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The Role of Probiotics as Effective
Therapies for Dysbiosis and GI Dysfunctions
As most are now aware, the human GI tract is host to countless microbes (some estimate 100 trillion bacteria alone) that have a

powerful impact on human health. This impact extends well beyond the gut lumen, and has been implicated in nearly every facet
of human physiology and metabolism.1,2,3 In fact, the gut microbiome is now commonly viewed by many as a semi-autonomous
symbiotic organ or organ-like system within the GI tract. Currently, our knowledge of the commensal gut microbiota is heavily
weighted toward bacterial species, though there is a growing base of knowledge on GI-resident viruses, bacteriophages (viruses
that infect bacteria), fungi, and protozoa. Recent technological advances that allow for the recovery, amplification and sequencing
of genetic material from the gut have given us exponentially more information than the plating/culturing technologies of the
past, allowing for the identification of more than 1,300 different bacterial species† in humans worldwide.4,5
However, while our knowledge of the microbiome within the human gut has greatly expanded in just the past few
years, there is much we still do not know about this complex ecosystem, especially as it pertains to modifying its structure and
metabolic functions to favor a healthy host phenotype. This monograph summarizes several of the clinically relevant aspects of
gut microbial balance, focusing on evidence-based strategies to help correct microbial dysbiosis.

Dysbiosis: Microbiome Out of Balance
Most integrative and functional medicine clinicians are familiar
with the term gastrointestinal dysbiosis. Essentially, it describes any
significant imbalance in the gut microbial ecosystem, especially one that
leads to a negative host response. This includes either an overgrowth
or depletion of some particular commensal species, family or phylum
of bacteria, or a geographic dislocation of one or more species (i.e.,
colon bacteria colonizing the small intestine). While an infection by a
pathogenic microbe such as Salmonella is not usually called “dysbiosis,”
the opportunistic overgrowth of bacteria like Clostridium difficile or
a yeast like Candida albicans is often directly related to an infection or
an antibiotic-induced alteration in the gut microbiota (i.e., dysbiosisinduced). Ironically, with the advanced technologies now available to
help the clinician analyze specific changes in the gut microbiota, the
term “dysbiosis” has almost become too generic for the research setting,
and clinicians should be aware that more specific terms might be used
to define specific microbiome-host dysfunctions. Still, the notion that
a disturbance in the gut microbial ecosystem —dysbiosis— may be a
major trigger in a wide range of gastrointestinal and systemic disorders
is an important factor often missed by clinicians uninformed by these
recent discoveries.
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Basic Dietary Principles to
Benefit the Microbiome
It is not surprising that the basic dietary principles that promote
overall health and reduce the risk for most chronic diseases are
also those that promote a healthy gut microbial community.
• Diversity is key; the diet should contain a wide range
of foods, especially those derived from plants with
different phytochemicals.
• Dietary fiber, resistant starch, and complex
carbohydrates should be emphasized.
• Eat food as fresh and unprocessed as possible
(safely).
• Eating seasonally (using local foods), may help
diversify gut microbiota.
• Individuals should avoid foods they suspect will
trigger GI discomfort, allergic reactions or cause
noticeable changes in bowel transit time.
• Limit access to foods (i.e., factory-farmed meats)
that contain antibiotics.

† There is some debate about the number of species identified within the global
human microbiome, based on the definition of a species and the techniques used to
identify genetic differences. This number continues to expand as better genetic tools
become available and larger populations are sampled.
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Re-Establishing a Healthy Microbiome
One of the main goals for any clinician should be to help all
patients, especially those with GI-related dysfunction, maintain
a healthy gut microbiome. Within the 4R model taught to many
functional medicine clinicians, this has been defined as “reinoculate,” though we think the goal to “re-establish” a healthy
microbiome is a more comprehensive way to understand this
idea.† Certainly, adding microorganisms (i.e., inoculation) in
the form of probiotics or fecal transplantation can be a major
therapeutic strategy to help maintain a healthy microbiome,
but there are many fundamental strategies that do not involve
adding live organisms.

Diet and the Microbiome

An individual’s diet (historical and current) is likely the single
greatest influence on the gut microbiome, as it serves as both a
source of inoculation of microbes and provides the nutrients
upon which the resident commensal organisms feed. For
example, research looking at diverse dietary patterns has revealed
significant differences in the gut microbiota from vegetarians
compared to meat-eaters, Western urban children vs. rural
African children, and a range of elderly subjects consuming
different dietary patterns over time.6,7 Not surprisingly, healthy
dietary patterns like the Mediterranean diet have been shown
to be associated with a more diverse and healthy gut microbiota,
compared to standard unhealthy Western dietary patterns.8
To investigate the adaptability of the microbiota to
changes in dietary patterns, researchers at Harvard University
analyzed the fecal microbiota of individuals when shifted between
an exclusively plant-based diet to an exclusively animal-based
diet.9 They found the microbiota pattern was noticeably shifted
shortly after changing diets in a similar and predictable manner
in multiple subjects (N = 11). This suggests the microbiota within
the gut can adapt to changing nutrient availability and can do
so quite rapidly (within days). Clinicians should be aware of this
adaptability when they are using dietary interventions while also
performing stool microbiota analysis to understand a patient’s
health. Since some patients delay taking their stool test for weeks
after receiving a sample kit, they may have changed (or improved)
their diet based on the advice of their clinician long enough to
alter the microbiota prior to sampling. Therefore, the analysis
may not accurately reflect the “baseline” microbiota.
There are several components of the diet that appear
to have the greatest influence on the species diversity and
abundance of the gut microbiota (at least as measured by fecal
metagenomics).10 Most of the population research has focused on
macronutrient content (especially the diversity and complexity
of the carbohydrate components), and phytonutrient diversity,
though individuals consuming foods that radically alter bowel
transit time or that cause a major inflammatory response will
also experience an altered gut microbiota.
† This model of GI healing is defined as the “4R Model” in the 2010 edition of the
Textbook of Functional Medicine, published by the Institute for Functional Medicine.

Carbohydrates: Overall, carbohydrates are the principal energy
source for a majority of the gut microbiota.11 Individuals who
consume a more diverse diet, including high amounts of dietary
fiber and complex carbohydrates, typically have a more diverse
(and healthy) gut microbiota. An analysis of the data collected by
the American Gut Project found that the self-reported number of
unique plant species consumed by individuals was more predictive
of microbial diversity compared to individuals self-identifying as
vegan or omnivore.12 This relationship is perhaps not surprising
given the diverse array of fiber compounds (e.g., pectins,
cellulose, hemicelluloses, gums, fructans, etc.) found in various
plants. Fiber is a heterogeneous category of dietary compounds
that vary greatly in their molecular structures (e.g., polymer
chain length, branching, etc.); this heterogeneity in molecular
structure gives rise to fiber’s diverse properties (e.g., solubility,
fermentability, digestibility, etc.) and consequent physiological
effects.13,14,15 The human host has a limited enzymatic capacity to
hydrolyze fiber’s chemical linkages; however, commensal bacteria
within the gut microbiota have a wide variety of enzymes (e.g.,
glycoside hydrolases, glycosyltransferases, polysaccharide lyases,
carbohydrate esterases, etc.) able to use different linkages within
fiber molecules as substrates for metabolism and proliferation.15
Therefore, consuming a diet diverse in plant species leads to an
increase in the heterogeneity of fiber compounds available for
the commensal gut microbiome to hydrolyze as substrates for
growth, in turn supporting a more diverse gut microbiome.
Prebiotics: Certain fibers are termed prebiotics for their ability
to stimulate commensal bacterial growth via fermentation.11
Good food sources of prebiotic fiber include onions, garlic,
Jerusalem artichokes, bananas, and chicory root.11 More
specifically, some of the most common prebiotic fibers include
inulin, galacto-oligosaccharides (GOS), fructooligosaccharides
(FOS), oligofructose, and chicory fiber. Many of these prebiotic
fibers are available as dietary supplements allowing them to be
consumed in higher amounts than can be achieved through
dietary intake alone. Breast milk is a source of prebiotics (i.e.,
human milk oligosaccharides) which support the proliferation
of Bifidobacteria in the infant gut.16
Prebiotics have been studied for their ability to affect
the composition of the gut microbiota. Before the advent of
advanced metagenomic analysis of fecal samples, prebiotics
were studied for their ability to support the growth of a limited
subset of microbes (typically Lactobacilli and Bifidobacteria);
however, more recent technology suggests that prebiotics
serve as substrates for other commensal genera and species
as well.17,18 Understanding the effect of prebiotics on the gut
microbiota is complex given the vast heterogeneity of chemical
structures within the prebiotic category, which gives rise to
different effects on the microbiota composition for different
prebiotics. Differences in inter-individual response to
prebiotic supplementation (responder vs. non-responder) is
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also reported between subjects as host-related factors affect
response to prebiotic supplementation (e.g., host genetics,
baseline microbiota composition, etc.) as well as the dose of
prebiotic administered.15,‡
Mechanistically, fermentation of prebiotic fibers may
affect the gut microbiota composition in several ways. First,
depending on the chemical structure, the prebiotic may be
a direct substrate for a commensal organism leading to the
commensal’s proliferation. In the process, several important
short-chain fatty acids (SCFAs) such as acetate, propionate
and butyrate are produced. These, as well as other organic
acids produced by fermentation (e.g., lactate, succinate,
etc.) influence the colonic pH, inhibiting the growth of
pathogenic bacteria and thus affecting the gut microbial
composition. Another indirect mechanism by which prebiotic
supplementation may affect the gut microbiota composition
is through a phenomenon called community cross feeding;
whereby, commensal organisms that cannot directly ferment
the administered prebiotic fiber are able to metabolize
metabolic end products from other commensals that are able to
directly metabolize the administered prebiotic, thus indirectly
affecting the community structure.15 While it is well known
that butyrate serves as the principal source of metabolic energy
for the colonocytes, the SCFAs produced through fermentation
also influence GI epithelial cell integrity, immune function and
serve as important signaling molecules for critical metabolic
functions throughout the body (e.g., lipid metabolism, glucose
homeostasis, appetite regulation).19,20 Clinical trials using
various prebiotic fibers range in dose from around 5 grams to
over 25 grams per day. Though the details of these studies are
beyond the scope of this overview, wide-ranging health effects
have been studied including changes to the gut microbiota
composition, metabolic (e.g., blood glucose regulation, lipids,
weight loss, etc.), immune, neurological, and gastrointestinal
outcomes (e.g., colon transit and IBS).11
Products combining prebiotic fibers with probiotic
organisms are called “synbiotics.” Since the probiotic must
remain inert prior to ingestion, there is no particular benefit
to delivering both a prebiotic and a probiotic in the same
product, with the exception of convenience. If manufacturers
are not careful to ensure fibers mixed with probiotics maintain
a low water activity, this addition may inadvertently reduce
the viability/shelf life of a probiotic by introducing moisture
during the manufacturing process.
Proteins: Dietary protein is also very important with respect to
the gut microbiota, as it provides the major source of nitrogen for
these organisms. However, while fermentation of amino acids is
also an important byproduct of colonic bacterial metabolism (e.g.,
isobutyrate and isovalerate), the availability of certain undigested
peptides and amino acids can result in byproducts known as
putrefactive short-chain fatty acids that are thought to play a role
in inflammatory bowel diseases and colorectal cancer.21,22 This has
spurred the debate around the role of diets skewed toward animal

protein and the risk for colorectal cancer, mediated by changes in
the microbiota and their metabolites.23 While there is still much
we do not know about these relationships, it appears that the
potential negative effects that occur when excessive fermentation
of amino acids occurs as a result of a depletion of available
fermentable carbohydrates (e.g., resistant starches), further
suggests that eating excessive animal protein in the context of
low dietary fiber may actually be the underlying culprit.24
Fats: The effect of dietary fat intake (amount and type) on
changes in the microbiota have been studied, mostly in the
context of high-fat Western (or experimental) diets. Generally,
these diets show a similar shift in the microbiota as other
studies of Western diets (characterized as low in both food
diversity and dietary fiber, and high in saturated fat and animal
protein). Curiously, high-fat intake is associated with increased
circulating levels of bacteria-derived lipopolysaccharides (LPS),
presumably from an alteration in gut permeability to LPS.25
While more research is needed, there is some evidence to
suggest this phenomenon is higher for saturated and omega-6
fatty acid intake, while omega-3 fatty acid intake may limit
these negative outcomes.26
Another way fat intake can modify the gut microbiota
is via bile acid availability. When fat intake is increased, so
is the amount of bile that avoids enterohepatic recycling and
enters the colon, where these bile acids can be metabolized into
secondary bile acids by colonic bacteria.27 The implications of
this mechanism may be far-reaching, as recent research has
shown that secondary bile acids are absorbed from the colon
and have a number of metabolic signaling effects that impact
health and disease in a range of tissues (e.g., glycemic control,
obesity, hepatic dysfunction, etc.). 28,29 Changes in the gut
microbiota are now known to influence the types and amounts
of these secondary bile acids, mediating some of the negative
consequences related to dysbiosis.
Phytonutrients: A healthy diet should include a wide range of
fresh fruits, vegetables, herbs and spices. Not only will this type
of diet provide a large amount of dietary fiber to benefit a healthy
gut microbiota, it will also provide a diverse array of bioactive
plant compounds generally referred to as phytonutrients.
These include carotenoids, glucosinolates, and a large family
of compounds called polyphenols, many of which have been
studied for their health-related benefits following dietary intake
(or via supplementation). Since many of these compounds are
known to have poor gastrointestinal absorption, their higher
concentrations throughout the GI tract allow for microbial
metabolism and signaling.
‡ Clinicians should be aware that high levels of prebiotic fibers are not tolerated by
every patient, and those beginning to supplement with prebiotics will likely need
to adjust to increasing prebiotic doses. Gas, bloating and related GI discomfort
often accompany the increased intake of fermentable fiber and can be modulated
by reducing the dose or the addition of probiotics. Clinicians should also be aware
that many prebiotic fibers may be contraindicated in certain therapeutic diets (e.g.,
low FODMAP diet).
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Ironically, much of the early studies on polyphenolic
compounds (e.g., f lavonoids, catechins, anthocyanins,
isoflavones, lignans, stilbenoids, curcuminoids, tannins, etc.)
were related to their potential antimicrobial activities.30 In fact,
while many are still commonly used as antimicrobial agents,
today researchers are realizing that many of these dietary plant
compounds have a diverse range of specific influences on the
microbiome that can help explain their health-promoting
outcomes. In addition to these findings, it is now appreciated
that many of these polyphenolic compounds would be of little
health benefit to the host without first being metabolized by the
gut microbiota, either to produce the “active” compound or to
alter the compound to improve its bioavailability. Therefore,
the relative efficacy of certain plant phytonutrients (either from
dietary intervention or supplementation) may greatly depend
upon the metabolic activities expressed by an individual’s gut
microbiota.31
There are numerous well-studied examples of
microbial metabolism altering the biological effect of dietary
phytonutrients. One of the most well studied is the conversion of
the soy isoflavone compounds daidzin and genistin into the more
absorbable daidzein and genistein, along with the deconjugation
of their liver metabolites and the creation of secondary metabolites
with specific estrogen-like effects (e.g., equol).32 Therefore, the
ability for these compounds to generate a biological effect in
those consuming soy is partly (perhaps mainly) influenced by
the availability of certain bacterial species, which are themselves
influenced by the diet and genetics of the host.33,34 This may
explain many of the differences between certain epidemiological
disease risk in populations that regularly consume soy from early
life and intervention trials using concentrated soy isoflavones in
populations with little history of soy consumption.
Another example of this back-and-forth relationship
between the microbiota and a well-known phytonutrient is found
in the alkaloid berberine, known to possess “antimicrobial”
activity and used in a variety of ancient medicinal traditions.
More recently, berberine has demonstrated profound metabolic
benefits, especially in subjects with metabolic syndrome, type
2 diabetes, hypertension and certain dyslipidemias.35 Along
with its well-described cellular signaling effects, berberine has
been shown to alter the host gut microbiota to a metabolically
favorable profile—perhaps accounting for some of its clinical
efficacy.36,37 Furthermore, it has now been shown that the efficacy
of berberine is itself altered by microbial metabolism through
the gastrointestinal conversion of ingested berberine (which
is poorly absorbable) to dihydroberberine (which has high
bioavailability).38 Therefore, the microbiota may be the target of
and the facilitator for the metabolic effects of this alkaloid.
These are merely two examples of perhaps thousands
of different phytonutrients that modify, or are modified by,
the microbiota. We should caution, then, that while poor
bioavailability of certain phytonutrients is often considered
to be a detrimental factor leading many drug and supplement

companies to modify these compounds to improve their
bioavailability (e.g., liposomal technologies), these changes may
inadvertently avoid the necessary microbial interaction activating
these compounds, while delivering higher levels of an inactive
precursor to the serum. If, as is becoming clearer, the microbiome
is one of the most active metabolic “organs” in the body, we may
need to readjust our understanding of the biological potential of
compounds with limited human bioavailability and consider a
plant compound’s microbial accessibility as equally important.39

Fecal Microbiota Transplantation (FMT)
The transfer of microbiota from one person (or animal) to another
through fecal transplantation is being explored as a therapeutic
strategy to re-establish a healthy microbiome. In humans, this
technique primarily involves diluting donor feces in a manner
to be infused into the recipient either through a retention
enema, colonoscope or nasogastric/nasoduodenal tube.40 While
FMT has been investigated for a range of microbiome-related
conditions, the treatment of Clostridium difficile infection is by
far the most studied and successful indication. Other indications
being explored for FMT include inflammatory bowel diseases,
functional bowel disorders like IBS, and obesity/type 2 diabetes,
though many others have been proposed.41,42
The use of FMT may prove to be an extremely helpful
remedy for a number of important conditions for which dysbiosis
is a major contributing factor. While limited data exists,
microbiota changes initiated by FMT may last for an extended
period (> 1 year), though this is highly dependent on host
behaviors (e.g., diet) after the FMT.43 We encourage clinicians
to investigate the most up-to-date methods, guidelines and
regulations in order to ensure the use of this therapy maximizes
the intended benefits to their patients.

