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Associations between the human gut microbiome and expression of host illness have
been noted in a variety of conditions ranging from gastrointestinal dysfunctions to neuro-
logical deficits. Machine learning (ML) methods have generated promising results for
disease prediction from gut metagenomic information for diseases including liver cirrhosis
and irritable bowel disease, but have lacked efficacy when predicting other illnesses.
Here, we review current ML methods designed for disease classification from microbiome
data. We highlight the computational challenges these methods have effectively over-
come and discuss the biological components that have been overlooked to offer per-
spectives on future work in this area.

Introduction

The collection of microscopic organisms residing in the intestinal tract is commonly referred to as the
gut microbiome [1]. This community of microorganisms is associated with the well-being of the host
[2-7], yet the specific roles and contributions of the individual microbes towards disease are often
unknown [8, 9]. The advent of high-throughput sequencing along with pioneering work on
population-level analysis of the human gut microbiome from the Human Microbiome Project (HMP)
[10, 11], Belgian Flemish Gut Flora Project [12] and METAgenomics of the Human Intestinal Tract
(MetaHIT) Project [13] have all broadened our understanding of host-microbiome interactions and
raise the possibility that the gut microbiome could be an avenue for new forms of medical
interventions.

Microbiome data is especially enticing in human health research as it has the potential to explain
medical mysteries that current clinical information has not been able to resolve. Host DNA for
example can be used to calculate disease risk, but the static nature of this material means it cannot be
used to measure the current health state of an individual [14]. Microbiome information is still unique
to each individual [15, 16], yet has proven to change with many common illnesses and infections, pro-
viding a real-time snapshot into the health state of the host [17, 18]. Microbiome information is also
intriguing from a data science perspective since it may not be just the presence of specific microbes
that influences disease expression, but rather microbe abundances, the phylogenetic relationship
between microbes, or the communication between microbes and their environment [19, 20].

A natural first question is if the data and descriptive statistics from the gut microbial community
for any particular disease contain predictive power as to the disease state of the host. If so, a stool
sample could be applied directly as a non-invasive clinical diagnostic tool provided the accuracy is
robust and reproducible. But more broadly, as with any data science discipline, exploring and parsing
the relationship between variables and outcome is the route to additional discovery. In this review, we
present a survey of machine learning (ML) models designed specifically for this purpose: classification
of host disease status based on features derived from DNA sequencing of the gut microbiome.

A standard study design for investigating associations between microbes and host health is a case-
control study, illustrated in Figure 1.
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Figure 1. Standard workflow for determining microbiome-disease associations through a case-control study or ML
model.

Both approaches begin by separating study participants into diseased and healthy cohorts, collecting samples, then
performing high-throughput sequencing. Sequencing is completed through either a WGS or 16S approach then reads are
converted to either k-mer counts [21], microbial profiles or functional annotations. In a standard case-control study (left path)
alpha diversity, beta diversity and multivariate analysis are used to establish statistically significant differences between the two
cohorts. A manual literature review is then performed to determine if findings are consistent across various studies. However, in
a standard ML approach, features are extracted from sequence information and a model is constructed to detect trends
separating the two groups. Cross-study validation is then performed by calculating accuracy in classification results from other
test data sets.
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First, subjects are separated into two equally sized cohorts based on disease state (sick and healthy) with the
subjects chosen to make the two groups as closely matched as possible in terms of other potentially confound-
ing variables. The gut microbiome for each participant is then established by sequencing a fecal sample
through either a whole genome sequencing (WGS) or 16S rRNA approach. In WGS, all genetic material is
sequenced providing a complete understanding of all cells in the sample with limited bias [22, 23]. A more
cost-effective alternative is to perform targeted amplicon sequencing for the 16S gene, which restricts results so
that only the microbes” abundances relative to each other can be assumed [24, 25]. The resulting data are pro-
cessed using various computational pipelines [21, 26-30] to distill the large volume of unstructured sequences
into more manageable descriptive data that can be mined for signal.

