B.; Mattarelli, P.; O'Toole, PW.; Pot, B.; Vandamme, P.; Walter, J.; et al.
A taxonomic note on the genus Lactobacillus: Description of 23 novel genera, emended description of the genus Lactobacillus
Beijerinck 1901, and union of Lactobacillaceae and Leuconostocaceae. Int. J. Syst. Evol. Microbiol. 2020, 70, 2782-2858. [CrossRef]
[PubMed]

13.  Fijan, S. Microorganisms with Claimed Probiotic Properties: An Overview of Recent Literature. Int. J. Environ. Res. Public Health
2014, 11, 4745-4767. [CrossRef] [PubMed]

14. Fuchs-Tarlovsky, V.; Marquez-Barba, M.F.; Sriram, K. Probiotics in dermatologic practice. Nutrition 2016, 32, 289-295. [CrossRef]

15. Ganji-Arjenaki, M.; Rafieian-Kopaei, M. Probiotics are a good choice in remission of inflammatory bowel diseases: A meta
analysis and systematic review. . Cell Physiol. 2018, 233, 2091-2103. [CrossRef]

16. Holte, K.; Krag, A.; Gluud, L.L. Systematic review and meta-analysis of randomized trials on probiotics for hepatic encephalopathy.
Hepatol Res. 2012, 42, 1008-1015. [CrossRef]

17.  Hungin, A.P; Mulligan, C.; Pot, B.; Whorwell, P.; Agréus, L.; Fracasso, P.; Lionis, C.; Mendive, J.; Philippart de Foy, ].M.;
Rubin, G,; et al. Systematic review: Probiotics in the management of lower gastrointestinal symptoms in clinical practice—An
evidence-based international guide. Aliment Pharmacol. Ther. 2013, 38, 864-886. [CrossRef] [PubMed]

18. Salem, I.; Ramser, A.; Isham, N.; Ghannoum, M.A. The Gut Microbiome as a Major Regulator of the Gut-Skin Axis. Front.
Microbiol. 2018, 9, 1459. [CrossRef] [PubMed]

19. Clarke, G;; Stilling, R.M.; Kennedy, PJ.; Stanton, C.; Cryan, J.F.; Dinan, T.G. Minireview: Gut Microbiota: The Neglected Endocrine
Organ. Mol. Endocrinol. 2014, 28, 1221-1238. [CrossRef]

20. Maldonado Galdeano, C.; Cazorla, S.I.; Lemme Dumit, ].M.; Vélez, E.; Perdigén, G. Beneficial Effects of Probiotic Consumption
on the Immune System. Ann. Nutr. Metab. 2019, 74, 115-124. [CrossRef]

21. Liu, Y,; Alookaran, J.J.; Rhoads, ].M. Probiotics in Autoimmune and Inflammatory Disorders. Nutrients 2018, 10, 1537. [CrossRef]

22. Kerry, R.G;; Patra, ] K;; Gouda, S.; Park, Y.; Shin, H.S.; Das, G. Benefaction of probiotics for human health: A review. J. Food Drug
Anal. 2018, 26, 927-939. [CrossRef]

23.  Zhu, G.; Zhao, ].; Zhang, H.; Chen, W.; Wang, G. Probiotics for Mild Cognitive Impairment and Alzheimer’s Disease: A Systematic
Review and Meta-Analysis. Foods 2021, 10, 1672. [CrossRef]

24. Binda, S.; Hill, C.; Johansen, E.; Obis, D.; Pot, B.; Sanders, M.E.; Tremblay, A.; Ouwehand, A.C. Criteria to Qualify Microorganisms

as "Probiotic" in Foods and Dietary Supplements. Front. Microbiol. 2020, 11, 1662. [CrossRef]


https://doi.org/10.1111/1346-8138.13072
https://doi.org/10.1111/ced.15278
https://doi.org/10.5826/dpc.1104a146
https://doi.org/10.1007/s13555-022-00829-4
https://www.ncbi.nlm.nih.gov/pubmed/36258087
https://doi.org/10.1159/000323308
https://doi.org/10.1111/bjd.15641
https://www.ncbi.nlm.nih.gov/pubmed/28485036
https://doi.org/10.1111/j.1365-2133.2007.08112.x
https://www.ncbi.nlm.nih.gov/pubmed/17714568
https://doi.org/10.1016/j.jaci.2016.04.053
https://www.ncbi.nlm.nih.gov/pubmed/27474122
https://doi.org/10.1016/j.clindermatol.2017.03.013
https://doi.org/10.1016/j.jaip.2022.09.021
https://www.ncbi.nlm.nih.gov/pubmed/36162801
https://doi.org/10.1038/nrgastro.2014.66
https://www.ncbi.nlm.nih.gov/pubmed/24912386
https://doi.org/10.1099/ijsem.0.004107
https://www.ncbi.nlm.nih.gov/pubmed/32293557
https://doi.org/10.3390/ijerph110504745
https://www.ncbi.nlm.nih.gov/pubmed/24859749
https://doi.org/10.1016/j.nut.2015.09.001
https://doi.org/10.1002/jcp.25911
https://doi.org/10.1111/j.1872-034X.2012.01015.x
https://doi.org/10.1111/apt.12460
https://www.ncbi.nlm.nih.gov/pubmed/23981066
https://doi.org/10.3389/fmicb.2018.01459
https://www.ncbi.nlm.nih.gov/pubmed/30042740
https://doi.org/10.1210/me.2014-1108
https://doi.org/10.1159/000496426
https://doi.org/10.3390/nu10101537
https://doi.org/10.1016/j.jfda.2018.01.002
https://doi.org/10.3390/foods10071672
https://doi.org/10.3389/fmicb.2020.01662