The Effects of Antibiotics
on the Gut Microbiome
The discovery and use of antibiotics is considered one of the great
watershed moments in medical history, helping to turn the tide on
a host of microbial pathogens that ravaged the world for centuries.
Today, however, we are acutely aware of the immense collateral
impact the sustained use of antibiotics has had on the host-microbe
relationship. Two of those impacts are the rise of antibiotic-resistant
strains of pathogenic organisms and the alteration of the human
microbiome, both individually and globally.44,45
Broad-spectrum antibiotics have been prescribed for
decades in the attempt to protect patients from pathogenic
organisms. Commonly, these include ampicillin, ciprofloxacin,
tetracyclines, clarithromycin, clindomycin and metronidazole.
Since they kill a broad-spectrum of potentially pathogenic
bacteria, these antibiotics also kill a wide range of commensal
organisms in the gut and elsewhere on or in the patient. How
destabilizing a particular antibiotic is for an individual person
is still debated.
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Some studies suggest the “core” species of an adult
commensal microbiota are somewhat resilient to antibiotic
therapy, or at least recover to pre-antibiotic levels once therapy
is discontinued.46 However, when the microbiota in healthy
subjects is analyzed after treatment with a broad-spectrum
antibiotic (via fecal sampling or biopsy) there is an immediate
reduction in species diversity, which often does not fully mirror
the pre-antibiotic sample for up to 12 months after ceasing
the antibiotic.47,48,49,50 Perhaps even more important than the
alterations in species diversity caused by antibiotic therapy is the
altered function of the microbiome. Using multi-metagenomic
analysis (transcripts, proteins and metabolites from gut
microbes), research now shows that the metabolic functions
can be quickly and significantly altered in the gut microbes that
survive the antibiotic therapy and are altered in ways that can
detrimentally affect the host.51

Probiotics for the Treatment of Dysbiosis
The use of probiotics to help re-establish a healthy gut microbiome
is now a well-accepted practice across the globe. Research into
various types, combinations and doses of probiotics for nearly
every potential outcome is expanding at a rapid pace, making
it difficult for clinicians to assess the validity of the products
that are available for their use or recommendation. Within the
context of this monograph, probiotics describe microorganisms
intentionally consumed for an intended health benefit, usually
to help re-establish a healthy gut microbiome. We specifically
distinguish the term “probiotics” from both foodborne
microbes (e.g., from soil on vegetables) and microbes used in
the production of foods (for fermentation, etc.).52 While both
can be important influences on an individual’s gut microbiota
over time, the overwhelming majority of research on probiotics
in human health is based on commercially-prepared products
derived from concentrated bacterial strains. In some cases, these

probiotics are added to fermented foods in order to deliver added
benefits to the consumer (e.g., yogurt, kefir).
It is also important to establish that commercial
probiotics should not be confused with commensal (or
indigenous) organisms and, therefore, the therapeutic use of
probiotics should not be strictly viewed as “re-inoculating” or
“re-colonizing” the gut. Instead, probiotics should be viewed
as highly domesticated varieties of a very limited subset of
the “wild” population of microbes living in the human gut.
Depending on the strain, probiotics retain some of their “wildtype” characteristics, allowing them to confer benefit alongside
the commensal organisms, though they usually lack other
characteristics that would permit them to become permanent
residents within the host. Probiotics, then, can benefit the host
by direct (but transient) effects, and/or by modifying various
gut micro-environments that benefit commensal organisms
(e.g., limiting pathogenic or pathobiont organisms, altering pH,
signaling immune cell function, etc.).
The definition of a probiotic assumes two other features:
they are “live” organisms and they have a defined health benefit.
While both of these are prominently part of the agreed-upon
definition of a probiotic (“live microorganism that, when
administered in adequate amounts, confers a health benefit on
the host”), they are not as easily defined, and even more difficult
to regulate.53 Indeed, “live” is a relative term when it comes to
probiotics, since most strains are prepared in a manner as to
suspend their biological activity (i.e., freeze-drying), many do not
survive the transit to the intestines, and some are in the form of
spores. Also, there is evidence that some limited benefits can be
realized with “dead” probiotics.54 We will use the term “viability”
when discussing both the ability of a probiotic to survive and
become “live” in the intestines after consumption and also as
a measure of product stability and shelf life (measured in the
laboratory).

Antibiotics
• Depletion of bacterial diversity
• Altered gene expression, protein
activity and overall metabolism

• Selection for intrinsically resistant bacteria
• Selection for new mutations and
gene transfers conferring resistance

Compromised Immune Homeostasis

Increased Susceptibility to
Infections by Exogenous Pathogens
or Opportunistic Commensals
• Loss of potential competitors
• Lower expression of antibacterials and IgG
• Decrease in neutrophil-mediated killing

Gut Microbiome

Dysregulated Metabolism
•
•
•
•

• Disruption of Treg/Th balance
• Elevated inflammatory signals
• Related to atopic, inflammatory and
autoimmune diseases (allergies, asthma,
necrotizing enterocolitis, inflammatory bowel
disease, irritable bowel syndrome, etc.)

Accumulation of Antibiotic Resistances

Elevated inflammatory signals
Altered insulin sensitivity
Altered metabolism of SCFA and bile acids
Related to obesity, metabolic syndrome, diabetes

• Establishment of resistant bacteria
• Transfer of resistance genes to pathogens
• May result in untreatable bacterial infections

Figure 1: The Devastating Effects of Antibiotics on the Gut Microbiome. This figure shows the basic changes (upper box) in the gut microbiome that occur with the
use of broad-spectrum antibiotics; along with the physiological and global ramifications of these changes.
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Finally, the level of evidence required before a particular
strain can be deemed to “confer a health benefit on the host”
is highly variable and unregulated. There are many probiotic
strains with dozens of randomized clinical trials, and others
with no published data that are still marketed as “probiotics.”
For instance, many so-called soil-based probiotics claim to
contain many different strains of bacteria (usually of unknown

quantities), most of which have never been shown to have
demonstrable health benefits when administered to humans.
There are several types of mechanisms (and outcomes) that can
be demonstrated for probiotics, partly dependent on how they
are studied. Most probiotic strains share common benefits, while
some trials have demonstrated species-specific and even strainspecific benefits.

Common Probiotic Genera
Lactobacillus spp.

Phylum: Firmicutes

Family: Lactobacillaceae

Lactobacilli are Gram-positive bacilli (rod-shape) that are non-spore-forming, non-motile, facultative anaerobes commonly found in
the normal microbiome of the mouth, gastrointestinal tract and female genitourinary tract.55 Within the GI tract, most Lactobacilli
are found in the stomach and small intestine where they are metabolically active and have a more unfettered interaction with the
immune system. Lactobacilli are prototypical lactic acid bacteria (LAB) because lactic acid is their major metabolite of fermentation.56
Other minor metabolites include acetic and succinic acids.
There are well over 100 different species of Lactobacilli that have been isolated and identified from a variety of human,
animal, soil, or dairy (hence, lacto) sources. Many of these are used in food preparation/fermentation and as probiotic organisms.
Historically, L. acidophilus was the most used probiotic species, though many other species and subspecies of this genera have now
surpassed L. acidophilus in the number of clinical studies performed and biological mechanisms proposed. The Lactobacillus genus
currently includes more than 240 heterogenous species of bacteria and because of this heterogeneity scientists have recently proposed
to separate the Lactobacillus genus into new genera based on phylogeny.57

Bifidobacterium spp.

Phylum: Actinobacteria

Family: Bifidobacteriaceae

Bifidobacteria are non-motile, non-spore-forming, Gram-positive, Y-shaped (“bifid”), anaerobic bacteria resident to the gastrointestinal
and female genitourinary tract. Within the GI tract, most Bifidobacteria are localized in the colon and terminal ileum. Bifidobacteria
represent up to 25% of the cultivatable fecal bacteria in adults and 80% in infants (Henry Tissier originally isolated Bifidobacteria from
the feces of breast-fed infants).58 Bifidobacteria are known to ferment a variety of oligosaccharides usually referred to as “prebiotics”
and produce a number of short-chain fatty acids, such as butyrate.
Several dozen species of this genera have been isolated and identified, many of which have confirmed probiotic characteristics.
Along with Lactobacilli, Bifidobacteria species are some of the most widely used commercial probiotic strains.

Streptococcus spp.

Phylum: Firmicutes

Family: Streptococcaceae

Enterococcus spp.

Phylum: Firmicutes

Family: Enterococcaceae

Streptococci are spherical, non-motile, Gram-positive bacteria. The term “Streptococci” means “twisted berry” and describes the
bacteria’s characteristic growth pattern in chains or pairs. Like Lactobacilli, many members of the genus Streptococcus are facultative
anaerobes, reside in the upper part of the GI tract, and produce lactic acid as a major metabolic end product (as such, they are termed
LAB). Many members of the Streptococci genus are pathogenic; however, Streptococcus salivarius subsp. thermophilus (often called S.
thermophilus) is generally recognized as safe by the FDA and is an important dairy starter culture (e.g., yogurt).59 It is also recognized
to have probiotic characteristics and is sometimes added to probiotic formulas.
Bacteria belonging to the genera Enterococcus are Gram-positive, facultative anaerobic, non-spore-forming cocci that occur as single
cells, diplococci (pairs), or short chains.60 Enterococci morphology and phenotypic characteristics are similar to Streptococci, and until
DNA hybridization studies and 16S rRNA sequencing technology became available in the 1980s, Enterococci were originally classified
as Streptococci. Despite their inability to form spores, Enterococci are able to survive in diverse environmental conditions, such as
extreme temperature ranges, high sodium chloride concentrations and wide pH ranges – a feature not shared among Streptococci.
Enterococci belong to the clade Lactobacillales and as such are lactic-acid-producing bacteria.
At least 37 species of Enterococci had been described; however, two are important medically and from a food microbiological
perspective: E. faecalis and E. faecium.61 These two species are commensal to the GI tract and involved in food fermentation and food
spoilage, but also implicated as opportunistic pathogens in many human infections, including urinary tract infections, bacteremia,
bacterial endocarditis, diverticulitis, and meningitis. Many Enterococci strains have a high level of intrinsic antibiotic resistance
and virulence factors, contributing to their pathogenic nature.62 Both E. faecium and E. faecalis are used as probiotics in humans
and animals. According to Franz et al., the strains used commonly as probiotics, E. faecium SF68 (NCIMB10415) and E. faecalis
Symbioflor 1, have been used for more than 20 years without any reported safety concerns. Still, the safety of currently used Enterococci
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probiotic strains and potential probiotic strains should be carefully monitored based on the possibility of genetic transfer of virulent
traits.61 In humans, these probiotics have been studied to treat diarrhea, antibiotic-associated diarrhea, and irritable bowel syndrome;
to lower cholesterol; and to improve host immunity.61

Saccharomyces boulardii

Phylum: Ascomycota (Fungi)

Family: Saccharomycetaceae

Originally isolated from the litchi fruit (Litchi chinensis) in 1923 by Henri Boulard, Saccharomyces boulardii differs from other
probiotics in that it is a non-pathogenic yeast, not a bacterium.63 S. boulardii is phylogenetically related to, but genetically and
metabolically distinct from the baker’s yeast used in bread and beer making (S. cerevisiae). Although yeast represent less than 0.1%
of the resident microbes within the microbiome, yeast cells are about 10 times larger than bacterial cells—a proposed beneficial
property of S. boulardii is steric hindrance against pathogens in the GI microbiome.64
According to Czerucka et al., yeast cells typically reside within the stomach and colon.64 Additionally, S. boulardii is
particularly hardy and able to withstand many local stresses within the GI tract, including pH variability, bile salts, enzymes,
antibiotics, and organic acids. Therefore, S. boulardii has shown great probiotic potential for the treatment and prevention of numerous
GI-related conditions such as Clostridium difficile infection and antibiotic-associated diarrhea.65,66 An important consideration when
evaluating studies supplementing S. boulardii as a probiotic relates to its dosing. Historically, S. boulardii has been dosed in mg
rather than CFU, though the products used have generally been thought to contain 20 billion CFU/gram of material (i.e., 5 billion
CFU/250 mg). Since most of the materials and method sections for these clinical trials do not specify further, it is difficult to confirm
the exact dosing used in these trials.

Bacillus spp.

