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ABSTRACT
Recent technological advancements have allowed for 
a thorough examination of the human microbiome, 
leading to the discovery of certain microbial patterns 
that are linked to health and disease. This validates the 
essential function of bacteria in preserving homeosta-
sis and the overall health condition of the host. In this 
review, we thoroughly analyze the present state of mi-
crobiome-based medicines, including established and 
developing techniques. We explore the mechanisms 
of action of these therapies, their applications, and 
the associated problems. In addition, we outline the 
challenges faced by the scientific community in the ad-
vancement of microbiome therapeutics. Investigations 
into the human gut microbiome have expanded our 
knowledge of how microorganisms establish, develop, 
and become imbalanced in different states of health. 
Microbiome therapies include manipulating the gut mi-
crobiome by using various treatments, such as adding, 
removing, or modifying the bacteria. This may be done 
using natural or modified microorganisms, antibiotics, 
bacteriophages, and bacteriocins. This strategy has 
the potential to surpass the restrictions of traditional 
treatments by offering individualized, coordinated, de-
pendable, and enduring therapy. Although promising, 
microbiome therapies are still in the early stages of 
development and face many technical and administra-
tive challenges. These challenges include optimizing 
microbial therapies for specific body parts, identifying 
appropriate biosensors, establishing the resilience of 
engineered synthetic gene circuits, and addressing 
biosafety concerns.
Keywords: Microbiome therapy, Gut microbiome, Fecal 
microbiota transplantation (FMT), Phage therapy

Introduction
In recent decades, researchers have uncovered several 
connections between microbiota and the health of the 
host. The human microbiome encompasses all the bac-
teria and derived metabolites present within and on 
the human body.1 The microbiota residing in the gut, 
oral cavity, nasal cavity, skin, and vagina maintain a 
delicate equilibrium that facilitates digestion, nutri-
ent acquisition, and protection against pathogens, 
thereby, contributing to the homeostasis of the host.2 
The microbiome is not merely a passive observer; 
it actively influences multiple processes within the 
host body, including circadian rhythm, nutritional 
responses, metabolism, and immunity.3 The microbi-
ome significantly impacts the programming and devel-
opment of key components of the host’s innate and 
adaptive immune systems.4,5

The relationship between therapeutics and micro-
biota is bidirectional, with each influencing the other. 

A recent pharmacological study found that approxi-
mately 25% of over 1,000 non-antibiotic drugs tested 
exhibited antibacterial properties when evaluated 
against 40 types of human gut flora.6 Another study 
revealed that out of 271 drugs tested on 76 human 
gut bacterial species, 176 significantly inhibited 
bacterial growth by more than 20%.7 Additionally, 
research employing high-throughput genomic analy-
sis and mass spectrometry has identified causal links 
between microbiota and variations in microbiomes, 
which contribute to individual differences in drug 
metabolism.4,8 These findings have profound implica-
tions for the identification and understanding of the 
non-target effects of a broad range of medications.

Microbiome therapy offers several advantages over 
conventional therapeutics. Microbes are indigenous 
inhabitants of the human body, and their therapeu-
tic potential can be harnessed with minimal adverse 
side effects. Recent research demonstrates that Chris-
tensenella spp. can reduce symptoms of depression 
and anxiety. Additionally, Akkermansiamuciniphila 
has been shown to alleviate metabolic diseases and 
enhance the efficacy of metformin in cancer treat-
ment. This microbe also protects against atherosclero-
sis by reducing intestinal permeability and inhibiting 
inflammation.8,9 Lactobacillus johnsonii offers pro-
tective effects against cancer, while Bifidobacterium 
longum mitigates the severity of Crohn’s disease and 
restores the integrity of the mucus layer compromised 
by a high-fat diet.3 Oxalobacter formigenes maintains 
the balance of oxalic acid, thus preventing the forma-
tion of kidney stones, and Bacteroides species confer 
protection against obesity.10,11

Numerous studies have established the crucial role 
of the microbiome in both health and disease. Micro-
biome-based therapies can be broadly categorized 
into three paradigms: 1) additive, 2) subtractive, and 
3) modulatory therapies.12 Additive therapy involves 
the enhancement of host microbiota through the 
introduction of specific strains of microorganisms, 
which may be natural or genetically modified, while 
subtractive therapy entails the targeted removal of 
pathogenic microorganisms from the microbiome 
to treat a disease. Modulatory therapy, on the other 
hand, involves the use of non-living substances, such 
as prebiotics, to alter or regulate the composition or 
behavior of the host microbiome. Probiotics and pre-
biotics represent the earliest forms of microbiome 
therapy and have been extensively studied.13,14

Microbial diversity varies across different body 
sites, and the complexity and function of bacte-
rial communities are influenced by factors such as 
health status, genetics, diet, and hygiene practices.5 
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The environmental and biological characteristics of 
each body habitat significantly influence the micro-
bial richness and genetic diversity of the associated 
microbiomes.15 Although yeast and viruses are inte-
gral components of the human microbiome, most 
research has focused predominantly on host-asso-
ciated bacteria. Microbial dysbiosis is associated 
with various human health conditions, including 
obesity, inflammatory bowel diseases (IBDs), auto-
immune disorders (e.g., rheumatoid arthritis), and 
mental health issues such as stress and Alzheimer’s 
disease. Dysbiosis of the gut, oral, or skin microbi-
omes is also linked to conditions like periodontal 
disease, acne, and eczema.16,17 In this review, we 
explore the most recent developments in microbi-
ome-based medicines, different types, and the pro-
cesses through which these medicines operate.

