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Abstract: Despite the fact that chronic diseases usually occur together with a spectrum of possible
comorbidities that may differ strongly between patients, they are classically still viewed as distinct
disease entities and, consequently, are often treated with uniform therapies. Unfortunately, such an
approach does not take into account that different combinations of symptoms and comorbidities
may result from different pathological (e.g., environmental, genetic, dietary, etc.) factors, which
require specific and individualised therapeutic strategies. In this opinion paper, we aim to put
forward a more differentiated, systems medicine approach to disease and patient treatment. To
elaborate on this concept, we focus on the interplay of tinnitus, depression, and chronic pain. In our
view, these conditions can be characterised by a variety of phenotypes composed of variable sets
of symptoms and biomarkers, rather than distinct disease entities. The knowledge of the interplay
of such symptoms and biomarkers will provide the key to a deeper, mechanistic understanding of
disease pathologies. This paves the way for prediction and prevention of disease pathways, including
more personalised and effective treatment strategies.
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1. Introduction

Traditional disease models and accepted manuals, such as the International Classifi-
cation of Diseases (ICD) and the Diagnostic and Statistical Manual of Mental Disorders
(DSM), currently describe chronic diseases as distinct disease entities. However, most
chronic comorbid conditions present multifactorial causes and share similar determining
factors, often originating from lifestyle characteristics (e.g., dietary behaviour or physical
activity). Acknowledging the multifactorial and interactive nature of biological, social,
and psychological factors, particularly in psychiatric conditions, it was proposed to use
the term disorder rather than disease [1]. Additionally, disorder is considered less stig-
matising than disease. Using this background, tinnitus is characterised by an auditory
phenomenon, i.e., the phantom sound, in combination with accompanying affective com-
ponents [1]. The perception of a distressing sound like tinnitus could be due to changes
in the cortical structure of a patient’s brain, possibly provoked by comorbid hearing loss
or by depression-associated pathological brain activity. With regard to other diseases and
disorders like cancer, respiratory diseases, or diabetes, it is well established that the most
prevalent chronic comorbid conditions are characterised by a multifactorial aetiology, with
no single factor sufficiently explaining their symptomatic presentation and their future
development [2]. Therefore, the current practice of diagnosing disorders in isolation poses
a severe hurdle for effective treatment. This is particularly problematic in the acute stages
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of a pathology [3,4]. Nevertheless, clinicians still largely operate within such disease mod-
els, leading to isolated clinical guidelines for chronic comorbid diseases, failing to take
their interconnectivity sufficiently into account. To close this gap in the understanding
of chronic comorbid conditions, a substantially different disease model is required. By
viewing comorbid “disorders” as “collections of symptoms” of a disturbed system, we
may be better able to understand their often-shared origins and, most importantly, treat
them optimally. For example, if a patient presents with fever and bloody cough, those two
evident symptoms would not be classified as “comorbid” conditions of tuberculosis, but
the result of a shared underlying pathology of the disease. Therefore, we advocate here
for a paradigm shift—from applying isolated, disorder-specific categories, thereby neglect-
ing individual characteristics, to using system-based, empirically defined, and connected
phenotypes to facilitate prediction, prevention, personalisation and participation of the
individual patient (also termed P4 medicine; [5]). This constitutes a shift from reactive to
prospective medicine and from disease to health. Modern technologies like genomics or
artificial intelligence (AI) are able to support this shift.

For many years, high-throughput technologies, e.g., in genomics, produced massive
amounts of data, which have led to limited clinical breakthroughs as of yet. Positive
exceptions include rare diseases, pharmacogenetics and, of course, oncology. With the
advent of modern algorithms and resulting technologies of Al, clinical breakthroughs in
other domains are expected in the near future. The advanced monitoring of individuals
with precision medicine, e.g., in terms of their lifestyle and resulting parameters, has now
become an option, which enables us to identify early warning signs that allow for an
earlier personalised beginning of interventions on the part of the treating clinicians. In
addition, by creating conscious awareness of their individual risk factors and lifestyle
choices (e.g., nutrition, tobacco, physical exercise, socio-economic status, early life events),
this presents an opportunity to empower patients towards lasting behavioural changes
to prevent the onset, further progression, and/or chronic manifestation of potential disor-
ders [2].

Here, we will elaborate this paradigm shift by focussing on the example of three
functional conditions: tinnitus, depression, and chronic pain. Instead of focussing on
diseases and disorders with obvious structural aberrations and damage, this particular
choice will enable understanding of those pathologies in the light of the dynamic nature of
a systems medicine approach. Recent research findings support the theory of a common
physiological and pathophysiological basis for these three widespread disorders with both
mental and physical influences. We will therefore discuss all three conditions as “collections
of symptoms” of a shared underlying pathological development. Thus, all three indicate a
disturbed system, which may also serve as an early indicator for the development of other
chronic conditions in the long-term. This will allow an investigation of shared common
causal mechanisms and discriminative patterns using big data analytics and Al technologies.
Due to the inherent complexity of this problem, it is helpful to start with a small set of
reference conditions and use cross-validation to generalise strategies thereafter, in order
to expand them to other medical areas. Tinnitus, depression, and chronic pain are ideal
candidates to demonstrate this paradigm-shift. All three are highly prevalent in the general
population (see Table 1) as well as commonly comorbid (see Figure 1). As an example,
in a European multicentre cohort of tinnitus patients, 43% of respondents reported their
tinnitus as a big or very big problem, showing a strong relation to depressive symptoms
and, connectedly, a lower quality of life [6]. As outlined in Table 1, these impairments
represent an enormous burden to patients, their social circle, and society in general.
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Table 1. Prevalence and financial burden of tinnitus, depression, and chronic pain as a proportion of
the EU population with the approximate direct and indirect cost imposed on EU societies.

Disorder Prevalence Preventable Burden (B EUR/y)
Tinnitus 11-30% 117-325
Depression 25% 170
Chronic Pain 19—-30% >400

Taken together, tinnitus, depression, and chronic pain affect at least a quarter of the
European population, and have a cumulated societal cost between EUR 400 billion and
over EUR 700 billion annually in the European Union. These costs can be significantly
reduced by prediction and prevention, as proposed by our approach [7-13].

Symptoms Consequences
Mortality
Tinnitus
? ? Morbidity
° .
s Depression
Pain P
Quality of Life

Patterns of Challenged Systems Long-term Outcomes

Figure 1. Development of comorbid conditions. Predisposing factors (left) interact and result
in idiosyncratic maladaptations that manifest in combinations of comorbid conditions. Instead
of focussing on classic disorder categories, our approach will identify phenotype classes based
on (interactions of) shared and specific risk factors, and use this information to predict symptom
co-occurrence and illness trajectories. Question marks indicate that individual pathways from
predisposing factors to challenged systems and long-term outcomes are currently not known.

Therefore, we will here use those three disorders as prototype conditions to identify
causal mechanisms that determine disorder progression towards combinations of chronic
and associated pathologies. This approach only became feasible now, since new scientific
developments allow for the measurement of biological processes on a molecular and
cellular level in unprecedented detail, e.g., using high-throughput mass spectrometry. In
addition, the ubiquitous use of smartphones simplifies behavioural tracking as mobile app
technologies are being utilised for research. Finally, advances in big data analysis and Al



Nutrients 2022, 14, 4320

4 of 14

based machine learning allow for the integration of such rich and heterogeneous datasets in
order to model both phenotype characteristics and predictors for health trajectories. These
new possibilities will advocate a paradigm shift towards the identification and treatment
of phenotypes that are characterised by varying biopsychological expressions of disturbed
underlying systems. Thereafter, the established framework can be generalised towards
other disorders.