Phylum: Firmicutes

Family: Bacillaceae

Bacilli are Gram-positive, motile, sporulating, aerobic or facultative anaerobic, rod-shaped bacteria. The ability of vegetative cells
to form spores in response to environmental stress (e.g., reduced nutrient availability) sets Bacilli apart from many other microbes.67
The spore coat, rich in peptidoglycan and protein, forms under stressful conditions to protect the dehydrated endospore from
UV radiation, extreme heat, solvent exposure, freezing, radiation, hydrogen peroxide and enzymes – a characteristic that greatly
increases shelf life and stability of Bacillus spore products. Once exposed to the appropriate nutrients, the endospore transitions to
a vegetative cell once again and loses its resistance to environmental stress.68 Bacillus species are almost entirely isolated from the
soil, water, dust and air.
Bacillus species are ubiquitous in nature and have a wide range of characteristics, secondary metabolites and enzymatic
activities. For instance, the B. subtilis strain natto is used in the fermentation of soybeans to make the Japanese food natto. Vegetative
cells of this strain produce a serine protease, nattokinase, which is used as a dietary supplement for reducing blood clotting via
fibrinolysis.67 In addition Bacilli produce many structurally heterogeneous secondary metabolites (e.g., antibiotics, lipopeptides,
polypeptides, macrolactones, fatty acids, polyketides, lipoamides, isocoumarins, etc.) that have diverse physiological effects.70 Some
Bacillus species (e.g., B. indicus, B. firmus, etc.) have been shown to produce carotenoids, and these carotenoids have been shown to
be bioavailable and bioaccessible to human cells in vitro, however, it is not well understood how supplementing carotenoid-producing
Bacillus bacteria affects the carotenoid status of the human host in vivo.71,72 Notable Bacillus species include B. clausii, B. coagulans
(often mislabeled as Lactobacillus sporogenes), B. subtilis, B. cereus (a known human foodborne pathogen, though not all strains
are virulent) and B. anthracis (a human pathogen).67,69 In 2008, B. coagulans strain GanedenBC30 was the first Bacillus strain to be
given self-affirmed GRAS approval in the United States.67 Other Bacillus species have been added to dietary supplements sold to
consumers as probiotics and used in the food supply.
Spore-forming probiotic organisms are marketed primarily for their shelf-stability, as they are more resistant to manufacturing
and shipping stressors that harm the viability of most other probiotic strains. However, since spores are small, light and difficult to
destroy, many manufacturers find them challenging to work with, as they persist within the manufacturing environment and require
special handling to prevent cross-contamination. Nonetheless, the increased availability of spore-forming organisms for clinical
research is expanding their potential clinical utility. Animal and in vitro studies have highlighted many mechanisms through which
spore-forming Bacillus probiotics many enhance host health such as stimulation of the immune system, production of antimicrobial
molecules (e.g., bacteriocins, enzymes, etc.), modulation of the composition of the gut microbiota, suppression of pathogens, etc.74
56

Which Strains are Best?
One question that always comes up when discussing probiotics
is, “What strain, or strain combination, is the best?” Of course,
this begs the follow-up question, “For what purpose?” The use of
a probiotic as a preventative measure against potential dysbiosis
(as one would use a multivitamin), is quite different than using
a probiotic to treat a subject with antibiotic-associated diarrhea

or inflammatory bowel disease. Therefore, this question must be
answered in a step-wise fashion, owing to the unique nature in
which probiotic research has been done over the years.
First, while there are many different strains of probiotic
organisms currently available, the majority of these are very similar
to each other, especially when compared to the overall diversity
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within the gut commensal community. Most commercially
available probiotic strains have never been compared head-tohead in human clinical trial settings. Therefore, while some
studies may suggest one strain is preferable to another for a
particular outcome, this is often simply because that particular
strain was used to perform one or more (positive) clinical trial(s),
a trial which simply was not done with, or compared to, other
similar strains. Therefore, choosing the strain(s) used in positive
clinical trials may be “evidence-based,” but large gaps in study
design and the lack of strain-to-strain comparison often limit
definitive strain-specific recommendations.
We believe it is safe to say that there is not one strain or
strain combination of probiotics ideally suited for each individual
or clinical outcome. For the most part, increasing commensal
diversity is likely to benefit most individuals, something that is
likely to occur when consuming a product containing a diverse
mix of probiotic species or strains, what we call a multi-species
or multi-strain approach. Choosing a specific strain or strain
combination (or a higher dose) may be warranted when that
dose or strain(s) has shown consistent clinical evidence for the
specific goal of the therapy. Healthcare providers should stay
abreast of the published literature in this area, as new studies
(and some new probiotic strains) are likely to influence clinical
decision-making for recommending probiotics to patients.

Multi-Strain vs. Single-Strain
vs. Rotating Strains
Since there are many purposes for which a probiotic may be
recommended, and the published literature includes a wide range
of probiotic formulas, strains and doses, many different theories
of proper probiotic recommendations have emerged. Two, in
particular, are the multi-strain and rotation of single-strain
approaches. We advocate for using a multi-strain approach for
the vast majority of applications within the clinical setting. First,
since a diverse composition of commensal species appears to be
one of the most important factors in maintaining a healthy gut
microbiome, using a range of different probiotic strains has the
best chance of promoting a wider array of commensal organisms.
In addition, because of individual differences in strain survival,
compatibility and metabolic potential, a multi-strain approach
allows for a more diverse benefit in a wider range of individuals.
Finally, recall that probiotics represent a part of the transient
microbiome, which is normally encountered as a range of
organisms ingested in the diet, and through contact with the
soil and air. A multi-strain approach is therefore more consistent
with this natural encounter with ingested microorganisms.
There are several ways to define a multi-strain approach.
In general, we define this as a product with five or more proven
probiotic strains containing at least two Lactobacilli and two
Bifidobacteria strains. One method to enhance the potential
for diversity when using this multi-strain approach is to choose
products containing species (or sub-species) with a range of

genetic variability (see phylogenetic relationship of common
probiotic strains in Figure 2). By combining more genetically
diverse strains, rather than clustering the diversity with closely
related subspecies, a greater potential for diversity may be
achieved. Inclusion of Streptococci, Saccharomyces boulardii,
Bacillus spp., or other genera will expand this diversity even
further.
The other popular means of attempting to achieve
diversity is to rotate single-strain probiotics; consuming a
different strain for a few months and then switching to a different
strain and so on. The difficultly in recommending this approach
is that there is virtually no information available to evaluate this
strategy and, in comparison to the multi-strain approach above,
does not mimic the way we encounter transient microbes from
our food or environment. Also, since many probiotics require
several weeks or months of continuous use to achieve noticeable
benefit, the subject might be planning to rotate to a new strain
just as tangible benefits may be realized from the current product,
and switching may not be in the best interest of the patient. While
switching from one product to another may be necessary to find
a product more suited for an individual or a therapeutic purpose,
rotating single-strain products in an attempt to increase overall
microbiota diversity is likely a hold-over from the days when
only single-strain products were available, and is accomplished
more efficiently by the use of multi-strain products. As a final
note, rotating different multi-strain products is not discouraged,
provided they are equally diverse, though research investigating
this approach is also lacking.

Changes in Commensal Population
from Probiotic Intake
Compared to the changes detected in commensal populations
that occur after radical dietary changes, bariatric surgery or
antibiotic use (or fecal microbial transplants), detectible changes
in the commensal microbiota after probiotic consumption are
much more limited.75,76 This should come as little surprise since
the strains used as probiotics are generally limited to just a few
genera, are almost exclusively transient in nature (because of their
species and/or commercial domestication), and are usually given
in doses that are difficult to detect in fecal samples (by culture or
genetic methods). However, there are several important points
to be considered before determining such subtle changes are
unimportant.
First, even when no major changes are detectible in
commensal microbiota after ingestion of certain probiotics,
there is often still a demonstrable improvement in GI or other
health outcomes. This suggests that subtle changes in commensal
species abundance or function, along with the direct metabolic
contributions of the transient probiotic species, can have
profound and important health benefits for the host. Second, the
dose of most probiotics is likely to alter the immediate microbial
balance within the small intestine where there are fewer numbers
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E. faecium
B. subtilis

L. acidophilus
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S. thermophilus
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L. fermentum
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subsp. paracasei

B. bifidum
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B. animalis
subsp. lactis
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B. breve

B. longum
B. longum subsp. infantis

Figure 2: Phylogenetic relationship between common probiotic strains based on unrooted maximum parsimony clustering of partial 16S rRNA gene sequences (courtesy of
Danisco/Dupont).

and species of microorganisms, though this population is
poorly represented in fecal microbial analysis. This means
that probiotics, especially Lactobacilli strains, may profoundly
alter the balance of microbial species in the small intestine and
subsequently benefit the host, without demonstrably altering the
total gut microbiota when measured via fecal analysis.77,78,79
Finally, it is not generally agreed that radical microbiome
alterations would be a desirable outcome of probiotic use, since
the potential for monoculture or core microbiome disruption
could be more harmful than other “natural” forms of dysbiosis.
Recall that probiotic therapy should not be considered a reinoculation of commensal strains as much as providing a
commensal-friendly transient population. Oral doses of
commensal organisms in the form of encapsulated frozen feces
may have the effect of “re-inoculation” and have been studied for
use in subjects with recurring C. difficile infections with some
success, though these products are not technically “probiotics”
and their regulatory status is currently unknown.80 Therefore,
it is more reliable to use patient signs and symptoms (or other
biomarkers of disease progression, if they exist), rather than
changes in fecal microbiota, to judge the efficacy of probiotic
therapies.

Probiotics:
Part of the Transient Microbiome
We have already emphasized the idea that the strains of
commercially prepared probiotics currently available should
be considered temporary, rather than permanent, members of

the gut microbiome. While many view the temporary status of
probiotics as a negative feature, this is likely due to the lack of
appreciation for the importance of the transient microbiome.
Perhaps one of the key reasons that probiotic strains are generally
safe and applicable for most individuals is related to the fact that
they are transient. This feature allows them to function primarily
to promote a friendly environment for the variable and core
species of the microbiome, which are different in each individual.
In addition, while probiotic residence may be temporary, certain
effects (e.g., immune modulation, pathogen diminution, etc.)
may persist long after their presence in the gut has ceased.		
Generally, probiotics that survive the initial transit are
considered to persist in the GI tract for one to two weeks after
ingestion, though this is strain-, dose- and host-dependent.81
Most of these studies define persistence as the detection of the
consumed strain (or its genetic material) using fecal samples,
though biopsies and simulated gastrointestinal environments
have also been used with similar results.82,83 While the relative
persistence of every strain has not been confirmed in human
subjects, similar persistence has been seen in most strains tested,
including Lactobacilli, Bifidobacteria, Saccharomyces boulardii
and spore-forming Bacilli.84,85 Obviously, probiotics consumed on
a regular basis continually replenish this transient portion of the
microbiome and, depending on dose, can significantly alter the
patient’s health during that time. Finally, recent studies suggest
that baseline microbiome communities create a “permissive”
or “resistant” environment for certain species of probiotics in
certain individuals, making it difficult to predict the persistence
of each strain in any given subject.86
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Figure 3: Basic Function of the Commensal Gut Microbiota. From the perspective of the host, this figure illustrates the three basic functional categories performed by
the commensal gut microbiota. Some of these activities are also provided by certain probiotic organisms. See text for more details.

What is the Right Dose?

Probiotics can be delivered in relatively low-dose functional
foods (primarily yogurts) providing several million up to a few
billion colony forming units (CFU); or in modest doses, in the
form of dietary supplements of 5 to 25 billion CFU. However,
over the past several years, a trend has emerged in which much
higher doses of probiotics are being used in both clinical
practice and research. Since most probiotic strains or strain
combinations have not been clinically researched using doseresponse relationships as a primary analytical goal, we review
below the limited available evidence on dose-to-dose outcomes
and also the types of studies where high-dose probiotic therapies
(defined here as > 100 billion CFU/day †) have been successful.

Dose Comparison Studies

Few dose-response or dose-comparison clinical trials (highvs. low-dose) using probiotics have been performed in human
subjects. Two studies, using very different definitions of “highdose” therapy, have evaluated the dose-effects of probiotics in
† This definition of “high-dose” is somewhat arbitrary based on the recent trend of
available products. Some would argue that therapies delivering > 20 billion CFU
should be deemed “high,” while others may suggest that “high-dose” therapy is not
reached until > 450 billion CFU has been exceeded.

subjects using antibiotics and their subsequent risk for antibioticassociated diarrhea (AAD) or C.difficile-associated diarrhea
(CDAD). In both cases, the higher dose reduced the incidence
of AAD and/or CDAD in a statistically and clinically significant
way, compared to the lower dose (see details on page 12).
Also, a few dose-response studies have studied bowel
transit and stool consistency. One study assessed two different
doses of Bifidobacterium lactis on whole gut transit time (WGTT,
assessed by abdominal X-ray) and GI symptoms in subjects
with an average of one to three bowel movements per week.87
Subjects were given capsules containing placebo, 1.8 billion CFU
(low-dose), or 17.2 billion CFU (high-dose) at breakfast for two
weeks (capsules opened and eaten with yogurt). After 14 days,
both doses of B. lactis improved transit time and functional GI
symptoms, though the high-dose therapy was slightly better
(and more statistically different compared to placebo) than
the low-dose therapy. Another study investigated the effect of
supplementing healthy young adults with a combination of L.
paracasei and B. lactis at doses ranging from 100 million CFU/
day to 100 billion CFU/day in tenfold increments.88 The authors
reported a significant dose-dependent improvement in fecal
consistency (looser stools) as the dose increased.
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While these data suggest that the dose of certain
probiotics may influence certain outcomes in certain patients,
it is difficult to generalize beyond these particular strains and
the limited outcomes reviewed here. Since the vast majority of
clinical trials using probiotics use only one dose (comparing to
placebo), often with no explanation as to the reason the particular
dose (or strain[s]) were chosen, clinicians should consider altering
the suggested dose before concluding that a patient can receive
no benefit from the particular probiotic product chosen.

High-Dose Therapies (A Therapeutic Trend)

Over the past decade, there has been an emerging increase
in probiotic dosing seen in both clinical research and clinical
practice. Not surprisingly, the initial focus of the clinical research
on high-dose probiotics has been on specific GI disorders
such as inflammatory bowel disease (IBD), irritable bowel
syndrome (IBS), and antibiotic-associated diarrhea (AAD).
These conditions represent extreme examples of dysbiosis and
dysfunction within the mucosal immune system of the gut, a
system which is integrally associated with the gut microbiota.
Although supplemental probiotics are only transient members of
the intestinal microbiota, the introduction of large quantities of
probiotics may sufficiently alter this environment, allowing the
probiotics to act as potent bio-therapeutic agents in a manner
that a lower dose may not.
The majority of these high-dose clinical trials have been
performed using various doses of one particular combination
of probiotic strains (i.e., VSL#3: containing three strains of
Bifidobacteria, four strains of Lactobacilli, and one strain of
Streptococcus salivarius spp.). These doses have ranged from 450
billion CFU/day to as high as 3.6 trillion CFU/day, and from as
short as four weeks of supplementation to as long as one year.
Positive benefits (most statistically significant compared to
placebo) were noted in patients with ulcerative colitis, pouchitis,
and antibiotic-associated diarrhea. However, as mentioned
earlier, only one very high dose was used in these clinical trials
(compared to placebo), and it is therefore difficult to determine
if lower doses would have accomplished similar results in similar
subjects. Since lower doses and different strain combinations
have also been demonstrated to have clinically meaningful and
statistically significant benefits in similar patients, this suggests
that high-dose therapies may not always be necessary to achieve
meaningful clinical results.

Proposed Mechanisms
of High-Dose Probiotic Therapy

Numerous mechanisms are attributed to a wide dose range of
probiotic therapies that mirror the mechanisms of beneficial
commensal organisms (see Figure 3). As mentioned earlier,
adding significantly more metabolically active cells into the GI
microbiome can have significant implications for the balance of
commensal organisms, resulting in more pathogen/pathobiont
exclusion, nutrient fixation, bacteriocin production, etc. These

transient intraluminal effects may account for many of the benefits
seen in AAD and CDAD studies when higher doses are used.
Another major focus of this research is the interaction
between bacterial organisms in the gut and specific cells
within the gut-associated lymphoid tissue (GALT), especially
the dendritic cells which act as specialized antigen-presenting
cells within the gastric mucosa. These dendritic cells are
critical for both the maturation and tolerance of the immune
system. A recent study showed that by increasing the number
of probiotic organisms interacting with dendritic cells in vitro
(this study used Lactobacillus rhamnosus), a much different
genomic response was elicited. When researchers increased the
multiplicity of infection (MOI), or the number of L. rhamnosus
plated with immature human dendritic cells by hundredfold,
they induced a sharp increase in gene expression of over 1,700
different genes compared to dendritic cells in the presence of
fewer bacteria. Most of the changes in gene expression were
for genes that control immune and inflammatory signaling or
dendritic cell maturation. In fact, these data showed a progressive
dose-response increase in specific dendritic cell surface markers
at five different probiotic:dendritic cell ratios. This genomic effect
is an exciting new line of research that is likely to lead to a greater
understanding of how commensal and probiotic organisms help
regulate immune function and attenuate numerous conditions
related to the gut. In this case, a progressively higher bacterial
concentration triggered a much different response in immune
system regulation than a lower concentration, suggesting one
broad mechanism by which high-dose probiotic therapies may
differ from similar strains at lower doses.
Since this study has not been repeated with other strains
or other species (or directly in humans), it is unknown how
applicable these findings would be to other probiotic strains,
though similar modulations of immune cell functions are likely
with many other strains of probiotics. In fact, a study comparing
two different doses of Lactobacillus plantarum (“low-dose” 500
million CFU and “high-dose” 5 billion CFU) in institutionalized
elderly subjects showed significant differences in immune cell
activation that differed based on dose.90 Since many clinicians
consider both of these doses “low,” it should be noted that high
doses are not necessarily needed to achieve meaningful benefits
in some subjects, only that high (or very high) doses may achieve
different (or additional) benefits.

