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ABSTRACT 
Host genetics and microbiome interactions have emerged as a critical area of research, highlighting the intricate 
relationship between human genetic makeup and microbial communities that reside in the body. Advances in 
sequencing technologies have enabled the exploration of genetic variation and its influence on microbiome 
composition, revealing that host genetic factors significantly shape microbial diversity. Key genes, such as the 
Human Leukocyte Antigen (HLA) system and the FUT2 gene, have been linked to specific microbiome signatures, 
with implications for disease susceptibility, including autoimmune conditions and metabolic disorders. 
Understanding these interactions is crucial for advancing personalized medicine, as genetic and microbiome 
profiling can lead to tailored therapeutic strategies. The future of microbiome research lies in integrating multi-
omics approaches, including metagenomics, genomics, and metabolomics, which hold potential for developing 
targeted microbiome-based interventions. Despite significant progress, challenges remain, including the need for 
larger studies and refined methodologies to uncover the full scope of host-microbiome interactions. Ethical 
considerations, such as genetic privacy and data security, also need to be addressed as this field advances. 
Keywords: Host Genetics, Microbiome Interactions, Personalized Medicine, Genetic Variation and Microbial 

Diversity. 

INTRODUCTION 
The microbiome is the collection of all microorganisms that live in or on our bodies: bacteria, viruses, fungi, and 
their genes. Scientists are interested in how people’s genes influence the kinds of bacteria they are likely to 
harbour. Differences in the microbiome may help explain why diet and treatments work better for some people 
than others, and provide new targets for intervention [1]. Some bacterial families are strongly influenced by host 
genetics and some are almost entirely determined by the environment. Several genes and pathways are 
consistently implicated, including those involved in immunity, digestion, and metabolism. However, findings differ 
widely across studies, and more research is needed to understand the underpinning mechanisms and potential 
clinical applications [1]. 

 Understanding Host Genetics 

Advances in sequencing technology have made whole-genome sequencing of large populations increasingly 
accessible. The wealth of variants from large-scale sequencing efforts sheds light on human genetic diversity, 
while the microbiome has emerged as a major player in human health [1, 2]. The integration of microbiomic and 
host genomic data provides a first step towards understanding the effect of human genetic variation on the 
composition of microbial communities inhabiting the human body.nGenetic variation within a single species is 
maintained by the competing effects of a wealth of evolutionary forces acting on single sites across the genome. 
Genetic variation is strongly linked with the onset of many Mendelian diseases, often due to the effect of a single 
base on protein structure [1]. A large number of variants, however, show a smaller effect size but contribute to a 
more diverse physiological response. It has been shown that many variants affect the individual’s response to 
diseases such as cystic fibrosis, sickle cell anemia, and arthritis. The Human Microbiome explores the existing 
knowledge on the microbial communities colonizing the human body. A detailed description of the microbial 

©IDOSR PUBLICATIONS           ISSN: 2579-0781  

 

https://doi.org/10.59298/IDOSR/JES/113.6067
kiu.ac.ug


 

 

www.idosr.org                                                                                                                                          Zakaria, 2025 

61 
This is an Open Access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in 
any medium, provided the original work is properly cited 
 

composition is followed by insights into the general ecological properties of the microbiome. Having introduced 
the main theoretical concepts, the influence of host genetics on the microbial community is analyzed together with 
the resulting interaction between the host immune system and microbiome composition [1, 2]. 