2. Comorbidity in Chronic Tinnitus and Its Challenge to the Health Care Systems

Despite their classical separation into multiple categories, tinnitus, depression, and
chronic pain share common and specific phenomenological [14] and neurophysiologi-
cal variance [15], suggesting an underlying physiological and pathophysiological basis
(Figure 1). As detailed below, analysis of existing databases for comorbid disorders allows
identifying (a) phenotypical overlap, (b) common risk profiles, and (c) gaps in current
data collection.

2.1. A Common Basis of Tinnitus and Depression

On a phenomenological level, emotional and cognitive difficulties can precede, ex-
acerbate, or result from the tinnitus percept [16]; studies point to depressive mood as a
key factor in rendering tinnitus distressing [17]. Studies have highlighted the effect of
acute stress on auditory processing [18] via processes that have also been implicated in
anxiety or depression, such as changes in attention and cognition [19,20], changes in cortisol
levels [21], or limbic processes [22]. This suggests distress as a shared risk factor for the
development, exacerbation, or maintenance of both tinnitus and emotional difficulties,
particularly depression. Focussing on shared factors between tinnitus and depression,
another study identified distress as a mediating variable that accounted for the relationship
between tinnitus and concurrent mood disorder [23]. Along these lines, several studies
have highlighted a key role of depression in the development of tinnitus. For example, a
recent study demonstrated that the relationship between tinnitus handicap and anxiety
was fully mediated by depressive symptomatology—thus highlighting shared variance be-
tween these constructs whilst suggesting depressive symptoms as a key factor in predicting
those [24]. Further highlighting the role of depression, a recent prospective study found that
hearing loss and depression predicted subsequent subjective tinnitus loudness [25], whilst
a reduction of depressive mood predicted subsequent improvements in a representative
Swedish sample [26].

2.2. A Common Basis of Tinnitus and Chronic Pain

Tinnitus and chronic pain share many commonalities regarding development, causes,
phenomenology, and treatment. Despite the considerable co-occurrence of tinnitus and
chronic pain [27-33], a comprehensive approach in research and management is rarely
taken. Both chronic pain and tinnitus are subjective, multifactorial-influenced sensa-
tions [34,35], and are often associated with hypersensitivity to sensory stimuli initially
thought to originate from peripheral receptors: auditory for tinnitus (hyperacusis) and
tactile for chronic pain (allodynia and hyperalgesia) [34]. The recent identification of
chronic pain receptors in the hearing organ, the cochlea, stresses the commonalities [36].
However, a central origin playing a causal role in the development and maintenance of
both dysfunctions is the more likely implication [31,37,38].

Beyond potential sensory or (neuro-)physiological contributors [37,39], cognitive-
affective processes are known to play key roles in the subjective experience, maintenance,
and potential chronic manifestation of each syndrome [40,41]. As an example, patients with
chronic tinnitus experience considerable emotional distress [42,43], and report high levels
of depression [44,45], anxiety [46], and other somatoform symptoms [47,48], constituting
the phenomena of decompensated (vs. compensated) tinnitus. Analogously, chronic pain
is frequently accompanied by psychopathological emotional symptoms [49-51], and a
substantial body of work has highlighted interactions of cognitive and affective factors in
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mediating experiences of pain sensations [40,52-59]. Consequently, regarding treatment,
tinnitus or chronic pain related affective symptoms are key targets of psychological or
multimodal interventions that have been shown to be effective [47,60,61].

2.3. A Common Basis of Chronic Pain and Depression

Closing the circle, chronic pain is commonly accompanied by depression [62]. The
prevalence of chronic pain in depressed cohorts as well as depression in chronic pain cohorts
are higher than in the normal population [62]. Moreover, when chronic pain is moderate to
severe, impairs function, or is refractory to treatment, it is associated with more depressive
symptoms and worse outcomes, such as decreased work function, increased health care
utilisation, or lower quality of life [62]. Depression is one of the strongest predictors of low
back pain, and the intensity of back pain has been shown to correlate with the severity of
depression [63]. In a multicentre cohort study, major depressive episodes were amongst the
most prevalent comorbidities [64]. Multiple studies suggest an overlapping neural network
for processing of pain and emotion [65,66], and functional and morphological changes as
one basis for both pathologies [67]. Studies have also found overlaps between pain- and
depression-induced neuroplastic changes [68]. Hence, the processing of nociceptive input
is altered in depressed patients.

Taken together, as exemplified by the strong overlap between tinnitus, depression and
chronic pain, tinnitus should not be considered as a homogeneous, unitary disorder entity.
This is supported by findings from neurophysiological studies.

3. Tinnitus and Comorbid Conditions as Neural Network Disorders

Advances in neuroscientific, behavioural, and clinical research have shown that tinni-
tus, depression, anxiety, and chronic pain are neural network disorders in which sensory,
limbic/emotional, and cortical/attention-related networks are implicated [26,29,69]. The
nuanced connections between the frontal cortex and limbic structures are well established,
in addition to their role in clinical or subclinical affective states [35,36]. Functional con-
nectivity, as a powerful method to assess the interplay of brain regions, describes the
temporal dependencies of neuronal activity patterns of anatomically separated regions [38]
in response to a stimulus or task, as well as in a resting state. It tries to assess how well
different regions are connected, and how well information from one region is transferred
to another. Functional connectivity studies implicated that compared to controls, tinnitus
patients showed decreased connectivity between the auditory cortices and fronto-parietal,
anterior cingulate, and subcortical regions [37,39,40]. Similarly, a review on resting state
fMRI connectivity underlying tinnitus further indicated that areas such as the posterior
cingulate cortex, the medial prefrontal cortex, inferior frontal cortex, medial prefrontal
cortex, insula, and para-hippocampus appear differentially connected in tinnitus patients
compared to controls [34]. Moreover, one study showed increased connectivity between the
auditory cortex and the amygdala in patients with tinnitus [41]. However, the exact nature
of the interplay of frontal and limbic systems in the generation or maintenance of chronic
tinnitus is still under debate [70]. Additionally, research suggests that an interaction of
maladaptive plasticity and dysfunctional learning processes could be partially responsible
for the generation and chronic manifestation of tinnitus [42,43]. This model suggests that
hearing loss and the resulting deafferentation of corresponding cortical structures may gen-
erate the “sound” of tinnitus. Subsequently, learned attentional and emotional processes
may lead to chronic tinnitus.

4. Comorbidity as a Collection of Symptoms

In this paper, we consider tinnitus, depression, and chronic pain as network disorders,
i.e., there is a high correlation and dependency of symptoms. Consequently, to diagnose
and treat them with regard to only one disorder, as is currently done in most instances, is a
futile approach. As briefly reviewed above, our approach is supported by recent research
from neuroscientific studies demonstrating that tinnitus, depression, and chronic pain all
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involve sensory, limbic/emotional, and cortical /attention-related networks [38,65,66,71,72].
This applies for both clinical and subclinical conditions [73-75]. The involvement of various
physiological, sensory, emotional, and cognitive domains is supported by clinical findings,
stressing the high co-occurrence of dysfunctions in several domains [19,44].

Disorders with high comorbidity pose special problems to health care systems, from
prevention to diagnosis and treatment. This is due to various reasons. Disorders with
high comorbidity are characterised by a multitude of symptoms. Some of them are only
subjectively perceivable (amount of pain, tinnitus), while others can be measured objec-
tively. Therefore, identification of these disorders depends strongly on health literacy and
communicative abilities from patients and physicians. Often patients and physicians weigh
symptoms differently, and as a consequence, important aspects of disorders and collections
of symptoms are neglected or not communicated at all [76].