Microbiome-Based Therapeutics: Categories and 
Mechanisms
Probiotics 
According to the Food and Agriculture Organization/
World Health Organization (FAO/WHO), probiotics 
are “live microorganisms that, when used in adequate 
amounts, provide health benefits to the host.” Probi-
otics are components of foods like milk and curd and 
have been used throughout history. These fermented 
foods contain a mix of bacterial strains like bifido-
bacteria, lactobacilli, and other lactic acid-producing 
bacteria that provide beneficial effects when used 
under certain specific circumstances.18 This fact led 
to the development of modern probiotics involving 
the administration of controlled doses of live, purified 
bacteria.4 Genetic and molecular studies have shown 
that the beneficial effects of probiotics on the host 
are conferred by four basic mechanisms (Figure 1):  
1) by producing antimicrobial substances, 2) compet-
ing with pathogens for nutrients and for adhesion to 

Fig 1 | Overview of the different types of microbiome-based therapeutics

the epithelium, 3) immunomodulation of the host, and 
4) prevention of bacterial toxin production.19,20 

Probiotics have been used to treat several ailments 
in humans, including IBD, diarrhea, Crohn’s disease, 
ulcerative colitis, and cancer. Besides this, several 
studies demonstrate the positive impact of using 
probiotics in the treatment of diseases like lactose 
intolerance,4 and in the prevention of colorectal can-
cer and peptic ulcers.21 Although probiotic bacterial 
strains are effective in the treatment of several dis-
eases, their use can be harmful if administered after 
antibiotic treatment.22 The progression of the disease, 
microbiome composition before treatment, and tim-
ing of the treatment administration are some of the 
causative factors of non-responsiveness to the probi-
otic treatment.23

Prebiotics 
Prebiotics are substances that are preferentially used 
by the microbiome, are easily administered, and pro-
vide health benefits to the host by supporting beneficial 
bacteria. Their beneficial effects are highly dependent 
on their physiological properties. They are classified 
based on their properties as: 1) not digested, 2) not 
absorbed in the small intestine, 3) well fermented by 
intestinal bacteria, 4) poorly fermented by intestinal 
bacteria, and 5) poorly fermented by the bacteria of 
the oral cavity.19,22 

Prebiotics are naturally found in small amounts in 
various food items and can be obtained in a variety 
of natural or artificial forms, such as dietary fibers, 
resistant starches, pyrodextrins, lactulose, inulin, and 
oligosaccharides.24 Fructo-oligosaccharides (FOS) and 
galacto-oligosaccharides are the most studied prebi-
otics. They are known to exert their beneficial effect 
by increasing the Bifidobacteria within the gut. Both 
are routinely administered through infant formula to 
newborns.10
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The gut microbial ecology is influenced by the “sub-
stratum cross-feeding effect” mechanism, in which 
by-products obtained by the breakdown of prebiotic 
fibers are used by other beneficial bacteria. The butyr-
ogenic impact, in which the acids produced during the 
fermentation of prebiotics alter the environment, is a 
prime illustration of the cross-feeding phenomenon. 
Prebiotics also help in reducing blood low-density 
lipoprotein, maintenance of intestinal pH, immunolog-
ical modulation, and increased calcium absorbency.19 

Prebiotics can alter the makeup of the gut microbi-
ota. For example, in patients with IBD, prebiotics can 
improve the composition of the gut microbiota and 
reduce gastrointestinal tract inflammation. Moreover, 
prebiotics are helpful against pathogenic microorgan-
isms, such as Salmonella enteritidis and Escherichia 
coli, and in cancer treatment.25,26 However, it should be 
kept in mind that even small doses of prebiotics can 
sometimes cause side effects either due to the produc-
tion of gasses by rapid prebiotic fermentation or by 
prebiotic-induced osmotic changes in the gastrointesti-
nal tract.27 Further, if the patient is colonized with bac-
teria that can metabolize the treatment, it could lead 
to non-responsiveness to the probiotic treatment.28 
The augmentation of the prebiotics to feed the current 
microbiota population along with the therapies that 
provide the beneficial bacteria directly could cumula-
tively help to improve the patient’s outcome.