Genetic Variation and Its Impact 

The cumulative effects of a host’s genetic makeup can significantly influence the size, physicochemical properties, 
and microstructure of an organism; the distribution of its cellular components within diverse tissue types; and the 
composition of its microbiome [1]. Accordingly, a thorough comprehension of host genetic variation is 
fundamental for elucidating the interactions between the host and its microbiome. Genetic variation is typically 
defined as individual differences in nucleotides or nucleotide segments that occur at appreciable frequencies within 
a given population. Among the numerous genes identified as pivotal to microbiome composition, the Human 
Leukocyte Antigen (HLA) system and the Secretor (FUT2) gene emerge as particularly consequential [1]. HLA is 
a highly polymorphic gene cluster implicated in the management of autoimmune diseases, which in turn are 
associated with characteristic microbiome signatures. Individuals who are homozygous for the allele HLA 
DRB1*04 exhibit unique microbial communities across multiple body sites, notably within the gastrointestinal 
tract and oral cavity. Similarly, homozygosity for several other HLA alleles correlates with distinct microbiome 
alterations [1]. The FUT2 gene encodes a fucosyl-transferase enzyme responsible for the secretion of soluble 
ABO blood group antigens into bodily fluids such as saliva, mucus, and breast milk. Variants of FUT2, particularly 
those that confer a Secretor-negative phenotype, are implicated in Crohn’s disease risk and are associated with 
widespread shifts in microbial composition and function within the gut and oral environments [1]. 

    Key Genes Involved in Microbiome Interactions 
Building on an understanding of genetic variation, numerous genes linked to microbiome-related disorders have 
been identified. In-depth investigations demonstrate that genetic variants of key genes modulate the composition 
and function of the human microbiome, a pivotal bridge between host genetics and microbiome [1]. The discovery 
heightened emphasis on several genes involved in the formation and dynamics of the microbiome. Specifically, 
genes that influence the spatial organization of the gut microbiome include FUT2, which encodes a 
fucosyltransferase responsible for glycan fucosylation in gastrointestinal epithelia [1]. In terms of immune-
mediated functions in host–microbiome interactions, the NOD2 gene encodes a pattern recognition receptor that 
identifies muramyl dipeptide from bacterial peptidoglycan. Other pertinent immune-related genes encompass 
CARD9, which encodes an adaptor protein expressed in myeloid cells; CLEC7A, encoding a fungal pattern 
recognition receptor expressed mainly in myeloid cells; and the ATG16L1 gene, playing a central role in 
autophagy and mediating bacterial clearance [1]. The recently revealed genome–microbiome association data 
underscore the biomedical significance of elucidating interaction mechanisms concerning human health and 
disease. 

 The Human Microbiome 
Microbial community composition in healthy individuals demonstrates that bacteria comprise approximately 97% 
of the microbiome, while fungi and archaea contribute around 3%. Dominant bacterial genera include 
Faecalibacterium, Bacteroides, and Roseburia. A shared core microbiome across healthy hosts encapsulates 
primary functional and metabolic pathways necessary for maintaining host–microbe symbiosis [1]. 

  Composition of the Microbiome 
The microbiome comprises a diverse population of microbes residing in varying environments throughout the 
body, including the oral cavity, conjunctiva, skin, vagina, lungs, and digestive tract [2]. The human colon alone 
harbors microbial cells exceeding the number of human body cells, underscoring the significant microbial 
contribution. Despite the wide variety of microbial species, there exists a core set of microbiota performing 
essential functions such as fiber degradation, vitamin synthesis, and short-chain fatty acid production. Consistent 
bacterial genera identified in microbiota studies include Bacteroides, Prevotella, Ruminococcus, and 
Faecalibacterium, while phyla typically comprise Firmicutes, Actinobacteria, Bacteroidetes, and Proteobacteria. 
The presence and abundance of different microbial species is influenced by host genetics through direct and 
indirect interactions that also affect microbial community structure and modulate host innate and adaptive 
immune responses [1, 2]. 

 Functions of the Microbiome 

The microbiome plays vital roles in the host’s physiology, including the digestion of complex carbohydrates and 
the detoxification of harmful compounds. The microbiome also regulates immune system development and 
function, modulates inflammation, and protects against pathogens by competing for nutrients and attachment sites 
[1]. Microbial communities form complex ecosystems, where cooperatively organized populations exchange 
resources and metabolites. The microbiome also produces a wealth of bioactive metabolites that can modulate the 
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expression and function of host proteins, particularly xenobiotic receptors, which regulate drug disposition and 
inflammatory responses [2]. 