Final Thoughts on High-Dose Therapy

While the available clinical research on high-dose probiotic
therapy is relatively recent, a trend is emerging in clinical practice
to begin increasing probiotic doses, primarily for GI-related
dysfunctions. More data is needed in order to discern whether
specific GI disorders would be better supported using specific
probiotic strains or combinations of strains (at different doses).
Until such a time, doses of between 200 billion and several trillion

eleven

Volume 16, No. 1
CFU/day of products consisting of mixed probiotic strains should
be considered safe for adjunct therapies for patients with IBD, IBS
and AAD. This approach should be considered short term (four
to eight weeks for functional bowel disorders or until symptoms
cease for AAD). Cost may limit the accessibility of this therapy
for many patients.

Probiotics for AAD and
CDI Prevention and Treatment
If the absence of a healthy commensal environment is a critical
intermediate between antibiotic use and the overgrowth and
invasive activity of C. difficile, then the use of probiotics has the
potential to mitigate this activity.91 And, since both C. difficile
infections (CDI) and probiotics are both important research
trends, it is not surprising that well over 100 clinical trials have
been performed investigating the potential benefits of probiotic
therapies for antibiotic-associated diarrhea (AAD) and/or C.
difficile-associated diarrhea (CDAD).
In 2012, JAMA published a systematic review and
meta-analysis of more than 80 studies using probiotics for
the prevention or treatment of AAD.92 Though these studies
were generally small, and some of the specific probiotic strains
were poorly documented, the authors concluded the “evidence
suggests that probiotics are associated with a reduction in AAD.”
In fact, in the trials reporting on the number of patients with
AAD, the relative risk was reduced by over 40% (RR 0.58). Of the
trials used for the analysis, 57 of 82 included Lactobacillus alone
or in combination (32/82 in combination with a Bifidobacterium
strain). Sixteen of the studies used Saccharomyces boulardii
alone, commonly used for AAD and Clostridium difficile-related
diarrhea.93 A more recent meta-analysis of 16 studies (of various
sizes and quality) shows a significant benefit in most studies of
AAD or CDAD.94
Overall, a wide range of probiotic strains, strain
combinations and doses have been used in clinical research
investigating the role of probiotic therapies and AAD/CDI (in the
case of CDI, usually with concomitant antibiotic therapy). This
heterogeneity of trial design and outcomes has prevented most
organizations from making any probiotic recommendations
within their AAD and CDI prevention and treatment guidelines
(although most have not been updated since 2013), though
numerous positive clinical trials have since suggested their
overall efficacy and safety.95 One notable exception to this positive
trend was the PLACIDE trial, performed in hospitalized elderly
patients in Wales and England. It is one of the largest studies to
test probiotics for AAD prevention (N = 2,941).96 In this study,
researchers used a four-strain combination: two strains of L.
acidophilus (CUL60 and CUL21), along with B. bifidum (CUL20)
and B. lactis (CUL34), at a dose of 60 billion CFU/day (strain ratio
not described). The probiotics were taken with food and, when
possible, between antibiotic doses for 21 days and subjects were
monitored for the occurrence of AAD within eight weeks and

CDAD within 12 weeks of recruitment. There were no statistical
differences in AAD or CDAD incidence between the treatment or
placebo groups in this study. Interestingly, the number of subjects
with confirmed AAD or CDAD (~10.6% and 1%, respectively)
was much lower than is typically reported in other similar trials.
This may suggest that this study design (or population) is less
suitable for evaluating the benefits of probiotic prophylaxis of
AAD/CDAD, though it reminds us more research is still needed
to understand the role of probiotics for these conditions.
Nonetheless, while numerous strains of both Lactobacilli
and Bifidobacteria species (or combinations) have been associated
with positive clinical outcomes, one probiotic that does get
mentioned in some guidelines (though with limited information)
is the yeast S. boulardii. In fact, a recent systematic review with
meta-analysis confirms the efficacy of S. boulardii in reducing
AAD in children and adults.97 A range of doses have been used
for this probiotic, mostly described as from 250 mg to 1,000
mg/day (generally, this is equivalent to 5 to 20 billion CFU,
though many trials do not specify a concentration). Because
yeast strains are generally not affected by antibiotic use and S.
boulardii has been both safe and effective for AAD and CDAD,
we highly recommend the use of this particular probiotic for
these conditions (alone or in combination with other probiotic
species). Yogurt is unlikely to help therapeutically against either
AAD or CDAD, though can be safely consumed throughout the
use of other probiotics.98

Higher Doses for AAD and CDAD

While there is limited evidence, higher doses of probiotics appear
to be more effective at reducing the incidence of AAD or CDAD
when compared to lower doses of the same formula. Two studies,
using very different definitions of “high-dose” therapy, have
evaluated dose effects in subjects using antibiotics and the risk
for AAD or CDAD. The largest such study was performed using
503 Chinese subjects who were hospitalized for various diseases
requiring antibiotic therapy.99 Subjects were randomly assigned
to one of three therapies: placebo, 4.2 billion CFU (low-dose)
or 17.4 billion CFU (high-dose) of an encapsulated product
containing equal proportions of Lactobacillus acidophilus,
Lactobacillus paracasei, and two strains of Bifidobacterium
lactis. Products were consumed during the use of the antibiotic
therapy, and continued until seven days after discontinuing the
antibiotic (dose taken two hours after antibiotic/breakfast). The
incidence of AAD was highest in the placebo group (24.6%)
and was statistically lower in the high-dose group (12.5%, P =
0.005), while the low-dose realized a non-statistically significant
reduction from placebo (19.6%). Overall, both doses of probiotics
were also able to reduce the CDAD incidence compared to
placebo (1.8% vs. 4.8%, respectively), though only the higher
dose reached statistical significance compared to placebo.
A similar study was previously performed in 255
hospitalized elderly Chinese subjects prescribed antibiotics
for various diseases.100 These subjects were randomly assigned
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to one of three therapies: placebo and either one capsule (50
billion CFU) or two capsules (100 billion CFU) of a probiotic
containing Lactobacillus acidophilus and Lactobacillus casei
(ratio not specified). Products were consumed during the use
of the antibiotic therapy, and continued for five days after
discontinuing antibiotic (dose taken two hours after antibiotic/
breakfast). Incidence of AAD was highest in the placebo group
(44.1%), and statistically lower in both the 50 billion/low-dose
(28.2%) and 100 billion/high dose (15.5%) groups. Dramatic
reductions in the incidence of CDAD were also reported in both
the high-dose and low-dose probiotic therapies (1.2% and 9.2%,
respectively) compared to placebo (23.8%). The higher incidence
of AAD and CDAD in this trial, compared to the previous study
mentioned, were likely due to the higher number of elderly people
in this group.

Recommendations for AAD and CDAD

In agreement with our previous general recommendation for the
use of probiotics with the use of any antibiotic, we recommend
that clinicians consider using a multi-strain probiotic that
includes a minimum of 5 billion CFU of S. boulardii in addition to
other appropriate therapies for AAD or CDAD (e.g., antibiotics,
FMT). Due to the safety and likely higher efficacy, clinicians
should consider recommending products that deliver a total of
at least 50 billion CFU/day of total probiotics (Lactobacilli spp.
and Bifidobacteria spp.) along with the S. boulardii dose. This
may be achieved by taking multiple capsules of a single product,
or by consuming a separate S. boulardii-only product in addition
to a high-dose multi-strain probiotic. Clinicians should specify
to patients that the probiotic dose should be consumed at least
two hours after any oral dose of antibiotics.

Probiotics
for Inflammatory Bowel Disease
Since a variety of alterations in the gut microbiome are common
in subjects with IBD and the microbiota-immune interface is
considered a key pathophysiological mediator, it seems quite
plausible that probiotic therapy would have a positive outcome
on disease progression. However, there is a large heterogeneity of
studies that complicate the evaluation of probiotics as therapeutic
agents for inducing or maintaining remission in patients with IBD.
Recently, several systematic reviews and meta-analyses have been
published in the attempt to provide the clinician some clarity as to
the potential benefits of certain species or doses of probiotics.101-106
In general, there appears to be a substantial difference
in the reported efficacy of probiotic therapy between the two
forms of IBD, favoring UC. That is, few clinical trials using
probiotics have been effective at inducing or extending the
maintenance of remission in patients with Crohn’s disease, while
numerous clinical trials using probiotics have been successful
in subjects with ulcerative colitis. It is unknown whether this is
a fundamental difference in the immune-microbiome interface
between these two conditions, the concentration of lesions in the

distal colon in UC versus the many intermittent lesions in CD or
simply in the quality of the trials performed. Nonetheless, these
differences have been maintained over many years of trials using
a variety of probiotic preparations. We will, therefore, review the
information for both conditions separately.

Probiotics for Crohn’s Disease

As mentioned above, the general consensus is that probiotic
therapy has shown little benefit for CD subjects in controlled
clinical trials. However, since probiotics are generally considered
safe in CD patients, we will briefly review the outcomes of a
few trials where positive outcomes were reported to inform
the clinician in the event they intend to use probiotics in such
patients (see review for all trials).73A few small studies performed
with the probiotic yeast Saccharomyces boulardii have yielded
improvements in symptom scores or prolonged relapses in CD
patients in remission. In one very early double-blind, placebocontrolled study (1993), twenty subjects with CD suffering
from diarrhea and moderate complaints as measured by the
BEST Index were treated with Saccharomyces boulardii (250
mg/tid, likely 15 billion CFU/day, though the study did not
define concentration) for two weeks in addition to conventional
treatment.107 Patients saw a statistical reduction in both bowel
movement frequency and disease index score. Ten of the subjects
were then randomized to continue the treatment of S. boulardii
(same dose), while seven were given placebo for an additional
seven weeks. After 10 total weeks, the group given S. boulardii
had further reduced bowel frequencies and disease index scores
while both measures rose to near their original baseline values
in the placebo group.
A second study (2000) evaluated the benefit of S.
boulardii as an adjunct therapy with mesalamine in 32 CD
patients in clinical remission for an average of 33 weeks.108
Patients were treated for six months with either 3 g per day of
mesalamine (1 g/tid) or 2 g per day of mesalamine (1 g/bid) with 1
g S. boulardii (given as two, 500 mg capsules in the morning; the
concentration was not listed, but likely 20 billion CFU). Of the
sixteen patients on mesalamine alone, six subjects experienced
a clinical relapse, while only one subject in the mesalamine plus
S. boulardii group experienced a relapse (P = 0.04). Even in a
more recent and larger trial (2013) that failed to show statistical
benefits in relapse prevention using S. boulardii (1 g/day), the
interaction between S. boulardii treatment and smoking status
was statistically significant. In post hoc analysis, nonsmokers
given placebo had more relapses (72.0%) than those treated with
S. boulardii (34.5%). However, in smokers and former smokers,
the proportion of relapse was not significantly different. When
adjusting for this stratification factor, nonsmokers treated with
S. boulardii were 82% less likely to relapse than those receiving
placebo (OR, 0.18; P = 0.006).
The only other species of probiotics to show marginal
benefits in CD subjects in a controlled trial is Bifidobacterium
longum (400 billion CFU/day consumed as a synbiotic with
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inulin at 6 g/day).109 However, a combination of B. longum,
B. breve and L. casei (combined with psyllium) showed some
improvement in an open-labeled, uncontrolled trial.110 The
high-dose combination product VSL#3, which has been used
successfully in subjects with UC or pouchitis, has been tested
with only limited reported success in subjects with CD.111
Based on the available evidence, there is limited data
upon which to make a strong recommendation for the clinical
treatment of CD using probiotics. The use of probiotics in
such patients is generally recommended to help maintain a
commensal-friendly environment, though they should not be
relied upon to induce or extend remission. The use of S. boulardii
at 1 g (20 billion CFU) may be an exception, clinicians should
consider the use of this dose as a potential adjunct therapy in
subjects with CD, or include S. boulardii in a mixed-strain
probiotic.

Probiotics for Ulcerative Colitis

Unlike the situation for CD, the evidence supporting the successful
use of probiotic therapy for UC is much more promising, though
concentrated around a few strains or strain combinations. In
three double-blind, placebo-controlled randomized clinical
trials, researchers found that a non-pathogenic strain of E. coli
(Nissle 1917) was equally effective as mesalazine in maintaining
remission among UC patients. In one trial involving 120 patients,
Kruis et al. reported that patients receiving this probiotic strain
(50 billion CFU/day) had a similar relapse-free time (106 ± 5
d) compared to UC patients who were given mesalamine (103
± 4 d).112 Similar outcomes were confirmed by Rembacken et
al. in a trial involving 116 patients with UC. Relapse rates were
73% for the mesalazine group and 67% for the E.coli group (100
billion CFU/day), and the time to relapse was not significantly
different between both groups. In another larger clinical trial of
327 patients, researchers also found that E.coli (Nissle 1917) was
effective and safe in maintaining remission equivalent to the gold
standard mesalazine in patients with UC (dose 50 billion CFU/
day).114 The E.coli (Nissle 1917) strain, sold elsewhere in entericcoated capsules as “Mutaflor®,” is not currently available in the
United States as it was not considered a dietary ingredient by
FDA, nor has it been approved as a drug.115
The other major probiotic mixture used in subjects with
UC is the eight-strain probiotic blend known as VSL#3. This
probiotic preparation (containing three strains of Bifidobacteria,
four strains of Lactobacilli, and one strain of Streptococcus
salivarius ssp.) has been used in at least nine different clinical
trials in UC patients, most of them at very high doses. A recent
meta-analysis of five of these trials (N = 441) has been published,
showing a pooled remission rate of 49%.116 When pooling
together three studies in which subjects were given 3.6 trillion
CFU/day of the probiotic blend (in patients also given 5-ASA
and/or immunomodulators), they realized a > 50% decrease
in disease activity index in 44.6% of subjects taking probiotics
(placebo 25.1%, P = 0.008), a response rate of 53.4% (placebo

29.3%, P < 0.001), and a remission rate of 43.8% (placebo 24.8%,
P = 0.006). Studies were short, generally eight weeks, and there
were no serious adverse effects at these doses.
Compared to these two preparations, there are only
a few other probiotic strains or strain combinations that have
been tested for benefit in UC subjects such as S. boulardii, L.
rhamnosus GG, B. breve, B. bifidum, L. acidophilus, B. lactis,
L. casei, L. reuteri, and B. longum, though most of these trials
were small pilot trials, uncontrolled, given rectally or openlabel studies.117-120 Unfortunately, systematic studies have not
been performed on most strains of probiotics (or combinations
of strains) at high doses to compare to VSL#3. This strain
combination generally fits with our recommendation of a multistrain probiotic, though there are no specific studies comparing
this particular blend with other similar blends. While no clinical
study has been published to compare, it is likely that similar
strain combinations given at similar doses would have similar
results. Clinicians should choose products, typically provided in
pouches or sachets, that allow for very high dosing, as doses of
greater than 3 trillion CFU/day may be needed over a two-month
period to realize benefits in patients with UC.
In light of these studies, the clinician must always
remember that that the efficacy of a probiotic preparation is
unlikely to be the same in all patients or in the same patient
at different stages of disease. Success of treatment may also
be dependent on several variables, such as characteristics of a
patient (gender, lifestyle habits, smoking status, age), lesions
in IBD (location, extent, type of gross lesion), and risk factors
(genetic predisposition, familial history).

Probiotics and IBS
The use of probiotics to improve the microbiome and reduce
symptoms in subjects with IBS is a fairly common practice
around the world.121 In fact, so common is the practice that
well over 50 clinical trials, using most of the commerciallyavailable Lactobacilli and/or Bifidobacteria strains, have been
performed and published over the past few decades; and at least
10 systematic reviews and meta-analyses have been performed
on various subsets of these trials.122 One might assume that with
this much data, there would be a clear understanding of the
role of probiotics in IBS subjects. However, since these studies
were performed by dozens of different groups around the world,
using different strains (single-strain products or mixed-strain
products), doses, length of treatments and delivery mechanisms,
combined with the complex diagnostic and subtyping issues
inherent with IBS, the picture is all but clear.
Therefore, depending on which subset of published trials
are collected for the given meta-analysis, a different recommendation
(or no specific recommendation) is made.123-125 What we can say
at this time by combining the published literature on this topic
and discussion of the use of probiotics for IBS with healthcare
providers is this: 1) probiotic therapy is safe in subjects with

fourteen

2020
IBS, adverse effects are very limited and cease when probiotic
is stopped, 2) the same strains or combinations of strains will
not work in all subjects with IBS or even in every subtype of
IBS, 3) symptom improvement using a particular probiotic may
diminish (or improve) over time, especially in subjects with
IBS-M, 4) positive benefits have been seen at relatively low doses
(< 10 billion CFU/day) as well as very high doses (450 to 900
billion CFU/day), clinicians should be willing to start low and
consider high doses.