In this context, a gap in the current knowledge should be kept in mind: while recent
research, as illustrated above, points towards shared pathophysiological and pathopsycho-
logical processes underlying all three disorders, the implications for prevention, predic-
tion, personalised diagnosis and treatment, as well as participation of the patient are not
specified [68]. To close this gap, the analysis of combined, large databases with modern
technological approaches to pinpoint a common risk profile and to predict and prevent
chronic manifestation is required.

5. Identification of Phenotypes

Thus far, comprehensive data, if available, have only been analysed separately from
each other. For phenotyping in a strictly data driven approach, we propose the following
steps. In order (1) to reach a sufficiently large population for new types of analyses and
(2) to be able to estimate the impact of lifestyle, social, and environmental factors (such as
nutrients, nutrition, alcohol, socio-economic status, tobacco, physical activity) that may
influence the development of pathological processes, the information from such datasets
should be combined across centres. This work requires the collaboration of clinical and
research partners in a national or even multinational approach.

We propose that the first step is the establishment of novel phenotypes (Figure 2) [a]
within each disorder of interest, and subsequently [b], for the disorders combined. As
reviewed above, the high comorbidity in the three disorders and its highly patient-specific
and variable pathological development has been only recently acknowledged. As an
example, potential categories of tinnitus could comprise of the following characteristics:
with predominant mental health issues, with predominant dysfunctional health behaviours,
with chronic pain, with hearing loss, with cognitive impairment, or as an isolated condition.
It is also highly possible to make a distinction between patients with an overall high vs.
low burden of disorder.

As an example, and encouraged by recent recommendations of the IMMPACT associa-
tion (Edwards et al., 2016), patient-self assessment is favoured whenever available as the
basis for phenotyping. It reflects patients” individual health perceptions and may therefore
enlighten mechanisms determining inter-individual differences in health outcomes. If
different instruments have been used to assess the same construct, standard item-response
theory methods estimating scores on one common scale can be applied [53,77].

An initial approach for phenotyping could be Latent Class Analyses (LCA), as they
are highly flexible approaches to include multiple types of variables [78]. LCA are a subset
of structural equation modelling, used to find groups or subtypes of cases in different types
of data (ordinal, nominal, count, continuous). Observed, multivariate variables are related
to a set of latent discrete variables (classes) [79], or as in our case, the assumed phenotypes.

In addition to the unsupervised latent class definition of LCA, which will shed light on
specific combinations of variables, it could be utilised to perform a supervised analysis of
the data in order to build predictive models for the phenotypes of interest. This approach
will be based on classification (e.g., predicting severity levels of the disorder), regression
(e.g., predicting the degree of discomfort), or a combination of both. For this, a recent
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model called TabNet [80] recommends itself. It is based on deep neural networks (DNN)
and is specifically adapted to tabular data, which implements an attention mechanism
allowing it to reconstruct the most relevant features in a classification or regression task.
The attention mechanism implements a “decision-tree-like” mapping of the input features
to the labels without the need of performing feature engineering [80]. Hence, unlike
traditional “black-box” type DNN-based models, TabNet allows for interpretability of the
classification/regression task, in terms of most informative features. Given the flexibility of
this model to perform classification and regression tasks, both tasks should be combined
into a unified, multi-task learning model. This joint representation learning has been shown
to improve performance compared to each task trained separately (single-task learning) for
the prediction of depression levels from patient data [81].

Categorical Dimensional Model of Symptom
Disease Model Comorbid Conditions Patterns
Phenotype |
L Loudness Y
v
Tinnitus ° v s IMpact v —
7 A 4
e Hearing loss —
Phenotype Il
L Affect A\ —
s v
Depression o v s Self-esteem v B
e A
\ — ]
Y e Loss of interest
Phenotypel lll ...
L Pain frequency v
‘Y
Pain \/ —=mmm Pain severity \4
h AN
v A

====m Daily pain pattern

Figure 2. From categorical disorder models to phenotypes of symptom patterns. The same compi-
lation of individual symptoms and their parameter values (middle column) would lead to binary
categories in the categorical disorder model (left), whereas the systems medicine approach favoured
here would lead to different phenotypes specific for an individual patient. Note that whereas in the
categorical disorder model (in the example given) pain-related symptoms would be neglected, and all
data would contribute to the individual phenotypes in the new approach. Triangles depict individual
scores for a given dimension or symptom.

Finally, phenotyping based on large numbers of different diagnostic parameters could
be done by means of Multidimensional Cluster Statistics (MCS) [82]. There, each diagnostic
parameter is treated as an independent dimension, so that the combination of n diagnostic
parameters from a given patient can be represented as a point in n-dimensional space. The
Euclidian distance between points in that space then is a measure of dissimilarity between
patients. Clusters of points formed by several patients” data can be statistically tested
against each other to see if they form specific phenotypes.

In a first effort for phenotyping, a recent study used an analogous data-driven ap-
proach to identify multiple patterns of hearing loss in tinnitus patients [83,84]. Analyses
using LCA on chronic pain patients revealed four classes separated by the severity of
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pain and affective symptoms [85]. While this previous work suffers from the limitations
imposed by small datasets and a limited focus on the comorbid conditions, it delivers a
data-driven proof of concept that a phenotyping approach is feasible.

In addition to the evaluation of the interactive patterns, it will be interesting to deter-
mine psychosocial factors across the identified phenotype classes. Several studies related
improvement and mitigation of clinical symptoms to the development or strengthening of
psychological resilience. An important aspect that seems to contribute to stress vulnerabil-
ity is the experience of adverse childhood experiences, which can increase the likelihood
of developing several mental and physical disorders [86-90]. Whilst psychological risk
factors increase an individual’s risk to develop chronic impairment following exposure to
biopsychosocial stressors in the absence of psychosocial resources or resilience, the exact
interplay of these factors and their respective weightings remain unclear.

In addition to diagnostic measurements, other parameters like lifestyle, social or
environmental factors can be included in phenotyping. For example, there is already some
evidence that nutrition and nutrients have an impact on the development of tinnitus. As
very recent examples, lowered consumption of vitamins B2 and B3, water, and protein
correlate with tinnitus and tinnitus distress [91]. Similarly, higher intake of vitamin B12
correlates with lower probability of tinnitus, while higher consumption of calcium, iron,
and fat are associated with an increased risk. Moreover, higher vitamin D intake and a diet
high in fruit, vegetables, and meat, and low in fat, are associated with a lower risk of hearing
difficulties [92]. The briefly reviewed literature here emphasises the need for a combined
dataset addressing several significant research questions in a more comprehensive way in
the future. These include socioeconomic variables, lifestyle variables, (such as nutrition or
leisure time activities), educational status, and other psychosocial variables next to known
biological factors to estimate the risks for an onset of a particular collection of symptom:s.