A common first analysis is a basic comparison to test for statistically significant differences in the average
community of the two groups. This is analogous to an ANOVA test in single-variable statistics, though in prac-
tice it is done using summary metrics like alpha diversity, beta diversity or multiple-hypothesis tests for differ-
ences in a larger set of values (i.e. microbe abundance) with an appropriate software [31, 32]. This is not a
predictive modeling exercise per se, but establishing that there is a non-zero average difference in the communi-
ties is a primitive version of classification. Variations of these statistical models have been valuable for finding
trends in the study-specific associations between microbes and a particular disease [33-36], but have been
unsuccessful in terms of disease diagnosis or prevention because individual studies often report inconsistent
findings [19, 37-41], raising reproducibility questions. Many researchers are voicing concerns with these statis-
tical tests due to their ability to introduce bias [42, 43].

ML models are enticing for microbiome-phenotype classification tasks because, theoretically, disease profiles and
biomarkers can be identified with only limited prior knowledge of the underlying system [44]. In addition, ML
methods have shown success in other avenues of microbiome analysis, such as taxonomic classification [26, 45].
The potential scope of features is virtually limitless, as we will discuss later, but the approaches presented in this
review rely on a few usual suspects: species-level relative abundance, a set of strain-specific markers from
MetaPhlAn2 [27], k-mer profiles, and operating taxonomic units (OTUs). To produce relative abundance or
biomarker detection results, a reference database is used to assign sequences as the closest match. K-mer profile
generation skips the sequence classification step however by simply counting the frequency of all substrings of
length k. Methods utilizing this technique have shown great success in reducing computational complexity
while still producing accurate results in a range of microbiome analysis tasks [30, 46, 47]. In OTU clustering,
similar sequences are grouped together then assigned either a consensus sequence or a reference-based taxo-
nomic classification. A more recent form of clustering is one involving amplicon sequence variant (ASV),
which includes an error reduction step to establish exact sequences and filters out reads based on a confidence
threshold [48]. Any of these features can be fed into an off-the-shelf ML algorithm for supervised learning (i.e.
random forest [49], support vector machines [50], neural networks [51]). Model output is then a simple yes/no
disease classification with the potential to extract the most influential features through either built-in methods
or post-processing pipelines [52], which can provide clinical value once interpreted [53, 54]. Accuracy can be
validated on some kind of holdout sample, although in practice a more robust method is to apply the model to
a totally separate study under different conditions, which truly tests the generalizability of the model. This
cross-study validation step is challenging, however, and is not always completed.

In this article, we review several ML approaches for disease prediction from metagenomic data and their
strategies for overcoming computational and biological challenges. We have chosen seven methods for inclu-
sion, for two key reasons: (1) they are all recent additions to the literature that made specific design decisions
putting them beyond simple off-the-shelf models, (2) six of the seven have been evaluated on the same set of
benchmark case-control studies (Table 1), which allows us to assess these methods based on a common bench-
mark data set. Following this, we will discuss the major challenges that remain, as well as prospective develop-
ments and advances.

Current approaches

The HMP and MetaHIT projects spurred the development of several 16S and WGS microbiome foundational
tools including: taxonomic classification, phylogenetic placement, functional annotation and clustering [27, 30,
55-63]. These tools and data sets have been used in both single trial and encompassing meta-analyses studies
for detecting microbiome trends, or lack there of, in relation to disease [37, 38, 40]. The methods covered in
this section (Table 2), along with several others [54, 71-78], take this idea one step further and aim to establish
generalizable models for discovering consistent microbiome-phenotype trends across individual studies.
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Table 1. Summary statistics for discussed data sets. Here, ‘X’ denotes use of data set in method publication.

