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Background: The assessment and treatment of complex disorders is challenged by the
multiple domains and instruments used to evaluate clinical outcome. With the large number
of assessment tools typically used in complex disorders comes the challenge of obtaining
an integrative view of disease status to further evaluate treatment outcome both at the individual level and at the group level. Radar plots appear as an attractive visual tool to display
multivariate data on a two-dimensional graphical illustration. Here, we describe the use of
radar plots for the visualization of disease characteristics applied in the context of tinnitus, a
complex and heterogeneous condition, the treatment of which has shown mixed success.
Edited by:
Grant Searchfield,
University of Auckland,
New Zealand
Reviewed by:
Rich Tyler,
University of Iowa, United States
Michael Robin Daniel Maslin,
Interacoustics, Denmark
*Correspondence:
Christopher R. Cederroth
christopher.cederroth@ki.se
Specialty section:
This article was submitted to
Family Medicine and Primary Care,
a section of the journal
Frontiers in Medicine
Received: 20 December 2016
Accepted: 06 June 2017
Published: 19 June 2017
Citation:
Schlee W, Hall DA, Edvall NK,
Langguth B, Canlon B and
Cederroth CR (2017) Visualization of
Global Disease Burden for
the Optimization of Patient
Management and Treatment.
Front. Med. 4:86.
doi: 10.3389/fmed.2017.00086

Frontiers in Medicine | www.frontiersin.org

Methods: Data from two different cohorts, the Swedish Tinnitus Outreach Project
(STOP) and the Tinnitus Research Initiative (TRI) database, were used. STOP is a population-based cohort where cross-sectional data from 1,223 non-tinnitus and 933 tinnitus
subjects were analyzed. By contrast, the TRI contained data from 571 patients who
underwent various treatments and whose Clinical Global Impression (CGI) score was
accessible to infer treatment outcome. In the latter, 34,560 permutations were tested
to evaluate whether a particular ordering of the instruments could reflect better the
treatment outcome measured with the CGI.
results: Radar plots confirmed that tinnitus subtypes such as occasional and chronic
tinnitus from the STOP cohort could be strikingly different, and helped appreciate a
gender bias in tinnitus severity. Radar plots with greater surface areas were consistent
with greater burden, and enabled a rapid appreciation of the global distress associated
with tinnitus in patients categorized according to tinnitus severity. Permutations in the
arrangement of instruments allowed to identify a configuration with minimal variance and
maximized surface difference between CGI groups from the TRI database, thus affording
a means of optimally evaluating the outcomes in individual patients.
Conclusion: We anticipate such a tool to become a starting point for more sophisticated measures in clinical outcomes, applicable not only in the context of tinnitus but
also in other complex diseases where the integration of multiple variables is needed for
a comprehensive evaluation of treatment response.
Keywords: diagnostic tests, patient management, value-based decision-making, treatment outcome, disease
progression, treatment response, subtyping, gender differences
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INTRODUCTION

random selection of instruments in tinnitus studies and facilitate
the comparison and synthesis of clinical data, an approach has
been proposed as part of the COMiT initiative (Core Outcome
Measures in Tinnitus), which aims to establish an international
standard for outcome measurements in clinical trials of tinnitus
(23). This approach still uses multiple measurement instruments,
but their selection is informed by first identifying in a consensusmanner which tinnitus-related complaints are judged to be the
most important ones from the perspective of assessing whether
a treatment has been beneficial or not, and then identifying one
measurement instrument to assess each relevant complaint (23).
This approach thus seeks to tease apart independent components
of the condition in a hypothesis-driven way. Independent of which
approach is taken, they all require the presentation of multiple
measures simultaneously for an individual or group. A graphical
visualization approach would facilitate the rapid interpretation and
would be more attractive to clinicians and patients than a numerical presentation style. How best to visualize this multiplicity of data
and to integrate the complex data patterns into a single clinical
interpretation is a challenge that is shared across all approaches
described above and that is relevant for many complex disorders.
Any aggregated visualization of data relating to a complex
health-care condition should meet a number of requirements to
facilitate clinic usage: (i) it should be possible to display measures
with different scales (interval, ordinal, etc.), (ii) it should be possible to display individual and group data, with SDs if relevant, (iii) it
should be visually appealing, (iv) it should be easy to interpret, and
(v) it should be able to represent pre- and post-intervention data.
Here, we introduce a method for the holistic representation of
components of health status relevant to a complex multi-attribute
condition based on radar plots. Radar plots allow the representation
of multivariate data on a two-dimensional graphical illustration
and have been suggested as a useful approach for the visualization
of multivariate clinical data (24). By selecting tinnitus as a model,
we illustrate the usefulness of using radar plots to give a holistic
representation of multiple variables used in the assessment of
tinnitus. In a first aim, we assess the performance of the radar
plots in conveying an ensemble of clinical data from the Swedish
Tinnitus Outreach Project (STOP) cohort. In a second aim, we
evaluate the performance of the various instruments working
together to provide a meaningful overview of treatment outcome
using data from the Tinnitus Research Initiative (TRI) database.
We propose that this methodology can be applied to any complex
clinical disorder where multiple assessment tools are used, for
single subjects or group data, cross-sectional or longitudinal data.

Complex health-care conditions can be characterized by a
combination of identified and unidentified etiological factors
including genetics, environment, and lifestyle (1). Among them
are found Alzheimer’s disease, schizophrenia, scleroderma,
asthma, Parkinson’s disease, multiple sclerosis, and osteoporosis.
Phenotypic heterogeneity in the expression of etiological factors
adds complexity to clinical assessment and management and can
underlie a mixed response to the same management strategy.
Indeed, a new area of research has emerged to characterize complex disorders as profiles that possess a defined set of characteristics (2). Identifying important parameters for patient profiling
is a challenging task, yet it is an important step toward being able
to provide personalized treatment and would support efforts to
develop new treatments. However, in many complex health-care
conditions, this has been hard to achieve. Tinnitus is one such
example, with a wide range of problems experienced by those who
suffer from this condition (3, 4). Tinnitus is defined as the phantom perception of sounds in the absence of any external stimulus.
Diagnosis primarily relies on self-report, yet because the impact
of tinnitus can be so varied from one patient to another, how it is
best treated in individuals is still unclear (5). For example, some
patients can complain primarily from sleeping problems (6), or
from impaired cognitive function (7, 8) or from communication
disabilities (9). Tinnitus is a highly unmet clinical need and there
are still no singularly effective therapies that reliably reduce tinnitus percept or its symptoms (10–13). Inter-subject variability in
the severity of different tinnitus complaints at diagnostic assessment and at outcome assessment of treatment-related response
poses challenges for clinical research. Researchers would benefit
from being able to build up an overall picture of the different
independent components (or domains) of this complex condition, in order to meaningfully capture key discriminative features
between individuals or treatment-related differences.
Based on the tinnitus psychological model of Dauman and
Tyler that clearly distinguishes the mechanisms of tinnitus from
the reactions to tinnitus (14), the use of multiple measurement
instruments has been proposed to address the challenges in
quantifying the different aspects of tinnitus (15, 16). However,
different laboratories deal with these measures in various ways.
One option is the presentation of scores for each measurement
instrument. The rationale of this approach is that even if most
of these measurements correlate with each other, they assess
slightly different aspects of an individual’s tinnitus (17, 18). A
further option is the use of statistical methods (namely Principal
Components Analysis) to tease apart independent components
of the condition in a data-driven way (19). Tyler and colleagues
also suggested focusing only on areas that show an impact
(20, 21). However, whereas this approach might be useful in
clinical practice where a dominant problematic has been found
in an individual patient and justifies a primary focus, this should
be avoided when performing clinical trials. Indeed, more than
a hundred instruments have been used as primary outcome
measures in tinnitus clinical trials, which hampers the synthesis
of existing evidence (e.g., with meta-analyses) and the delivering
of conclusive guidelines for clinical care (22). In order to avoid the
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METHODS
Participants