6. Conclusions: System Medicine Approaches—A Change from Classical Phenotypes
to New Phenotypes Based on All Complex Components of Comorbid Disorders

Systems Biology is an approach no longer focussing on individual cellular or molecu-
lar components, but on properties of whole systems [93]. Biological organisms should be
taken as “a network of interconnected and mutually dependent components that constitute
a unified whole” [93]. These biological networks should be analysed at various levels
of organization from molecules, cells and organs to organisms and groups of interacting
organisms [94]. Systems Medicine takes a Systems Biology perspective by integrating
data from various relevant levels of assessment by using modern informational sciences.
Consequently, there is a shift from medically reacting to a disorder, to stressing prediction,
prevention, personalization and participation. Underlying this approach is the change
from classical isolated phenotypes to new phenotypes driven by the modelling of fac-
tors of disorders (Figure 3). As proposed for other non-communicable diseases [5], both
hypothesis-driven and discovery-driven approaches should complement each other to
enable the understanding of the mechanisms, prognosis, and diagnosis, allowing for per-
sonalised treatment of disorders. A Systems Medicine approach, as we propose here, is
not driven by a priori classification systems, but aims towards the identification of new
biomarkers of co-morbidities, disorder severity, and progression. Classical medical markers
include blood, saliva, and urine. In a current publication regarding tinnitus, 58 biomarkers
were identified concerning endocrine, homeostatic, immunologic, inflammatory, metabolic,
neurologic, oxidative, and other parameters [95]. For depression, a meta-analysis demon-
strated that peripheral levels of interleukin-6 (IL-6), tumour necrosis factor (TNF)-alpha,
IL-10, the soluble IL-2 receptor, C-C chemokine ligand 2, IL-13, IL-18, IL-12, the IL-1 recep-
tor antagonist, and the soluble TNF receptor 2 were increased in patients suffering from
major depression compared to controls. In contrast, interferon-gamma levels were reduced
in depression (for similar results see [96]).
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Figure 3. From classical, hypothesis-driven phenotypes to new, data-driven phenotypes. In classical
tinnitus subtyping (left), tinnitus subtypes are the result of hypotheses assuming tinnitus to be
associated with certain comorbidities, facultatively complemented by a number of test markers
(presence indicated by v/, absence indicated by «). In our alternative approach (right), tinnitus
subtypes result from clustering of an arbitrary number of test markers and diagnostic findings.

In addition to such biomarkers, psychological markers are promising to understand
complex phenotypes such as chronic pain. Using latent class analyses, Obbarius et al. [85]
demonstrated that depression, anxiety, and physical health were markers for the burden
of pain. What is currently missing is an overarching approach combining biomarkers and
psychosocial markers spanning comorbid disorders. Severity of disease, physical activity,
nutritional status and intake, emotional status and wellbeing, quality of life, and lifestyle
factors should be included to comprehend the risk factors, the origin, and the pathway of
a disorder. The sampling of such biopsychosocial markers will constitute an important
step in such an enterprise; meanwhile, the ongoing phenotyping of complex comorbid
disorders is amendable as well. Using the example of chronic tinnitus, Niemann et al. [84]
identified four subgroups of chronic tinnitus analysing a rather large database using cluster
analysis and up-to-date visualization tools. This approach identified four groups namely an
“avoidance”, a “psychosomatic”, a “somatic”, and a “distress” group. Regarding chronic
pain, Obbarius et al. [85] used a similar approach and identified four phenotypes labelled
as “high pain burden”, “extreme pain burden”, “moderate pain burden”, and “low pain
burden”. Future research should map the dlfferent phenotypical groups with underlying
biopsychological profiles of markers. Most helpful for such an approach will be eHealth
data addressing physical activity, nutrition, and wellbeing. Obviously, the large amount
of data assessed will require modern technological approaches, including the use of Al
for analysis. The number of disorders and amount of data necessary can be reached
only by including several clinics and centres, ideally spanning several countries. This
approach stresses the requirement for high data quality and data security measures as
exemplified in the European Health and Evidence Network (https://www.ehden.eu/;
accessed on 10 November 2022). This network also proposes open science and open data
policies. To achieve this, standards of how data acquisition has to be conducted must be
defined and strictly adhered to across clinics and centres involved. For example, for EEG
recordings researchers have to agree upon the number of recording channels, recording sites
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to be included, sampling rate, filter settings, format in which data are saved, data access
permissions, and so on. Data analysis, on the other hand, should then be conducted very
individually, based on the specific expertise of the respective clinic or centre, to generate
added value.

Going beyond the state-of-the-art, future projects should investigate mechanisms
involved in the development of chronic comorbid disorders using big data and Al tech-
nology for a more profound and precise understanding of the transients of development.
Decision support systems based on Al will help combine disorder-specific guidelines, so
that they also apply to individual patients suffering from high comorbidity. Identifica-
tion of such pathways will consequently provide an opportunity for the identification of
predictors (e.g., environmental factors, behavioural aspects, biomarkers) and the develop-
ment of disorder classification. This creates a window of opportunity for prevention and
intervention, aiming towards occurrence and overall course of the disorder. Moreover,
analysis of pre-existing data with novel data acquired will provide a hitherto unavailable
overview of the role and function of specific risk factors involved in the development or
chronic manifestation of comorbid disorders. Building an empirically derived treatment
decision support system embodied in the medical application has the innovation potential
to treat chronic disorders within a personalised medicine treatment approach. Specifically,
providing strategies for people at high risk for any comorbid disorders that are currently
undetectable by clinicians in clinical practice would support clinicians obtaining a more
comprehensive profile of risk factors. Crucially, there is a clear methodological and clinical
potential for subsequent future extrapolation to other chronic comorbid disorders, thereby
expanding the future scope of research. Additionally, upcoming eHealth applications can
empower patients to actively avoid certain behavioural risk factors with the aim of lowering
the chance of chronic manifestation of a disease, and can help doctors with their decisions
in the near future. Essentially, the innovative nature of a personalised medicine approach to
comorbidities is able to lay the fundamental groundwork for clinical implementation of its
intrinsically translatable findings, their empirical evaluation, refinement, and dissemination
in the 21st century.

Author Contributions: Conceptualization, B.M., M.R. and C.D.; writing—original draft preparation,
B.M., MR, HS. and C.D.; writing—review and editing, B.M., M.R., H.S. and C.D.; visualization, B.M.,
M.R., HSS. and C.D. All authors have read and agreed to the published version of the manuscript.

Funding: Research of CD on chronic tinnitus is kindly funded by the German Research Council (Do
711/10-1,10-3). BM’s and CD’s research on chronic tinnitus is kindly funded by Erasmus+ (Tin-TRAC).

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.
Data Availability Statement: Not applicable.

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

References

1.

De Ridder, D.; Schlee, W.; Vanneste, S.; Londero, A.; Weisz, N.; Kleinjung, T.; Shekhawat, G.S.; Elgoyhen, A.B.; Song, J.J.;
Andersson, G.; et al. Tinnitus and tinnitus disorder: Theoretical and operational definitions (an international multidisciplinary
proposal). Prog. Brain Res. 2021, 260, 1-25. [CrossRef] [PubMed]

Bousquet, J.; Anto, ].M.; Sterk, PJ.; Adcock, LM.; Chung, K.E; Roca, J.; Agusti, A.; Brightling, C.; Cambon-Thomsen, A.; Cesario,
A_; et al. Systems medicine and integrated care to combat chronic noncommunicable diseases. Genome Med. 2011, 3, 43. [CrossRef]
[PubMed]

Ashley, E.A. Towards precision medicine. Nat. Rev. Genet. 2016, 17, 507-522. [CrossRef] [PubMed]

Auffray, C.; Charron, D.; Hood, L. Predictive, preventive, personalized and participatory medicine: Back to the future. Genome
Med. 2010, 2, 57. [CrossRef]

Bousquet, J.; Jorgensen, C.; Dauzat, M.; Cesario, A.; Camuzat, T.; Bourret, R.; Best, N.; Anto, ].M.; Abecassis, F.; Aubas, P; et al.
Systems medicine approaches for the definition of complex phenotypes in chronic diseases and ageing. From concept to
implementation and policies. Curr. Pharm. Des. 2014, 20, 5928-5944. [CrossRef]


http://doi.org/10.1016/bs.pbr.2020.12.002
http://www.ncbi.nlm.nih.gov/pubmed/33637213
http://doi.org/10.1186/gm259
http://www.ncbi.nlm.nih.gov/pubmed/21745417
http://doi.org/10.1038/nrg.2016.86
http://www.ncbi.nlm.nih.gov/pubmed/27528417
http://doi.org/10.1186/gm178
http://doi.org/10.2174/1381612820666140314115505

Nutrients 2022, 14, 4320 11 of 14

10.