Synbiotics
Synbiotics are defined as probiotics combined with 
certain prebiotics to give a synergistic mixture that 
provides beneficial effects to the host by improving the 
survival and colonization of gut microbiota.29 There are 
two main sub-groups of synbiotics: 1) synergistic syn-
biotics and 2) complementary synbiotics. In synergistic 
synbiotics, prebiotics provide nutrients to the probi-
otic, while in complementary synbiotics, prebiotics 
support the growth and survival of microbiota.30 Stud-
ies have shown the efficacy of synbiotics in the treat-
ment of various illnesses, including the use of Bacillus 
coagulans  and FOS in Inflammatory Bowel Syndrome 
(IBS); a combination of  Lactobacillus,  Streptococcus, 
and Bifidobacterium strains, and FOS in non-alcoholic 
fatty liver disease, and using B ifidobacterium lactis B94 
in diarrhea.31 Similarly, several meta-analysis studies 
on adults have supported the positive effects of synbiot-
ics on constipation, on lowering of blood glucose levels, 
and on the risk of developing postoperative sepsis.31,32 

Fecal Microbiota Transplantation (FMT)
FMT is the procedure to administer a solution of fecal 
matter from a healthy donor into the intestine of a 
recipient to change the recipient’s microbial com-
position and provide health benefits to the recipient 
(Figure  2).33 This process involves the selection of 
appropriate donors that do not have any family history 
of autoimmune, malignant, or metabolic diseases and 
any potential pathogens. The solution of the donor’s 
feces is prepared in water or normal saline, filtered, 
and administered through colonoscopy, nasogastric 

tube, nasojejunal tube, or esophagogastroduodenos-
copy.34 FMT has traditionally been used in ancient 
China and Indigenous Australian culture for healing 
purposes. Nevertheless, its potential as a modern treat-
ment has only been acknowledged over the last two to 
three decades.35 

FMT is safe and effective in treating patients with 
Clostridium difficile infection (CDI) in more than 70 
clinical studies, with reported success rates ranging 
from 85% to 95%. FMT is thought to increase the diver-
sity and abundance of bacteria in the gastrointestinal 
system through C. difficile and avert reinfection.36

A study conducted by Philips et al.37 has shown 
that patients with severe alcohol-associated hepatitis 
due to long-term, high-dose alcohol consumption may 
potentially derive the largest degree of benefit from 
this novel FMT therapy. He conducted one of the first 
pilot trials comparing the effects of FMT on eight male 
patients with severe alcohol-associated hepatitis to 
a group of 18 controls with the same condition who 
received standard-of-care treatment over 7 days.37 The 
FMT arm showed a substantial improvement in liver 
disease severity indices and survival rates compared 
to the conventional treatment arm. These findings 
indicate that FMT enhances longevity beyond the ben-
efits provided by existing treatments and might serve 
as a cost-effective means of facilitating liver trans-
plantation. Another research has shown that the FMT 
may have the ability to decrease alcohol demand and 
intake, as well as prevent long-term hospitalizations 
associated with alcohol use disorders.38

In this unblinded, randomized controlled crossover 
study, the typical therapy group had a 50% recurrence 
rate, while the FMT arm showed no recurrence. FMT 
therapy demonstrated not only long-term safety and 
efficacy, with effects maintained for 1 year, but also 
resulted in an increased variety of microorganisms in 
the engrafted feces and the number of helpful bacte-
ria Lactobacillaceae and Bifidobacteriaceae.38 Further, 
FMT is a successful treatment method for antibiot-
ic-induced dysbiosis in C. difficile infections. It has 
exhibited high efficacy in treating patients with recur-
rent C. difficile infections.39 Many clinical studies are 
being conducted to assess FMT potentials to reduce 
or eliminate antibiotic-resistant bacteria in the diges-
tive system.40 Alcoholic hepatitis and cirrhosis are 
both associated with a shortage of mucosa-associated 
invariant T lymphocytes. The recovery of these T-cells 
was found in patients after FMT. 41

Researchers are now studying the potential applica-
tion of FMT therapy in immunological-related disor-
ders because of the microbiome’s substantial impact 
on the immune system. These disorders include acute 
graft-versus-host disease (GVHD), Type I diabetes, and 
multiple sclerosis. The outcomes of these investiga-
tions have shown variability; overall, they have shown 
promise, especially in the management of GVHD.42 
A recent study indicated that gut microbiota plays a 
crucial role in metabolizing foreign medicines and 
regulating immune responses, which has significant 
implications for cancer therapy. For example, FMT can 
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enhance the efficacy of immunotherapy and alleviate 
the adverse effects of chemotherapy. These results 
indicate that microbiome-based treatments have the 
potential to become the primary method to tailor anti-
cancer medicines in the future.5 