Disease Cases Controls MetAML PopPhy-CNN Met2Iimg MetaPheno  DeepMicro  MVIB
Liver cirrhosis 118 114 X X X - X X
IBD 25 85 X - X - X X
Obesity 164 89 X X X X X X
Type 2 diabetes 170 174 X X X X X X

X*: reported results for disease include additional samples (53 case, 43 controls).

MetAML

The metagenomic prediction analysis based on machine learning (MetAML) [64] software laid the groundwork
for detecting microbiome-phenotype associations by generating the first validated toolbox for disease prediction
from shotgun metagenomes. MetAML established a computational ML framework for metagenome-based pre-
diction tasks with implemented classifiers: support vector machine (SVM), random forest (RF), Lasso [79] and
Elastic Net (ENet) [80]. MetAML also established the quantitative assessment to evaluate accuracy of each
model and its ability to translate to the general population through cross-validation (prediction strength on

Table 2. A selection of machine learning methods for disease classification from metagenomic sequences. Best AUC here denotes the
highest AUC value reported in publication for specified data set.

Model » Best AUC
Software input Model description Novelty
Cirr. IBD T2D Obes.
MetAML sp. rel. ab.  Parameter sweep for 4 0.96 091 0.76 0.66 Foundational cross-validation test data and
2016 [64] or strain classifiers (SVM, RF, Lasso, SVM SVM  SVM SVM framework; first parameter sweep of
markers ENet) with 3 feature selection metagenome disease prediction from
methods (RF n most important, off-the-shelf ML models
Lasso, ENet)
PopPhy-CNN OTU rel. ab. PhyloT tree construction; 0.95 N/A 0.69 0.67 CNN with spatial quantitative relationship in input
2020 [65] populated with input OTU rel. taxonomy data; novel alg for selecting most
ab.; transformed to 2D matrix; important features from first convolutional layer
CNN with ELU
Met2Img sp. or Rel. ab. binned, colored, and 0.91 0.87 0.68 0.69 Colored pixel visualization for microbiome profile;
2018 [66] genus rel.  visualized with Fill-up or t-SNE;  Fillup Fillup tSNE tSNE explores 3 binning methods (PR, QTF, SPB) with
ab. 24x24 px (or smaller) images SPB SPB QTF SPB color and gray colormaps
input into CNN with RelLU
MicroPheno 16S raw Find subsample size for stable ~ N/A N/A  N/A N/A 16S sequences; k-mer distribution from shallow
2018 [67] seqs k-mer profile; find best k; input sub-samples outperformed OTU features; first
k-mers to DNN (MLP w/ Rel.U), 16S deep learning metagenome-phenotype
RF, or multi-class linear SVM exploration
MetaPheno sp. rel. ab.  Jelly-fish k-mer counts; identify ~ N/A N/A 0.76 0.65 Review of current methods; compares features:
2019 [68] or raw segs sig. k-mers with cohort gcF, gcF, k-mers and rel. ab. with classifiers: SVM, RF,
p-values; apply hyper-parameter k-mer rel. ab. XGBoost, gcForest, AE-pretained DNN (AutoNN)
grid search models
DeepMicro sp. rel. ab.  Low-dimensional profile 0.94 096 0.76 0.67 RF 4 autoencoders (shallow, deep, variational,
2020 [69] or strain representation from SVM SVM  MLP DAE convolutional) to reduce microbiome dimension;
markers autoencoder; input into MLP CAE SAE CAE combines with MLP, SVM, and RF param.
with RelLU or hyper-parameter sweep
grid SVM or RF
MVIB 2021 [70] sp.rel. ab.  MLP for each modality (rel. ab., 0.93 094 0.76 0.67 Combine multiple heterogeneous data
and strain strain marker, metabolomics); D J;T J;T D modalities; explore default and joint
markers Information Bottleneck theory to pre-processing (D,J); optional triple margin loss
learn joint stochastic encoding extension (T)
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metagenomic data) and cross-study (generalization of model on different studies) analyses. Results are mea-
sured with accuracy metrics: overall accuracy (OA), precision, recall, F1 and area under the curve (AUC). The
MetAML framework was evaluated on metagenomic case-control datasets from five different diseases: inflam-
matory bowel disease (IBD), obesity, type-2 diabetes (T2D), liver cirrhosis and colorectal cancer. Features for
tested models were generated from either species-level profiles or strain-specific presence markers based on
results from MetaPhlAn2 [27] and further feature selection was also conducted with Lasso, ENet and RF
embedded feature selection to give emphasis to features with greater discrepancy between cohorts.