   Interactions between Host Genetics and Microbiome 

The importance of interactions between host genetics and the microbiome has become increasingly evident. The 
gut microbiota isolates a set of bacteria whose relative abundance is under some degree of host genetic control, and 
microbial metabolic pathways correlate even more strongly with genetic variation [2]. These relationships 
illuminate the mechanisms by which host genetic variation influences microbiome composition and suggest that 
the microbiome may contribute to the heritability of microbiome-associated diseases such as obesity and 
inflammatory bowel disease [2]. Gene-encoded metabolic characteristics shape microbiome structure. Gene set 
enrichment analysis reveals the significance of olfactory receptor activity for five taxa, and olfactory receptors 
expressed in other tissues may recognize compounds secreted by the microbiota, potentially regulating host 
physiology or the microbiota's response to the gut environment. Although the host genetic profile may shape the 
gut microbiome, especially early in life, environmental factors tend to predominate over time. Changes in gut 
microbe composition are typically analysed among well-represented bacterial taxa, whereas the role of small 
microbial groups remains elusive due to limited sample sizes and the lack of replication cohorts. Expansion of data 
accessibility relies on initiatives such as the Human Microbiome Project to advance the understanding of 
microbiota–host cross-talk. Crohn's disease exemplifies a complex condition associated with dysbiosis that 
probably arises from modifications in intestinal motility, the provision of nonabsorbed residual nutrients, diet, 
treatment, and lifestyle [1, 2]. 

Mechanisms of Interaction 
Several host mechanisms influence microbiome composition. Mouse knockout studies reveal that genes related to 
immune processes, metabolism, and behavior modulate microbiome abundance and function [2]. Genetic mapping 
studies identify host loci associated with potent regulators of microbiome variation. Host-entered resources enable 
researchers to examine microbiome traits emerging from genetic variation. Host genotype also influences the 
postcolonization distribution and maintenance of gut microbiota. Host genetics may affect the microbiome through 
receptors such as Toll-like receptors (TLRs) and NOD-like receptors (NLRs), which recognize pathogen-
associated molecular patterns and elicit inflammatory responses. Variation in receptors like NOD2 is linked to 
shifts in gut microbial populations, including decreases in Prevotellaceae and increases in Escherichia and 
Enterobacteriaceae. Functional changes induced by host genetics in the microenvironment, such as alterations in 
glucose concentration, body fat, or inflammation, can further impact the microbiota [1]. Additionally, genetic 
effects may be indirect, with multiple genes influencing behavior and lifestyle factors that constrain environmental 
exposure to microbes. Evidence from colonization experiments indicates a holistic influence of host genetics on 
microbial communities, with the best-fit line relating walnut-associated peeveamaps across species (human, mouse, 
and dog) being positive but far from unity [1]. 

    Impact on Health and Disease 
Understanding the impact of host genetics and microbiome interactions on health and disease is crucial for 
advancing biomedical research. From a physiological perspective, microbes perform various metabolic and immune 
functions that contribute to human health. The human microbiome comprises diverse microbial communities, 
including bacteria, archaea, fungi, viruses, and protists, that colonize the host's skin and mucosal surfaces [1]. 
Variation in the composition and function of these microbial assemblages is closely linked to dietary intake and 
behavioral habits. These microbes play pivotal roles in nutrient digestion, immune system development and 
maintenance, absorption of essential nutrients such as calcium, iron, magnesium, and zinc, and even cognition. 
Furthermore, the co-evolution of microbiomes with their hosts has led to the development of distinct host-specific 
microbiomes; therefore, the acquisition and maintenance of a specific microbial community are fundamental to host 
physiology. Host genetic factors have been recognized as mediators of these interactions, yet their precise 
influence on microbiome communities remains largely unknown [1, 2]. 