Data are reported from two datasets. The first dataset comes from
the STOP recruiting participants with or without tinnitus from the
Swedish population1 and the second dataset comes from the TRI
database.2 STOP is a nationwide population cohort with the aims
1
2

2

http://stop.ki.se.
www.tinnitus-database.de.
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of identifying tinnitus biomarkers. Free-willing registration was
done on a website and after participants provided their informed
consent, they were invited to fill an online survey (25). The
project was approved by the local ethics committee “Regionala
etikprövningsnämnden” in Stockholm (#2014/1998-31/4). The
database project and server are coordinated and located at the
Department of Physiology and Pharmacology of the Karolinska
Institutet, Sweden. For this study, a first cross-sectional set of data
collected until the 11th of October 2016 included 311 occasional
and 328 constant tinnitus subjects. A second cross-sectional set
of data was extracted on the 5th of December 2016. That dataset
included 1,223 non-tinnitus control subjects and added 294
constant tinnitus subjects. The socio-demographics of the current STOP dataset are presented in Table S1 in Supplementary
Material.The second dataset comes from the TRI database (26).
and includes 571 individuals who participated in any clinical
treatment study at the University Hospital Regensburg, Germany
and had consented to reuse of their anonymized data to address
new research questions (34.5% female, 65.5% male, age distribution: 17–87 years, mean age ± SD: 52.3 ± 12.2 years). Collection of
data for the TRI database was approved by the Ethics Committee
of the University of Regensburg, Germany (#08/046).

Figure 1 | Radar plot profiling for characterizing global health burden in
individuals with constant tinnitus. Two tinnitus cases are represented in the
radar plots. (A) A 72-year-old male subject with high loudness and
awareness values displays high-frequency hearing loss but little tinnitusassociated burden. (B) A 31-year-old male subject with no hearing loss
shows high loudness and awareness scores but with mild/moderate THI
scores, moderate depression and anxiety, and severe stress scores. Domains
of tinnitus-related burden are grouped in the dark blue region, hearing loss
comorbidities in light blue, emotional comorbidities in orange region, and
health-related quality of life in yellow. Instruments are labeled as follows: THI,
tinnitus-related psychological distress; Lo, tinnitus loudness; Aw, tinnitus
awareness; An, tinnitus annoyance; TCS, tinnitus catastrophizing; FTQ,
tinnitus fears; LF, low frequency hearing in the left (-L) and right (-R) ears; HF,
high-frequency hearing in the left (-L) and right (-R) ears; S, stress; A, anxiety;
D, depression scores; Qph, Quality of Life for physical; Qps, psychological,
Qso, social; Qen, environment. Color dots illustrate the severity score of
those instruments with published severity category boundaries: negligible
(green), moderate (orange), and severe (red).

Selection of Outcome Domains and
Measurement Instruments

A range of health domains were assessed using investigatoradministered tests and patient-reported questionnaires.
Collectively, they provide an overall clinical impression of global
health burden. All domains and associated instruments have been
identified from a review of clinical trials of tinnitus treatments in
adults (22).

scale from 1 (very faint) to 100 (very loud).” One measured tinnitus awareness (Aw): “What percent of your total awake time,
over the last month, have you been aware of your tinnitus?” The
third measured tinnitus annoyance (An): “What percent of your
total awake time, over the last month, have you been annoyed,
distressed, or irritated of your tinnitus?”
The Fear of Tinnitus Questionnaire measures the worries and
fears of patients experiencing tinnitus [FTQ; (31)]. There are
17 items that are rated on a true or false scale. A greater score
indicates more extreme fear. Catastrophic cognitive misinterpretations of tinnitus sounds were measured by the Tinnitus
Catastrophizing Scale [TCS; (31)]. This is an adapted version of
the Pain Catastrophizing Scale in which the word “pain” was substituted by the word “tinnitus” (32). There are 13 items, in which
participants indicated the extent to which each statement applies
to them using a 5-point scale (“always” = 4 to “not at all” = 0).
A greater score indicates more extreme perceptions. TCS has a
unidimensional structure and the global score was used (31).
Five important comorbidities are anxiety, depression, stress,
hearing loss, and hyperacusis. Measurement instruments for each
domain are described as follows: anxiety and depression were
measured by the Hospital Anxiety and Depression Scale [HADS;
(33)]. HADS comprises 7 items on anxiety (A) and 7 items on
depression (D), with each item scored from 0 to 3. Higher scores
indicate greater severity, with the maximum score being 21. The
HADS cutoffs were defined previously by Zigmond and Snaith
(33) and are split in three different categories from normal (0–7,
shown in green), borderline (8–10, shown in orange), and abnormal (11–21, shown in red). The Perceived Stress Questionnaire

STOP Cohort

In the STOP cohort, 5 domains of tinnitus and associated comorbidities (psychological distress, tinnitus-related worries and fears,
emotional affects, hyperacusis, and quality of life) were measured
by 14 separate tinnitus instruments, in which adaptation to Swedish
was validated in a previous study (25). In a pilot study, of which
two subjects are shown in Figure 1, auditory values were included
as an additional measure of hearing loss. The Tinnitus Handicap
Inventory (THI) (27, 28) was used to measure tinnitus-related
psychological distress. Participants rated each of the 25 items on
a categorical 3-point scale (“yes” = 4/“sometimes” = 2/“no” = 0).
The mean global score reflects the sum of all responses with a
maximum score of 100 indicating the greatest impact on everyday
function. For the purposes of analysis, the THI global score was
used since it is considered a unidimensional measure (29). The
THI cutoffs were defined previously (30) and are split in five
different categories from slight (0–16), mild (18–36), moderate
(38–56), severe (58–76), and catastrophic (78–100). For sake of
clarity and the rapid interpretation of severity, we combined light
and moderate together as well as severe and catastrophic. In the
radar plots, three colors helped classifying severity: green (negligible), orange (light/moderate), and red (severe/catastrophic).
Three Numerical Rating Scales were taken from the Tinnitus
Sample Case History Questionnaire (26). One measured tinnitus
loudness (Lo): “Describe the loudness of your tinnitus using a
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assesses chronic and acute relationships with stressful events
and activities [PSQ-30; (34)]. Thirty items are answered using a
4-point scale, from “almost always” = 4 to “almost never” = 1. The
sum of the answers is substracted by 30 and the resulting value is
divided by 90, yielding a score between 0.0 and 1.0. Higher scores
indicate more severe perceived stress. There is no consensus
about the factor structure of the PSQ-30 (34, 35) and so here we
used the global score, not any subscale scores. The PSQ-30 cutoffs
were defined previously by Levenstein et al. (34, 35) and are split
in three different categories from low stress level (<0.34, shown
in green), moderate stress level (0.34–0.46, shown in orange), and
high stress level (>0.46, shown in red).
Hyperacusis is defined as sound intensities that others would
find normal, but are experienced as intolerably loud by affected
individuals. This marked intolerance to everyday environmental
sounds happens even at moderate levels, in spite of quite often
normal hearing thresholds. We measured the condition using the
Hyperacusis Questionnaire [HQ; (36)]. The second part of the
questionnaire comprises 14 negatively worded items, which are
rated on a 4-point scale (“yes, a lot” = 3 to “no” = 0). The total
provides the measure of hypersensitivity to sound with higher
scores indicating greater sensitivity. The maximum global score is
42 and a global score greater than 28 indicates clinically significant
hyperacusis (shown in red), while a global score equal to or less
than 28 indicates a negligible problem (shown in green). Again
there is no consensus about the factor structure of the HQ (36, 37)
and so here we used the global score, not any subscale scores.
For the two tinnitus cases presented in Figure 1, hearing
loss was reported separately for both low and high frequencies.
Hearing was assessed by fixed frequency Bekesy audiometry using
a Madsen Astera 2 audiometer and Sennheiser HDA 200 headphone at standard and high audiometric frequencies. Hearing
thresholds reported in dB HL (hearing level) were averaged from
0.125 to 6 kHz for lower frequencies. High-frequency thresholds
were averaged for frequencies between 8 and 16 kHz. Thresholds
were reported separately for left and right ears.
Four domains of health-related quality of life formed the last
set of measures [physical health (Qph), psychological (Qps),
social relationships (Qso), and environment (Qen)]. We used the
WHOQOL-BREF which is a 26-item questionnaire providing a
broad reliable measurement with four validated subscale scores
(38). Each item has a range of 1–5 and the four domain scores
are scaled in a positive direction with higher scores indicating a
more positive quality of life. The items on the quality of life must
be reversed before scoring.