MetAML reported AUC scores over 0.88 for liver cirrhosis, colorectal cancer and IBD prediction, which
highlighted the potential for disease detection from gut metagenomic data. Additionally, this exploratory ana-
lysis showed improved results when healthy cohorts were included in training models, features were extracted
from a lower taxonomic rank (strain-specific markers), and methods of feature reduction were implemented.
Despite these promising results, T2D and obesity datasets reported lower AUC scores (<0.80), encouraging
researchers to explore alternative approaches to improve upon MetAML and yield better disease prediction
results for these datasets.

PopPhy-CNN

PopPhy-CNN [65] aimed to improve classification accuracy of the liver cirrhosis, type 2 diabetes and obesity
datasets from the MetAML package with a convolutional neural network (CNN) [81, 82] learning framework,
where each layer uses the exponential linear unit (ELU) activation function. This method uses genus- and
species-level relative abundances as well as a phylogenetic tree to empower the neural network to explore both
quantitative characteristics from metagenomic data and spatial relationships from the taxonomic tree. The
novelty of this approach lies in the use of a taxonomic relativity between microbes and a custom-built feature
extraction algorithm, yet results did not show significant improvement over MetAML across tested datasets.

Met2img

Met2Img [66] also built a CNN, but this time with a rectified linear unit (ReLU) activation function. This
approach incorporated a creative feature extraction step where each sample is transformed into an image con-
taining colored pixels representing the various microbes and their relative quantities. Images are generated by
one of two different methods: phylogenetic sorting using Fill-up or a t-distributed stochastic neighbor embed-
ding (t-SNE) visualization method. The resulting images are then used as features for the neural network.
Met2Img reports improved accuracy over the MetAML RF model for three of the diseases (liver cirrhosis, IBD
and obesity), but little to no change for the remaining diseases (colorectal cancer and T2D).

MicroPheno

MicroPheno [67] simplified the sequencing step of the pipeline by utilizing k-mers from short-read 16S rRNA
data, rather than shotgun metagenomic sequences, in a deep learning model. MicroPheno extracts k-mers from
shallow sub-samples and includes hidden layer dropout from its multi-layer-perceptrons (MLP) [83] neural
network architecture, allowing for a computationally inexpensive pipeline. When applied to a sample set con-
sisting of samples from different human body sites, an F1 score of over 0.90 was reported. However, this
number dropped to 0.75 when applied to a Crohn’s disease dataset. While this oversimplified pipeline may
prevent the model from accurate classification for complex samples, it did raise the idea of k-mer based feature
extraction.

MetaPheno

LaPierre et al. [68] compared and contrasted existing metagenomic methods that used MetAML datasets in
their publication results in an evaluation called MetaPheno. The authors hypothesize that classification accuracy
falls short on T2D and obesity datasets due to overfitting, and specifically explore ways to improve upon these
results. They implemented k-mer-based feature extraction as shown in MicroPheno, but this time k-mers were
derived from shotgun metagenomic data rather than subsampled from 16S. The MetaPheno pipeline is com-
pleted by counting k-mer frequencies with Jelly-fish [21], extracting significant k-mers through a statistical
model, then applying a machine learning model (SVM, RF, XGBoost [84], gcForest [85] or an autoencoder-
pretrained deep neural network (DNN) [83, 86, 87]). Results showed that no single model outperformed others
in all metrics and that the explored methods of feature reduction were unsuccessful in drastically improving
accuracy over MetAML findings. The authors ultimately were not successful with T2D and obesity; they
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speculate that prediction using only metagenomic reads may not be possible and perhaps there is an upper
limit on the accuracy that can be achieved this input data. They recommend future work in methods utilizing
host genomic or additional multi-omic data sources alongside metagenomic data, then building a deep learning
model such as a similarity network fusion [88].