    Methodologies for Studying Host-Microbiome Interactions 
Studying host-microbiome interactions requires a combination of genomic and microbiome profiling methods, 
coupled with integrative analysis strategies [1]. To analyze host genetics, approaches range from targeted 
genotyping of known polymorphisms to genome-wide association studies (GWAS) that scan the entire genome for 
variants linked to specific traits. Whole-genome and whole-exome sequencing methods further expand the 
capacity to identify genetic influence on microbiome composition. Parallel to host genotyping, several microbial 
profiling techniques enable characterization of the microbiome, including metabarcoding and whole-community 
shotgun metagenomic sequencing [1]. Each technique offers a balance between cost, taxonomic resolution, and 
functional insights. When applied in conjunction, genotyping and microbiome profiling become most powerful 
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when combined with integrative strategies capable of detecting statistical associations and predictive relationships 
across the genes and taxa of both host and microbes [1, 2, 3]. 

 Genomic Techniques 

Genomic techniques provide a second framework with which to understand the relationship between host and 
microbiome. Often referred to as genome-wide association studies (GWAS), these techniques identify the specific 
loci on the host genome associated with the diversity or abundance of particular microbial taxa [3]. Several 
approaches have been developed. Genotyping involves isolating DNA from the host and sequence-typing common 
single-nucleotide polymorphisms (SNPs) on the genome. Microbiome profiling can then be performed on the same 
individual to determine which taxa are present [1]. High-throughput sequencing may also be applied directly to 
an isolated sample of the host, setting the stage for simultaneous whole-genome sequencing of host and microbes. 
Alternatively, representative sequencing of host DNA can be obtained upon isolation of whole host cells, followed 
by parallel microbiome profiling of the associated communities. Following these techniques, the host and microbial 
profiles can be analyzed concurrently to identify the precise loci of the host genome that influence the assembly of 
the microbiome [1, 3]. 

 Microbiome Profiling Approaches 

Human microbiota is commonly characterized using two distinct methods: metabarcoding and shotgun 
sequencing. Metabarcoding, which typically targets the 16S ribosomal RNA (rRNA)-encoding gene to 
characterize bacterial communities, has become the gold standard in microbiome research due to the ubiquity of 
the 16S rRNA gene among prokaryotes and the availability of extensive reference databases. Shotgun 
metagenomic sequencing involves the random sequencing of DNA fragments from samples and can achieve both 
species profiling and functional analysis, despite certain limitations such as bias and cost [1]. Understanding 
interactions with the host requires a complementary characterization of host genetics. Microbial communities can 
then be studied together with paired host genetic datasets using various integrative methods [4]. The study of 
host genotyping encompasses single-nucleotide polymorphisms (SNPs), insertion-deletion polymorphisms (indels), 
copy number variations, and structural variants. Among various technologies, microarray-based genotyping 
remains the most widely used approach, offering a scalable and affordable means to assess hundreds of thousands 
of polymorphic variants in the human genome. Additionally, whole-genome and whole-exome sequencing 
technologies, despite being more costly and requiring more computational resources, provide well-grounded 
alternatives for comprehensive genotyping [4]. 