11.
12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.
35.

Zeman, F.; Koller, M.; Langguth, B.; Landgrebe, M. Which tinnitus-related aspects are relevant for quality of life and depression:
Results from a large international multicentre sample. Health Qual. Life Outcomes 2014, 12, 7. [CrossRef]

Baguley, D.; McFerran, D.; Hall, D. Tinnitus. Lancet 2013, 382, 1600-1607. [CrossRef]

Bauer, C.A.; Berry, ].; Brozoski, T.J. Clinical trials supported by the Tinnitus Research Consortium: Lessons learned, the Southern
Illinois University experience. Hear. Res. 2016, 334, 65-71. [CrossRef]

Breivik, H.; Collett, B.; Ventafridda, V.; Cohen, R.; Gallacher, D. Survey of chronic pain in Europe: Prevalence, impact on daily life,
and treatment. Eur. J. Pain 2006, 10, 287-333. [CrossRef]

Breivik, H.; Eisenberg, E.; O’Brien, T. The individual and societal burden of chronic pain in Europe: The case for strategic
prioritisation and action to improve knowledge and availability of appropriate care. BMC Public Health 2013, 13, 1229. [CrossRef]
Maes, LH.; Cima, R.F; Vlaeyen, ].W.; Anteunis, L.]J.; Joore, M.A. Tinnitus: A cost study. Ear Hear. 2013, 34, 508-514. [CrossRef]
McCormack, A.; Edmondson-Jones, M.; Somerset, S.; Hall, D. A systematic review of the reporting of tinnitus prevalence and
severity. Hear. Res. 2016, 337, 70-79. [CrossRef]

Olesen, J.; Gustavsson, A.; Svensson, M.; Wittchen, H.-U.; Jonsson, B. The economic cost of brain disorders in Europe. Eur. J.
Neurol. 2012, 19, 155-162. [CrossRef]

Mansell, W.; McEvoy, PM. A test of the core process account of psychopathology in a heterogenous clinical sample of anxiety and
depression: A case of the blind men and the elephant? J. Anxiety Disord. 2017, 46, 4-10. [CrossRef]

Sharp, P.B.; Miller, G.A.; Heller, W. Transdiagnostic dimensions of anxiety: Neural mechanisms, executive functions, and new
directions. Int. ]. Psychophysiol. Off. ]. Int. Organ. Psychophysiol. 2015, 98, 365-377. [CrossRef] [PubMed]

Geocze, L.; Mucci, S.; Abranches, D.C.; Marco, M.A.d.; Penido, N.d.O. Systematic review on the evidences of an association
between tinnitus and depression. Braz. ]. Otorhinolaryngol. 2013, 79, 106-111. [CrossRef]

Hasson, D.; Theorell, T.; Bergquist, J.; Canlon, B. Acute stress induces hyperacusis in women with high levels of emotional
exhaustion. PLoS ONE 2013, 8, €52945. [CrossRef]

Jafari, Z.; Kolb, B.E.; Mohajerani, M.H. Effect of acute stress on auditory processing: A systematic review of human studies. Rev.
Neurosci. 2017, 28, 1-13. [CrossRef]

Ivansic, D.; Guntinas-Lichius, O.; Muller, B.; Volk, G.F; Schneider, G.; Dobel, C. Impairments of Speech Comprehension in
Patients with Tinnitus-A Review. Front. Aging Neurosci 2017, 9, 224. [CrossRef]

Pergamin-Hight, L.; Naim, R.; Bakermans-Kranenburg, M.].; van IJzendoorn, M.H.; Bar-Haim, Y. Content specificity of attention
bias to threat in anxiety disorders: A meta-analysis. Clin. Psychol. Rev. 2015, 35, 10-18. [CrossRef]

Zorn, J.V.; Schiir, R.R.; Boks, M.P.; Kahn, R.S.; Joéls, M.; Vinkers, C.H. Cortisol stress reactivity across psychiatric disorders: A
systematic review and meta-analysis. Psychoneuroendocrinology 2017, 77, 25-36. [CrossRef] [PubMed]

Gold, PW. The organization of the stress system and its dysregulation in depressive illness. Mol. Psychiatry 2015, 20, 32—47.
[CrossRef] [PubMed]

Han, K.-M.; Ko, Y.-H.; Shin, C.; Lee, ].-H.; Choi, ].; Kwon, D.-Y.; Yoon, H.-K_; Han, C.; Kim, Y.-K. Tinnitus, depression, and suicidal
ideation in adults: A nationally representative general population sample. . Psychiatr. Res. 2018, 98, 124-132. [CrossRef]

Trevis, K.J.; McLachlan, N.M.; Wilson, S.J. Psychological mediators of chronic tinnitus: The critical role of depression. J. Affect.
Disord. 2016, 204, 234-240. [CrossRef]

Wallhdusser-Franke, E.; Repik, L.; Delb, W.; Glauner, A.; Hérmann, K. Long-term Development of Acute Tinnitus. Laryngo- Rhino-
Otologie 2015, 94, 759-769. [CrossRef]

Hébert, S.; Canlon, B.; Hasson, D.; Magnusson Hanson, L.L.; Westerlund, H.; Theorell, T. Tinnitus severity is reduced with
reduction of depressive mood-a prospective population study in Sweden. PLoS ONE 2012, 7, e37733. [CrossRef]

Chen, Y.-C.T;; Tsai, S.-].; Chen, J.-C.; Hwang, ].-H. Risks of tinnitus, sensorineural hearing impairment, and sudden deafness in
patients with non-migraine headache. PLoS ONE 2019, 9, e0222041. [CrossRef]

Erlandsson, S.I.; Hallberg, L.R.; Axelsson, A. Psychological and audiological correlates of perceived tinnitus severity. Audiol. Off.
Organ. Int. Soc. Audiol. 1992, 31, 168-179. [CrossRef]

Fernandes, G.; Siqueira, J.T.T.d.; Godoi Gongalves, D.A.d.; Camparis, C.M. Association between painful temporomandibular
disorders, sleep bruxism and tinnitus. Braz. Oral Res. 2014, 28. [CrossRef]

Guichard, E.; Montagni, I.; Tzourio, C.; Kurth, T. Association Between Headaches and Tinnitus in Young Adults: Cross-Sectional
Study. Headache 2016, 56, 987-994. [CrossRef]

Isaacson, ].E.M.; Matthew, T.; Schuler, H. Gregg; Blackall, George F. Clinical associations between tinnitus and chronic pain.
Otolaryngol. Head Neck Surg. Off. . Am. Acad. Otolaryngol. Head Neck Surg. 2003, 5, 706-710. [CrossRef]

Khedr, EM.; Ahmed, M.A_; Shawky, O.A.; Mohamed, E.S.; El Attar, G.S.; Mohammad, K.A. Epidemiological study of chronic
tinnitus in Assiut, Egypt. Neuroepidemiology 2010, 35, 45-52. [CrossRef] [PubMed]

Langguth, B.; Hund, V.; Landgrebe, M.; Schecklmann, M. Tinnitus Patients with Comorbid Headaches: The Influence of Headache
Type and Laterality on Tinnitus Characteristics. Front. Neurol. 2017, 8, 440. [CrossRef] [PubMed]

Moller, A.R. Similarities between chronic pain and tinnitus. Am. J. Otol. 1997, 18, 577-585. [CrossRef]