Pharmaceutics 2023, 15, 1256 18 of 21

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Rautava, S.; Kallioméki, M.; Isolauri, E. New therapeutic strategy for combating the increasing burden of allergic disease:
Probiotics-A Nutrition, Allergy, Mucosal Immunology and Intestinal Microbiota (NAMI) Research Group report. J. Allergy Clin.
Immunol. 2005, 116, 31-37. [CrossRef] [PubMed]

Anania, C.; Brindisi, G.; Martinelli, I.; Bonucci, E.; D’'Orsi, M.; Ialongo, S.; Nyffenegger, A.; Raso, T.; Spatuzzo, M.; De
Castro, G.; et al. Probiotics Function in Preventing Atopic Dermatitis in Children. Int. J. Mol. Sci. 2022, 23, 5409. [CrossRef]

Liu, Y;; Du, X;; Zhai, S.; Tang, X.; Liu, C.; Li, W. Gut microbiota and atopic dermatitis in children: A scoping review. BMC Pediatr.
2022, 22, 323. [CrossRef] [PubMed]

Boggio Marzet, C.; Burgos, F.; Del Compare, M.; Gerold, I.; Tabacco, O.; Vinderola, G. Approach to probiotics in pediatrics: The
role of Lactobacillus rhamnosus GG. Arch. Argent Pediatr. 2022, 120, el-e7. [CrossRef] [PubMed]

Jiang, W,; Ni, B.; Liu, Z,; Liu, X.; Xie, W.; Wu, L.X.Y,; Li, X. The Role of Probiotics in the Prevention and Treatment of Atopic
Dermatitis in Children: An Updated Systematic Review and Meta-Analysis of Randomized Controlled Trials. Paediatr. Drugs
2020, 22, 535-549. [CrossRef]

Sun, S.; Chang, G.; Zhang, L. The prevention effect of probiotics against eczema in children: An update systematic review and
meta-analysis. |. Dermatol. Treat. 2022, 33, 1844-1854. [CrossRef]

D’Elios, S.; Trambusti, I.; Verduci, E.; Ferrante, G.; Rosati, S.; Marseglia, G.L.; Drago, L.; Peroni, D.G. Probiotics in the prevention
and treatment of atopic dermatitis. Pediatr. Allergy Immunol. 2020, 31 (Suppl. 26), 43—45. [CrossRef]

Huang, R.; Ning, H.; Shen, M,; Li, J.; Zhang, ]J.; Chen, X. Probiotics for the Treatment of Atopic Dermatitis in Children: A
Systematic Review and Meta-Analysis of Randomized Controlled Trials. Front. Cell Infect. Microbiol. 2017, 7, 392. [CrossRef]
Higgins, J.P.T.; Lopez-Lopez, J.A.; Becker, B.J.; Davies, S.R.; Dawson, S.; Grimshaw, ].M.; McGuinness, L.A.; Moore, TH.M,;
Rehfuess, E.A.; Thomas, J.; et al. Synthesising quantitative evidence in systematic reviews of complex health interventions. BM]
Glob. Health 2019, 4, e000858. [CrossRef] [PubMed]

Page, M.]J.; 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. PLoS Med. 2021, 18,
€1003583. [CrossRef] [PubMed]

Tufanaru, C.; Munn, Z.; Aromataris, E.; Campbell, J.; Hopp, L. Chapter 3: Systematic reviews of effectiveness. In JBI Manual for
Evidence Synthesis; Aromataris, E., Munn, Z., Eds.; JBI, University of Adelaide: Adelaide, Australia, 2020.

Camp, S.; Legge, T. Simulation as a Tool for Clinical Remediation: An Integrative Review. Clin. Simul. Nurs. 2018, 16, 48-61.
[CrossRef]

Higgins, J.P.; Green, S. Cochrane Handbook for Systematic Reviews of Interventions Version 5.2.0. 2017. Available online:
https:/ /training.cochrane.org/handbook (accessed on 3 November 2022).