Integrative Analysis 

High-throughput data enable integrative analyses of microbiome and host genetic records. Completed studies of 
microbiome host interactions have performed separate investigations of microbiome and host records followed by 
paired association analyses [1, 4]. Inferred models of host microbiota interaction typically evaluate correlation 
between one or several variants of the host genome and microbial taxa differing in abundance, although extensions 
exist that exploit the network structure of bacterial communities within the microbiota sample. Integrative 
approaches for multi-omics assessment hold the potential to maximize the impact of available data in 
characterizing microbiome host crosstalk, interfacing between intermediate biological processes and phenotypes of 
interest, and elucidating the underlying regulatory relationships [4]. 
                                                                               Case Studies 
Host genetics and microbiome composition are interlinked through a complex network of interactions influenced 
by co-evolution, physiology, environmental conditions, and more [1]. The microbial communities inhabiting the 
human gastrointestinal tract play fundamental roles in immunological and metabolic functions. These functions 
can be modulated through the interaction of microbiomes with specific host genotypes that connect genetics and 
host health [1]. Case studies from existing literature emphasize the significance of host genetics–microbiome 
interactions in conditions such as obesity, autoimmune diseases, and mental health disorders. Ubiquitous in 
multicellular organisms, host-associated microbiomes are crucial to development and the health of many 
physiological systems. Consequently, the composition and function of these microbial consortia profoundly 
influence health, diseases, and life span. The genotype and genomic diversity of a host impact the structure and 
diversity of microbiomes among populations [1, 4]. Microbial community composition depends on the 
combination of inherited and acquired traits. Insights into the effects of symbiosis on the nuclear genome emerge 
from a growing number of Genome-Wide Association Studies (GWAS) that explore host genome and microbiome 
relationships [1]. 

 Obesity and Metabolism 
The rapid rise in obesity worldwide is a monumental public-health issue due to the corresponding increases in 
morbidity and mortality from associated metabolic diseases [5]. Obesity predisposes individuals to conditions 
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such as diabetes mellitus, cardiovascular disease, and cancer. To develop effective long-term treatments for 
obesity, it is essential to comprehensively understand the genetic and environmental influences on its onset and 
regulation. A growing body of evidence implicates both human genetics and the gut microbiome as major factors 
influencing the development and maintenance of obesity and its associated metabolic sequelae [6]. 

Autoimmune Diseases 

Growing evidence from humans, rodents, and zebrafish suggests a major role for the gut microbiome in 
modulating the progression of autoimmune diseases. Examples include inflammatory bowel disease (IBD), 
systemic lupus erythematosus (SLE), rheumatoid arthritis (RA), multiple sclerosis (MS), and type 1 diabetes (T1D) 
[7]. Common links between autoimmune disease and the microbiome include microbial translocation and 
microbial metabolites. Some microbes and metabolites, such as segmented filamentous bacteria (SFB), Bacteroides 
fragilis, or short-chain fatty acids (SCFAs), can shift immune responses from pro- to anti-inflammatory. Other 
microbes or metabolites can facilitate pathogenic effector cells, depending on the immune context. Microbial and 
host mechanisms, including genetic factors, regulate the interplay between microbes, immune responses, and 
autoimmunity [7]. In NOD mice, SCFAs, most notably butyrate, decreased the incidence and severity of diabetes. 
SCFAs reduced the frequency and function of autoimmune CD8+ + T cells and B cells, while increasing 
regulatory T cells (Tregs) and IL-10 production. SCFA treatment also increased Bacteroides abundance, which 
protected against disease. Gut microbes and microbial metabolites modulate immune responses involved in T1D, 
influence T-cell infiltration in the pancreas, and shape the balance between pro- and anti-inflammatory responses. 
High-throughput DNA sequencing is commonly used to assess how host genetic variation may mediate 
susceptibility loci and the microbiome. Limitations of next-generation sequencing (NGS) include short read 
length, sequencing errors, and computational and storage constraints, which can affect assembly of genomes and 
transcripts. New systems produce much longer reads with lower throughput and greater error rates [7]. To 
complement these advances, hybrid approaches apply different technologies together to achieve more accurate and 
complete results. While the analysis of the extensive data generated can be time-consuming, efficient data analysis 
and management will be required to handle the large volumes and variety of datasets. As biological databases 
continue to grow exponentially, interpretation remains challenging, but ongoing improvements in computational 
tools will eventually reduce costs and enhance estimates of biological significance. Consequently, NGS is projected 
to become the dominant platform for future autoimmune disease studies [8]. Dysbiosis of the gut microbiota also 
plays a role in autoimmune diseases such as SLE and RA. Gut microbiota can promote inflammatory responses in 
SLE and are associated with RA features and disease severity. Specific bacterial strains and metabolites trigger 
autoimmunity through mechanisms including molecular mimicry, immune activation by commensal species, and 
systemic dissemination of localized bacterial products [7, 8]. In genetically susceptible hosts, translocation of gut 
pathobionts correlates with autoimmune progression, and systemic microbial immunity associates with 
autoimmune responses in joints and extra-articular sites. Commensal bacteria may serve as potential autoantigen 
triggers. Disruptions in gut microbiota composition, diversity, and function correspond with disease activity and 
progression, with immune regulation involving complex interactions among dietary nutrients, microbial 
metabolites, and mucosal barriers. A comprehensive understanding of microbial dysbiosis, sequence, and functional 
correlations in autoimmunity is necessary to formulate a general mechanism and identify therapeutic targets [9]. 