For assessing perceived treatment-related change, an additional
measure was the Clinical Global Impression (CGI) scale (39). This
is a single question asked at the end of treatment and requires the
patient to give an overall rating of his/her current state compared
to the pretreatment baseline. The response is scored on a 7-point
scale (“very much better” = 1; “much better” = 2; “minimally
better” = 3; “no change” = 4; “minimally worse” = 5; “much
worse” = 6; “very much worse” = 7).

Designing the Visualization

A radar plot displays multivariate data in two dimensions. The
radar plot comprises a sequence of equi-angular spokes (radii),
with each spoke representing one of the measures. The data length
of a spoke is proportional to the magnitude of the measurement
score, from minimum at the center to maximum at the circumference. A line can then be drawn connecting the data values for each
spoke. This gives the plot a star-like appearance and a quantifiable
surface area. A patient with high scores across multiple measures
is represented by a large surface area (high burden) and conversely
a patient with low scores is represented by a small surface area.
Evaluation of overall burden takes into account the shape of the
radar plot and the size of the plot to address in which domains
there are greatest burden experienced. When plots contained two
average datasets such as for comparisons of gender or treatment,
colors such as blue for men and pink for women, or yellow for pretreatment and orange for posttreatment, were used. Several forms
of color coding can be used to facilitate the visualization of the
data. Observers do not require any specialized knowledge of the
measurement instruments to make an overall judgment about
the patient profile. Its interpretation is intuitive. Nevertheless, to
support the interpretation of those instruments with published
severity category boundaries, we represented negligible problem
in green, mild/moderate problems in orange, and severe problems
in red. This novel feature of the graphical representation helps the
observer to rapidly determine individual burden.
For the STOP dataset, five domains were considered including
(i) tinnitus severity (assessed by four instruments, blue background), (ii) tinnitus-related fears (assessed with two questionnaires, light blue background), (iii) hyperacusis (measured with
one questionnaire, shown in purple), (iv) emotional comorbidities (assessed by two instruments, orange background), and (v)
health-related quality of life (assessed with one questionnaire,
yellow background). All scores were adjusted to the same minimum–maximum scale of 0–100. For the TCS, FTQ, and HADS,
this was done calculating the percentage of the maximum score
(total score/maximum score × 100). The PSQ with a maximum
score between 0 and 1 was multiplied by 100. The THI and
Numerical rating scales all result in a score between 0 and 100 and
were left unmodified. Since the WHOQoL-BREF has higher scores
with better life quality, we inversed the scale (100 total score) so
that the interpretation of the 0–100 scale was consistent across all
measurement instruments. The score from the WHOQoL-BREF
was translated into a 0–100 score using the method provided in
the WHOQoL user manual using the formula: TRANSFORMED
SCORE = (SCORE-4) × (100/16). A value of 100 corresponds to
greater severity of negative symptoms. Average hearing threshold
values were obtained only in the individual examples and were

TRI Database

For the assessment of tinnitus within cases from the TRI database,
the WHOQoL-BREF, THI, and five numeric rating scales (0–10)
were used (26). Numeric rating scales refer to tinnitus loudness
(“How STRONG or LOUD is your tinnitus at present?” Tlou),
tinnitus annoyance (“How ANNOYING is your tinnitus at present?” Tann), ability to ignore tinnitus (“How easy is it for you to
IGNORE your tinnitus at present?” Tign), tinnitus unpleasantness
(“How UNPLEASANT is your tinnitus at present?” Tunp), and the
uncomfortable aspect of tinnitus (“How UNCOMFORTABLE is
your tinnitus at present, if everything around you is quiet?” Tunc).
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left unmodified as the range from 0 dB HL (normal hearing) to
>90 dB HL (profound) covers the full range of expected hearing
loss (40). For the TRI dataset, a smaller number of domains were
available between baseline and follow-up and thus consisted of
(i) health-related quality of life (measured with the WHOQoLBREF), (ii) the tinnitus-related psychological distress (assessed
with the THI), and (iii) the individual aspects of tinnitus
assessed by the five numeric rating scales.

overall burden appeared very similar between men and women,
with the exception of hyperacusis whereby the plots highlighted
a small difference in scores [♀: HQ = 16.60 (15.38–17.82), and
♂: HQ = 12.32 (10.88–13.75), Figure 2C]. However, while this
difference was statistically significant (p < 0.0001), both gender
subgroups were below the grading of a clinically meaningful
hyperacusis (cutoff = 28). This difference between men and
women can be appreciated in the radar plots where an extension
of the HQ radii can be seen in women (Figure 2C), indicating
that the radar plots allow to visually capture subtle changes. For
constant tinnitus, many of the tinnitus domains had greater
scores in women than in men, including awareness, annoyance,
and catastrophic cognitive misinterpretations (Figure 2F).
Comorbidities were also slightly higher, including hyperacusis
and anxiety. Psychological distress (THI) and stress (HADS)
were the only instruments showing a shift from the negligible
toward the moderate category. Analysis of the data using a
two-way ANOVA confirmed that genders differed significantly
[F(1, 8,715) = 193.4; p < 0.0001, Table 1]. Again, the visualization of
the radar plots merged for men and women enable to observe a
greater surface area for women.
Although the radar plots allowed to distinguish contrasting
tinnitus-associated burden in constant tinnitus versus occasional
as well as subtle differences between genders in both subgroups,
we sought to determine whether the radar plots could support
the interpretation of those instruments with published severity
category boundaries. To do so, an additional set of questionnaire
data was collected from 294 subjects with constant tinnitus and
added to the previous dataset of 328 for a total of 622 subjects
with constant tinnitus. These were classified according to three
grades of the THI from slight (range: 0–16, n = 272), mild and
moderate (range: 18–56, n = 305), and severe to catastrophic
(range: 58–100, n = 45). The HQ, HADS, PSQ-30, and WHOQoLBREF data from the slight group did not differ from that of
non-tinnitus control subjects (n = 1,845, Table 2). Consistently,
the radar plots showed no clinically meaningful scores for the
slight THI group (Figure 2G); however, the mild/moderate THI
groups displayed an increased in tinnitus-associated burden
with stress scores being moderate (Figure 2H; Table 2), whereas
the severe/catastrophic THI group showed much larger surface
of the radar plots with severe stress and moderate anxiety levels
(Figure 2I; Table 2). Hyperacusis scores increased significantly
from negligible to mild/moderate and from mild/moderate to
severe/catastrophic tinnitus groups, but remained below clinically meaningful hyperacusis values (Table 2). Overall, the radar
plots facilitated the appreciation of greater tinnitus-associated
burden in cross-sectional data from the STOP cohort and suggest
that this visualization tool may help in evaluating global tinnitus
burden.