Cumpston, M.S.; McKenzie, ].E.; Welch, V.A.; Brennan, S.E. Strengthening systematic reviews in public health: Guidance in
the Cochrane Handbook for Systematic Reviews of Interventions, 2nd edition. J. Public Health 2022, 44, e588—e592. [CrossRef]
[PubMed]

Luo, D.; Wan, X,; Liu, J.; Tong, T. Optimally estimating the sample mean from the sample size, median, mid-range, and/or
mid-quartile range. Stat. Methods Med. Res. 2018, 27, 1785-1805. [CrossRef] [PubMed]

Wan, X.; Wang, W,; Liu, J.; Tong, T. Estimating the sample mean and standard deviation from the sample size, median, range
and/or interquartile range. BMC Med. Res. Methodol. 2014, 14, 135. [CrossRef]

Isolauri, E.; Arvola, T,; Siitas, Y.; Moilanen, E.; Salminen, S. Probiotics in the management of atopic eczema. Clin. Exp. Allergy
2000, 30, 1604-1610. [CrossRef]

Kirjavainen, P.V; Salminen, S.J.; Isolauri, E. Probiotic bacteria in the management of atopic disease: Underscoring the importance
of viability. J. Pediatr. Gastroenterol. Nutr. 2003, 36, 223-227. [CrossRef]

Viljanen, M.; Savilahti, E.; Haahtela, T.; Juntunen-Backman, K.; Korpela, R.; Poussa, T.; Tuure, T.; Kuitunen, M. Probiotics in the
treatment of atopic eczema/dermatitis syndrome in infants: A double-blind placebo-controlled trial. Allergy 2005, 60, 494-500.
[CrossRef] [PubMed]

Weston, S.; Halbert, A.; Richmond, P.; Prescott, S.L. Effects of probiotics on atopic dermatitis: A randomised controlled trial. Arch.
Dis. Child 2005, 90, 892-897. [CrossRef]

Brouwer, M.L.; Wolt-Plompen, S.A.; Dubois, A.E.; van der Heide, S.; Jansen, D.E; Hoijer, M.A.; Kauffman, H.F,; Duiverman,
E.J. No effects of probiotics on atopic dermatitis in infancy: A randomized placebo-controlled trial. Clin. Exp. Allergy 2006, 36,
899-906. [CrossRef] [PubMed]

Folster-Holst, R.; Miiller, F.; Schnopp, N.; Abeck, D.; Kreiselmaier, I.; Lenz, T.; von Riiden, U.; Schrezenmeir, J.; Christophers, E.;
Weichenthal, M. Prospective, randomized controlled trial on Lactobacillus rhamnosus in infants with moderate to severe atopic
dermatitis. Br. |. Dermatol. 2006, 155, 1256-1261. [CrossRef] [PubMed]

Griiber, C.; Wendt, M.; Sulser, C.; Lau, S.; Kulig, M.; Wahn, U.; Werfel, T.; Niggemann, B. Randomized, placebo-controlled trial of
Lactobacillus rhamnosus GG as treatment of atopic dermatitis in infancy. Allergy 2007, 62, 1270-1276. [CrossRef] [PubMed]

Woo, S.I; Kim, J.Y;; Lee, Y.J.; Kim, N.S.; Hahn, Y.S. Effect of Lactobacillus sakei supplementation in children with atopic eczema-
dermatitis syndrome. Ann. Allerqy Asthma Immunol. 2010, 104, 343-348. [CrossRef] [PubMed]

Klewicka, E.; Cukrowska, B.; Libudzisz, Z.; Slizewska, K.; Motyl, I. Changes in gut microbiota in children with atopic dermatitis
administered the bacteria Lactobacillus casei DN-114001. Pol. . Microbiol. 2011, 60, 329-333. [CrossRef]


https://doi.org/10.1016/j.jaci.2005.02.010
https://www.ncbi.nlm.nih.gov/pubmed/15990769
https://doi.org/10.3390/ijms23105409
https://doi.org/10.1186/s12887-022-03390-3
https://www.ncbi.nlm.nih.gov/pubmed/35655175
https://doi.org/10.5546/aap.2022.eng.e1
https://www.ncbi.nlm.nih.gov/pubmed/35068121
https://doi.org/10.1007/s40272-020-00410-6
https://doi.org/10.1080/09546634.2021.1925077
https://doi.org/10.1111/pai.13364
https://doi.org/10.3389/fcimb.2017.00392
https://doi.org/10.1136/bmjgh-2018-000858
https://www.ncbi.nlm.nih.gov/pubmed/30775014
https://doi.org/10.1371/journal.pmed.1003583
https://www.ncbi.nlm.nih.gov/pubmed/33780438
https://doi.org/10.1016/j.ecns.2017.11.003
https://training.cochrane.org/handbook
https://doi.org/10.1093/pubmed/fdac036
https://www.ncbi.nlm.nih.gov/pubmed/35352103
https://doi.org/10.1177/0962280216669183
https://www.ncbi.nlm.nih.gov/pubmed/27683581
https://doi.org/10.1186/1471-2288-14-135
https://doi.org/10.1046/j.1365-2222.2000.00943.x
https://doi.org/10.1097/00005176-200302000-00012
https://doi.org/10.1111/j.1398-9995.2004.00514.x
https://www.ncbi.nlm.nih.gov/pubmed/15727582
https://doi.org/10.1136/adc.2004.060673
https://doi.org/10.1111/j.1365-2222.2006.02513.x
https://www.ncbi.nlm.nih.gov/pubmed/16839405
https://doi.org/10.1111/j.1365-2133.2006.07558.x
https://www.ncbi.nlm.nih.gov/pubmed/17107398
https://doi.org/10.1111/j.1398-9995.2007.01543.x
https://www.ncbi.nlm.nih.gov/pubmed/17919141
https://doi.org/10.1016/j.anai.2010.01.020
https://www.ncbi.nlm.nih.gov/pubmed/20408346
https://doi.org/10.33073/pjm-2011-047