Probiotics Therapy for SIBO
The supplementation of probiotics can be an important therapy
for a number of gastrointestinal disorders involving dysbiosis.
However, since SIBO is an overgrowth of bacteria in the small
intestine and its symptoms are nominally related to excess
fermentation, some clinicians are reluctant to recommend
probiotics in subjects with a positive breath test indicating SIBO.
Surprisingly, few studies have been designed to help answer this
conundrum. Most published studies have been extremely small
or uncontrolled (i.e., pilot studies).126,127 Therefore, there is little
available evidence to make specific recommendations for the use
of probiotics for SIBO.
Anecdotal evidence suggests that subjects with SIBO
should be given low doses of probiotics first (< 5 billion CFU/
day) for a week or so to monitor any change of symptoms
related to this therapy. This may require opening a capsule that
contains a higher dose. Increasing the dose to 20 to 40 billion
CFU/day should be done in step-wise fashion as long as no
increased symptoms accompany the stepped-up dosing. Our
standard recommendation is a mixed-strain probiotic, which is
a good place to start in all patients including those with SIBO. If
mixed-strain products are associated with worsening symptoms,
patients may want to consider using single-strain products to
discover if one particular species or strain may be helpful. Once a
patient is breath-test negative (or SIBO symptom-free), a mixedstrain probiotic given at 20 to 40 billion CFU/day should be
recommended to help maintain a normal microbiome.

Spore-Forming Probiotics
as GI Therapeutic Agents
Since the research and use of spore-forming probiotics (primarily
single or multiple strains of Bacilli) is often different and separate
from the more commonly used lyophilized probiotic bacteria
(i.e., Lactobacilli and Bifidobacteria), their research is reported
here, and evaluated separately. Although lyophilized bacteria
have considerably more published data to evaluate compared
to that available on the spore-forming bacteria, the number of
clinical trials evaluating spore-forming bacteria is increasing as
is their commercial popularity in the market.

GI Persistence of Spore-Forming Probiotic Bacteria
and Their Effect on the Commensal GI Microbiota

Similar to non-spore-forming probiotics (e.g., Lactobacilli,
Bifidobacteria, etc.), research suggests there is great
interindividual variability in the gastrointestinal persistence of
orally administered spore-forming probiotics. For instance, a
randomized, open-label, crossover trial studying the GI survival
and persistence of four B. clausii strains found their spores were
able to survive transit through the gastrointestinal tract and
undergo germination, outgrowth and multiplication as vegetative
cells to varying degrees.128 Some B. clausii strains appeared to
have a higher than expected enumeration in some fecal samples
relative to the amount administered to subjects, suggesting that
these strains were able to germinate in the GI tract. As with most
probiotics, B. clausii strains show interindividual differences
in GI persistence when compared amongst different subjects.
The longest surviving strain was found in the fecal samples up
to 12 days after administration, while the shortest surviving
strain was only found in the fecal samples up to three days after
administration.
Limited studies are available researching changes in
the human commensal gut microbiota after supplementation
with spore-forming probiotics. One randomized, double-blind
clinical trial in elderly men and women (65 – 80 years, N =
36) found supplementation with 1 billion CFU/day of Bacillus
coagulans GBI-30 for 28 days significantly increased levels of
the commensal microbe F. prausnitzii from baseline compared
to placebo (P = 0.03).129 F. prausnitzii has been previously
associated with beneficial health outcomes. Not surprisingly,
supplementation with B. coagulans led to increases in Bacillus
spp. in fecal samples of subjects (P = 0.007). However, additional
studies are needed to better understand the effects spore-forming
probiotics may have on commensal microbes in the gut.

Spore-Forming Probiotics
for Diarrhea Prevention and Treatment

The majority of human clinical research on spore-forming
probiotics has focused on outcomes related to gastrointestinal
health. Most studies in this area have researched the effect of acute
administration of Bacillus probiotics on diarrhea (from various
infections, IBS-D, etc.). Most of these studies have suggested
Bacillus probiotics are safe and well tolerated, but the results have
been mixed for their ability to improve diarrheal outcomes (e.g.,
duration of diarrhea, stool consistency, etc.).130-135 These studies
have been heterogenous across numerous variables in study
design (e.g., the patient population, the species of bacteria, the
dose and duration of supplementation, etc.), making it difficult
to recommend one strain or another for specific outcomes.
One systematic review and meta-analysis focused
specifically on studies supplementing B. clausii for diarrhea
outcomes in children. The authors found B. clausii
supplementation significantly reduced the duration of diarrhea
(mean difference: -9.12 h, P = 0.015) and the duration of
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hospitalization (mean difference: -0.85 days, P = 0.017) compared
to control when analyzing six trials studying 1,298 children (ages
three months to twelve years).136 There was a trend for decreasing
stool frequency after B. clausii supplementation compared to
control (mean difference: -0.19 diarrheal episodes, P = 0.14).
Dosages of B. clausii ranged from 1 x 109 CFU twice per day
to 4 x 109 CFU once per day and many studies compared B.
clausii to oral rehydration solution with or without zinc (only one
trial compared B. clausii to placebo). Despite these results, this
systematic review highlights the lack of robust clinical trials in
terms of quality, as only two studies were deemed “good” quality
by the authors. Despite these results, other studies in children,
have not found an improvement in diarrhea outcomes when
supplementing children with Bacillus probiotics (i.e., B. clausii,
B. coagulans, etc.).130,134

Spore-Forming Probiotics
for Irritable Bowel Syndrome (IBS)

A number of clinical trials have been performed evaluating the
effect of Bacillus probiotics for symptom relief in patients with
IBS, primarily B. coagulans strains. Overall, it appears Bacillus
probiotics improve subjective GI symptoms in IBS patients (as
defined by ROME II, ROME III and ROME IV criteria) compared
to placebo for the adults and children studied.133 Similar to the IBS
studies with lyophilized probiotic bacteria described previously,
most of these studies with Bacilli are preliminary and have
evaluated various subgroups of IBS. Additionally, some studies
have evaluated the role of Bacillus probiotics given concurrently
with other treatment modalities for IBS such as dietary restrictions
(i.e., low FODMAP) and pharmaceutical therapies. The low
FODMAP diet has been studied for its efficacy in improving GI
outcomes in IBS patients. One study compared the addition of
supplementing a low FODMAP diet with 10 billion CFU Bacillus
coagulans spores to a low FODMAP diet without spores in fifty
patients meeting the ROME IV criteria for IBS (of all subtypes).141
In this study, consuming a low FODMAP diet with or without
spores led to significant improvements in many GI measures
(e.g., abdominal pain intensity and frequency, satisfaction with
bowel habits, quality of life, defecation consistency, and patientreported severity scores). The addition of B. coagulans to the low
FODMAP diet led to a greater number of patients reporting
improvements in severity scores compared to placebo (57% with
B. clausii compared to 35% in the placebo group (P = 0.001)).
In another study, probiotics (Bacillus subtilis and Streptococcus
faecium) were studied alongside a motility stimulating drug
(i.e., mosapride) and were found to be effective for relief of IBS
symptoms in patients with constipation-predominant IBS.142

Spore-Forming Probiotics
for GI Discomfort and Constipation

Bacillus probiotics have also been studied for their effect on GI
discomfort and constipation in otherwise healthy subjects. One
study found significantly improved subjective measures of GI

function in healthy adult subjects (N = 60) with undiagnosed
GI discomfort following supplementation with 2 billion CFU of
a probiotic blend (i.e., Bacillus coagulans [SNZ 1969], Bacillus
clausii [SNZ 1971], and Bacillus subtilis [SNZ 1972]) for thirtyfive days.143 Another study found supplementation with B.
coagulans Unique IS2 (2 billion CFU/day for 28 days) significantly
improved the number of spontaneous bowel movements per
week compared to placebo during weeks three and four (P <
0.001) in healthy adults with functional constipation according
to the ROME III criteria (N = 100); additionally, the sporeforming probiotic improved stool consistency and the feeling of
incomplete evacuation compared to placebo as well as decreasing
abdominal pain and defecation pain.140 These studies suggest
spore-forming probiotics may improve subjective measures of
GI function in those with undiagnosed GI discomfort and may
improve bowel movements in those with constipation.

Spore-Forming Probiotics for Non-GI Conditions

Although the focus of this review is on GI-related outcomes,
there have been a number of clinical trials exploring the
application of these microbes as therapeutic agents for non-GIrelated conditions (e.g., immune health, oral health, metabolic
health, etc.).144-148 Outside of GI-related outcomes, the majority of
research has been in the area of immune health. One study found
supplementation for thirty days with a combination Bacillus
spore probiotic formula (4 billion spores of B. indicus (HU36),
B. subtilis (HU58), B. coagulans, B. licheniformis, and B. clausii)
reduced postprandial serum endotoxin levels by 42% after five
hours and triglyceride levels by 24% three hours following a highfat challenge meal in college-age subjects (N = 25) who previously
had elevated endotoxin levels to the same high-fat meal at
baseline (labeled as “responders” to the endotoxin challenge at
baseline).149 In comparison, endotoxin levels increased by 36%
five hours after the high fat meal and triglycerides decreased by
5% three hours after the meal in the placebo group. A few studies
have evaluated Bacillus clausii for immune responses in allergic
children with recurrent respiratory infections.150-152 Another
study evaluated B. coagulans GBI-30 6086 for rheumatoid
arthritis outcomes.153 Limited trials studying probiotics for
oral health outcomes suggest Bacillus probiotics may reduce
salivary mutans Streptococci counts similar to studies evaluating
species of other non-spore-forming probiotics (e.g., Lactobacilli,
Bifidobacteria, Streptococci); however, a study evaluating a
toothpaste containing B. subtilis, B. megaterium and B. pumulus
spores (5 x 107 CFU) for 8 weeks did not show improvements
in plaque and gingivitis outcomes compared to placebo.144,145
Limited studies have evaluated the use of Bacillus probiotics for
their influence on metabolic outcomes for subjects with diabetes
and hypercholesterolemia, and more research is needed in this
area.146,147,148
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Safety of Spore-Forming Probiotic Supplementation

We should note that two Bacillus species, B. anthracis and B.
cereus are well-known human pathogens (though not all strains
of these species are virulent); however, many animal and in vitro
safety studies have shown no indication of adverse effects of the
Bacillus species used as probiotics.67 Additionally, no adverse
effects have been reported in human clinical trials supplementing
Bacillus probiotic strains.74 Similar to other probiotics, there may
be a safety concern for ingesting Bacillus probiotics in immunecompromised subjects.74

Summary: Putting the Clinical Data
on Spore-Forming Probiotics into Context

Overall, the human clinical data available on spore-forming
probiotics is greatly limited compared to that of non-sporeforming probiotic research. Therefore, the data for sporeforming probiotics is even more difficult to discern with respect

to comparisons between trial- and strain-specific effects. The
limited clinical trials lack consistency in terms of the Bacillus
probiotic strains tested, the dosages used, the patient populations
tested, the duration of supplementation, and outcomes tested.
Because of the variability in study design, it is difficult to
recommend one strain or strain combination over another.
However, from the available research it does appear
that spore-forming probiotics show promise for many GI-related
outcomes. These studies have shown spore-forming probiotics
improve subjective symptoms for IBS patients, improve functional
GI outcomes and outcomes related to constipation and diarrhea.
However, this research is still in its preliminary phases. More
research is needed to make clear recommendations for sporeforming probiotics. Since spores, by nature, are resistant to
manufacturing stressors, this makes these microbes attractive
from a product stability standpoint. Overall, the emerging data for
spore-forming probiotics is promising for GI-related outcomes.

Probiotic Supplementation in Infants and Children
With the growing acknowledgment of the importance of the
GI microbiome for proper metabolic and immune system
development, along with the safe use of probiotics in adult
populations, there has been an accumulating body of research
on the use of probiotics in infants and children. Here, we will
briefly summarize data on the use of probiotics for GI-related
conditions in infants and children, along with the safety of
using probiotics in these populations. There are several recent
comprehensive reviews covering more details, including many
non-GI indications.154-157

Safety

In the general pediatric population (ages zero to 18 years),
probiotics have been well-tolerated and are generally regarded
as safe with few adverse events; however, extra precautions should
be taken in at-risk pediatric populations when supplementing
with probiotics.158 Such at-risk patient populations are: immunecompromised children; premature infants; those with critical
illness, structural heart disease, or a central venous catheter; and
in those with the potential for translocation of probiotics from
the gut lumen to the bloodstream.
A meta-analysis of 57 clinical trials (and eight followup studies) including 10,056 infants under the age of two years
found supplementation with probiotics and synbiotics to be
safe; furthermore, no serious adverse events or safety concerns
were found to be associated with the probiotics and prebiotics
studied.159 “Rarely probiotics may cause bacteremia, fungemia
and sepsis in immune-compromised, critically ill children.”160
We should note the number of species (and strains) used in the
pediatric population is limited, and therefore the number of
strains demonstrated to be safe (compared to adult populations)

is also limited. However, based on what is known about the
isolation of probiotic strains and their overall record of safety in
foods and supplements worldwide, we believe that most currently
available strains are likely to be safe in the pediatric population
(with the noted exceptions listed above).†

Probiotics in Selected Childhood Conditions
Acute Gastroenteritis

The probiotic strains most studied for treatment of acute
gastroenteritis (AGE) in pediatric populations include: L.
rhamnosus GG161,162 S. boulardii163-165 and L. reuteri DSM
17938.166,167 In fact, a working group from the European Society
for Pediatric Gastroenterology, Hepatology and Nutrition
(ESPGHAN) strongly recommends the use of L. rhamnosus
GG (> 10 billion CFU/day) and S. boulardii (250 - 750 mg/day,
generally this is equivalent to 5 to 15 billion CFU, though many
trials do not specify a concentration) for AGE in children, along
with a “weak” recommendation for L. reuteri DSM 17938 (108
to 4 x 108 CFU/day) for the same indication.168 Most of these
probiotics are recommended to be taken for five to seven days.
The only probiotic with a negative recommendation based on
this report by ESPGHAN was for Enterococcus faecium (SF68
strain); the group strongly recommends avoiding this strain due
to safety concerns (specifically related to a possible recipient of
vancomycin-resistant genes).
† The limited number of strains used in the pediatric population (perhaps due to
their selection by researchers or IRB reviewers based on previous safety data)
severely limits the strength of strain-specific recommendations. That is, since most
strains (or strain combinations) have never been tested for particular outcomes
in children, any strain-specific recommendation is made by default, simply using
those limited strains with positive clinical evidence.
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Antibiotic-Associated Diarrhea

A 2015 Cochrane Review by Goldenberg et al. included 23
randomized controlled studies studying 3,938 children (two
weeks to 17 years old) and found significantly reduced incidence
of AAD in the probiotic groups (Lactobacilli spp., Bifidobacteria
spp., Streptococcus spp., or Saccharomyces boulardii alone or in
combination) compared to the control groups (RR: 0.46; 95%
CI: 0.35 - 0.61).169 The authors concluded, “L. rhamnosus and
S. boulardii at 5 to 40 billion CFU/day may be appropriate for
preventing AAD in children receiving antibiotics;” however, no
other recommendations were made about other strains.
Many RCTs and meta-analyses recommend probiotics
for the prevention of AAD. Strains with the most evidence
include L. rhamnosus GG (5 RCTs, N = 445, RR: 0.48; 95% CI:
0.26 - 0.89)170 and S. boulardii (6 RCTs, N = 1653, RR: 0.43,
95% CI 0.3 - 0.6)171; both of which are recommended by the
ESPGHAN working group guidelines (2016).172 Mcfarland (2015)
notes in a mini review on deciphering meta-analytic results
that the best evidence for a probiotic in pediatric AAD is for S.
boulardii because the favorable pooled effect for L. rhamnosus
GG is skewed by one large positive trial.173 As we mentioned
previously, the lack of clinical trials (positive or negative) for
other strains is not evidence of their lack of efficacy, and the use
of other strains or strain combinations in adult AAD suggests
other strains are likely beneficial for this outcome.