Statistical Methods

95% confidence intervals were obtained according to the formula: Z*std/sqrt(n). Group differences were tested by a two-way
ANOVA, and multiple comparison tests were mentioned in the
legends (Prism version 4.0, GraphPad software). Differences
were considered significant if p < 0.05.

RESULTS
During a pilot study from the STOP, two tinnitus cases were
identified that displayed strikingly different tinnitus-associated
burden (Figure 1). While both cases displayed relatively high
tinnitus loudness and awareness, their radar plot profile indicated a different health burden. Since the THI, the HADS, and
the PSQ-30 contain cutoffs for different degrees of severity,
these were marked with a color label to grade negligible (green),
moderate (orange), or severe (red) scores. A blue surface was used
to specify the male gender. A 72-year-old male has a comorbid
high-frequency hearing loss, but low scores on tinnitus-related
psychological distress (THI), negligible stress (S), anxiety (A), or
depression (D) and good quality of life (Qph, Qps, Qso, and Qen)
(Figure 1A). By contrast, another male, 31 years old, shows good
hearing, mild/moderate tinnitus-related psychological distress
(THI), moderate stress (S) and anxiety (A), severe depression (D),
and poorer quality of life (Qph, Qps, Qso, and Qen) (Figure 1B).
These two examples capture distinct tinnitus-associated burden
across individuals. Based on these findings, we utilized the radar
plot as a visualization instrument for assessing cross-sectional
data in the STOP cohort.

Cross-sectional Questionnaire-Based
Profiling in the STOP Cohort

The two examples provided in Figure 1 are clearly distinguishable
from one another, but how do tinnitus profiles vary in a larger
sample? To investigate this question, we analyzed information
based on the abovementioned measurement instruments gathered from 639 participants who reported occasional or constant
tinnitus in the ongoing STOP study. Since the auditory assessment is still ongoing, these values were not included here. We
compared the profiles between occasional and constant tinnitus
and took the opportunity to evaluate the differences between men
and women (Figure 2; Table 1). The tinnitus-associated burden
denoted by the surface area of each plot appeared greater in constant tinnitus, than in occasional tinnitus (Figure 2). Although
most scores indicated negligible symptoms in the occasional
tinnitus group, scores for the THI and the anxiety subscale of
the HADS were mild/moderate in constant tinnitus (Table 1).
When assessing gender differences for intermittent tinnitus, the
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Evaluation of Treatment Outcome with the
TRI Database

We reasoned that these plots could also be informative with
respect to treatment-related response. To investigate this
question, we analyzed information from the TRI database that
contains information from baseline and posttreatment measures
collected from 574 individuals based on three sets of questions
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Figure 2 | Radar plot profiling that characterizes greater burden in women with tinnitus than in men. Radar plots illustrating the evaluation of global changes in
tinnitus burden according to occasional tinnitus for men (A) and women (B) and constant tinnitus for men (D) and women (E). In all four plots, a solid line shows the
average, with the 95% confidence intervals represented by the dashed lines. Average tinnitus-associated burden, for men (blue) and women (pink) is shown for
occasional (C) and constant (F) tinnitus. Measures from (G) negligible, (H) mild/moderate, and (I) severe/catastrophic THI groups from the STOP database. The
blue background gathers the tinnitus domain assessed with the THI and several numerical rating scales, the light blue represents the tinnitus-associated fears, the
hyperacusis domain is marked in purple, emotional affects are in orange, and the yellow background represents the quality of life domain evaluated with the
WHOQoL-BREF. The continuous line shows the average scores, and the dashed lines illustrate the 95% confidence intervals. Instruments are labeled as follows:
THI, tinnitus-related psychological distress; Lo, tinnitus loudness; Aw, tinnitus awareness; An, tinnitus annoyance; TCS, tinnitus catastrophizing; FTQ, tinnitus fears;
HQ, hyperacusis questionnaire; S, stress; A, anxiety; D, depression scores; quality of life for physical (Qph), psychological (Qps), social (Qso), and environment (Qen).
Color dots illustrate the severity score of those instruments with published severity category boundaries: negligible (green), moderate (orange), and severe (red).

(THI, WHOQoL-BREF, and tinnitus-related numeric rating
scales). The mean age of the group was 53.3 years (SD 12.2)
with an average tinnitus duration of 8.4 years (SD 8.87). Women
made up 36.7% of the group. These patients were classified into
different groups based on the CGI rating (Table 3). Only three
patients rated their posttreatment state as “very much worse”
and as a consequence this category was excluded from analysis
(N = 571). We note that the size of the “very much better” and
“much worse” groups were also rather small (n = 18 and n = 24,
respectively).

Frontiers in Medicine | www.frontiersin.org

We hypothesized that the surface area of the radar plots could
be used to evaluate and quantify treatment efficacy. However,
for a more sensitive measure of treatment outcome, one has to
consider the order of the measures around the circumference
since the surface area could be influenced depending on which
instruments are situated next to each other. It is thus conceivable that a specific arrangement of the axis makes the radar plot
tool more sensitive for displaying clinical changes than other
possible arrangements. With the restriction that instruments
forming part of the same domain should be displayed in vicinity
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against the mean surface variance within categories. The goal of
this step was to select a figure outline that minimized the surface variance within CGI categories and maximized the mean
surface difference between CGI categories (marked with a red
square). This radar plot configuration appeared as optimal to the
set of instruments used within the TRI database. In Figure 3B,
we show the mean difference in radar plot surface area pre- and
post-intervention for each CGI category using the selected
radar plot configuration. The CGI category “no change” showed
on average no change in the plot’s surface, while CGI categories
with an improvement show a reduction, while CGI categories
with a worsening of the patients’ symptoms are characterized
by an increase of the plot’s surface.
Having determined the optimal configuration of the radar
plot to visualize and score treatment-related changes in CGI
groups, we plotted the average radar plots of each of the six CGI
categories pretreatment and posttreatment (Figures 4A,B). All
CGI groups in the improvement categories displayed significant
reduction in surface [two-way ANOVA; very much better:
F(1, 374) = 77.47, p < 0.0001; much better: F(1, 1,430) = 155.3,
p < 0.0001, minimally better: F(1, 2,860) = 162.3, p < 0.0001]. With
increasing power in the “much better” and “minimally better”
groups, significant improvement was detected for all instruments,
with the exception of the quality of life domain (Table S2 in
Supplementary Material). Conversely, in the “minimally worse”
group, significant changes were observed [two-way ANOVA;
F(1, 506) = 28.88, p < 0.0001] in particular for the numeric rating
scales of loudness, annoyance, ability to ignore, and unpleasantness, while the THI did not detect any worsening (p > 0.9999,
Table S2 in Supplementary Material). Merging the pretreatment
and posttreatment averages on the same radar plot helped
appreciating these changes (Figure 4C). Figure 4D illustrates
examples of individuals within each CGI category. As shown in
these examples, changes over time can be displayed and appreciated by comparing pretreatment and posttreatment plots.