Pharmaceutics 2023, 15, 1256 19 of 21

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Gore, C.; Custovic, A.; Tannock, G.W.; Munro, K.; Kerry, G.; Johnson, K.; Peterson, C.; Morris, J.; Chaloner, C.; Murray, C.S,; et al.
Treatment and secondary prevention effects of the probiotics Lactobacillus paracasei or Bifidobacterium lactis on early infant eczema:
Randomized controlled trial with follow-up until age 3 years. Clin. Exp. Allergy 2012, 42, 112-122. [CrossRef]

Han, Y.; Kim, B.; Ban, J.; Lee, J.; Kim, B.J.; Choi, B.S.; Hwang, S.; Ahn, K_; Kim, J. A randomized trial of Lactobacillus plantarum
CJLP133 for the treatment of atopic dermatitis. Pediatr. Allergy Immunol. 2012, 23, 667-673. [CrossRef]

Wang, L].; Wang, ].Y. Children with atopic dermatitis show clinical improvement after Lactobacillus exposure. Clin. Exp. Allergy
2015, 45, 779-787. [CrossRef]

Prakoeswa, C.R.S.; Herwanto, N.; Prameswari, R.; Astari, L.; Sawitri, S.; Hidayati, A.N.; Indramaya, D.M.; Kusumowidagdo, E.R,;
Surono, LS. Lactobacillus plantarum 1S-10506 supplementation reduced SCORAD in children with atopic dermatitis. Benef. Microbes
2017, 8, 833-840. [CrossRef]

Wu, YJ.; Wu, WE; Hung, CW,; Ku, M.S,; Liao, P.E; Sun, H.L.; Lu, K.H.; Sheu, J.N.; Lue, K.H. Evaluation of efficacy and
safety of Lactobacillus rhamnosus in children aged 4-48 months with atopic dermatitis: An 8-week, double-blind, randomized,
placebo-controlled study. J. Microbiol. Immunol. Infect. 2017, 50, 684—692. [CrossRef]

Ahn, S.H.; Yoon, W.; Lee, S.Y.; Shin, H.S.; Lim, M.Y.; Nam, Y.D.; Yoo, Y. Effects of Lactobacillus pentosus in Children with
Allergen-Sensitized Atopic Dermatitis. J. Korean Med. Sci. 2020, 35, 128. [CrossRef]

Rather, I.A.; Kim, B.C.; Lew, L.C.; Cha, SK,; Lee, ].H.; Nam, G.J.; Majumder, R.; Lim, J.; Lim, SK.; Seo, YJ.; et al. Oral
Administration of Live and Dead Cells of Lactobacillus sakei proBio65 Alleviated Atopic Dermatitis in Children and Adolescents:
A Randomized, Double-Blind, and Placebo-Controlled Study. Probiotics Antimicrob. Proteins 2021, 13, 315-326. [CrossRef]
Carucci, L.; Nocerino, R.; Paparo, L.; De Filippis, F; Coppola, S.; Giglio, V.; Cozzolino, T.; Valentino, V.; Sequino, G.;
Bedogni, G.; et al. Therapeutic effects elicited by the probiotic Lacticaseibacillus rhamnosus GG in children with atopic dermatitis.
The results of the ProPAD trial. Pediatr. Allerqy Immunol. 2022, 33, e13836. [CrossRef] [PubMed]

Kim, S.-O.; Ah, Y.-M.; Yu, Y.M,; Choi, K.H.; Shin, W.-G.; Lee, J.-Y. Effects of probiotics for the treatment of atopic dermatitis: A
meta-analysis of randomized controlled trials. Ann. Allerqy Asthma Immunol. 2014, 113, 217-226. [CrossRef] [PubMed]

Pessi, T.; Stitas, Y.; Hurme, M.; Isolauri, E. Interleukin-10 generation in atopic children following oral Lactobacillus rhamnosus GG.
Clin. Exp. Allergy 2000, 30, 1804-1808. [CrossRef] [PubMed]

Steiner, N.C.; Lorentz, A. Probiotic Potential of Lactobacillus Species in Allergic Rhinitis. Int. Arch. Allergy Immunol. 2021, 182,
807-818. [CrossRef]