Clostridium difficile Infection (CDI)

Compared to the literature surrounding probiotics for C. difficile
infections in adults, information concerning the use of probiotics
in children is limited. A 2013 Cochrane review by Goldenberg et
al. considered probiotics for prevention of CDI in both adults and
children.174 After pooling 23 trials including 4,213 participants,
use of probiotics was found to decrease the risk of CDI by 64%
(RR: 0.36; CI: 0.26 - 0.51).

Necrotizing Enterocolitis (NEC)

Numerous reviews have recently been published on the promising
benefits of using probiotics in infants with NEC.175-177 According
to Szajewska (2016), preventing NEC is possibly the most
promising indication for the use of probiotics in preterm infants.99
An updated Cochrane review studied 24 RCTs and compared to
the control group, preterm neonates in the probiotics group had
reduced risks of NEC stage > 2 (20 RCTs, RR: 0.43) and all-cause
mortality (17 RCTs, RR: 0.65), but there was no difference between
groups in the risk of nosocomial sepsis (19 RCTs, RR: 0.91).178
According to those who have studied this relationship in
depth, despite the potential benefit of probiotics in NEC, many
questions remain unanswered, including the optimal probiotic
formulation and the safety and efficacy of using probiotics in
very low-birthweight (birthweight < 1,500 g) and extremely lowbirthweight infants (birthweight < 1,000 g).99

Infantile Colic

In reviewing data related to the use of probiotics and infantile
colic, it was unusual to find nearly all studies were performed
with a single strain of L. reuteri. Four independent RCTs
showed L. reuteri DSM 17938 (generally dosed 100 million CFU/
day) reduced crying times in breastfed infants with infantile
colic.179-183 However, another study involving both breastfed
and formula-fed infants did not confirm this benefit, perhaps
because it enrolled children predominantly from the emergency
department and included children on proton pump inhibitors.184
Interestingly, in this study, the formula-fed infants after one
month of supplementation with L. reuteri DSM 17938 showed
significantly more fussing time compared to placebo (P = 0.005).
Systematic reviews and meta-analyses have shown
benefit for L. reuteri in breastfed infants for infantile colic.185,186
A 2016 systematic review found supplementation with L. reuteri
in breastfed infants was associated with a 2.3-fold greater chance
of having a 50% or greater decrease in crying/fussing time
compared to controls (P = 0.01).187
In an investigation of the prevention of infantile colic,
a 2014 trial by Indrio et al. enrolled 589 Italian neonates in the
first week of life and compared the incidence of developing a
functional GI disorder in babies receiving L. reuteri compared
with those receiving placebo.188 Functional gastrointestinal
disorders (FGID) were defined as “inconsolable crying time,
regurgitation, and modification of bowel movements.” The study
showed a significant difference in crying time from 70.9 min/
day in the placebo group to 37.7 min/day in the probiotic group;
approximately 1.5 less regurgitations/day in treatment group
(4.6/day in control and 2.9/day in treatment); and increased stool
frequency (3.6/day vs. 4.2 stools/day treatment).
While these studies appear quite promising, it is difficult
to know whether these effects are strain- or even species-specific.
Since probiotic therapy is safe in most infants, the clinician
should consider recommending a probiotic designed for children,
perhaps selecting one with this or similar strains of L. reuteri.

Other GI-Related Outcomes

Probiotics have been investigated as a therapeutic intervention
for a number of other GI-related conditions in infants and
children. For the most part, there is simply not enough evidence
to make specific recommendations, as clinical trials have had
a range of positive and negative outcomes. There is limited
evidence to recommend selected probiotics for ulcerative colitis.
The European Crohn’s and Colitis organization (ECCO) and
ESPGHAN consider VSL#3 and E. coli (Nissle 1917) as effective
treatment for maintenance in patients with UC, but this
recommendation is based on limited evidence.189-192 According
to ECCO/ESPGHAN guidelines, there is not enough evidence
to suggest probiotics are beneficial for the maintenance or
remission of Crohn’s disease in children.193
For abdominal pain-related functional gastrointestinal
disorders (FGID), Korerink et al. performed a systematic
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review of all available RCTs in children with FGID and
concluded that L. rhamnosus GG, L. reuteri DSM 17938 and
VSL#3 strains are possibly effective in decreasing pain-related
FGID with a pooled risk ratio of 1.5.194 The studies, however,
were relatively heterogeneous and therefore prevented firm
conclusions on efficacy.99 There is also limited evidence to make
specific recommendations for either functional constipation or
irritable bowel syndrome, though probiotics are likely to be safe
in such populations and some small clinical trials have shown
benefit.195-198

References:
1.
2.
3.
4.
5.
6.
7.

8.
9.
10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
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.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.

Marchesi JR, Adams DH, Fava F, et al. The gut microbiota and host health: a new clinical frontier. Gut. 2016 Feb;65(2):330-9.
Power SE, O’Toole PW, Stanton C, Ross RP, Fitzgerald GF. Intestinal microbiota, diet and health. Br J Nutr. 2014 Feb;111(3):387-402.
Goulet O. Potential role of the intestinal microbiota in programming health and disease. Nutr Rev. 2015 Aug;73 Suppl 1:32-40.
Updates can be found at the NIH Human Microbiome Project Website: http://hmpdacc.org/
Sankar SA, Lagier JC, Pontarotti P, Raoult D, Fournier PE. The human gut microbiome, a taxonomic conundrum. Syst Appl Microbiol. 2015 Jun;38(4):276-86.
Glick-Bauer M, Yeh MC. The health advantage of a vegan diet: exploring the gut microbiota connection. Nutrients. 2014 Oct 31;6(11):4822-38.
De Filippo C, Cavalieri D, Di Paola M, et al. Impact of diet in shaping gut microbiota revealed by a comparative study in children from Europe and rural Africa. Proc
Natl Acad Sci U S A. 2010 Aug 17;107(33):14691-6.
De Filippis F, Pellegrini N, Vannini L, et al. High-level adherence to a Mediterranean diet beneficially impacts the gut microbiota and associated metabolome. Gut.
2015 Sep 28. pii: gutjnl-2015-309957.
David LA, Maurice CF, Carmody RN, et al. Diet rapidly and reproducibly alters the human gut microbiome. Nature. 2014 Jan 23;505(7484):559-63.
Conlon MA, Bird AR. The impact of diet and lifestyle on gut microbiota and human health. Nutrients. 2014 Dec 24;7(1):17-44.
Quigley EMM, Gajula P. Recent advances in modulating the microbiome. F1000Res. 2020 Jan 27;9. pii: F1000 Faculty Rev-46.
McDonald D, Hyde E, Debelius JW, et al. American Gut: an Open Platform for Citizen Science Microbiome Research. mSystems. 2018 May 15;3(3). pii: e00031-18.
McRorie JW, Jr. Evidence-Based Approach to Fiber Supplements and Clinically Meaningful Health Benefits, Part 1: What to Look for and How to Recommend an
Effective Fiber Therapy. Nutr Today. 2015;50(2):82-89.
Markowiak P, Śliżewska K. Effects of Probiotics, Prebiotics, and Synbiotics on Human Health .Nutrients. 2017 Sep 15;9(9).
Holscher HD. Dietary fiber and prebiotics and the gastrointestinal microbiota. Gut Microbes. 2017 Mar 4;8(2):172-184.
Bode L. The functional biology of human milk oligosaccharides. Early Hum Dev. 2015 Nov;91(11):619-22.
Kato T, Fukuda S, Fujiwara A, et al. Multiple omics uncovers host-gut microbial mutualism during prebiotic fructooligosaccharide supplementation. DNA Res. 2014
Oct;21(5):469-80.
Dewulf EM, Cani PD, Claus SP, et al. Insight into the prebiotic concept: lessons from an exploratory, double blind intervention study with inulin-type fructans in
obese women. Gut. 2013 Aug;62(8):1112-21.
Leonel AJ, Alvarez-Leite JI. Butyrate: implications for intestinal function. Curr Opin Clin Nutr Metab Care. 2012 Sep;15(5):474-9.
Ríos-Covián D, Ruas-Madiedo P, et al. Intestinal Short Chain Fatty Acids and their Link with Diet and Human Health. Front Microbiol. 2016 Feb 17;7:185.
Windey K, De Preter V, Verbeke K. Relevance of protein fermentation to gut health. Mol Nutr Food Res. 2012 Jan;56(1):184-96.
Macfarlane GT, Macfarlane S. Bacteria, colonic fermentation, and gastrointestinal health. J AOAC Int. 2012 Jan-Feb;95(1):50-60.
Kim E, Coelho D, Blachier F. Review of the association between meat consumption and risk of colorectal cancer. Nutr Res. 2013 Dec;33(12):983-94.
Conlon MA, Kerr CA, McSweeney CS, et al. Resistant starches protect against colonic DNA damage and alter microbiota and gene expression in rats fed a Western
diet. J Nutr. 2012 May;142(5):832-40.
Moreira AP, Texeira TF, Ferreira AB, Peluzio Mdo C, Alfenas Rde C. Influence of a high-fat diet on gut microbiota, intestinal permeability and metabolic
endotoxaemia. Br J Nutr. 2012 Sep;108(5):801-9.
Kaliannan K, Wang B, Li XY, Kim KJ, Kang JX. A host-microbiome interaction mediates the opposing effects of omega-6 and omega-3 fatty acids on metabolic
endotoxemia. Sci Rep. 2015 Jun 11;5:11276.
Ridlon JM, Kang DJ, Hylemon PB, Bajaj JS. Bile acids and the gut microbiome. Curr Opin Gastroenterol. 2014 May;30(3):332-8.
Li T, Chiang JY. Bile acids as metabolic regulators. Curr Opin Gastroenterol. 2015 Mar;31(2):159-65.
Tsuei J, Chau T, Mills D, Wan YJ. Bile acid dysregulation, gut dysbiosis, and gastrointestinal cancer. Exp Biol Med (Maywood). 2014 Nov;239(11):1489-504.
Etxeberria U, Fernández-Quintela A, Milagro FI, et al. Impact of polyphenols and polyphenol-rich dietary sources on gut microbiota composition. J Agric Food
Chem. 2013 Oct 9;61(40):9517-33.
Bolca S, Van de Wiele T, Possemiers S. Gut metabotypes govern health effects of dietary polyphenols. Curr Opin Biotechnol. 2013 Apr;24(2):220-5.
Rafii F. The role of colonic bacteria in the metabolism of the natural isoflavone daidzin to equol. Metabolites. 2015 Jan 14;5(1):56-73.
Brown, N.M.; Galandi, S.L.; Summer, S.S.; Zhao, X.; Heubi, J.E.; King, E.C.; Setchell, K.D. S-(−)-Equol production is developmentally regulated and related to early
diet composition. Nutr. Res. 2014, 34, 401–409.
Setchell KD, Brown NM, Summer S, et al. Dietary factors influence production of the soy isoflavone metabolite s-(-)equol in healthy adults. J Nutr. 2013
Dec;143(12):1950-8.
Pirillo A, Catapano AL. Berberine, a plant alkaloid with lipid- and glucose-lowering properties: From in vitro evidence to clinical studies. Atherosclerosis. 2015
Dec;243(2):449-61.
Han J, Lin H, Huang W. Modulating gut microbiota as an anti-diabetic mechanism of berberine. Med Sci Monit. 2011 Jul;17(7):RA164-7.
Zhang X, Zhao Y, Xu J, et al. Modulation of gut microbiota by berberine and metformin during the treatment of high-fat diet-induced obesity in rats. Sci Rep. 2015
Sep 23;5:14405.
Feng R, Shou JW, Zhao ZX, He CY, et al. Transforming berberine into its intestine-absorbable form by the gut microbiota. Sci Rep. 2015 Jul 15;5:12155.
Chen F, Wen Q, Jiang J, et al. Could the gut microbiota reconcile the oral bioavailability conundrum of traditional herbs? J Ethnopharmacol. 2016 Feb 17;179:253-64.
Bakken JS, Borody T, Brandt LJ, et al. Treating Clostridium difficile Infection with Fecal Microbiota Transplantation. Clin Gastroenterol Hepatol. 2011 Dec; 9(12):
1044–1049.
Gupta S, Allen-Vercoe E, Petrof EO. Fecal microbiota transplantation: in perspective. Therap Adv Gastroenterol. 2016 Mar;9(2):229-39.
Choi HH, Cho YS. Fecal Microbiota Transplantation: Current Applications, Effectiveness, and Future Perspectives. Clin Endosc. 2016 Mar 9. doi: 10.5946/ce.2015.117.
[Epub ahead of print].
Jalanka J, Mattila E, Jouhten H, et al. Long-term effects on luminal and mucosal microbiota and commonly acquired taxa in faecal microbiota transplantation for
recurrent Clostridium difficile infection. BMC Med. 2016 Oct 11;14(1):155.
Macfarlane S. Antibiotic treatments and microbes in the gut. Environ Microbiol. 2014 Apr;16(4):919-24.
Langdon A, Crook N, Dantas G. The effects of antibiotics on the microbiome throughout development and alternative approaches for therapeutic modulation.
Genome Med. 2016 Apr 13;8(1):39.
De La Cochetière MF, Durand T, Lepage P, et al. Resilience of the dominant human fecal microbiota upon short-course antibiotic challenge. J Clin Microbiol. 2005
Nov;43(11):5588-92.
Mangin I, Lévêque C, Magne F, Suau A, Pochart P. Long-term changes in human colonic Bifidobacterium populations induced by a 5-day oral amoxicillin-clavulanic
acid treatment. PLoS One. 2012;7(11):e50257.
Heinsen FA, Knecht H, Neulinger SC, et al. Dynamic changes of the luminal and mucosa-associated gut microbiota during and after antibiotic therapy with
paromomycin. Gut Microbes. 2015 Jul 4;6(4):243-54.
Rashid MU, Zaura E, Buijs MJ, et al. Determining the Long-term Effect of Antibiotic Administration on the Human Normal Intestinal Microbiota Using Culture and
Pyrosequencing Methods. Clin Infect Dis. 2015 May 15;60 Suppl 2:S77-84.
Dethlefsen L, Huse S, Sogin ML, Relman DA. The pervasive effects of an antibiotic on the human gut microbiota, as revealed by deep 16S rRNA sequencing. PLoS
Biol. 2008 Nov 18;6(11):e280.
Pérez-Cobas AE, Gosalbes MJ, Friedrichs A, et al. Gut microbiota disturbance during antibiotic therapy: a multi-omic approach. Gut. 2013 Nov;62(11):1591-601.
Sanders ME. Probiotics: definition, sources, selection, and uses. Clin Infect Dis. 2008 Feb 1;46 Suppl 2:S58-61; discussion S144-51.
Hill C, Guarner F, Reid G, et al. Expert consensus document. 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 Aug;11(8):506-14.
Adams CA. The probiotic paradox: live and dead cells are biological response modifiers. Nutr Res Rev. 2010 Jun;23(1):37-46.
Slover CM, Danziger L. Lactobacillus: a Review. Clin Microbiol Newsl. 2008;30(4):23-27.
Juturu V, Wu JC. Microbial production of lactic acid: the latest development. Crit Rev Biotechnol. 2016;36(6):967-977.
Salvetti E, Harris HMB, Felis GE, O’Toole PW. Comparative Genomics of the Genus Lactobacillus Reveals Robust Phylogroups That Provide the Basis for
Reclassification. Appl Environ Microbiol. 2018;84(17).
Picard C, Fioramonti J, Francois A, Robinson T, Neant F, Matuchansky C. Review article: bifidobacteria as probiotic agents -- physiological effects and clinical
benefits. Aliment Pharmacol Ther. 2005;22(6):495-512.
Sharma R, Bhaskar B, Sanodiya BS, et al. Probiotic Efficacy and Potential of Streptococcus thermophilus modulating human health: A synoptic review. IOSR Journal
of Pharmacy and Biological Sciences. 2014;9:2319-7676.
Arias CA, BE M. Enterococcal Infections. New York, NY: McGraw-Hill; 2015.
Franz CM, Huch M, Abriouel H, Holzapfel W, Galvez A. Enterococci as probiotics and their implications in food safety. Int J Food Microbiol. 2011;151(2):125-140.