Tonndorf, ]. The analogy between tinnitus and pain: A suggestion for a physiological basis of chronic tinnitus. Hear. Res. 1987, 28,
271-275. [CrossRef]


http://doi.org/10.1186/1477-7525-12-7
http://doi.org/10.1016/S0140-6736(13)60142-7
http://doi.org/10.1016/j.heares.2015.05.001
http://doi.org/10.1016/j.ejpain.2005.06.009
http://doi.org/10.1186/1471-2458-13-1229
http://doi.org/10.1097/AUD.0b013e31827d113a
http://doi.org/10.1016/j.heares.2016.05.009
http://doi.org/10.1111/j.1468-1331.2011.03590.x
http://doi.org/10.1016/j.janxdis.2016.06.008
http://doi.org/10.1016/j.ijpsycho.2015.07.001
http://www.ncbi.nlm.nih.gov/pubmed/26156938
http://doi.org/10.5935/1808-8694.20130018
http://doi.org/10.1371/annotation/6a09a2e1-5c83-4ae7-859b-454de3e21814
http://doi.org/10.1515/revneuro-2016-0043
http://doi.org/10.3389/fnagi.2017.00224
http://doi.org/10.1016/j.cpr.2014.10.005
http://doi.org/10.1016/j.psyneuen.2016.11.036
http://www.ncbi.nlm.nih.gov/pubmed/28012291
http://doi.org/10.1038/mp.2014.163
http://www.ncbi.nlm.nih.gov/pubmed/25486982
http://doi.org/10.1016/j.jpsychires.2018.01.003
http://doi.org/10.1016/j.jad.2016.06.055
http://doi.org/10.1055/s-0035-1550039
http://doi.org/10.1371/journal.pone.0037733
http://doi.org/10.1371/journal.pone.0222041
http://doi.org/10.3109/00206099209072912
http://doi.org/10.1590/1807-3107BOR-2014.vol28.0003
http://doi.org/10.1111/head.12845
http://doi.org/10.1016/S0194-5998(03)00227-4
http://doi.org/10.1159/000306630
http://www.ncbi.nlm.nih.gov/pubmed/20389124
http://doi.org/10.3389/fneur.2017.00440
http://www.ncbi.nlm.nih.gov/pubmed/28894434
http://doi.org/10.1055/s-0042-1748038
http://doi.org/10.1016/0378-5955(87)90054-2

Nutrients 2022, 14, 4320 12 of 14

36.

37.

38.

39.

40.
41.

42.

43.
44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.
57.

58.

59.

60.

61.

62.

63.
64.

65.

66.

Flores, E.N.; Duggan, A.; Madathany, T.; Hogan, A K.; Marquez, F.G.; Kumar, G.; Seal, R.P; Edwards, R.H.; Liberman, M.C;
Garcia-Afioveros, J. A non-canonical pathway from cochlea to brain signals tissue-damaging noise. Curr. Biol. CB 2015, 25,
606—612. [CrossRef]

Eggermont, ].J. Tinnitus: Neurobiological substrates. Drug Discov. Today 2005, 10, 1283-1290. [CrossRef]

Rauschecker, ].P.; May, E.S.; Maudoux, A.; Ploner, M. Frontostriatal Gating of Tinnitus and Chronic Pain. Trends Cogn. Sci. 2015,
19, 567-578. [CrossRef]

Jeanmonod, D.; Magnin, M.; Morel, A. Low-threshold calcium spike bursts in the human thalamus. Common physiopathology
for sensory, motor and limbic positive symptoms. Brain |. Neurol. 1996, 119 Pt 2, 363-375. [CrossRef]

Linton, S.J. A review of psychological risk factors in back and neck pain. Spine 2000, 25, 1148-1156. [CrossRef]

Trevis, K.J.; McLachlan, N.M.; Wilson, S.J. A systematic review and meta-analysis of psychological functioning in chronic tinnitus.
Clin. Psychol. Rev. 2018, 60, 62-86. [CrossRef]

Pilgramm, M.; Lenders, H.; Schumann, K. [A method for relieving tinnitus complaints in long-enlisted soldiers with multiple
acoustic traumas—external electrostimulation]. Hno 1986, 34, 280-284.

Tyler, R.S. Tinnitus Handbook; Singular: San Diego, CA, USA, 2000.

Ivansic, D.; Besteher, B.; Gantner, J.; Guntinas-Lichius, O.; Pantev, C.; Nenadic, I.; Dobel, C. Psychometric assessment of mental
health in tinnitus patients, depressive and healthy controls. Psychiatry Res. 2019, 281, 112582. [CrossRef]

Zbger, S.; Svedlund, J.; Holgers, K.-M. Relationship between tinnitus severity and psychiatric disorders. Psychosomatics 2006, 47,
282-288. [CrossRef]

McCormack, A.; Edmondson-Jones, M.; Fortnum, H.; Dawes, P.D.; Middleton, H.; Munro, K.J.; Moore, D.R. Investigating the
association between tinnitus severity and symptoms of depression and anxiety, while controlling for neuroticism, in a large
middle-aged UK population. Int. J. Audiol. 2015, 54, 599-604. [CrossRef]

Andersson, G. Psychological aspects of tinnitus and the application of cognitive-behavioral therapy. Clin. Psychol. Rev. 2002, 22,
977-990. [CrossRef]

Hiller, W.; Janca, A.; Burke, K.C. Association between tinnitus and somatoform disorders. J. Psychosom. Res. 1997, 43, 613-624.
[CrossRef]

Banks, S.M.; Kerns, R.D. Explaining high rates of depression in chronic pain: A diathesis-stress framework. Psychol. Bull. 1996,
119,95-110. [CrossRef]

Fishbain, D.A.; Lewis, ].E.; Gao, ].; Cole, B.; Steele Rosomoff, R. Is chronic pain associated with somatization/hypochondriasis?
An evidence-based structured review. Pain Pract. Off. |. World Inst. Pain 2009, 9, 449—467. [CrossRef]

Pincus, T.; Morley, S. Cognitive-processing bias in chronic pain: A review and integration. Psychol. Bull. 2001, 127, 599-617.
[CrossRef]

Fernandez, E.; Milburn, T.W. Sensory and affective predictors of overall pain and emotions associated with affective pain. Clin. J.
Pain 1994, 10, 3-9. [CrossRef] [PubMed]

Fischer, H.F,; Rose, M. Scoring Depression on a Common Metric: A Comparison of EAP Estimation, Plausible Value Imputation,
and Full Bayesian IRT Modeling. Multivar. Behav. Res. 2019, 54, 85-99. [CrossRef] [PubMed]

Gatchel, R].; Peng, Y.B.; Peters, M.L.; Fuchs, P.N.; Turk, D.C. The biopsychosocial approach to chronic pain: Scientific advances
and future directions. Psychol. Bull. 2007, 133, 581-624. [CrossRef]

Gellatly, R.; Beck, A.T. Catastrophic thinking: A transdiagnostic process across psychiatric disorders. Cogn. Ther. Res. 2016, 40,
441-452. [CrossRef]

Keogh, E.; Cochrane, M. Anxiety sensitivity, cognitive biases, and the experience of pain. J. Pain 2002, 3, 320-329. [CrossRef]
Pincus, T.; Burton, A.K; Vogel, S.; Field, A.P. A systematic review of psychological factors as predictors of chronicity/disability in
prospective cohorts of low back pain. Spine 2002, 27, E109-E120. [CrossRef]

Sullivan, M.].L.; Lynch, M.E,; Clark, A.]. Dimensions of catastrophic thinking associated with pain experience and disability in
patients with neuropathic pain conditions. Pain 2005, 113, 310-315. [CrossRef]

Vowles, K.E.; McCracken, L.M.; Christopher Eccleston. Patient functioning and catastrophizing in chronic pain: The mediating
effects of acceptance. Health Psychol. 2008, 25, 136-143. [CrossRef]