Bianchini, S.; Orabona, C.; Camilloni, B.; Berioli, M.G.; Argentiero, A.; Matino, D.; Alunno, A.; Albini, E.; Vacca, C,;
Pallotta, M.T,; et al. Effects of probiotic administration on immune responses of children and adolescents with type 1 diabetes to
a quadrivalent inactivated influenza vaccine. Hum. Vaccines Immunother. 2020, 16, 86-94. [CrossRef]

Naghmouchi, K.; Belguesmia, Y.; Bendali, F.; Spano, G.; Seal, B.S.; Drider, D. Lactobacillus fermentum: A bacterial species with
potential for food preservation and biomedical applications. Crit. Rev. Food Sci. Nutr. 2020, 60, 3387-3399. [CrossRef] [PubMed]
Gupta, T.; Kaur, H.; Kapila, S.; Kapila, R. Lactobacillus fermentum (MTCC-5898) alleviates Escherichia coli-induced inflammatory
responses in intestinal epithelial cells by modulating immune genes and NF-«B signalling. J. Appl. Microbiol. 2021, 131, 3008-3017.
[CrossRef]

Lee, C.S,; Kim, S.H. Anti-inflammatory and Anti-osteoporotic Potential of Lactobacillus plantarum A41 and L. fermentum SRK414
as Probiotics. Probiotics Antimicrob. Proteins 2020, 12, 623-634. [CrossRef] [PubMed]

Viljanen, M.; Kuitunen, M.; Haahtela, T.; Juntunen-Backman, K.; Korpela, R.; Savilahti, E. Probiotic effects on faecal inflammatory
markers and on faecal IgA in food allergic atopic eczema/dermatitis syndrome infants. Pediatr. Allerqy Immunol. 2005, 16, 65-71.
[CrossRef] [PubMed]

Viljanen, M.; Pohjavuori, E.; Haahtela, T.; Korpela, R.; Kuitunen, M.; Sarnesto, A.; Vaarala, O.; Savilahti, E. Induction of
inflammation as a possible mechanism of probiotic effect in atopic eczema-dermatitis syndrome. . Allergy Clin. Immunol. 2005,
115, 1254-1259. [CrossRef] [PubMed]

Wickens, K.; Black, PN.; Stanley, T.V.; Mitchell, E.; Fitzharris, P.; Tannock, G.W.; Purdie, G.; Crane, J. A differential effect of 2
probiotics in the prevention of eczema and atopy: A double-blind, randomized, placebo-controlled trial. . Allergy Clin. Immunol.
2008, 122, 788-794. [CrossRef]

Simpson, M.R.; Dotterud, C.K.; Storrg, O.; Johnsen, R.; Qien, T. Perinatal probiotic supplementation in the prevention of allergy
related disease: 6 year follow up of a randomised controlled trial. BMC Dermatol. 2015, 15, 13. [CrossRef]

Wickens, K.; Black, P; Stanley, T.V.; Mitchell, E.; Barthow, C.; Fitzharris, P; Purdie, G.; Crane, J. A protective effect of Lactobacillus
rhamnosus HNO0O1 against eczema in the first 2 years of life persists to age 4 years. Clin. Exp. Allergy 2012, 42,1071-1079. [CrossRef]
Rose, M. A ; Stieglitz, F.; Koksal, A.; Schubert, R.; Schulze, ].; Zielen, S. Efficacy of probiotic Lactobacillus GG on allergic sensitization
and asthma in infants at risk. Clin. Exp. Allergy 2010, 40, 1398-1405. [CrossRef]

Moro, G.; Arslanoglu, S.; Stahl, B.; Jelinek, J.; Wahn, U.; Boehm, G. A mixture of prebiotic oligosaccharides reduces the incidence
of atopic dermatitis during the first six months of age. Arch. Dis. Child 2006, 91, 814-819. [CrossRef]

Shafiei, A.; Moin, M.; Pourpak, Z.; Gharagozlou, M.; Aghamohamadi, A.; Sajedi, V.; Soheili, H.; Sotoodeh, S.; Movahedi, M.
Synbiotics could not Reduce the Scoring of Childhood Atopic Dermatitis (SCORAD): A Randomized Double Blind Placebo-
Controlled Trial. Iran. J. Allergy Asthma Immunol. 2011, 10, 21-28.