There are many possible therapeutic benefits related to probiotic
therapy in children for non-GI-related conditions such as atopic/
allergic treatment and prevention, immune-related outcomes,
upper respiratory infections, mood-related outcomes and even
metabolic-related outcomes. While these topics are outside the
scope of this monograph, clinicians should be aware of the
broader potential for non-GI-related outcomes for the use of
probiotics in children (and adults).

62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.
96.
97.
98.
99.
100.
101.
102.
103.
104.
105.
106.
107.
108.
109.
110.
111.

Hollenbeck BL, Rice LB. Intrinsic and acquired resistance mechanisms in enterococcus. Virulence. 2012;3(5):421-433.
Point Institute. Saccharomyces boulardii in Gastrointestinal Related Disorders. 2008.
Czerucka D, Piche T, Rampal P. Review article: yeast as probiotics -- Saccharomyces boulardii. Aliment Pharmacol Ther. 2007;26(6):767-778.
Szajewska H, Kolodziej M. Systematic review with meta-analysis: Saccharomyces boulardii in the prevention of antibiotic-associated diarrhoea. Aliment Pharmacol
Ther. 2015;42(7):793-801.
McFarland LV. Probiotics for the Primary and Secondary Prevention of C. difficile Infections: A Meta-analysis and Systematic Review. Antibiotics (Basel, Switzerland).
2015;4(2):160-178.
Cutting SM. Bacillus probiotics. Food Microbiol. 2011;28(2):214-220.
Bernardeau M, Lehtinen MJ, Forssten SD, Nurminen P. Importance of the gastrointestinal life cycle of Bacillus for probiotic functionality. J Food Sci Technol.
2017;54(8):2570-2584.
Sanders M, Morelli L, Tompkins T. Sporeformers as Human Probiotics: Bacillus, Sporolactobacillus, and Brevibacillus. Comprehensive Reviews in Food Science and
Food Safety. 2003;2:101-110.
Mondol MA, Shin HJ, Islam MT. Diversity of secondary metabolites from marine Bacillus species: chemistry and biological activity. Mar Drugs. 2013 Aug
12;11(8):2846-72.
Khaneja R, Perez-Fons L, Fakhry S, et al. Carotenoids found in Bacillus. J Appl Microbiol. 2010 Jun;108(6):1889-902.
Sy C, Gleize B, Chamot S, et al. Glycosyl carotenoids from marine spore-forming Bacillus sp. strains are readily bioaccessible and bioavailable. Food Res Int.
2013;51(2):914-923.
Jurenka JS. Bacillus coagulans: Monograph. Altern Med Rev. 2012;17(1):76-81.
Elshaghabee FMF, Rokana N, Gulhane RD, Sharma C, Panwar H. Bacillus As Potential Probiotics: Status, Concerns, and Future Perspectives. Front Microbiol.
2017;8:1490.
Derrien M, van Hylckama Vlieg JE. Fate, activity, and impact of ingested bacteria within the human gut microbiota. Trends Microbiol. 2015 Jun;23(6):354-66.
Plaza-Díaz J, Fernández-Caballero JÁ, Chueca N, et al. Pyrosequencing analysis reveals changes in intestinal microbiota of healthy adults who received a daily
dose of immunomodulatory probiotic strains. Nutrients. 2015 May 26;7(6):3999-4015.
El Aidy S, van den Bogert B, Kleerebezem M. The small intestine microbiota, nutritional modulation and relevance for health. Curr Opin Biotechnol. 2015 Apr;32:1420.
Wang M, Ahrné S, Jeppsson B, Molin G, et al. Comparison of bacterial diversity along the human intestinal tract by direct cloning and sequencing of 16S rRNA
genes. FEMS Microbiol Ecol. 2005 Oct 1;54(2):219-31.
Quartieri A, Simone M, Gozzoli C, et al. Comparison of culture-dependent and independent approaches to characterize fecal bifidobacteria and lactobacilli.
Anaerobe. 2016 Apr;38:130-7.
Youngster I, Russell GH, Pindar C, et al. Oral, capsulized, frozen fecal microbiota transplantation for relapsing Clostridium difficile infection. JAMA. 2014 Nov
5;312(17):1772-8.
Hütt P, Kõll P, Stsepetova J, Alvarez B, et al. Safety and persistence of orally administered human Lactobacillus sp. strains in healthy adults. Benef Microbes. 2011
Mar;2(1):79-90.
Johansson ML, Molin G, Jeppsson B, et al. Administration of different Lactobacillus strains in fermented oatmeal soup: in vivo colonization of human intestinal
mucosa and effect on the indigenous flora. Appl Environ Microbiol. 1993 Jan;59(1):15-20.
van Bokhorst-van de Veen H, et al. Congruent strain specific intestinal persistence of Lactobacillus plantarum in an intestine-mimicking in vitro system and in
human volunteers. PLoS One. 2012;7(9):e44588.
Ghelardi E, Celandroni F, Salvetti S, et al. Survival and persistence of Bacillus clausii in the human gastrointestinal tract following oral administration as sporebased probiotic formulation. J Appl Microbiol. 2015 Aug;119(2):552-9.
Kelesidis T, Pothoulakis C. Efficacy and safety of the probiotic Saccharomyces boulardii for the prevention and therapy of gastrointestinal disorders. Therap Adv
Gastroenterol. 2012 Mar;5(2):111-25.
Zmora N, Zilberman-Schapira G, Suez J, et al. Personalized Gut Mucosal Colonization Resistance to Empiric Probiotics Is Associated with Unique Host and
Microbiome Features. Cell. 2018;174(6):1388-1405.e1321.
Waller PA, Gopal PK, Leyer GJ, et al. Dose-response effect of Bifidobacterium lactis HN019 on whole gut transit time and functional gastrointestinal symptoms in
adults. Scand J Gastroenterol. 2011 Sep;46(9):1057-64.
Larsen CN, Nielsen S, Kaestel P, et al. Dose-response study of probiotic bacteria Bifidobacterium animalis subsp lactis BB-12 and Lactobacillus paracasei subsp
paracasei CRL-341 in healthy young adults. Eur J Clin Nutr. 2006 Nov;60(11):1284-93.
Evrard B, Coudeyras S, Dosgilbert A, et al. Dose-dependent immunomodulation of human dendritic cells by the probiotic Lactobacillus rhamnosus Lcr35. PLoS One.
2011;6(4):e18735.
Mañé J, Pedrosa E, Lorén V, et al. A mixture of Lactobacillus plantarum CECT 7315 and CECT 7316 enhances systemic immunity in elderly subjects. A dose-response,
double-blind, placebo-controlled, randomized pilot trial. Nutr Hosp. 2011 Jan-Feb;26(1):228-35.
Issa I, Moucari R. Probiotics for antibiotic-associated diarrhea: do we have a verdict? World J Gastroenterol. 2014 Dec 21;20(47):17788-95.
Hempel S et al. Probiotics for the prevention and treatment of antibiotic-associated diarrhea: a systematic review and meta-analysis. JAMA. 2012 May 9;
307(18):1959-69.
Berni Canani R, Cucchiara S, Cuomo R, Pace F, Papale F. Saccharomyces boulardii: a summary of the evidence for gastroenterology clinical practice in adults and
children. Eur Rev Med Pharmacol Sci. 2011 Jul; 15(7):809-22.
Pattani R, Palda VA, Hwang SW, Shah PS. Probiotics for the prevention of antibiotic-associated diarrhea and Clostridium difficile infection among hospitalized
patients: systematic review and meta-analysis. Open Med. 2013 May 28;7(2):e56-67.
Lau CS, Chamberlain RS. Probiotics are effective at preventing Clostridium difficile-associated diarrhea: a systematic review and meta-analysis. Int J Gen Med.
2016 Feb 22;9:27-37.
Allen SJ, Wareham K, Wang D, et al. Lactobacilli and bifidobacteria in the prevention of antibiotic-associated diarrhoea and Clostridium difficile diarrhoea in older
inpatients (PLACIDE): a randomised, double-blind, placebo-controlled, multicentre trial. Lancet. 2013 Oct 12;382(9900):1249-57.
Szajewska H, Kołodziej M. Systematic review with meta-analysis: Saccharomyces boulardii in the prevention of antibiotic-associated diarrhoea. Aliment Pharmacol
Ther. 2015 Oct;42(7):793-801.
Patro-Golab B, Shamir R, Szajewska H. Yogurt for treating antibiotic-associated diarrhea: Systematic review and meta-analysis. Nutrition. 2015 Jun;31(6):796-800.
Ouwehand AC, DongLian C, Weijian X, et al. Probiotics reduce symptoms of antibiotic use in a hospital setting: a randomized dose response study. Vaccine. 2014
Jan 16;32(4):458-63.
Gao XW, Mubasher M, Fang CY, et al. Dose-response efficacy of a proprietary probiotic formula of Lactobacillus acidophilus CL1285 and Lactobacillus casei LBC80R
for antibiotic-associated diarrhea and Clostridium difficile-associated diarrhea prophylaxis in adult patients. Am J Gastroenterol. 2010 Jul;105(7):1636-41.
Ghouri YA, Richards DM, Rahimi EF, et al. Systematic review of randomized controlled trials of probiotics, prebiotics, and synbiotics in inflammatory bowel
disease. Clin Exp Gastroenterol. 2014 Dec 9;7:473-87.
Lichtenstein L, Avni-Biron I, Ben-Bassat O. Probiotics and prebiotics in Crohn’s disease therapies. Best Pract Res Clin Gastroenterol. 2016 Feb;30(1):81-8.
Lichtenstein L, Avni-Biron I, Ben-Bassat O. The current place of probiotics and prebiotics in the treatment of pouchitis. Best Pract Res Clin Gastroenterol. 2016
Feb;30(1):73-80.
Derikx LA, Dieleman LA, Hoentjen F. Probiotics and prebiotics in ulcerative colitis. Best Pract Res Clin Gastroenterol. 2016 Feb;30(1):55-71.
Chibbar R, Dieleman LA. Probiotics in the Management of Ulcerative Colitis. J Clin Gastroenterol. 2015 Nov-Dec;49 Suppl 1:S50-5.
Guandalini S, Cernat E, Moscoso D. Prebiotics and probiotics in irritable bowel syndrome and inflammatory bowel disease in children. Benef Microbes.
2015;6(2):209-17.
Plein K, Hotz J. Therapeutic effects of Saccharomyces boulardii on mild residual symptoms in a stable phase of Crohn’s disease with special respect to chronic
diarrhea--a pilot study. Z Gastroenterol. 1993 Feb;31(2):129-34.
Guslandi M, Mezzi G, Sorghi M, Testoni PA. Saccharomyces boulardii in maintenance treatment of Crohn’s disease. Dig Dis Sci. 2000 Jul;45(7):1462-4.
Steed H, Macfarlane GT, Blackett KL, et al. Clinical trial: the microbiological and immunological effects of synbiotic consumption - a randomized double-blind
placebo-controlled study in active Crohn’s disease. Aliment Pharmacol Ther. 2010 Oct;32(7):872-83.
Fujimori S., Tatsuguchi A., Gudis K., Kishida T., Mitsui K., Ehara A., et al: High dose probiotic and prebiotic cotherapy for remission induction of active Crohn’s
disease. J Gastroenterol Hepatol. 2007; 22: pp. 1199-1204.
Fedorak RN, Feagan BG, Hotte N, et al. The probiotic VSL#3 has anti-inflammatory effects and could reduce endoscopic recurrence after surgery for Crohn’s
disease. Clin Gastroenterol Hepatol. 2015 May;13(5):928-35.e2.