DeepMicro

Following the publication of MetaPheno, DeepMicro [69] was released as another deep learning method evalu-
ated on the datasets from MetAML, specifically focused on feature extraction. DeepMicro experiments with
converting high-dimensional microbiome data to low-dimensional representations through an autoencoder
(AE) [87]. Datasets from all 5 MetAML diseases were tested with both species-level relative abundance and
strain-level marker output from MetaPhlAn2, with four different autoencoders (shallow (SAE), deep (DAE),
variational (VAE) and convolutional (CAE)), and with three different classification algorithms (SVM, RF and
MLP). In the results, the best performing autoencoder is highly dependent on the problem complexity and
intrinsic properties of the input data. Additionally, incorporating healthy controls into the model worsened
performance, a contrast with findings from MetAML. Still, the best DeepMicro approach outperformed the
best MetAML approach in all but one of the tested diseases (colorectal cancer), highlighting the importance of
effective feature extraction techniques for metagenomic data. However, and yet again, the AUC score for
obesity is still only 0.674, leaving plenty of room for future success in this application.

MViB

ML approaches to accurately classify obesity and T2D is still an open area of research that continues to
improve as new ML techniques are developed. One up-and-coming method is multimodal variation informa-
tion bottleneck (MVIB) [70], which takes advantage of both the species-level abundance and strain-level
markers from MetaPhlAn2 output by computing a joint stochastic encoding from both profiles. MVIB is a
multimodal generalization of the Deep Variational Information Bottleneck [89], which allows a model to learn
a joint encoding from heterogeneous input data modalities with a deep neural network. MVIB reports an
improvement over DeepMicro with VAE in each of the test datasets, emphasizing the value in obtaining mul-
tiple sources of information for each sample in a single model. This is especially valuable to this line of research
as it sets a foundation for incorporating additional input parameters and clinical data which could potentially
improve the classification accuracy of future models. In addition, the authors experiment with adding a joint
collection pre-processing step, where input abundances and markers were made homogeneous across all dis-
eases, as well as transfer learning from non-targeted disease data sets.

Open challenges

Catering ML models to detect disease patterns from microbiome data presents a range of challenges (Table 3).
The first is the standard ‘big-p, little-n’ issue, where the number of variables in the input data dwarf the
number of samples available. Importantly, this particular challenge is the defining challenge of phenotype clas-
sification from microbiome features. Sequencing costs combined with logistical challenges of sample collection
and patient recruitment limit the number of available samples that will be available for a given study.
Increasing the size of training data has long been a reliable way to improve model performance in most disci-
plines, but that is commonly not an option for microbiome studies. Nonetheless, this situation often results in
overfitting, yielding a suboptimal model and in turn preventing the model from accurate classification on test
data.

To overcome this issue, each of the methods discussed above includes a feature reduction step. Both
MetAML and PopPhy-CNN select only features that are considered the most important for the model
MetaPheno also uses this ideology by embedding an algorithm to select the 1000 features with the smallest
p-value between case and control groups. DeepMicro explores four different autoencoders, which are used in
the model to learn low-dimensional representations from complete microbiome profiles. MVIB incorporates a
stochastic encoder for each input data modality. MetaPheno and MicroPheno both use k-mer counts and
reduce complexity in their neural networks with hidden layer dropout tactics. Met2Img takes an entirely
unique approach and converts microbial quantities into binned images, which essentially transforms each
sample into a single feature.