https://doi.org/10.1111/j.1365-2222.2011.03885.x
https://doi.org/10.1111/pai.12010
https://doi.org/10.1111/cea.12489
https://doi.org/10.3920/BM2017.0011
https://doi.org/10.1016/j.jmii.2015.10.003
https://doi.org/10.3346/jkms.2020.35.e128
https://doi.org/10.1007/s12602-020-09654-7
https://doi.org/10.1111/pai.13836
https://www.ncbi.nlm.nih.gov/pubmed/36003050
https://doi.org/10.1016/j.anai.2014.05.021
https://www.ncbi.nlm.nih.gov/pubmed/24954372
https://doi.org/10.1046/j.1365-2222.2000.00948.x
https://www.ncbi.nlm.nih.gov/pubmed/11122221
https://doi.org/10.1159/000515352
https://doi.org/10.1080/21645515.2019.1633877
https://doi.org/10.1080/10408398.2019.1688250
https://www.ncbi.nlm.nih.gov/pubmed/31729242
https://doi.org/10.1111/jam.15153
https://doi.org/10.1007/s12602-019-09577-y
https://www.ncbi.nlm.nih.gov/pubmed/31372901
https://doi.org/10.1111/j.1399-3038.2005.00224.x
https://www.ncbi.nlm.nih.gov/pubmed/15693914
https://doi.org/10.1016/j.jaci.2005.03.047
https://www.ncbi.nlm.nih.gov/pubmed/15940143
https://doi.org/10.1016/j.jaci.2008.07.011
https://doi.org/10.1186/s12895-015-0030-1
https://doi.org/10.1111/j.1365-2222.2012.03975.x
https://doi.org/10.1111/j.1365-2222.2010.03560.x
https://doi.org/10.1136/adc.2006.098251

Pharmaceutics 2023, 15, 1256 20 of 21

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.
94.

Sharma, R.; Honda, S.; Mahajan, R.; De, D.; Sachdeva, N. Evaluating the Effect of Supplementation with Bacillus clausii on
Therapeutic Outcomes in Atopic Eczema-Results of an Observer-Blinded Parallel-Group Randomized Controlled Study. Indian J.
Dermatol. 2022, 67, 121-126. [CrossRef]

Ivakhnenko, E.S.; Nian’kovskii, S.L. Effect of probiotics on the dynamics of gastrointestinal symptoms of food allergy to cow’s
milk protein in infants. Georgian Med. News 2013, 219, 46-52.

van der Aa, L.B.; Lutter, R.; Heymans, H.S.; Smids, B.S.; Dekker, T.; van Aalderen, W.M,; Sillevis Smitt, J.H.; Knippels, L.M.;
Garssen, J.; Nauta, A.J.; et al. No detectable beneficial systemic immunomodulatory effects of a specific synbiotic mixture in
infants with atopic dermatitis. Clin. Exp. Allergy 2012, 42, 531-539. [CrossRef]

Navarro-Lopez, V.; Ramirez-Bosca, A.; Ramon-Vidal, D.; Ruzafa-Costas, B.; Genoves-Martinez, S.; Chenoll-Cuadros, E.; Carrion-
Gutierrez, M.; de la Parte, ].H.; Prieto-Merino, D.; Codoner-Cortes, EM. Effect of Oral Administration of a Mixture of Probiotic
Strains on SCORAD Index and Use of Topical Steroids in Young Patients With Moderate Atopic Dermatitis A Randomized
Clinical Trial. JAMA Dermatol. 2018, 154, 37-43. [CrossRef]

Kim, J.Y.; Kwon, ].H.; Ahn, S.H.; Lee, S.I; Han, Y.S.; Choi, Y.O.; Lee, S.Y.; Ahn, KM.; Ji, G.E. Effect of probiotic mix (Bifidobacterium
bifidum, Bifidobacterium lactis, Lactobacillus acidophilus) in the primary prevention of eczema: A double-blind, randomized,
placebo-controlled trial. Pediatr. Allergy Immunol. 2010, 21, e386—-e393. [CrossRef] [PubMed]

Gerasimov, S.V.; Vasjuta, V.V.; Myhovych, O.O.; Bondarchuk, L.I. Probiotic supplement reduces atopic dermatitis in preschool
children: A randomized, double-blind, placebo-controlled, clinical trial. Am. J. Clin. Dermatol. 2010, 11, 351-361. [CrossRef]
[PubMed]

Rosenfeldt, V.; Benfeldt, E.; Nielsen, S.D.; Michaelsen, K.F,; Jeppesen, D.L.; Valerius, N.H.; Paerregaard, A. Effect of probiotic
Lactobacillus strains in children with atopic dermatitis. J. Allergy Clin. Immunol. 2003, 111, 389-395. [CrossRef] [PubMed]
Cukrowska, B.; Ceregra, A.; Maciorkowska, E.; Surowska, B.; Zegadlo-Mylik, M.A.; Konopka, E.; Trojanowska, I.; Zakrzewska, M.;
Bierta, J.B.; Zakrzewski, M.; et al. The Effectiveness of Probiotic Lactobacillus rhamnosus and Lactobacillus casei Strains in Children
with Atopic Dermatitis and Cow’s Milk Protein Allergy: A Multicenter, Randomized, Double Blind, Placebo Controlled Study.
Nutrients 2021, 13, 1169. [CrossRef]

Farid, R.; Ahanchian, H.; Jabbari, F.; Moghiman, T. Effect of a New Synbiotic Mixture on Atopic Dermatitis in Children: A
Randomized-Controlled Trial. Iran. ]. Pediatr. 2011, 21, 225-230. [PubMed]