Table 1 | Raw scores from STOP participants with occasional or constant
tinnitus according to gender.
Occasional tinnitus

THI
Lo
Aw
An
FTQ
TCS
HQ
S
A
D
Qph
Qps
Qso
Qen

♂ (N = 121)

♀ (N = 190)

Average ± CI

Average ± CI

10.35 (8.07–12.63)
25.87 (22.43–29.3)
13.66 (10.76–16.56)
6.97 (5–8.94)
3.76 (3.37–4.16)
7.02 (5.7–8.33)
12.32 (10.88–13.75)
0.33 (0.3–0.36)
5.7 (5.01–6.39)
3.32 (2.77–3.86)
16.25 (15.83–16.67)
14.98 (14.47–15.5)
14.31 (13.77–14.85)
16.45 (16.06–16.84)

11.51 (9.76–13.26)
28.56 (25.62–31.49)
17.97 (14.8–21.13)
10.65 (8.09–13.21)
3.61 (3.31–3.92)
8.61 (7.34–9.87)
16.6 (15.38–17.82)
0.33 (0.31–0.36)
5.92 (5.33–6.51)
3.24 (2.75–3.73)
15.93 (15.53–16.32)
14.84 (14.45–15.23)
14.6 (14.18–15.02)
16.4 (16.09–16.7)

Two-way ANOVA
(p value)
<0.9999
0.228
0.6937
0.8108
>0.9999
>0.9999
***<0.0001
>0.9999
>0.9999
>0.9999
0.4321
0.9863
>0.9999
>0.9999

Constant tinnitus

THI
Lo
Aw
An
FTQ
TCS
HQ
S
A
D
Qph
Qps
Qso
Qen

♂ (N = 187)

♀ (N = 141)

Average ± CI

Average ± CI

18.73 (16.47–20.99)
47.24 (43.78–50.69)
40.23 (35.52–44.94)
17.69 (14.48–20.9)
4.56 (4.19–4.93)
10.55 (9.27–11.83)
13.75 (12.55–14.96)
0.3 (0.28–0.33)
5.15 (4.61–5.69)
3.24 (2.8–3.67)
16.22 (15.88–16.57)
15.57 (15.23–15.91)
14.49 (14.08–14.89)
16.83 (16.55–17.12)

26.29 (23.19–29.38)
49.16 (45.05–53.26)
47.84 (42.67–53.01)
31.32 (26.73–35.9)
5.1 (4.66–5.54)
16.24 (14.54–17.94)
18.89 (17.35–20.44)
0.37 (0.33–0.4)
6.54 (5.78–7.29)
3.94 (3.28–4.61)
15.2 (14.71–15.69)
14.44 (13.95–14.92)
14.32 (13.76–14.89)
15.94 (15.54–16.35)

Two-way ANOVA
(p value)
***0.0001
0.0031
***<0.0001
***<0.0001
0.7674
***<0.0001
***<0.0001
**0.0046
***0.0002
0.6755
*0.0184
**0.0066
>0.9999
0.1123

See Figure 1 for a description of the abbreviations for each measure. Average values
and 95% confidence intervals are shown. Pairwise comparisons using Bonferroni tests
are reported.
*p < 0.05.
**p < 0.001.
***p < 0.001.

DISCUSSION
This article describes an innovative visualization method for
displaying patient profiles, both to aid clinical assessment and
evaluate the effects of treatment-related change, here applied in
the context of tinnitus. The method can be adapted to individual
patients (e.g., Figures 1 and 4D) as well as on a group level
(e.g., Figures 2 and 4A–C). The present method uses data
from a multi-dimensional set of relevant measurement instruments and integrates them into a radar plot. Both total scores
on domain-specific questionnaires (e.g., the HQ, HADS, and
WHOQoL-BREF) and single-item numeric rating scales as
well as a psychoacoustic tests can be incorporated to provide
an overview in a single plot. The data representation facilitates
the visualization of both individual and group data and gives an
understandable representation of burden status in a manner that
is accessible to a range of observers. Moreover, the representation is sensitive to changes over time and enables the detection
of clinically significant improvements in treatment outcome.
Different coloring methods can be used such as in Figures 1, 2
and 4 to highlight specific aspects of the data. Usability studies

to each other (e.g., WHOQoL-BREF), we simulated the full set
of possible permutations, which allowed a number of 34,560
different variants of the radar plot. For each of these variants,
the following steps were repeated:
– Plots for all tinnitus patients were created and the surface area
calculated.
– Patients were grouped to the CGI categories (see Table 3),
the average surface area was calculated for each category to
compute the mean distance between groups.
– Patients were grouped to the CGI categories (see Table 3)
and the variance of the surface area within each category
calculated.
The results of these calculations are displayed in Figure 3A
with the mean surface difference between CGI categories plotted
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Table 2 | Raw scores from STOP participants according to different THI subgroups.
THI severity subgroups
Instruments
THI
VAS Lo
VAS Aw
VAS An
FTQ
TCS
HQ
S
A
D
Qph
Qps
Qso
Qen

Controls (N = 1,223)

11.4 (11–11.8)
0.3 (0.3–0.3)
4.8 (4.6–5)
2.6 (2.4–2.7)
16.9 (16.8–17)
15.7 (15.6–15.9)
14.9 (14.8–15.1)
17 (16.9–17.1)

Negligible (N = 272)
8.6 (8–9.2)
34.9 (32.7–37.2)
28.8 (25.5–32)
9.8 (8–11.5)
3.6 (3.4–3.8)
6.8 (6.2–7.4)
12 (11.1–12.9)
0.3 (0.2–0.3)
4.1 (3.7–4.5)
2.5 (2.2–2.9)
16.7 (16.5–17)
16 (15.7–16.2)
15.1 (14.8–15.4)
17 (16.8–17.3)

Mild/moderate (N = 305)
31.1 (29.9–32.2)
56.8 (54.3–59.3)a
54.6 (51–58.2)a
33 (30.1–35.9)a
5.8 (5.5–6.1)
17.4 (16.5–18.3)a
20.1 (19.2–21)a
0.4 (0.4–0.4)
6.5 (6.1–7)d
4 (3.6–4.4)
15.3 (15–15.6)
14.6 (14.3–14.9)
13.9 (13.5–14.2)
16.1 (15.8–16.4)
a

Severe/catastrophic (N = 45)
72.4 (68.9–75.9)a,b
79.1 (73.9–84.3)a,b
77.3 (70.1–84.5)a,b
66.2 (58.5–73.9)a,b
9.3 (8.6–10.1)c
30.9 (28.5–33.2)a,b
27.9 (25.5–30.3)a,b
0.5 (0.5–0.6)
10.2 (8.9–11.5)c
7.1 (5.9–8.4)
12.5 (11.7–13.4)
12.4 (11.6–13.3)
12.6 (11.4–13.7)
14.3 (13.5–15.1)

See Figure 1 for a description of the abbreviations for each measure. Average values and 95% confidence intervals are shown. Multiple comparisons from Holm–Sidak’s tests are
reported in superscripts, where different letters represent a statistically significant difference. ap < 0.001 compared with negligible THI, bp < 0.001 compared with mild/moderate THI,
c
p < 0.01 compared with negligible THI, dp < 0.05 compared with negligible THI. Controls did not differ from negligible THI scores.