nineteen

Volume 16, No. 1

2020

112. Kruis, W., Schutz, E. et al. Double-blind comparison of an oral Escherichia coli preparation and mesalazine in maintaining remission of ulcerative colitis.
Aliment Pharmacol Ther. 1997; 11(5):853-858.
113. Rembacken, B. J., Snelling, A. M. et al. Non-pathogenic Escherichia coli versus mesalazine for the treatment of ulcerative colitis: a randomised trial. Lancet.
1999; 354(9179):635-639.
114. Kruis, W., Fric, P. et al. Maintaining remission of ulcerative colitis with the probiotic Escherichia coli Nissle 1917 is as effective as with standard mesalazine.
Gut. 2004; 53(11):1617-1623.
115. https://www.regulations.gov/document?D=FDA-2012-S-1178-0014
116. Mardini HE, Grigorian AY. Probiotic mix VSL#3 is effective adjunctive therapy for mild to moderately active ulcerative colitis: a meta-analysis. Inflamm Bowel
Dis. 2014 Sep;20(9):1562-7.
117. Guslandi M, Giollo P, Testoni PA. A pilot trial of Saccharomyces boulardii in ulcerative colitis. Eur J Gastroenterol Hepatol. 2003 Jun;15(6):697-8.
118. Kato K, Mizuno S, Umesaki Y, et al. Randomized placebo-controlled trial assessing the effect of bifidobacteria-fermented milk on active ulcerative colitis.
Aliment Pharmacol Ther. 2004 Nov 15;20(10):1133-41.
119. Oliva S, Di Nardo G, Ferrari F, et al. Randomised clinical trial: the effectiveness of Lactobacillus reuteri ATCC 55730 rectal enema in children with active distal
ulcerative colitis. Aliment Pharmacol Ther. 2012 Feb;35(3):327-34.
120. Wildt S, Nordgaard I, Hansen U, et al. A randomised double-blind placebo-controlled trial with Lactobacillus acidophilus La-5 and Bifidobacterium animalis
subsp. lactis BB-12 for maintenance of remission in ulcerative colitis. J Crohns Colitis. 2011 Apr;5(2):115-21.
121. Quigley EM. Probiotics in Irritable Bowel Syndrome: The Science and the Evidence. J Clin Gastroenterol. 2015 Nov-Dec;49 Suppl 1:S60-4.
122. Mazurak N, Broelz E, Storr M, Enck P. Probiotic Therapy of the Irritable Bowel Syndrome: Why Is the Evidence Still Poor and What Can Be Done About It? J
Neurogastroenterol Motil. 2015 Oct 1;21(4):471-85.
123. Zhang Y, Li L, Guo C, et al. Effects of probiotic type, dose and treatment duration on irritable bowel syndrome diagnosed by Rome III criteria: a meta-analysis.
BMC Gastroenterol. 2016 Jun 13;16(1):62.
124. McKenzie YA, Thompson J, Gulia P, et al. British Dietetic Association systematic review of systematic reviews and evidence-based practice guidelines for the
use of probiotics in the management of irritable bowel syndrome in adults (2016 update). J Hum Nutr Diet. 2016 Jun 6. doi: 10.1111/jhn.12386. [Epub ahead
of print].
125. Didari T, Mozaffari S, Nikfar S, Abdollahi M. Effectiveness of probiotics in irritable bowel syndrome: Updated systematic review with meta-analysis. World J
Gastroenterol. 2015 Mar 14;21(10):3072-84.
126. Khalighi AR, Khalighi MR, Behdani R, et al. Evaluating the efficacy of probiotic on treatment in patients with small intestinal bacterial overgrowth (SIBO)--a
pilot study. Indian J Med Res. 2014 Nov;140(5):604-8.
127. Chen WC, Quigley EM. Probiotics, prebiotics & synbiotics in small intestinal bacterial overgrowth: opening up a new therapeutic horizon! Indian J Med Res.
2014 Nov;140(5):582-4.
128. Ghelardi E, Celandroni F, Salvetti S, Gueye SA, Lupetti A, Senesi S. Survival and persistence of Bacillus clausii in the human gastrointestinal tract following oral
administration as spore-based probiotic formulation. J Appl Microbiol. 2015;119(2):552-559.
129. Nyangale EP, Farmer S, Cash HA, Keller D, Chernoff D, Gibson GR. Bacillus coagulans GBI-30, 6086 Modulates Faecalibacterium prausnitzii in Older Men and
Women. J Nutr. 2015;145(7):1446-1452.
130. Canani RB, Cirillo P, Terrin G, et al. Probiotics for treatment of acute diarrhoea in children: randomised clinical trial of five different preparations. BMJ.
2007;335(7615):340.
131. Sudha MR, Bhonagiri S, Kumar MA. Efficacy of Bacillus clausii strain UBBC-07 in the treatment of patients suffering from acute diarrhoea. Beneficial microbes.
2013;4(2):211-216.
132. Hatanaka M, Yamamoto K, Suzuki N, et al. Effect of Bacillus subtilis C-3102 on loose stools in healthy volunteers. Beneficial microbes. 2018;9(3):357-365.
133. Dolin BJ. Effects of a proprietary Bacillus coagulans preparation on symptoms of diarrhea-predominant irritable bowel syndrome. Methods Find Exp Clin
Pharmacol. 2009;31(10):655-659.
134. Dutta P, Mitra U, Dutta S, Rajendran K, Saha TK, Chatterjee MK. Randomised controlled clinical trial of Lactobacillus sporogenes (Bacillus coagulans), used as
probiotic in clinical practice, on acute watery diarrhoea in children. Trop Med Int Health. 2011;16(5):555-561.
135. Maity C, Gupta AK. A prospective, interventional, randomized, double-blind, placebo-controlled clinical study to evaluate the efficacy and safety of Bacillus
coagulans LBSC in the treatment of acute diarrhea with abdominal discomfort. Eur J Clin Pharmacol. 2018.
136. Ianiro G, Rizzatti G, Plomer M, et al. Bacillus clausii for the Treatment of Acute Diarrhea in Children: A Systematic Review and Meta-Analysis of Randomized
Controlled Trials. Nutrients. 2018;10(8).
137. Sudha MR, Jayanthi N, Aasin M, Dhanashri RD, Anirudh T. Efficacy of Bacillus coagulans Unique IS2 in treatment of irritable bowel syndrome in children: a
double blind, randomised placebo controlled study. Beneficial microbes. 2018;9(4):563-572.
138. Hun L. Bacillus coagulans significantly improved abdominal pain and bloating in patients with IBS. Postgrad Med. 2009;121(2):119-124.
139. Catinean A, Neag AM, Nita A, Buzea M, Buzoianu AD. Bacillus spp. Spores-A Promising Treatment Option for Patients with Irritable Bowel Syndrome. Nutrients.
2019;11(9).
140. Madempudi RS, Neelamraju J, Ahire JJ, Gupta SK, Shukla VK. Bacillus coagulans Unique IS2 in Constipation: A Double-Blind, Placebo-Controlled Study.
Probiotics and antimicrobial proteins. 2019.
141. Abhari K, Saadati S, Hosseini-Oskouiee F, et al. Is Bacillus coagulans supplementation plus low FODMAP diet superior to low FODMAP diet in irritable bowel
syndrome management? Eur J Nutr. 2019.
142. Choi CH, Kwon JG, Kim SK, et al. Efficacy of combination therapy with probiotics and mosapride in patients with IBS without diarrhea: a randomized, doubleblind, placebo-controlled, multicenter, phase II trial. Neurogastroenterol Motil. 2015;27(5):705-716.
143. Soman RJ, Swamy MV. A prospective, randomized, double-blind, placebo-controlled, parallel-group study to evaluate the efficacy and safety of SNZ TriBac, a
three-strain Bacillus probiotic blend for undiagnosed gastrointestinal discomfort. Int J Colorectal Dis. 2019;34(11):1971-1978.
144. Alkaya B, Laleman I, Keceli S, Ozcelik O, Cenk Haytac M, Teughels W. Clinical effects of probiotics containing Bacillus species on gingivitis: a pilot randomized
controlled trial. J Periodontal Res. 2017;52(3):497-504.
145. Jindal G, Pandey RK, Agarwal J, Singh M. A comparative evaluation of probiotics on salivary mutans streptococci counts in Indian children. Eur Arch Paediatr
Dent. 2011;12(4):211-215.
146. Mazruei Arani N, Emam-Djomeh Z, Tavakolipour H, Sharafati-Chaleshtori R, Soleimani A, Asemi Z. The Effects of Probiotic Honey Consumption on Metabolic
Status in Patients with Diabetic Nephropathy: a Randomized, Double-Blind, Controlled Trial. Probiotics and antimicrobial proteins. 2018.
147. Bahmani F, Tajadadi-Ebrahimi M, Kolahdooz F, et al. The Consumption of Synbiotic Bread Containing Lactobacillus sporogenes and Inulin Affects Nitric Oxide
and Malondialdehyde in Patients with Type 2 Diabetes Mellitus: Randomized, Double-Blind, Placebo-Controlled Trial. J Am Coll Nutr. 2016;35(6):506-513.
148. Sudha MR, Radkar N., Maurya A. Effect of Supplementation of Probiotic Bacillus Coagulans Unique IS-2 on Hypercholesterolemia Subjects: A Clinical Study.
International Journal of Probiotics and Prebiotics. 2011;6(2):1-5.
149. McFarlin BK, Henning AL, Bowman EM, Gary MA, Carbajal KM. Oral spore-based probiotic supplementation was associated with reduced incidence of postprandial dietary endotoxin, triglycerides, and disease risk biomarkers. World J Gastrointest Pathophysiol. 2017;8(3):117-126.
150. Ciprandi G, Tosca MA, Milanese M, Caligo G, Ricca V. Cytokines evaluation in nasal lavage of allergic children after Bacillus clausii administration: a pilot study.
Pediatr Allergy Immunol. 2004;15(2):148-151.
151. Ciprandi G, Vizzaccaro A, Cirillo I, Tosca MA. Bacillus clausii exerts immuno-modulatory activity in allergic subjects: a pilot study. Eur Ann Allergy Clin Immunol.
2005;37(4):129-134.
152. Marseglia GL, Tosca M, Cirillo I, et al. Efficacy of Bacillus clausii spores in the prevention of recurrent respiratory infections in children: a pilot study. Ther Clin
Risk Manag. 2007;3(1):13-17.
153. Mandel DR, Eichas K, Holmes J. Bacillus coagulans: a viable adjunct therapy for relieving symptoms of rheumatoid arthritis according to a randomized,
controlled trial. BMC Complement Altern Med. 2010;10:1.
154. Szajewska H. What are the indications for using probiotics in children? Arch Dis Child. 2016 Apr;101(4):398-403.
155. Barnes D, Yeh AM. Bugs and Guts: Practical Applications of Probiotics for Gastrointestinal Disorders in Children. Nutr Clin Pract. 2015 Dec;30(6):747-59.
156. Singhi SC, Kumar S. Probiotics in critically ill children. F1000Res. 2016 Mar 29;5. pii: F1000 Faculty Rev-407.
157. Hashemi A, Villa CR, Comelli EM. Probiotics in early life: a preventative and treatment approach. Food Funct. 2016 Apr 20;7(4):1752-68.
158. van den Nieuwboer M, Brummer RJ, Guarner F, et al. Safety of probiotics and synbiotics in children under 18 years of age. Benef Microbes. 2015;6(5):615-30.
159. van den Nieuwboer M, Claassen E, Morelli L, et al. Probiotic and synbiotic safety in infants under two years of age. Benef Microbes. 2014 Mar;5(1):45-60.
160. Singhi SC, Kumar S. Probiotics in critically ill children. F1000Res. 2016 Mar 29;5. pii: F1000 Faculty Rev-407.
161. Szajewska H, Skórka A, Ruszczyński M, Gieruszczak-Białek D. Metaanalysis: Lactobacillus GG for treating acute gastroenteritis in children— updated analysis
of randomised controlled trials. Aliment Pharmacol Ther. 2013;38(5):467-476.
162. Sindhu KNC, Sowmyanarayanan TV, Paul A, et al. Immune response and intestinal permeability in children with acute gastroenteritis treated with
Lactobacillus rhamnosus GG: a randomized, double-blind, placebo-controlled trial. Clin Infect Dis. 2014;58(8):1107-1115.
163. Szajewska H, Skórka A. Saccharomyces boulardii for treating acute gastroenteritis in children: updated meta-analysis of randomized controlled trials. Aliment
Pharmacol Ther. 2009;30(9):960-961.
164. Feizizadeh S, Salehi-Abargouei A, Akbari V. Efficacy and safety of Saccharomyces boulardii for acute diarrhea. Pediatrics. 2014;134(1):e176-e191.
165. Dinleyici EC, Eren M, Ozen M, et al. Effectiveness and safety of Saccharomyces boulardii for acute infectious diarrhea. Expert Opin Biol Ther. 2012;12:395–410.
166. Szajewska H, Urban´ska M, Chmielewska A, et al. Meta-analysis: Lactobacillus reuteri strain DSM 17938 (and the original strain ATCC 55730) for treating acute
gastroenteritis in children. Benef Microbes. 2014;Jan 24:1–9.
167. Dinleyici EC, Dalgic N, Guven S, et al. Lactobacillus reuteri DSM 17938 shortens acute infectious diarrhea in a pediatric outpatient setting. J Pediatr (Rio J). 2015
Jul-Aug;91(4):392-6.
168. Szajewska H, Guarino A, Hojsak I, et al. European Society for Pediatric Gastroenterology, Hepatology, and Nutrition. Use of probiotics for management of
acute gastroenteritis: a position paper by the ESPGHAN Working Group for Probiotics and Prebiotics. J Pediatr Gastroenterol Nutr. 2014;58:531–9.
169. Goldenberg JZ, Lytvyn L, Steurich J, et al. Probiotics for the prevention of pediatric antibiotic associated Diarrhea. Cochrane Database Syst Rev Online. 2015
Dec 22;(12):CD004827.
170. Szajewska H, Kołodziej M. Systematic review with meta-analysis: Lactobacillus rhamnosus GG in the prevention of antibiotic-associated diarrhoea in children
and adults. Aliment Pharmacol Ther. 2015 Nov;42(10):1149-57.
171. Szajewska H, Kołodziej M: Systematic review with meta-analysis: Saccharomyces boulardii in the prevention of antibiotic-associated diarrhoea. Aliment
Pharmacol Ther. 2015; 42(7): 793–801.
172. Szajewska H, Canani RB, Guarino A, et al. Probiotics for the Prevention of Antibiotic-Associated Diarrhea in Children. J Pediatr Gastroenterol Nutr. 2016
Mar;62(3):495-506.
173. McFarland LV. Deciphering meta-analytic results: a mini-review of probiotics for the prevention of paediatric antibiotic-associated diarrhoea and Clostridium
difficile infections. Benef Microbes. 2015;6(2):189-94.
174. Goldenberg JZ, Ma SS, Saxton JD, et al. Probiotics for the prevention of Clostridium difficile-associated diarrhea in adults and children. Cochrane Database Syst
Rev. 2013 May 31;(5):CD006095.
175. Warner BB, Tarr PI. Necrotizing enterocolitis and preterm infant gut bacteria. Semin Fetal Neonatal Med. 2016 Jun 22. pii: S1744-165X(16)30027-0.

176. Aceti A, Gori D, Barone G, et al. Probiotics for prevention of necrotizing enterocolitis in preterm infants: systematic review and meta-analysis. Ital J Pediatr.
2015 Nov 14;41:89.
177. Fleming P, Hall NJ, Eaton S. Probiotics and necrotizing enterocolitis. Pediatr Surg Int. 2015 Dec;31(12):1111-8.
178. AlFaleh K, Anabrees J. Probiotics for prevention of necrotizing enterocolitis in preterm infants. Cochrane Database Syst Rev. 2014;4:CD005496.
179. Szajewska H, Gyrczuk E, Horvath A. Lactobacillus reuteri DSM 17938 for the management of infantile colic in breastfed infants: a randomized, double-blind,
placebo-controlled trial. J Pediatr. 2013;162:257–62.
180. Savino F, Cordisco L, Tarasco V, et al. Lactobacillus reuteri DSM 17938 in infantile colic: a randomized, double-blind, placebo-controlled trial. Pediatrics.
2010;126: e526–33.
181. Savino F, Pelle E, Palumeri E, Oggero R, Miniero R. Lactobacillus reuteri (American Type Culture Collection Strain 55730) versus simethicone in the treatment of
infantile colic: a prospective randomized study. Pediatrics. 2007;119(1):e124-e130.
182. Chau K, Lau E, Greenberg S, et al. Probiotics for infantile colic: a randomized, double-blind, placebo-controlled trial investigating Lactobacillus reuteri DSM
17938. J Pediatr. 2015;166:74–8.
183. Mi GL, Zhao L, Qiao DD, et al. Effectiveness of Lactobacillus reuteri in infantile colic and colicky induced maternal depression: a prospective single blind
randomized trial. Antonie Van Leeuwenhoek. 2015;107:1547–53.
184. Sung V, Hiscock H, Tang ML, et al. Treating infant colic with the probiotic Lactobacillus reuteri: double blind, placebo controlled randomised trial. BMJ.
2014;348:g2107.
185. Harb T, Matsuyama M, David M, et al. Infant Colic-What works: A Systematic Review of Interventions for Breast-fed Infants. J Pediatr Gastroenterol Nutr. 2016
May;62(5):668-86.
186. Urbańska M, Szajewska H. The efficacy of Lactobacillus reuteri DSM 17938 in infants and children: a review of the current evidence. Eur J Pediatr.
2014;173:1327–37.
187. Schreck Bird A, Gregory PJ, Jalloh MA, et al. Probiotics for the Treatment of Infantile Colic: A Systematic Review. J Pharm Pract. 2016 Mar 2. pii:
0897190016634516. [Epub ahead of print].
188. Indrio F, Di Mauro A, Riezzo G, et al. Prophylactic use of a probiotic in the prevention of colic, regurgitation, and functional constipation: a randomized clinical
trial. JAMA Pediatr. 2014;168(3):228-233.
189. Turner D, Levine A, Escher JC, et al. European Crohn’s and Colitis Organization; European Society for Paediatric Gastroenterology, Hepatology, and Nutrition.
Management of pediatric ulcerative colitis: joint ECCO and ESPGHAN evidence-based consensus guidelines. J Pediatr Gastroenterol Nutr. 2012;55:340–61.
190. Henker J, Muller S, Laass MW, et al. Probiotic Escherichia coli Nissle 1917 (EcN) for successful remission maintenance of ulcerative colitis in children and
adolescents: an open-label pilot study. Z Gastroenterol. 2008;46:874–5.
191. Huynh HQ, deBruyn J, Guan L, et al. Probiotic preparation VSL#3 induces remission in children with mild to moderate acute ulcerative colitis: a pilot study.
Inflamm Bowel Dis. 2009;15:760–8.
192. Miele E, Pascarella F, Giannetti E, et al. Effect of a probiotic preparation (VSL#3) on induction and maintenance of remission in children with ulcerative colitis.
Am J Gastroenterol. 2009;104:437–43.
193. Ruemmele FM, Veres G, Kolho KL, et al. ECCO/ESPGHAN. Consensus guidelines of ECCO/ESPGHAN on the medical management of pediatric Crohn’s disease. J
Crohns Colitis. 2014;8:1179–207.
194. Korterink JJ, Ockeloen L, Benninga MA, Tabbers MM, Hilbink M, Deckers-Kocken JM. Probiotics for childhood functional gastrointestinal disorders: a
systematic review and meta-analysis. Acta Paediatr. 2014;103(4):365-372.
195. Tabbers MM, DiLorenzo C, Berger MY, et al. European Society for Pediatric Gastroenterology, Hepatology, and Nutrition; North American Society for Pediatric
Gastroenterology. Evaluation and treatment of functional constipation in infants and children: evidence-based recommendations from ESPGHAN and
NASPGHAN. J Pediatr Gastroenterol Nutr. 2014;58:258–74.
196. Bu L-N, Chang M-H, Ni Y-H, et al. Lactobacillus casei rhamnosus Lcr35 in children with chronic constipation. Pediatrics International. 2007;49:485–90.
197. Guerra PV, Lima LN, Souza TC, et al. Pediatric functional constipation treatment with Bifidobacterium-containing yogurt: a crossover, double-blind, controlled
trial. World J Gastroenterol. 2011;17:3916–21.
198. Guandalini S, Magazzù G, Chiaro A, et al. VSL#3 improves symptoms in children with irritable bowel syndrome: a multicenter, randomized, placebocontrolled, double-blind, crossover study. J Pediatr Gastroenterol Nutr. 2010;51(1):24-30.

This Monograph contains several excerpts from our Book:
Functional Strategies for the Management of Gastrointestinal
Disorders: Principles and Protocols for Healthcare
Professionals (Point Institute, 2016). The book includes
much more information on the preparation and proper use
of commercial probiotics, in addition to more background
information on the microbiome and related GI dysfunctions.
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