D’Auria, E.; Panelli, S.; Lunardon, L.; Pajoro, M.; Paradiso, L.; Beretta, S.; Loretelli, C.; Tosi, D.; Perini, M.; Bedogni, G.; et al. Rice
flour fermented with Lactobacillus paracasei CBA L74 in the treatment of atopic dermatitis in infants: A randomized, double- blind,
placebo- controlled trial. Pharmacol. Res. 2021, 163, 105284. [CrossRef]

Jeong, K.; Kim, M.; Jeon, S.A.; Kim, Y.H.; Lee, S. A randomized trial of Lactobacillus rhamnosus IDCC 3201 tyndallizate (RHT3201)
for treating atopic dermatitis. Pediatr. Allergy Immunol. 2020, 31, 783-792. [CrossRef]

Nakata, J.; Hirota, T.; Umemura, H.; Nakagawa, T.; Kando, N.; Futamura, M.; Nakamura, Y.; Ito, K. Additive effect of Lactobacillus
acidophilus L-92 on children with atopic dermatitis concomitant with food allergy. Asia Pac. Allergy 2019, 9, e18. [CrossRef]

Yan, D.C.; Hung, C.H.; Sy, L.B.; Lue, K.H.; Shih, I.H.; Yang, C.Y,; Chen, L.C.; Sun, H.L.; Lee, M.S.; Chambard, J.; et al. A
Randomized, Double-Blind, Placebo-Controlled Trial Assessing the Oral Administration of a Heat-Treated Lactobacillus paracasei
Supplement in Infants with Atopic Dermatitis Receiving Topical Corticosteroid Therapy. Skin Pharmacol. Physiol. 2019, 32, 201-211.
[CrossRef] [PubMed]

Passeron, T.; Lacour, ].P.; Fontas, E.; Ortonne, J.P. Prebiotics and synbiotics: Two promising approaches for the treatment of atopic
dermatitis in children above 2 years. Allergy 2006, 61, 431-437. [CrossRef] [PubMed]

Aldaghi, M.; Tehrani, H.; Karrabi, M.; Abadi, ES.; Sahebkar, M. The effect of multi-strain synbiotic and vitamin D3 supplements
on the severity of atopic dermatitis among infants under 1 year of age: A double-blind, randomized clinical trial study. J. Dermatol.
Treat. 2022, 33, 812-817. [CrossRef] [PubMed]

Rozé, J.C.; Barbarot, S.; Butel, M.].; Kapel, N.; Waligora-Dupriet, A.].; De Montgolfier, I.; Leblanc, M.; Godon, N.; Soulaines, P.;
Darmaun, D.; et al. An a-lactalbumin-enriched and symbiotic-supplemented v. a standard infant formula: A multicentre,
double-blind, randomised trial. Br. J. Nutr. 2012, 107, 1616-1622. [CrossRef]

Wu, K.G; Li, T.H.; Peng, H.J. Lactobacillus salivarius plus fructo-oligosaccharide is superior to fructo-oligosaccharide alone for
treating children with moderate to severe atopic dermatitis: A double-blind, randomized, clinical trial of efficacy and safety. Br. ].
Dermatol. 2012, 166, 129-136. [CrossRef]

Zhao, M.; Shen, C.; Ma, L. Treatment efficacy of probiotics on atopic dermatitis, zooming in on infants: A systematic review and
meta-analysis. Int. J. Dermatol. 2018, 57, 635-641. [CrossRef]

Lambring, C.B.; Siraj, S.; Patel, K.; Sankpal, U.T.; Mathew, S.; Basha, R. Impact of the Microbiome on the Immune System. Crit.
Rev. Immunol. 2019, 39, 313-328. [CrossRef]

Eslami, M.; Bahar, A.; Keikha, M.; Karbalaei, M.; Kobyliak, N.M.; Yousefi, B. Probiotics function and modulation of the immune
system in allergic diseases. Allergol. Immunopathol. 2020, 48, 771-788. [CrossRef]

Fenner, J.; Silverberg, N.B. Oral supplements in atopic dermatitis. Clin. Dermatol. 2018, 36, 653—-658. [CrossRef] [PubMed]
Boulos, S.; Yan, A.C. Current concepts in the prevention of atopic dermatitis. Clin. Dermatol. 2018, 36, 668—671. [CrossRef]
[PubMed]