A second challenge encountered is the presence of novel species. This challenge highlights the limitations of
reference-based feature computation, where the most similar database entry is used for labeling and therefore
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Table 3. Challenges presented by microbiome data as input for ML models
and the approaches taken by discussed methods to tackle these
challenges.

Large feature space; small sample size
MetAML feature selection with Lasso, ENet, or RF n most important
PopPhy-CNN feature selection with novel alg; network regularization
DeepMicro autoencoder for low-dimensionality representation; early stopping
MVIB stochastic probabilistic encoders
MicroPheno shallow subset of 16S k-mers; early stopping; dropout hidden layers
MetaPheno select k-mer counts from 1000 most significant k-mers
Met2Img convert profile to binned image; early stopping

Presence of novel species
MicroPheno & MetaPheno raw sequence input data (k-mers)

Temporal fluctuations in microbe abundances
MetAML include multiple samples from a single test subject

MVIB combine abundance and marker profiles for each sample

reads can only be classified as an existing database entry. This results in novel microbes either misclassified as
an incorrect organism or grouped together in an ‘unclassified’ category. Both MicroPheno and MetaPheno
overcome this challenge by using k-mer count profiles, avoiding the classification step entirely. An alternative
approach would be use of a reference-free and therefore database-agnostic method [90].

A third challenge presented is the fluctuating nature of microbial communities. Although the gut micro-
biome in healthy adults is shown to be relatively stable over time [91], more substantial fluctuations have been
observed in subjects exhibiting illness [92-94]. This dynamic environment raises concern since the most
informative time to collect samples is not yet established and, beyond this, the true separation between disease
states may lie in the changes that occur over time [95]. MetAML takes this knowledge into account by incorp-
orating samples from various stages throughout a participant’s illness in the liver cirrhosis and T2D test data
sets. MVIB aims to gain a more thorough representation of each changing environments by including multiple
profiles (species-level abundance and strain-level markers) for each input samples. However, none of the
methods presented exploit longitudinal patient samples from both a healthy and diseased state and therefore
cannot truly explore temporal changes in an individual that arise with disease onset. Although this would intro-
duce a layer of complexity to the approach illustrated in Figure 1, it would provide a comprehensive tactic to
account for the gut microbe community changes that have been observed in disease.

Future research directions

Despite repeatedly observed associations of the gut microbiota in T2D and obesity studies, the presented
methods have encountered difficulty providing accurate phenotype classification for these diseases [34, 35, 96—
102]. This raises the question: do the current feature sets, exclusively derived from metagenomic data, inher-
ently limit predictive power for some phenotypes? It may be that microbes are only one of several contributing
factors in the condition, or it may be that the microbes do not contribute at all but rather respond in a consist-
ent way to the environmental change brought about by the disease. A major source of future advancement in
phenotype-prediction would be the result of discovering new data sources or feature types that have comple-
mentary predictive power, then utilizing the appropriate model structures for leveraging additional information.
Here, we consider two biological factors that interact with the microbiome to have a combined effect on host
health (host genetics and microbe-derived metabolites) and explore their potential to act as complementary
predictors in microbiome-disease relations.

Gut microbiome and host genetics
Because gut microbes impact host health due to interactions with host cells [19], incorporation of host DNA
may improve future models. In addition, associations between gut microbes and host genes have been detected
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in a variety of studies [103-108]. One case where inclusion of host genomic information strengthened findings
was in a study where Ryan et al. [109] examined the colonic microbiota in relation to IBD through host tran-
scriptomics, epigenomics and genetics data. Authors concluded that while the microbiota appeared to be linked
to the disease, there was no evidence of a distinct microbial diagnostic signature, likely due to heterogeneous
host-microbe interactions. They then included epithelial DNA methylation into the algorithm, which yielded
better classification results.