Phage Therapies
The global decline in the efficacy of antibiotics has 
fostered interest in looking for other alternative strate-
gies for prophylaxis and control of infectious diseases. 
Recently, technological advancements, like next-gen-
eration sequencing and electron microscopy, have 
sparked a revival in phage therapy research. Phage 
therapy is the use of bacteriolytic phages to treat bacte-
rial infections.43 The use of bacteriophages as solitary 
therapeutic agents dates back more than 100 years.44 
As an alternative treatment, phage therapy is being 
supported due to several advantages phages have over 
antibiotics, including self-amplification, biofilm degra-
dation, host-specificity, and low toxicity to humans.45 
This therapy could not only be administered as a sole 
alternative to antibiotics but also as a combination 
with them.46 A recent study demonstrated synergistic 
potential and a reduced acquisition of resistance in 
bacteria.47 

In a clinical trial, phage cocktails specifically pre-
pared against difficult-to-treat E. coli, Staphylococcus 
aureus, and Pseudomonas aeruginosa infections, as 
well as multidrug-resistant bacterial diseases such 
as methicillin-resistant S. aureus or Acinetobacter 
baumannii, have shown promise. It has been demon-
strated that active phages contribute to positive out-
comes of therapy by colonizing the host following 
FMT.48 Another study suggested that the effectiveness 
of the sterile filtrate of FMT in patients with CDI may be 

Fig 2 | Distinction between the activities of FMT and probiotics in the treatment of human 
illnesses

partially due to phages.49 Host specificity of the phage 
offers an opportunity to specifically reduce the popu-
lation of infection-causing pathogen bacteria, preserv-
ing beneficial microbiota. Therefore, the composition 
and role of indigenous microbiota must be taken into 
consideration while planning phage therapy.47 

Engineered Microbiomes and Synthetic Biology
Microbiome engineering has entered a new era with 
the advent of synthetic biology, as it enables the con-
struction of tailor-made microbial strains with import-
ant therapeutic applications. Whole-genome editing 
with CRISPR-Cas9 is being extensively used to genet-
ically engineer microbial genomes, thereby improving 
or obtaining various bacterial characteristics that can 
be used to treat diseases.50 Genetically engineered 
bacterial strains are used to produce the cytokine 
interleukin-22, which plays a key role in maintain-
ing gut barrier integrity and helps to control immune 
responses. The administration of this engineered bac-
terial strain to models of IBD not only resulted in a 
reduction in gut inflammation but also a considerable 
improvement in mucosal lining. These results suggest 
that it could serve as a therapy for Crohn’s and other 
conditions such as ulcerative colitis.51

Microbiome-Derived Metabolites
The gut microbiota produces a wide variety of com-
pounds that are used both by the host as well as by 
other microorganisms. These interactions between the 
organisms, termed host–microbe and microbial com-
munity interactions, are important to shaping the host 
microbial symbiosis and the establishment of stable 
microbiota communities to promote host health.7,11 
Microbiome mimetics are interventions that replicate 
the interactions between the microbiome and host, 
leading to beneficial therapeutic outcomes. These 
include traditional therapies, bacteria-derived prod-
ucts, small molecules, or host-derived products.52 
The majority of the health benefits conferred by the 
administration of probiotics and prebiotics are due 
to the production of components like functional pro-
teins, microbial fractions, secreted polysaccharides, 
cell lysates, teichoic acid, and pili-type structures,23,53 
which gave rise to the concept of “postbiotics,” the 
newest member of the “biotics” family. Other studies 
used the terms “paraprobiotics,” “non-viable micro-
bial cells,” and “fermented infant formulas” (FIFs) for 
postbiotics. Postbiotics are fermentation compounds 
that can be used in combination with nutritional com-
ponents to provide health benefits.54 The two most 
common classes of postbiotics are para-probiotics, 
which are non-viable components of bacteria (bacte-
rial proteins and polysaccharides), and FIFs, which are 
purified products produced after the infant formula is 
fermented by lactic acid-producing or other bacteria.55 
Postbiotics are based on proteins, lipids, carbohy-
drates, metabolites, vitamins, organic acids, cell wall 
components, and other molecules secreted during 
fermentation. Hence, their composition could vary 
by methods used for food processing such as heat, 
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pressure, sonication, and irradiation, and it can affect 
the efficacy of postbiotics (Table 1).56 

Short-chain fatty acids (SCFAs) such as butyrate, 
propionate, and acetate produced by bacterial fermen-
tation are the most commonly used postbiotics. It has 
been found that SCFAs have beneficial effects on the 
mucosal immune system and are also found to be effi-
cient in delaying the onset of type 1 diabetes mellitus 
in mice.55,57 Future microbiome therapies may include 
the augmentation of dietary intervention to provide 
beneficial effects through microbiota that will help to 
bring closer the concept of personalized treatment by 
integrating the knowledge from food and microbiology.