https://doi.org/10.4103/ijd.ijd_587_21
https://doi.org/10.1111/j.1365-2222.2011.03890.x
https://doi.org/10.1001/jamadermatol.2017.3647
https://doi.org/10.1111/j.1399-3038.2009.00958.x
https://www.ncbi.nlm.nih.gov/pubmed/19840300
https://doi.org/10.2165/11531420-000000000-00000
https://www.ncbi.nlm.nih.gov/pubmed/20642296
https://doi.org/10.1067/mai.2003.389
https://www.ncbi.nlm.nih.gov/pubmed/12589361
https://doi.org/10.3390/nu13041169
https://www.ncbi.nlm.nih.gov/pubmed/23056792
https://doi.org/10.1016/j.phrs.2020.105284
https://doi.org/10.1111/pai.13269
https://doi.org/10.5415/apallergy.2019.9.e18
https://doi.org/10.1159/000499436
https://www.ncbi.nlm.nih.gov/pubmed/31117100
https://doi.org/10.1111/j.1398-9995.2005.00956.x
https://www.ncbi.nlm.nih.gov/pubmed/16512804
https://doi.org/10.1080/09546634.2020.1782319
https://www.ncbi.nlm.nih.gov/pubmed/32530339
https://doi.org/10.1017/S000711451100479X
https://doi.org/10.1111/j.1365-2133.2011.10596.x
https://doi.org/10.1111/ijd.13873
https://doi.org/10.1615/CritRevImmunol.2019033233
https://doi.org/10.1016/j.aller.2020.04.005
https://doi.org/10.1016/j.clindermatol.2018.05.010
https://www.ncbi.nlm.nih.gov/pubmed/30217278
https://doi.org/10.1016/j.clindermatol.2017.03.004
https://www.ncbi.nlm.nih.gov/pubmed/30217281

Pharmaceutics 2023, 15, 1256 21 of 21

95.

96.

97.

98.

99.

100.
101.

Elghazaly, S.M.; Hamam, K.M.; Badawy, M.M.; Yakoub Agha, N.A.; Samy, A.; Abbas, A.M. Efficacy and safety of single dose of
oral secnidazole 2 g in treatment of bacterial vaginosis: A systematic review and meta-analysis. Eur. ]. Obstet Gynecol. Reprod. Biol.
2019, 238, 125-131. [CrossRef] [PubMed]

Yao, Z.; Chen, H.; Wang, X.; Zhang, Y.; Jian, M.; Hu, J.; Yu, B; Jiang, L. Efficacy of the Short-Term versus Long-Term Administration
of Antimicrobial Prophylaxis in Gastric Cancer Surgery: A Meta-Analysis of Randomized Controlled Trials. Surg. Infect. 2022, 23,
625-633. [CrossRef]

Janjua, S.; Mathioudakis, A.G.; Fortescue, R.; Walker, R.A.E.; Sharif, S.; Threapleton, C.J.D.; Dias, S. Prophylactic antibiotics for
adults with chronic obstructive pulmonary disease: A network meta-analysis. Cochrane Database Syst. Rev. 2021, 1, CD013198.
[CrossRef]

Ricci, G.; Cipriani, E; Cuello-Garcia, C.A.; Brozek, J.L.; Fiocchi, A.; Pawankar, R.; Yepes-Nuies, ].J.; Terraciano, L.; Gandhi, S.;
Agarwal, A; et al. A clinical reading on “World Allergy Organization-McMaster University Guidelines for Allergic Disease
Prevention (GLAD-P): Probiotics”. World Allergy Organ. J. 2016, 9, 9. [CrossRef]

Fiocchi, A.; Pawankar, R.; Cuello-Garcia, C.; Ahn, K.; Al-Hammadi, S.; Agarwal, A.; Beyer, K; Burks, W.; Canonica, G.W.,;
Ebisawa, M.; et al. World Allergy Organization-McMaster University Guidelines for Allergic Disease Prevention (GLAD-P):
Probiotics. World Allergy Organ. J. 2015, 8, 4. [CrossRef]

Underwood, M.A. Should we treat every infant with a probiotic? Minerva. Pediatr. 2019, 71, 253-262. [CrossRef]

Blauvelt, A.; de Bruin-Weller, M.; Gooderham, M.; Cather, J.C.; Weisman, J.; Pariser, D.; Simpson, E.L.; Papp, K.A.; Hong, H.C,;
Rubel, D.; et al. Long-term management of moderate-to-severe atopic dermatitis with dupilumab and concomitant topical
corticosteroids (LIBERTY AD CHRONOS): A 1-year, randomised, double-blinded, placebo-controlled, phase 3 trial. Lancet 2017,
389, 2287-2303. [CrossRef]

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/10.1016/j.ejogrb.2019.05.013
https://www.ncbi.nlm.nih.gov/pubmed/31129560
https://doi.org/10.1089/sur.2022.179
https://doi.org/10.1002/14651858.CD013198
https://doi.org/10.1186/s40413-016-0101-8
https://doi.org/10.1186/s40413-015-0055-2
https://doi.org/10.23736/S0026-4946.19.05526-9
https://doi.org/10.1016/S0140-6736(17)31191-1

	Introduction 
	Materials and Methods 
	Search Strategy and Selection Criteria 
	Eligibility Criteria 
	Data Extraction and Critical Assessment 
	Statistical Analysis 

	Results 
	Study Selection 
	Characteristics of the Included Studies 
	Meta-Analysis of the Effect of Single-Strain Probiotic Lactobacilli for the Treatment of Atopic Dermatitis 

	Discussion 
	Conclusions 
	References