clinical relevance. Further research will be needed to define and
implement the MCID in the radar plots.
We also propose that this approach could be applied to other
complex disorders where multiple measures are incorporated.
We are not stating that the total surface of the area, which can be
interpreted as a global burden score, can replace the use of a single
primary outcome instrument. Rather such visualization tool can
be used to appreciate global changes associated with the status of
a patient and his responsiveness to a treatment. Although useful
for group comparisons, this tool appears to have particular utility
in individual patient management strategies. Additionally, specific
color-coding methods can be implemented in order to highlight
specific aspects of the plot and mark meaningful clinical differences
on instruments that have known thresholds of severity. Further work
will be needed to develop and standardize a radar plot that is designed
to optimally display the clinical status of the tinnitus patients.
An important leverage is the order of the axis used to create
the radar plot. As we showed, the selection of the axis order has a
strong impact on the surface and surface difference between two
time points. Whether instruments need to be grouped according to
broad fields such as those used here (e.g., tinnitus, quality of life,
emotional burden, and auditory profiles) or instead according to
instrument subscales (sleep, cognitive, intrusiveness, relaxation,
sense of control, and auditory performance) remains to be established. Furthermore, it is likely that varying the number of data points
on the radar plots may also affect the precision and the sensitivity of
the tool. The STOP data contain a greater number of instruments
than in the TRI data; however, it does not contain treatment outcome data. The TRI data utilized in the present work are limited to
(i) the THI, for which validity and reliability has been questioned,
(ii) visual analog scales, for which precision is also subject to debate,
and (iii) the WHOQoL, which usefulness in the evaluation of treatment outcome is unclear. As a consequence, to evaluate the influence
of the number of data points on the precision of the radar plots, studies will have to be performed using a larger set of instruments. This
will allow a greater flexibility in evaluating the effects of inclusion

Table 3 | Categorization of the 571 participants from the Tinnitus Research
Initiative database according to their posttreatment CGI rating.
CGI rating
Very much better
Much better
Minimally better
No change
Minimally worse
Much worse

N
18
66
131
255
77
24

involving practitioners will be needed to decide which coloring
method should be used to optimally display the clinical data.
Saary first proposed radar plots for their use of health-care
data (24). Funabiki et al. applied this methodology in the
context of the assessment of pervasive developmental disorder
and attention-deficit/hyperactivity disorder (41). Similarly,
Pierzycki et al. used radar plots to visualize factor structure
and test–retest reliability of multiple baseline test scores in the
context of tinnitus (19). However, all these studies did not apply
this methodology in the context of the evaluation of treatment
outcome. To the best of our knowledge, this is the first attempt
in the medical area to design a comprehensive visualization tool
of integrated measures over time. Here, we show the sensitivity
of this tool for the assessment of tinnitus patients at their initial
consultation at the clinic and for monitoring their progress under
a specific treatment. The methodology presented here suggests
that it could be applied for monitoring patients throughout
their therapeutic intervention. In our examples, a decrease in
the radar plot surface could be interpreted as a clinical improvement, while an increase of the surface could be interpreted as a
worsening of clinical symptoms (see Figure 4D for individual
examples). An important aspect of this use case is the graphical
implementation of the minimal clinically important difference
(MCID). Meaningful clinical differences need to be highlighted
in order to dissociate them from differences that are not of
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Figure 3 | Instrument permutations and alignment of the radar plot with improvements in Clinical Global Impression. (A) The full set of all possible radar plots with
different surface outlines (i.e., different organization of axes) was simulated. The mean surface difference between CGI groups was calculated for all radar plots
(abscissa). The mean surface variance within CGI groups was calculated and plotted on the ordinate. The red square highlights the radar plot outline optimized for
maximum difference between CGI categories and minimum variance within CGI categories. (B) Radar plot surface differences (post-intervention minus preintervention) are displayed for the optimal outline. The mean surface difference is shown for each CGI category.

or exclusion of specific instruments on the sensitivity of the radar
plots in measuring a successful treatment outcome.
The work presented here outlines a framework for this development, which can be used for tinnitus and for other chronic
diseases. One important consideration for the optimal use of this
visualization method is the selection of measurement instruments.
For example, single-item visual analog or numeric rating scales
tend to be viewed as inferior because (i) they are more vulnerable to random measurement errors, which are more likely to be
eliminated with multiple items, (ii) the reliability statistic “internal
consistency” cannot be computed, and (iii) they are more vulnerable to unknown biases in meaning and interpretation. Here, our
selection was in part pragmatic since it was constrained by the data
that were available in the STOP study and in the TRI database. The
present methodology is generic in a sense that it can be adapted
to include any measurement scales. Another important leverage
will be the selection of instruments that measure unique and
independent components of a complex health-care condition since
this should maximize discriminability between patient profiles.
The selection of the instruments is thus an important influencer
of the radar plots’ sensitivity to change. The choice of instruments
is normally guided by the personal preference of the physician or
investigator. However, future synthesis of data originating from
multiple centers will require agreement from those heads and other
key opinion leaders to use a common set of instruments; something
that is challenging given the broad diversity of instruments in current use (22). In this regard, the COMiT initiative is currently in the
process of establishing an international consensus-based recommendation of a minimum set of outcome domains and instruments
considered critically important for performing clinical trials (23).
Such international programs will help defining the core set of measurement instruments. A challenge emerging from such endeavors
is to obtain instruments of equivalent reliability and efficiency in
different languages and sensitive to culture context (42).
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Whether such aggregated visualization of data using radar
plots will prove useful to clinicians for the management of complex health-care conditions (e.g., tinnitus) will have to be tested.
A preliminary evaluation of the radar plots shows mitigated
opinions. Some physicians view it as extremely appealing and
practical tool to picture the global status of a patient (tinnitus
distress, fear of tinnitus, sensitivity to noise, emotional burden,
and quality of life), while others do not foresee in what way the
radar plots will enable an optimization of the treatment selection.
We predict such opinions will also vary between countries where
culture and average socioeconomic status differ, and also where
different health-care systems apply (purely social-based healthcare system versus insurance-based, clinical versus private practice). Furthermore, some physicians express concerns of exposing
tinnitus patients to the long list of questionnaires such as those
used in the STOP cohort, which could reinforce the negative
thoughts and feelings about tinnitus. The participants in STOP
originate from the general population and not from a clinical
population, and thus whether such series of questionnaires can
used on a clinical group will have to be tested. Future research
will also have to evaluate the physician perspective in introducing multiple measures in the assessment of tinnitus burden and
provide solid conclusions on the usefulness of such integrated
measures in the management and treatment of tinnitus.
We personally view that with the increasing pressure over
social health-care systems and the dissatisfaction of patients with
regards to the quality of the care, novel methodologies are needed
to assess patients at baseline and monitor individual response
to a treatment. With the increasing development of value-based
health care (43), and the distant monitoring of health conditions,
smartphone applications could become routinely used in clinics to
monitor patients at distance. In the context of tinnitus, the development of such distant monitoring has been recently initiated by
Schlee et al. (44–46). This mobile platform could represent an ideal
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setting to collect patient data at different follow-up times, whereas
the physician frontend would display an automated radar plot of
the patient’s status. Our hope is that such a tool would allow an

immediate monitoring of treatment progress over time and enable
the physician to rapidly readjust a treatment prescription depending on the responsiveness of a patient. Furthermore, the inclusion