Scientific Challenges to the Adoption of Microbiome-
Based Therapeutics
Consistency and Stability of Microbial Products
Despite their immense potential, microbiome-based 
therapies face several significant challenges to wide-
spread adoption (Figure 3). The primary concern 
with the broader application of microbiome-based 
therapeutics is the incomplete understanding of their 
mode of action. Although we have studied the human 
microbiome, the interactions between microbial com-
munities and the host are still in their early stages. 
Therefore, it is difficult to predict how altering the 
microbiome may affect the host’s health and physiol-
ogy.58 Additionally, understanding the delicate interac-
tions between microbiome and host immune responses 
requires more research.5 Furthermore, small variations 
in the manufacturing processes of the same microbe-
based medicine can result in inconsistent products and 
in turn different outcomes. On the other hand, main-
taining the function of live microorganisms in different 
environments, from storage to the human gut, can be 
a very difficult task. Therefore, to keep microbial prod-
ucts viable and effective over time, we need to develop 
robust preservation and delivery methods.59 

Biosafety Concerns
Biosafety is a prerequisite for using live or genetically 
modified microorganisms because introducing live 
microbes into the human body poses a risk of non-target 
effects. These non-target effects include, but are not 
limited to, horizontal gene transfer between therapeu-
tic microbes and native microbiota. Such an event can 
lead to the development of antibiotic resistance and 

Table 1 | Examples of Postbiotics
Microbial-Metabolite 
Pathways

Bacterial Transformation Examples of Clinical and Translational Investigations in Liver 
Disease

Bile acids Deconjugation: bile salt hydrolases. Secondary 
bile acid formation: 7-alpha dihydroxylation.

Notable alterations with the course of alcohol-associated liver 
disease and after alcohol use is stopped.
Effects resulting from the use of Farnesoid X Receptor (FXR) 
modulators, Fecal Microbiota Transplant (FMT), or rifaximin. 

Choline compounds 
Trimethylamine 
N-oxide (TMAO)

Multiple taxa break it down to trimethylamine 
(TMA), which is further oxidized to TMAO in 
the liver. 

Linked to metabolic syndrome.
Pre-transplant, there is a decrease, but after a liver transplant, 
there is a recovery. 

Short-chain fatty acids Dietary fiber and intestinal mucus 
fermentation.

Differential effects on obesity and responsiveness to high-fat 
diet fluctuate in response to lactulose intake.
Repaired/improved after Fecal Microbiota Transplant (FMT). 

many other harmful traits in the native microbiota.60 
Additionally, there is always potential for engineered 
microorganisms to evolve within the host environment. 
Therefore, there is a need to devise strict containment 
strategies to ensure that these organisms do not spread 
beyond specified limits. Hence, careful implementa-
tion of biosafety protocols is critical for the safe com-
mercialization of microbiome therapies.

Regulatory Challenges
Finally, the regulatory landscape for microbiome-based 
therapeutics is still evolving. Traditional regulatory 
frameworks, developed for small-molecule drugs and 
biologics, are not ideal for this class of therapeutics.28 
The U.S. Food and Drug Administration and European 
Medicines Agency are issuing guidance for these ther-
apies. However, gaps remain in the acceptable defini-
tion of quality standards, manufacturing consistency, 
and post-market monitoring. Regulatory agencies 
should also devise protocols for evaluating the long-
term safety and efficacy of microbiome therapies. 
Considering their potential to interact unpredictably 
with the host’s native microbial communities, they can 
cause unintended, non-target effects in the host as well 
as wider society.

Conclusion
Microbiome-based therapeutics include prebiotics, probi-
otics, live microorganisms, microbiome mimetics, and 
others. All of them have their unique composition and 

Fig 3 | Challenges associated with the adoption of 
microbiome therapeutics
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mode of action in the host body. Using modern techniques 
such as bioinformatics, genetic engineering, metagenom-
ics, and metabolomics can give a whole new direction 
to this therapy. We can experience oral, FMT, and site- 
specific microbiome medicines. In the near future, there 
is a huge potential for person- and disease-specific, genet-
ically modified microbiome therapeutics. This can revo-
lutionize the treatment methods and the overall health 
management. The main obstacles currently encountered 
include identifying clinical conditions that may be effec-
tively treated with microbiome-based medications and 
developing suitable approaches to discover, improve, 
and evaluate potential therapeutics. Although targeted 
therapeutics, such as modified bacteria, postbiotics, and 
phages, have been tested in several preclinical settings, 
their full effectiveness and safety remain to be evaluated. 
Most current studies focus on short-term outcomes; there 
are limited clinical data on the safety and effectiveness 
of long-term use of microbiome-based therapies. We are 
of the view that there is a need for post-market surveil-
lance and long-term risk assessment of these therapies. 
Without these data, regulatory approval and patient con-
fidence in microbiome-based therapies will remain lim-
ited. More randomized controlled trials on larger cohorts 
are needed to build a durable foundation for the wider 
adoption of microbiome therapeutics.