Bujak, B.K.; Regan, E.; Beattie, PF.; Harrington, S. The effectiveness of interdisciplinary intensive outpatient programs in a
population with diverse chronic pain conditions: A systematic review and meta-analysis. Pain Manag. 2019, 9, 417-429. [CrossRef]
Cima, R.EE; Mazurek, B.; Haider, H.; Kikidis, D.; Lapira, A.; Norefa, A.; Hoare, D.]. A multidisciplinary European guideline for
tinnitus: Diagnostics, assessment, and treatment. Hno 2019, 67, 10-42. [CrossRef]

Bair, M.].; Robinson, R.L.; Katon, W.; Kroenke, K. Depression and pain comorbidity: A literature review. Arch. Intern. Med. 2003,
163, 2433-2445. [CrossRef]

Apkarian, A.V,; Baliki, M.N.; Geha, P.Y. Towards a theory of chronic pain. Prog. Neurobiol. 2009, 87, 81-97. [CrossRef]

Radat, F.; Margot-Duclot, A.; Attal, N. Psychiatric co-morbidities in patients with chronic peripheral neuropathic pain: A
multicentre cohort study. Eur. J. Pain 2013, 17, 1547-1557. [CrossRef]

Orenius, T.I; Raij, T.T.; Nuortimo, A.; Ndatianen, P; Lipsanen, J.; Karlsson, H. The interaction of emotion and pain in the insula
and secondary somatosensory cortex. Neuroscience 2017, 349, 185-194. [CrossRef]

Vachon-Presseau, E.; Centeno, M.V.; Ren, W.; Berger, S.E.; Tétreault, P.; Ghantous, M.; Baria, A.; Farmer, M.; Baliki, M.N.; Schnitzer,
TJ.; et al. The Emotional Brain as a Predictor and Amplifier of Chronic Pain. J. Dent. Res. 2016, 95, 605-612. [CrossRef]


http://doi.org/10.1016/j.cub.2015.01.009
http://doi.org/10.1016/S1359-6446(05)03542-7
http://doi.org/10.1016/j.tics.2015.08.002
http://doi.org/10.1093/brain/119.2.363
http://doi.org/10.1097/00007632-200005010-00017
http://doi.org/10.1016/j.cpr.2017.12.006
http://doi.org/10.1016/j.psychres.2019.112582
http://doi.org/10.1176/appi.psy.47.4.282
http://doi.org/10.3109/14992027.2015.1014577
http://doi.org/10.1016/S0272-7358(01)00124-6
http://doi.org/10.1016/S0022-3999(97)00188-8
http://doi.org/10.1037/0033-2909.119.1.95
http://doi.org/10.1111/j.1533-2500.2009.00309.x
http://doi.org/10.1037/0033-2909.127.5.599
http://doi.org/10.1097/00002508-199403000-00002
http://www.ncbi.nlm.nih.gov/pubmed/8193443
http://doi.org/10.1080/00273171.2018.1491381
http://www.ncbi.nlm.nih.gov/pubmed/30235003
http://doi.org/10.1037/0033-2909.133.4.581
http://doi.org/10.1007/s10608-016-9763-3
http://doi.org/10.1054/jpai.2002.125182
http://doi.org/10.1097/00007632-200203010-00017
http://doi.org/10.1016/j.pain.2004.11.003
http://doi.org/10.1037/0278-6133.27.2(Suppl.).S136
http://doi.org/10.2217/pmt-2018-0087
http://doi.org/10.1007/s00106-019-0633-7
http://doi.org/10.1001/archinte.163.20.2433
http://doi.org/10.1016/j.pneurobio.2008.09.018
http://doi.org/10.1002/j.1532-2149.2013.00334.x
http://doi.org/10.1016/j.neuroscience.2017.02.047
http://doi.org/10.1177/0022034516638027

Nutrients 2022, 14, 4320 13 of 14

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.
81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

Yalcin, I; Barthas, F.; Barrot, M. Emotional consequences of neuropathic pain: Insight from preclinical studies. Neurosci. Biobehav.
Rev. 2014, 47, 154-164. [CrossRef]

Sheng, J.; Liu, S.; Wang, Y.; Cui, R.; Zhang, X. The Link between Depression and Chronic Pain: Neural Mechanisms in the Brain.
Neural Plast. 2017, 2017, 9724371. [CrossRef]

Calderon, P.d.S.; Hilgenberg, P.B.; Rossetti, L.M.N.; Laurenti, ].V.E.H.; Conti, P.C.R. Influence of tinnitus on pain severity and
quality of life in patients with temporomandibular disorders. J. Appl. Oral Sci. Rev. FOB 2012, 20, 170-173. [CrossRef]

Leaver, A.M.; Seydell-Greenwald, A.; Rauschecker, J.P. Auditory-limbic interactions in chronic tinnitus: Challenges for neu-
roimaging research. Hear. Res. 2016, 334, 49-57. [CrossRef]

Husain, ET.; Schmidt, S.A. Using resting state functional connectivity to unravel networks of tinnitus. Hear. Res. 2014, 307,
153-162. [CrossRef]

Paraskevopoulos, E.; Dobel, C.; Wollbrink, A.; Salvari, V.; Bamidis, P.D.; Pantev, C. Maladaptive alterations of resting state cortical
network in Tinnitus: A directed functional connectivity analysis of a larger MEG data set. Sci. Rep. 2019, 9, 15452. [CrossRef]
Besteher, B.; Gaser, C.; Ivansic, D.; Guntinas-Lichius, O.; Dobel, C.; Nenadic, I. Chronic tinnitus and the limbic system: Reapprais-
ing brain structural effects of distress and affective symptoms. Neurolmage. Clin. 2019, 24, 101976. [CrossRef]

Eden, A.S.; Schreiber, J.; Anwander, A.; Keuper, K.; Laeger, I.; Zwanzger, P.; Zwitserlood, P.; Kugel, H.; Dobel, C. Emotion
regulation and trait anxiety are predicted by the microstructure of fibers between amygdala and prefrontal cortex. J. Neurosci. Off.
J. Soc. Neurosci. 2015, 35, 6020-6027. [CrossRef] [PubMed]

Roesmann, K.; Dellert, T.; Junghoefer, M.; Kissler, J.; Zwitserlood, P.; Zwanzger, P.; Dobel, C. The causal role of prefrontal
hemispheric asymmetry in valence processing of words - Insights from a combined cTBS-MEG study. Neuroimage 2019, 191,
367-379. [CrossRef] [PubMed]

Penalba, V.; Deshields, T.L.; Klinkenberg, D. Gaps in communication between cancer patients and healthcare providers: Symptom
distress and patients” intentions to disclose. Supportive Care Cancer Off. |. Multinatl. Assoc. Supportive Care Cancer 2019, 27,
2039-2047. [CrossRef] [PubMed]

Fischer, H.F.; Rose, M. www.common-metrics.org: A web application to estimate scores from different patient-reported outcome
measures on a common scale. BMC Med. Res. Methodol. 2016, 16, 142. [CrossRef] [PubMed]

Nielsen, A.M.; Vach, W.; Kent, P; Hestbaek, L.; Kongsted, A. Using existing questionnaires in latent class analysis: Should we use
summary scores or single items as input? A methodological study using a cohort of patients with low back pain. Clin. Epidemiol.
2016, 8, 73-89. [CrossRef]

Collins, L.M.; Graham, ].W.; Rousculp, S.S.; Fidler, P.L.; Pan, J.; Hansen, W.B. Latent transition analysis and how it can address
prevention research questions. NIDA Res. Monogr. 1994, 142, 81-111.