Figure 4 | Continued
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Figure 4 | Continued
Plots of average pretreatment and posttreatment scores based on CGI ratings. Radar plots illustrating the evaluation of global changes in tinnitus burden according
to measures from (A) baseline (pretreatment) and (B) follow-up (posttreatment) during the evaluation of various treatments within the TRI database. Patients were
grouped according to Clinical Global Impression scores and their number is shown on the left. The yellow background represents the quality of life domain evaluated
with the WHOQoL-BREF and the blue background gathers the tinnitus domain assessed with the THI and several numerical rating scales. The continuous line in the
pretreatment and posttreatment shows the average scores, and the dashed lines illustrate the 95% confidence intervals. (C) Pretreatment (yellow) and
posttreatment (orange) average values are presented on the same plot. The orange dot in the THI scale marks the moderate scores of the group for this instrument,
whereas the green shows the progression of the group to negligible THI. Note the reduction of tinnitus-associated burden in the “very much better” group.
(D) Example of individuals within each CGI category to illustrate changes before and after treatment for the same patient. Instruments are labeled as follows: THI,
Tinnitus Handicap Inventory; Tign, Tinnitus Numeric Rating Scale (Ignore); Tann, Tinnitus Numeric Rating Scale (Annoyance); Tlou, Tinnitus Numeric Rating Scale
(Loudness); Tunp, Tinnitus Numeric Rating Scale (Unpleasant); Tsev, Tinnitus Numeric Rating Scale (Severity); Tunc, Tinnitus Numeric Rating Scale (Uncomfortable);
Qen, WHO Quality of Life (environment); Qso, WHO Quality of Life (social relationships); Qps, WHO Quality of Life (psychological); Qph, WHO Quality of Life (physical
health). Statistical analyses comparing (A,B) are available in Table S2 in Supplementary Material.

of adverse events and side effects would help to rapidly terminate
an intervention and address appropriate care. A better recognition
of a patient status and its comorbidities will likely improve the priorities and treatment prescription. Overall, this work contributes
to novel strategies for high quality care of chronic tinnitus patients
and its implementation in the general clinic.

to data interpretation. All authors played a role in writing the
manuscript and approved the final version.

FUNDING

The STOP project was approved by the local ethics committee
“Regionala etikprövningsnämnden” in Stockholm (#2014/199831/4). Collection of data for the Tinnitus Research Initiative
database was approved by the Ethics Committee of the University
of Regensburg, Germany (#08/046).

CC and BC have received funding from Vetenskapsrådet,
Tysta Skolan, and Karolinska Institutet. CC has received funding from Lars Hiertas Minne, Magnus Bergvalls Stiftelserna,
Hörselforskningsfonden, and Loo och Hans Ostermans. DH is
supported by National Institute for Health Research Biomedical
Research Centre programme. The work was supported by an
independent research program funded under the Biomedicine
and Molecular Biosciences European Cooperation in Science
and Technology (COST) Action framework (TINNET BM1306).

AUTHOR CONTRIBUTIONS

SUPPLEMENTARY MATERIAL

WS, CC, BL, and BC designed the study. NE collected, extracted,
and processed the STOP data. WS and CC analyzed the data.
DH helped to develop the scientific arguments and contributed

The Supplementary Material for this article can be found online at
http://journal.frontiersin.org/article/10.3389/fmed.2017.00086/
full#supplementary-material.

REFERENCES

9. Gilles A, Schlee W, Rabau S, Wouters K, Fransen E, Van de Heyning P.
Decreased speech-in-noise understanding in young adults with tinnitus.
Front Neurosci (2016) 10:288. doi:10.3389/fnins.2016.00288
10. Hoare DJ, Kowalkowski VL, Kang S, Hall DA. Systematic review and
meta-analyses of randomized controlled trials examining tinnitus management. Laryngoscope (2011) 121:1555–64. doi:10.1002/lary.21825
11. Baguley D, McFerran D, Hall D. Tinnitus. Lancet (2013) 382:1600–7.
doi:10.1016/S0140-6736(13)60142-7
12. Cederroth CR, Canlon B, Langguth B. Hearing loss and tinnitus – are funders
and industry listening? Nat Biotechnol (2013) 31:972–4. doi:10.1038/nbt.2736
13. Langguth B, Kreuzer PM, Kleinjung T, De Ridder D. Tinnitus: causes
and clinical management. Lancet Neurol (2013) 12:920–30. doi:10.1016/
S1474-4422(13)70160-1
14. Dauman R, Tyler RS. Some Considerations on the Classification of Tinnitus.
Amsterdam: Kugler Publications (1992).
15. Tyler RS. Neurophysiological Models, Psychological Models, and Treatments for
Tinnitus. New York: Thieme (2006).
16. Langguth B, Goodey R, Azevedo A, Bjorne A, Cacace A, Crocetti A, et al.
Consensus for tinnitus patient assessment and treatment outcome measurement: tinnitus research initiative meeting, Regensburg, July 2006. Prog Brain
Res (2007) 166:525–36. doi:10.1016/S0079-6123(07)66050-6
17. Zeman F, Koller M, Schecklmann M, Langguth B, Landgrebe M; TRI Database
Study Group. Tinnitus assessment by means of standardized self-report
questionnaires: psychometric properties of the tinnitus questionnaire (TQ),
the Tinnitus Handicap Inventory (THI), and their short versions in an

ETHICS STATEMENT

1. Hunter DJ. Gene-environment interactions in human diseases. Nat Rev Genet
(2005) 6:287–98. doi:10.1038/nrg1578
2. Massa MS, Wang N, Bickerton WL, Demeyere N, Riddoch MJ, Humphreys GW.
On the importance of cognitive profiling: a graphical modelling analysis
of domain-specific and domain-general deficits after stroke. Cortex (2015)
71:190–204. doi:10.1016/j.cortex.2015.06.006
3. Tyler RS, Baker LJ. Difficulties experienced by tinnitus sufferers. J Speech Hear
Disord (1983) 48:150–4. doi:10.1044/jshd.4802.150
4. Stouffer JL, Tyler RS. Characterization of tinnitus by tinnitus patients. J Speech
Hear Disord (1990) 55:439–53. doi:10.1044/jshd.5503.439
5. Elgoyhen AB, Langguth B, De Ridder D, Vanneste S. Tinnitus: perspectives
from human neuroimaging. Nat Rev Neurosci (2015) 16:632–42. doi:10.1038/
nrn4003
6. Schecklmann M, Pregler M, Kreuzer PM, Poeppl TB, Lehner A, Cronlein T,
et al. Psychophysiological associations between chronic tinnitus and sleep:
a cross validation of tinnitus and insomnia questionnaires. Biomed Res Int
(2015) 2015:461090. doi:10.1155/2015/461090
7. Tegg-Quinn S, Bennett RJ, Eikelboom RH, Baguley DM. The impact of tinnitus
upon cognition in adults: a systematic review. Int J Audiol (2016) 55:533–40. d
oi:10.1080/14992027.2016.1185168
8. Trevis KJ, McLachlan NM, Wilson SJ. Cognitive mechanisms in chronic
tinnitus: psychological markers of a failure to switch attention. Front Psychol
(2016) 7:1262. doi:10.3389/fpsyg.2016.01262

Frontiers in Medicine | www.frontiersin.org

11

June 2017 | Volume 4 | Article 86

Schlee et al.

18.
19.

20.
21.
22.

23.

24.
25.
26.

27.
28.
29.
30.

31.
32.
33.