Acknowledgments
We are thankful to Dr. Riaz Ahmad for the invitation 
to submit this review article in the premier journal of 
science.

References
1	 Turjeman S, Koren O. Using the microbiome in clinical practice. 

Microb Biotechnol. 2022;15(1):129. 
2	 Werbner M, Barsheshet Y, Werbner N, Zigdon M, Averbuch 

I, Ziv O, et al. Social-stress-responsive microbiota induces 
stimulation of self-reactive effector T helper cells. Msyst. 
2019;4(4):10–128. 

3	 Li J, Lin S, Vanhoutte PM, Woo CW, Xu A. Akkermansiamuciniphila 
protects against atherosclerosis by preventing metabolic 
endotoxemia-induced inflammation in Apoe−/− mice. Circulation. 
2016;133(24):2434–46. 

4	 Juarez VM, Montalbine AN, Singh A. Microbiome as an immune 
regulator in health, disease, and therapeutics. Adv Drug Deliv Rev. 
2022;188:114400. 

5	 Zheng D, Liwinski T, Elinav E. Interaction between 
microbiota and immunity in health and disease. Cell Res. 
2020;30(6):492–506. 

6	 Maier L, Pruteanu M, Kuhn M, Zeller G, Telzerow A, Anderson EE, 
et al. Extensive impact of non-antibiotic drugs on human gut 
bacteria. Nature. 2018;555(7698):623–8. 

7	 Zimmermann M, Zimmermann-Kogadeeva M, Wegmann R, 
Goodman AL. Mapping human microbiome drug metabolism by 
gut bacteria and their genes. Nature. 2019;570(7762):462–7. 

8	 Yadav M, Chauhan NS. Microbiome therapeutics: exploring the present 
scenario and challenges. Gastroenterol Rep. 2022;10:1–19. 

9	 De La Cuesta-Zuluaga J, Mueller NT, Corrales-Agudelo V, 
Velásquez-Mejía EP, Carmona JA, Abad JM, et al. Metformin is 
associated with higher relative abundance of mucin-degrading 
Akkermansiamuciniphila and several short-chain fatty acid–
producing microbiota in the gut. Diab Care. 2017;40(1):54–62. 

10	 Schroeder BO, Birchenough GM, Ståhlman M, Arike L, Johansson 
ME, Hansson GC, et al. Bifidobacteria or fiber protects against 
diet-induced microbiota-mediated colonic mucus deterioration. Cell 
Host Microbe. 2018;23(1):27–40. 

11	 McCarville JL, Chen GY, Cuevas VD, Troha K, Ayres JS. Microbiota 
metabolites in health and disease. Annu Rev Immunol. 
2020;38(1):147–70. 

12	 Derrien M, van Hylckama Vlieg JE. Fate, activity, and impact 
of ingested bacteria within the human gut microbiota. Trends 
Microbiol. 2015;23(6):354–66. 

13	 Marchesi JR, Adams DH, Fava F, Hermes GD, Hirschfield GM, Hold 
G, et al. The gut microbiota and host health: a new clinical frontier. 
Gut. 2016;65(2):330–9. 

14	 Ren Z, Li A, Jiang J, Zhou L, Yu Z, Lu H, et al. Gut microbiome analysis 
as a tool towards targeted non-invasive biomarkers for early 
hepatocellular carcinoma. Gut. 2019;68(6):1014–23. 

15	 Forster SC, Kumar N, Anonye BO, Almeida A, Viciani E, 
Stares MD, et al. A human gut bacterial genome and culture 
collection for improved metagenomic analyses. Nat Biotechnol. 
2019;37(2):186–92. 

16	 Neuman H, Koren O. The gut microbiota: a possible factor 
influencing systemic lupus erythematosus. Curr Opin Rheumatol. 
2017;29(4):374–7. 

17	 Patangia DV, Anthony Ryan C, Dempsey E, Paul Ross R, Stanton C. 
Impact of antibiotics on the human microbiome and consequences 
for host health. Microbiologyopen. 2022;11(1):e1260. 

18	 Farag MA, Saleh HA, El Ahmady S, Elmassry MM. Dissecting yogurt: 
the impact of milk types, probiotics, and selected additives on 
yogurt quality. Food Rev Int. 2022;38(sup1):634–50. 

19	 Markowiak-Kopeć P, Śliżewska K. The effect of probiotics on 
the production of short-chain fatty acids by human intestinal 
microbiome. Nutrients. 2020;12(4):1107. 

20	 Varankovich NV, Nickerson MT, Korber DR. Probiotic-based 
strategies for therapeutic and prophylactic use against multiple 
gastrointestinal diseases. Front Microbiol. 2015;6:685. 

21	 Sorbara MT, Pamer EG. Microbiome-based therapeutics. Nat Rev 
Microbiol. 2022;20(6):365–80. 

22	 Davani-Davari D, Negahdaripour M, Karimzadeh I, Seifan M, 
Mohkam M, Masoumi SJ, et al. Prebiotics: definition, types, sources, 
mechanisms, and clinical applications. Foods. 2019;8(3):92. 