Gut microbiome and metabolites

Metabolites are the intermediate or end product of interactions between microbes and host cells [110].
Short-chain fatty acids (SCFA) and bile acids are metabolites that can have beneficial or damaging impacts on
the host tissue [111] and have shown associations with a range of illnesses [102, 112-116]. This promotes the
idea of incorporating metabolite information in disease state analyses. Jeffery et al. found that only the fecal
metabolome, rather than the microbiome alone, could distinguish between IBD patients that expressed the bile
acid malabsorption phenotype. In a separate study, Sanna et al. [117, 118] leveraged SCFA levels in addition to
gut microbial data to discover an association with risk of T2D, which is likely due to the fact that microbe-
derived SCFA acts an additional energy source and therefore can increase likelihood for obesity. In both these
studies, inclusion of microbe-derived metabolites was essential for observing associations between the micro-
biome and disease states. Promising results produced from leveraging both these data types have led to the
development of further studies and software tools for effective combination of metabolite and microbiome
information as input data [70, 119-122].

Microbiome-based models for obesity classification

Current microbiome-based models for obesity classification will likely be improved by incorporating variables
containing additional signal [123, 124]. Increased blood glucose levels heavily influences obesity [125], but is
difficult to control since foods elicit vastly different responses across individuals [126-128]. However, Zeevi
et al. showed great success in developing an ML algorithm for predicting postprandial blood glucose levels by
integrating blood parameters, dietary habits, anthropometrics, physical activity and gut microbiome data. This
model was constructed from a 800-person cohort, then tested on a separate 100-person cohort where it accur-
ately predicted personalized glucose response after consumption of different foods. In addition, the model was
adjusted and applied in a blinded randomized controlled dietary intervention, where participants effectively
altered their gut microbiota to successfully lower postprandial responses based on personalized diet recommen-
dations from the algorithm. This advancement in blood glucose response prediction suggests the possibility of
a similarly accurate model for obesity classification.

Another avenue for future research in phenotype prediction models is the integration of the causal relation-
ship between microbiota and host disease, given one exists. This relationship is likely to differ between illnesses
and is currently difficult to ascertain in many cases [41, 129]. Plausibly addressing causality is challenging since
the fine control over experimental conditions required can only be conducted in animals. Given microbial com-
munities vary substantially across hosts, conclusions in animal models often are not transferable to humans
[130], even with increased validation from replication of findings across different animal hosts. As the causal
relationship of gut microbes becomes further established for each illness, leveraging this information appears
promising for future disease classification ML models.

Conclusion

Recent advances in ML methods have opened the door to deciphering the intricate role of gut microbes in host
health and disease. Methods have proven successful in classification of multiple illnesses using solely metage-
nomic information due to their inherent ability to handle multi-dimensional data and identify trends with little
upfront knowledge. Published methods have explored a broad range of standard model platforms including
random forest, deep neural networks and support vector machines as well as unconventional approaches to
overcome challenges presented by microbial communities. While notable accuracy of irritable bowel disease
and liver cirrhosis classification has been reported, less success has been observed for obesity [64, 68, 70]. After
exhausting model types and parameter settings through trial-and-error, the current limiting factor appears to
be due to unknown causal roles for microbes and lack of further influential features. Additional clinical data,
including but not limited to human genetics, metabolomes and lifestyle factors, combined with microbial

822 © 2021 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and the Royal Society of Biology and distributed under the Creative Commons
Attribution License 4.0 (CC BY-NC-ND).
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information and the appropriate feature reduction technique shows promise for improved disease prediction
accuracy in future ML algorithms for these complex gut microbiota relationships.

Summary

o Several ML methods have been developed for host disease detection from microbiome sequences with
various classifiers and feature reduction approaches.

o Methods have proven successful in predicting liver cirrhosis and IBD from gut metagenomic samples, but
have not shown such accuracy with obesity prediction.

« Future perspectives for improvement in disease detection algorithms include incorporating additional bio-
logical factors as input into ML models, such as host genomics, microbiome-derived metabolite levels or
blood glucose response predictions.
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