 Mental Health Disorders 
Mental health disorders emerge as a growing consideration within host genetics–microbiome research. Illnesses of 
this nature include psychotic disorders, mood disorders, anxiety disorders, and post-traumatic stress disorder 
[10]. Changes in microbiome composition appear to elevate the probability of mental illness. Recognizing the 
relationship formed by the host and microbiomes is critical to the development of novel treatment methods. 
Monitoring both entities offers an overall view of health and the emergence of potential risks [10]. 

 Ethical Considerations 
The expansion of host–microbiome research into clinical settings raises ethical concerns regarding the disclosure 
of host genetic information [2]. Revealing such data without safeguards could endanger individuals due to 
potential discrimination or social stigma associated with genetic predispositions. Participants also face risks of 
unconscious coercion, despite protections like informed consent and the right to withdraw [2]. The integration of 
microbiome analyses within personalized medicine further accentuates these issues. Tailoring therapeutics and 
diets to individual microbiome profiles offers therapeutic possibilities but also amplifies concerns about genetic 
privacy and data security. As host genetics and microbiome investigations rapidly progress, it is imperative that 
researchers, clinicians, ethics committees, and policymakers proactively address these challenges to ensure the 
responsible and ethical application of emerging knowledge [2, 1]. 

 



 

 

www.idosr.org                                                                                                                                          Zakaria, 2025 

65 
This is an Open Access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in 
any medium, provided the original work is properly cited 
 

Genetic Privacy 
Studies characterizing correlations between host genetics and microbiome composition necessarily use genomic 
data, and an important and ongoing consideration is how this information impacts an individual's privacy[11]. 
The potential of microbiomes to reveal sensitive information about the individual from whom they were collected 
raises questions of genetic privacy because microbiomes can point to complex diseases, including anxiety [2]. 
Because host genetic variants have a major influence on the microbiome, a person may be identified and genotyped 
based on their microbial samples [11]. The ability to link a microbial sample and a host enables identification 
through comparison with publicly available genetic information, and, similarly, the linkage between an individual 
and their sample may be recovered by comparison of a genotyped sample to a public microbiome database [1]. 
Such information highlights the difficulty of maintaining privacy of either data type alone, let alone both 
simultaneously, and advocates strongly for discrimination- or misuse-legislation. 