23	 Reid G. Probiotics and prebiotics: promises and problems. 
Nutrients. 2016;8(9):582. 

24	 Hall DA, Voigt RM, Cantu-Jungles TM, others. An open label, 
non-randomized study assessing a prebiotic fiber intervention in 
a small cohort of Parkinson’s disease participants. Nat Commun. 
2023;14:926. 

25	 Li HY, Zhou DD, Gan RY, Huang SY, Zhao CN, Shang A, et al. 
Effects and mechanisms of probiotics, prebiotics, synbiotics, and 
postbiotics on metabolic diseases targeting gut microbiota: a 
narrative review. Nutrients. 2021;13(9):3211. 

26	 Oniszczuk A, Oniszczuk T, Gancarz M, Szymańska J. Role of gut 
microbiota, probiotics and prebiotics in the cardiovascular 
diseases. Molecules. 2021;26(4):1172. 

27	 Asha MZ, Khalil SFH. Efficacy and safety of probiotics, prebiotics 
and synbiotics in the treatment of irritable bowel syndrome: a 
systematic review and meta-analysis. Sultan Qaboos Univ Med J. 
2020;20(1):e13–24. 

28	 Olesen SW, Sokolow M, Sun W, others. Systematic review and 
network meta-analysis of the safety and efficacy of fecal microbiota 
transplantation for recurrent Clostridium difficile infection. 
Gastroenterology. 2021;160(1):159–73. 

29	 Chan MZA, Liu SQ. Fortifying foods with synbiotic and postbiotic 
preparations of the probiotic yeast, Saccharomyces boulardii. Curr 
Opin Food Sci. 2022;43:216–24. 

30	 Swanson KS, Gibson GR, Hutkins R, Reimer RA, Reid G, Verbeke 
K, et al. The International Scientific Association for Probiotics 
and Prebiotics (ISAPP) consensus statement on the definition 
and scope of synbiotics. Nat Rev Gastroenterol Hepatol. 
2020;17(11):687–701. 

31	 Li HY, Zhou DD, Gan RY, Huang SY, Zhao CN, Shang A, et al. 
Effects and mechanisms of probiotics, prebiotics, synbiotics, and 
postbiotics on metabolic diseases targeting gut microbiota: a 
narrative review. Nutrients. 2021;13(9):3211. 

32	 Zhang XF, Guan XX, Tang YJ, Sun JF, Wang XK, Wang WD, et al. 
Clinical effects and gut microbiota changes of using probiotics, 
prebiotics or synbiotics in inflammatory bowel disease: a systematic 
review and meta-analysis. Eur J Nutr. 2021;60(5):2855–75. 

33	 Baktash A, Terveer EM, Zwittink RD, Hornung BV, Corver J, Kuijper 
EJ, et al. Mechanistic insights in the success of fecal microbiota 
transplants for the treatment of Clostridium difficile infections. Front 
Microbiol. 2018;9:1242. 

https://doi.org/10.70389/PJS.100022


7DOI: https://doi.org/10.70389/PJS.100022 | Premier Journal of Science 2024;1:100022

REVIEWPREMIER JOURNAL OF SCIENCE

34	 Vermeire S, de Vos M, van Gorp H, others. Fecal microbiota 
transplantation: a new therapeutic option for inflammatory bowel 
disease. Curr Opin Gastroenterol. 2016;32(6):536–41. 

35	 Stripling J, Rodriguez M. Current evidence in delivery and 
therapeutic uses of fecal microbiota transplantation in human 
diseases—Clostridium difficile disease and beyond. Am J Med Sci. 
2018;356(5):424–32. 

36	 Friedman ND, Pollard J, Stupart D, Knight DR, Khajehnoori M, Davey 
EK, et al. Prevalence of clostridium difficile colonization among 
healthcare workers. BMC Infect Dis. 2013;13:1–5. 

37	 Philips CA, Pande A, Shasthry SM, Jamwal KD, Khillan V, Chandel SS, 
et al. Healthy donor fecal microbiota transplantation in steroid-
ineligible severe alcoholic hepatitis: a pilot study. Clin Gastroenterol 
Hepatol. 2017;15(4):600–2. 

38	 Bajaj JS, Salzman NH, Acharya C, Sterling RK, White MB, Gavis 
EA, et al. Fecal microbial transplant capsules are safe in hepatic 
encephalopathy: a phase 1, randomized, placebo-controlled trial. 
Hepatology. 2019;70(5):1690–703. 

39	 Quraishi MN, Widlak M, Bhala NA, Moore D, Price M, Sharma N, 
et al. Systematic review with meta-analysis: the efficacy of faecal 
microbiota transplantation for the treatment of recurrent and 
refractory Clostridium difficile infection. Aliment Pharmacol Ther. 
2017;46(5):479–93. 