Disease-Associated Burden at a Glance

international and multi-lingual sample. Health Qual Life Outcomes (2012)
10:128. doi:10.1186/1477-7525-10-128
Milerova J, Anders M, Dvorak T, Sand PG, Koniger S, Langguth B. The influence of psychological factors on tinnitus severity. Gen Hosp Psychiatry (2013)
35:412–6. doi:10.1016/j.genhosppsych.2013.02.008
Pierzycki RH, McNamara AJ, Hoare DJ, Hall DA. Whole scalp resting state
EEG of oscillatory brain activity shows no parametric relationship with
psychoacoustic and psychosocial assessment of tinnitus: a repeated measures
study. Hear Res (2016) 331:101–8. doi:10.1016/j.heares.2015.11.003
Tyler RS, Noble W, Coelho C. Considerations for the design of
clinical trials for tinnitus. Acta Otolaryngol Suppl (2006) 126:44–9.
doi:10.1080/03655230600895424
Tyler RS, Oleson J, Noble W, Coelho C, Ji H. Clinical trials for tinnitus: study
populations, designs, measurement variables, and data analysis. Prog Brain
Res (2007) 166:499–509. doi:10.1016/S0079-6123(07)66048-8
Hall DA, Haider H, Szczepek AJ, Lau P, Rabau S, Jones-Diette J, et al.
Systematic review of outcome domains and instruments used in clinical trials
of tinnitus treatments in adults. Trials (2016) 17:270. doi:10.1186/s13063-0161399-9
Hall DA, Haider H, Kikidis D, Mielczarek M, Mazurek B, Szczepek AJ,
et al. Toward a global consensus on outcome measures for clinical trials in
tinnitus: report from the first International Meeting of the COMiT initiative,
November 14, 2014, Amsterdam, The Netherlands. Trends Hear (2015) 19:
1–7. doi:10.1177/2331216515580272
Saary MJ. Radar plots: a useful way for presenting multivariate health
care data. J Clin Epidemiol (2008) 61:311–7. doi:10.1016/j.jclinepi.2007.
04.021
Müller K, Edvall NK, Idrizbegovic E, Huhn R, Cima RFF, Persson V, et al.
Validation of online Swedish tinnitus questionnaires. Front Aging Neurosci
(2016) 8:272. doi:10.3389/fnagi.2016.00272
Landgrebe M, Zeman F, Koller M, Eberl Y, Mohr M, Reiter J, et al. The tinnitus
research initiative (TRI) database: a new approach for delineation of tinnitus
subtypes and generation of predictors for treatment outcome. BMC Med
Inform Decis Mak (2010) 10:42. doi:10.1186/1472-6947-10-42
Newman CW, Jacobson GP, Spitzer JB. Development of the Tinnitus
Handicap Inventory. Arch Otolaryngol Head Neck Surg (1996) 122:143–8.
doi:10.1001/archotol.1996.01890140029007
Newman CW, Sandridge SA, Jacobson GP. Psychometric adequacy of the
Tinnitus Handicap Inventory (THI) for evaluating treatment outcome. J Am
Acad Audiol (1998) 9:153–60.
Hesser H, Andersson G. Dimensional or categorical approach to tinnitus
severity: an item response mixture modeling analysis of tinnitus handicap.
Int J Behav Med (2014) 21:982–8. doi:10.1007/s12529-013-9375-1
McCombe A, Baguley D, Coles R, McKenna L, McKinney C, Windle-Taylor P,
et al. Guidelines for the grading of tinnitus severity: the results of a working
group commissioned by the British Association of Otolaryngologists, Head
and Neck Surgeons, 1999. Clin Otolaryngol Allied Sci (2001) 26:388–93.
doi:10.1046/j.1365-2273.2001.00490.x
Cima RF, Crombez G, Vlaeyen JW. Catastrophizing and fear of tinnitus predict
quality of life in patients with chronic tinnitus. Ear Hear (2011) 32:634–41.
doi:10.1097/AUD.0b013e31821106dd
Sullivan MJL, Bishop SC, Pivik J. The Pain Catastrophizing Scale: development
and validation. Psychol Assess (1995) 7:524–32.
Zigmond AS, Snaith RP. The Hospital Anxiety and Depression Scale.
Acta Psychiatr Scand (1983) 67:361–70. doi:10.1111/j.1600-0447.1983.
tb09716.x

Frontiers in Medicine | www.frontiersin.org

34. Levenstein S, Prantera C, Varvo V, Scribano ML, Berto E, Luzi C, et al.
Development of the perceived stress questionnaire: a new tool for psychosomatic research. J Psychosom Res (1993) 37:19–32. doi:10.1016/0022-3999
(93)90120-5
35. Fliege H, Rose M, Arck P, Walter OB, Kocalevent RD, Weber C, et al. The
perceived stress questionnaire (PSQ) reconsidered: validation and reference
values from different clinical and healthy adult samples. Psychosom Med
(2005) 67:78–88. doi:10.1097/01.psy.0000151491.80178.78
36. Khalfa S, Dubal S, Veuillet E, Perez-Diaz F, Jouvent R, Collet L. Psychometric
normalization of a hyperacusis questionnaire. ORL J Otorhinolaryngol Relat
Spec (2002) 64:436–42. doi:10.1159/000067570
37. Fackrell K, Fearnley C, Hoare DJ, Sereda M. Hyperacusis questionnaire as a
tool for measuring hypersensitivity to sound in a tinnitus research population.
Biomed Res Int (2015) 2015:290425. doi:10.1155/2015/290425
38. The WHOQOL Group. Development of the World Health Organization
WHOQOL-BREF quality of life assessment. Psychol Med (1998) 28:551–8.
doi:10.1017/S0033291798006667
39. Busner J, Targum SD. The clinical global impressions scale: applying a research
tool in clinical practice. Psychiatry (Edgmont) (2007) 4:28–37.
40. Clark JG. Uses and abuses of hearing loss classification. ASHA (1981)
23:493–500.
41. Funabiki Y, Kawagishi H, Uwatoko T, Yoshimura S, Murai T. Development
of a multi-dimensional scale for PDD and ADHD. Res Dev Disabil (2011)
32:995–1003. doi:10.1016/j.ridd.2011.01.052
42. Wild D, Eremenco S, Mear I, Martin M, Houchin C, Gawlicki M, et al.
Multinational trials-recommendations on the translations required,
approaches to using the same language in different countries, and the
approaches to support pooling the data: the ISPOR patient-reported
outcomes translation and linguistic validation good research practices task
force report. Value Health (2009) 12:430–40. doi:10.1111/j.1524-4733.2008.
00471.x
43. Porter ME. What is value in health care? N Engl J Med (2010) 363:2477–81.
doi:10.1056/NEJMp1011024
44. Probst T, Pryss R, Langguth B, Schlee W. Emotion dynamics and tinnitus: daily
life data from the “TrackYourTinnitus” application. Sci Rep (2016) 6:31166.
doi:10.1038/srep31166
45. Probst T, Pryss R, Langguth B, Schlee W. Emotional states as mediators
between tinnitus loudness and tinnitus distress in daily life: results from
the “TrackYourTinnitus” application. Sci Rep (2016) 6:20382. doi:10.1038/
srep20382
46. Schlee W, Pryss RC, Probst T, Schobel J, Bachmeier A, Reichert M,
et al. Measuring the moment-to-moment variability of tinnitus: the
TrackYourTinnitus smart phone app. Front Aging Neurosci (2016) 8:294.
doi:10.3389/fnagi.2016.00294
Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.
Copyright © 2017 Schlee, Hall, Edvall, Langguth, Canlon and Cederroth. This
is an open-access article distributed under the terms of the Creative Commons
Attribution License (CC BY). The use, distribution or reproduction in other forums
is permitted, provided the original author(s) or licensor are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

12

June 2017 | Volume 4 | Article 86