Arik, S.0.; Pfister, T. Protoattend: Attention-based prototypical learning. arXiv 2019, arXiv:1902.06292. [CrossRef]

Qureshi, S.A.; Saha, S.; Hasanuzzaman, M.; Dias, G. Multitask Representation Learning for Multimodal Estimation of Depression
Level. IEEE Intell. Syst. (IEEE Intell. Syst.) 2019, 34, 45-52. [CrossRef]

Krauss, P.; Metzner, C.; Schilling, A.; Tziridis, K.; Traxdorf, M.; Wollbrink, A.; Rampp, S.; Pantev, C.; Schulze, H. A statistical
method for analyzing and comparing spatiotemporal cortical activation patterns. Sci. Rep. 2018, 8, 5433. [CrossRef]

Langguth, B.; Landgrebe, M.; Schlee, W.; Schecklmann, M.; Vielsmeier, V.; Steffens, T.; Staudinger, S.; Frick, H.; Frick, U. Different
Patterns of Hearing Loss among Tinnitus Patients: A Latent Class Analysis of a Large Sample. Front. Neurol. 2017, 8, 46. [CrossRef]
Niemann, U.; Brueggemann, P.; Boecking, B.; Mebus, W.; Rose, M.; Spiliopoulou, M.; Mazurek, B. Phenotyping chronic tinnitus
patients using self-report questionnaire data: Cluster analysis and visual comparison. Sci. Rep. 2020, 10, 16411. [CrossRef]
Obbarius, A.; Fischer, E; Liegl, G.; Obbarius, N.; van Bebber, J.; Hofmann, T.; Rose, M. A Step Towards a Better Understanding of
Pain Phenotypes: Latent Class Analysis in Chronic Pain Patients Receiving Multimodal Inpatient Treatment. J. Pain Res. 2020, 13,
1023-1038. [CrossRef]

Exley, D.; Norman, A.; Hyland, M. Adverse childhood experience and asthma onset: A systematic review. Eur. Respir. Rev. Off. J.
Eur. Respir. Soc. 2015, 24, 299-305. [CrossRef]

Herzog, J.I.; Schmahl, C. Adverse Childhood Experiences and the Consequences on Neurobiological, Psychosocial, and Somatic
Conditions Across the Lifespan. Front. Psychiatry 2018, 9, 420. [CrossRef]

Jaworska-Andryszewska, P.; Rybakowski, ].K. Childhood trauma in mood disorders: Neurobiological mechanisms and implica-
tions for treatment. Pharmacol. Rep. PR 2019, 71, 112-120. [CrossRef]

Morris, G.; Berk, M.; Maes, M.; Carvalho, A.E,; Puri, B.K. Socioeconomic Deprivation, Adverse Childhood Experiences and
Medical Disorders in Adulthood: Mechanisms and Associations. Mol. Neurobiol. 2019, 56, 5866-5890. [CrossRef]

Ports, K.A.; Holman, D.M.; Guinn, A.S.; Pampati, S.; Dyer, K.E.; Merrick, M.T.; Lunsford, N.B.; Metzler, M. Adverse Childhood
Experiences and the Presence of Cancer Risk Factors in Adulthood: A Scoping Review of the Literature From 2005 to 2015. .
Pediatric. Nurs. 2019, 44, 81-96. [CrossRef]

Lee, D.Y,; Kim, Y.H. Relationship Between Diet and Tinnitus: Korea National Health and Nutrition Examination Survey. Clin.
Exp. Otorhinolaryngol. 2018, 11, 158-165. [CrossRef] [PubMed]

Dawes, P.; Cruickshanks, K.J.; Marsden, A.; Moore, D.R.; Munro, K.J. Relationship Between Diet, Tinnitus, and Hearing Difficulties.
Ear Hear. 2020, 41, 289-299. [CrossRef] [PubMed]

Medina, M. Systems biology for molecular life sciences and its impact in biomedicine. Cell Mol. Life Sci 2013, 70, 1035-1053.
[CrossRef] [PubMed]


http://doi.org/10.1016/j.neubiorev.2014.08.002
http://doi.org/10.1155/2017/9724371
http://doi.org/10.1590/S1678-77572012000200008
http://doi.org/10.1016/j.heares.2015.08.005
http://doi.org/10.1016/j.heares.2013.07.010
http://doi.org/10.1038/s41598-019-51747-z
http://doi.org/10.1016/j.nicl.2019.101976
http://doi.org/10.1523/JNEUROSCI.3659-14.2015
http://www.ncbi.nlm.nih.gov/pubmed/25878275
http://doi.org/10.1016/j.neuroimage.2019.01.057
http://www.ncbi.nlm.nih.gov/pubmed/30716460
http://doi.org/10.1007/s00520-018-4442-4
http://www.ncbi.nlm.nih.gov/pubmed/30220028
http://doi.org/10.1186/s12874-016-0241-0
http://www.ncbi.nlm.nih.gov/pubmed/27760525
http://doi.org/10.2147/CLEP.S103330
http://doi.org/10.48550/arxiv.1902.06292
http://doi.org/10.1109/MIS.2019.2925204
http://doi.org/10.1038/s41598-018-23765-w
http://doi.org/10.3389/fneur.2017.00046
http://doi.org/10.1038/s41598-020-73402-8
http://doi.org/10.2147/JPR.S223092
http://doi.org/10.1183/16000617.00004114
http://doi.org/10.3389/fpsyt.2018.00420
http://doi.org/10.1016/j.pharep.2018.10.004
http://doi.org/10.1007/s12035-019-1498-1
http://doi.org/10.1016/j.pedn.2018.10.009
http://doi.org/10.21053/ceo.2017.01221
http://www.ncbi.nlm.nih.gov/pubmed/29433160
http://doi.org/10.1097/AUD.0000000000000765
http://www.ncbi.nlm.nih.gov/pubmed/31356390
http://doi.org/10.1007/s00018-012-1109-z
http://www.ncbi.nlm.nih.gov/pubmed/22903296

Nutrients 2022, 14, 4320 14 of 14

94. Cesario, A.; Auffray, C.; Agusti, A.; Apolone, G.; Balling, R.; Barbanti, P.; Bellia, A.; Boccia, S.; Bousquet, J.; Cardaci, V.; etal. A
systems medicine clinical platform for understanding and managing non- communicable diseases. Curr. Pharm. Des. 2014, 20,
5945-5956. [CrossRef]

95. Kohler, C.A,; Freitas, T.H.; Maes, M.; De Andrade, N.; Liu, C.S.; Fernandes, B.S.; Stubbs, B.; Solmi, M.; Veronese, N.; Herrmann, N.
Peripheral cytokine and chemokine alterations in depression: A meta-analysis of 82 studies. Acta Psychiatr. Scand. 2017, 135,
373-387. [CrossRef]

96. Vogelzangs, N.; De Jonge, P; Smit, J.; Bahn, S.; Penninx, B. Cytokine production capacity in depression and anxiety. Transl.
Psychiatry 2016, 6, €825. [CrossRef]


http://doi.org/10.2174/1381612820666140314130449
http://doi.org/10.1111/acps.12698
http://doi.org/10.1038/tp.2016.92

	Introduction 
	Comorbidity in Chronic Tinnitus and Its Challenge to the Health Care Systems 
	A Common Basis of Tinnitus and Depression 
	A Common Basis of Tinnitus and Chronic Pain 
	A Common Basis of Chronic Pain and Depression 

	Tinnitus and Comorbid Conditions as Neural Network Disorders 
	Comorbidity as a Collection of Symptoms 
	Identification of Phenotypes 
	Conclusions: System Medicine Approaches—A Change from Classical Phenotypes to New Phenotypes Based on All Complex Components of Comorbid Disorders 
	References