40	 Cold F, Baunwall SM, Dahlerup JF, Petersen AM, Hvas CL, Hansen 
LH. Systematic review with meta-analysis: encapsulated faecal 
microbiota transplantation–evidence for clinical efficacy. Ther Adv 
Gastroenterol. 2021;14:1–19. 

41	 Tariq R, Pardi DS, Tosh PK, Walker RC, Razonable RR, Khanna S. 
Fecal microbiota transplantation for recurrent Clostridium difficile 
infection reduces recurrent urinary tract infection frequency. Clin 
Infect Dis. 2017;65(10):1745–7. 

42	 Alam MZ, Maslanka JR, Abt MC. Immunological consequences of 
microbiome-based therapeutics. Front Immunol. 2023;13:1–17. 

43	 Sandberg J, Lindgren E, Aro H. Fecal microbiota transplantation for 
treatment of recurrent Clostridium difficile infection. N Engl J Med. 
2017;376(20):1917–9. 

44	 d’Herelle F. The Bacteriophage and its Behavior. Williams & Wilkins. 
1926 

45	 Nir-Paz R, Kuijper EJ. Bacteriophage therapy in humans. Clin 
Microbiol Infect. 2023;29(6):679–81. 

46	 Mu A, McDonald D, Jarmusch AK, Martino C, Brennan C, Bryant 
M, et al. Assessment of the microbiome during bacteriophage 
therapy in combination with systemic antibiotics to treat a case of 
staphylococcal device infection. Microbiome. 2021;9(1):92. 

47	 Federici S, Nobs SP, Elinav E. Phages and their potential to 
modulate the microbiome and immunity. Cell Mol Immunol. 
2021;18(4):889–904. 

48	 Rhoads DD, Wolcott RD, Kuskowski MA, Wolcott BM, Ward LS, 
Sulakvelidze A. Bacteriophage therapy of venous leg ulcers 
in humans: results of a phase I safety trial. J Wound Care. 
2009;18(6):237–43. 

49	 Ott SJ, Waetzig GH, Rehman A, Moltzau-Anderson J, Bharti R, 
Grasis JA, et al. Efficacy of sterile fecal filtrate transfer for treating 
patients with Clostridium difficile infection. Gastroenterology. 
2017;152(4):799–811. 

50	 Mimee M, Citorik RJ, Lu TK. Microbiome therapeutics—advances and 
challenges. Adv Drug Deliv Rev. 2016;105:44–54. 

51	 Robert S, Gysemans C, Takiishi T, Korf H, Spagnuolo I, Sebastiani G, 
et al. Oral delivery of glutamic acid decarboxylase (GAD)-65 and 
IL10 by Lactococcus lactis reverses diabetes in recent-onset NOD 
mice. Diabetes. 2014;63(8):2876–87. 

52	 Gulliver EL, Young RB, Chonwerawong M, D’Adamo GL, Thomason 
T, Widdop JT, et al. The future of microbiome-based therapeutics. 
Aliment Pharmacol Ther. 2022;56(2):192–208. 

53	 Wells J. The role of probiotics and prebiotics in the prevention and 
treatment of diseases. Nutrients. 2020;12(4):958. 

54	 Wegh CA, Geerlings SY, Knol J, Roeselers G, Belzer C. Postbiotics and 
their potential applications in early life nutrition and beyond. Int J 
Mol Sci. 2019;20(19):4673. 

55	 Cuevas-González PF, Liceaga AM, Aguilar-Toalá JE. Postbiotics 
and paraprobiotics: from concepts to applications. Food Res Int. 
2020;136:109502. 

56	 Vinderola G, Sanders ME, Salminen S. The concept of postbiotics. 
Foods. 2022;11(8):1077. 

57	 Vallianou N, Stratigou T, Christodoulatos GS, Tsigalou C, Dalamaga 
M. Probiotics, prebiotics, synbiotics, postbiotics, and obesity: 
current evidence, controversies, and perspectives. Curr Obes Rep. 
2020;9(3):179–92. 

58	 Sonnenburg JL, Bäckhed F. Diet–microbiota interactions as 
moderators of human metabolism. Nature. 2016;535(7610): 
56–64. 

59	 Cuello-Garcia CA, Brożek JL, Fiocchi A, Pawankar R, Yepes-Nuñez 
JJ, Terracciano L, et al. Probiotics for the prevention of allergy: a 
systematic review and meta-analysis of randomized controlled 
trials. J Allergy Clin Immunol. 2015;136(4):952–61. 

60	 Kakihana K, Ueno A, Ohara M, others. Long-term safety of fecal 
microbiota transplantation in patients with relapsed/refractory 
Clostridium difficile infection. Clin Infect Dis. 2022;75(1):39–46. 

https://doi.org/10.70389/PJS.100022