 Implications for Personalized Medicine 
The increasing ability to examine how human genetics influence the microbiome has the potential to transform 
many aspects of modern medicine and healthcare. Therapeutically, these studies will allow the development of 
personalized interventions that incorporate genomic and microbiomic information with prebiotics, probiotics, 
dietary supplements, and pharmaceuticals designed to modify patient microbiomes [11]. To-Day, a shift towards 
personalized medicine has seen the emergence of testing systems in which patients can submit their genotype and 
phenotype information to online databases such as Promethease, from which they can obtain tailored diagnostic 
and health reports that help inform dieting, drug selection, and disease avoidance/early detection methods [1]. 
This personalized approach to medicine extends to the microbiome, in which genotype information can be used to 
predict the composition of an individual microbiome and suggest interventions that can prevent disease or modify 
the course of disease progression. Fundamental to the development of these techniques is an understanding of the 
relationships between the human genome and microbiome [12]. The many possible uses of personalized medicine 
have made it one of the fastest-growing fields of biomedical research. Cutting-edge and innovative approaches to 
healthcare integrate data from a variety of sources to effectively tailor a patient’s treatment to their own needs, 
preferences, and genetic makeup. Personalized medicine has the ability both to maximize efficacy and to minimize 
toxicity, offering a unique opportunity to alleviate suffering for millions of patients worldwide. Its many uses are 
not limited to single-patient care, however, as population-based “precision medicine” approaches are in widespread 
development to improve disease risk assessment and prevention strategies and to determine major risk factors in 
community subpopulations or even entire populations. In either form, personalized medicine is firmly rooted in 
genetics and genomics research and has greatly benefitted from recent advances in affordable and time-efficient 
sequencing technologies [12]. Among the recent advances in personalized medicine is the emerging potential for 
microbiome population profiling to provide medically relevant prognostic insights. Long the subject of ecological 
and evolutionary study, the microbiome is increasingly appreciated as a crucial player in human health and disease 
that is mediated by both environmental and genetic processes. Microbial community abundance data have been 
shown to discriminate between populations affected and unaffected by diseases such as obesity, asthma, 
Inflammatory Bowel Disease (IBD), diabetes, and colon cancer, but it remains unclear to what extent such 
differences are related to genetics, environmental factors, or disease progression [11, 10, 12]. This uncertainty 
necessitates further investigation before microbiome population data can be confidently incorporated into 
prognostic tools, a task complicated by a lack of rigorous integrated genomic–microbial studies. Nevertheless, the 
human microbiome presents a promising avenue for research, with several aspects of its structure, including 
weighted genotype, microbiome associations, already suggesting potentially valuable contributions to personalized 
and population-based medical approaches. 

 Future Directions in Research 
Emerging technologies such as metagenomics, metatranscriptomics, metaproteomics, and metabolomics are 
anticipated to enable a more comprehensive exploration of host-microbial interactions, thereby facilitating the 
integration of microbiome research with the broader fields of systems biology and medicine [1]. Microbiome 
profiling has the potential to serve as a valuable tool for monitoring and predicting disease states. The microbiome 
itself is increasingly being viewed as a promising therapeutic target; for example, targeted interventions using 
probiotics or prebiotics may be employed to re-establish a healthy microbial equilibrium in disease-affected 
environments [2]. 

 Emerging Technologies 

Emerging technologies currently enable microbiome analysis using metagenomic approaches allied with single-
cell genome sequencing. Network modelling often investigates how microbial communities relate to 
environmental factors and phenotypes [4]. Microbial pattern differentiation through host phenotype-association 
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analysis requires capturing highly dynamic taxonomic and functional signatures to uncover molecular-level 
interaction mechanisms [1]. Artificial intelligence, machine learning, and deep learning are powerful 
computational tools that assist in identifying spatiotemporal interaction signatures. Generative adversarial 
networks and transformer models enable multi-omics data integration across various datasets or research fields, 
while transfer learning supports domain adaptation or knowledge transfer from source to target based on 
distribution shifts [1, 4]. 

 Potential Therapeutic Applications 
Modulation of the gut microbiome by the host immune system, genetics, physiology, and medical interventions 
can contribute to disease development [12]. To prevent or reverse symptoms of metabolic diseases and to 
counteract obesity and insulin resistance, microbiota-based approaches have gained interest in fields such as 
transplantation, probiotics, and prebiotics. Microbial therapeutics have been evaluated for targeting several health 
conditions such as cancer, autoimmune disorders, cardiovascular syndromes, and neurological diseases, 
establishing the microbiome as a potential reservoir for therapeutic molecules [12]. Precision microbiome 
engineering with engineered bacterial chassis for microbiota editing and microbes for drug delivery represents a 
growing area. Synthetic biology, wherein the genes of interest are assembled onto suitable vectors for expression, 
provides the tools necessary for bacterial chassis engineering for disease diagnostics and therapeutic delivery [12]. 

CONCLUSION 

The interplay between host genetics and the microbiome is an evolving field with profound implications for human 
health. Genetic variation plays a pivotal role in shaping the microbiome, influencing disease outcomes and 
therapeutic responses. The integration of genomic and microbiome data holds great promise for personalized 
medicine, offering the potential to create precision therapies that target both genetic and microbial factors. 
However, further research is needed to fully understand the underlying mechanisms and to translate these 
findings into clinical applications. Ethical considerations surrounding privacy and data security will also need to be 
rigorously addressed as microbiome-based interventions move toward clinical implementation. 

REFERENCES 

1. Abdul-Aziz MA, Cooper A, Weyrich LS. Exploring relationships between host genome and microbiome: 
new insights from genome-wide association studies. Frontiers in Microbiology. 2016 Oct 12;7:1611. 

2. Dąbrowska K, Witkiewicz W. Correlations of host genetics and gut microbiome composition. Frontiers 
in Microbiology. 2016 Aug 30;7:1357. 

3. Awany D, Allali I, Dalvie S, Hemmings S, Mwaikono KS, Thomford NE, Gomez A, Mulder N, Chimusa 
ER. Host and microbiome genome-wide association studies: current state and challenges. Frontiers in 
genetics. 2019 Jan 22;9:637. 

4. Sudhakar P, Machiels K, Verstockt B, Korcsmaros T, Vermeire S. Computational biology and machine 
learning approaches to understand mechanistic microbiome-host interactions. Frontiers in Microbiology. 
2021 May 11;12:618856. 

5. Ballini A, Scacco S, Boccellino M, Santacroce L, Arrigoni R. Microbiota and obesity: where are we now?. 
Biology. 2020 Nov 25;9(12):415. 

6. Ussar S, Fujisaka S, Kahn CR. Interactions between host genetics and gut microbiome in diabetes and 
metabolic syndrome. Molecular metabolism. 2016 Sep 1;5(9):795-803. 

7. Wu WJ, Zegarra-Ruiz DF, Diehl GE. Intestinal microbes in autoimmune and inflammatory disease. 
Frontiers in immunology. 2020 Dec 23;11:597966. 

8. Ma Y, Shi N, Li M, Chen F, Niu H. Applications of next-generation sequencing in systemic autoimmune 
diseases. Genomics, Proteomics & Bioinformatics. 2015 Aug;13(4):242-9. 

9. Brown J, Robusto B, Morel L. Intestinal dysbiosis and tryptophan metabolism in autoimmunity. 
Frontiers in immunology. 2020 Aug 4;11:1741. 

10. Góralczyk-Bińkowska A, Szmajda-Krygier D, Kozłowska E. The microbiota–gut–brain axis in psychiatric 
disorders. International journal of molecular sciences. 2022 Sep 24;23(19):11245. 

11. Blekhman R, Goodrich JK, Huang K, Sun Q, Bukowski R, Bell JT, Spector TD, Keinan A, Ley RE, 
Gevers D, Clark AG. Host genetic variation impacts microbiome composition across human body sites. 
Genome biology. 2015 Sep 15;16(1):191. 

12. Laudes M, Geisler C, Rohmann N, Bouwman J, Pischon T, Schlicht K. Microbiota in health and disease—
potential clinical applications. Nutrients. 2021 Oct 29;13(11):3866. 

 



 

 

www.idosr.org                                                                                                                                          Zakaria, 2025 

67 
This is an Open Access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in 
any medium, provided the original work is properly cited 
 

 

 

CITE AS: Zakaria Ali (2025). Narrative Review of Host Genetics–Microbiome Interactions. IDOSR 
JOURNAL OF EXPERIMENTAL SCIENCES 11(3): 60-67. 
https://doi.org/10.59298/IDOSR/JES/113.6067 
 
 

https://doi.org/10.59298/IDOSR/JES/113.6067

