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ABSTRACT 

Tinnitus, or the perception of sounds without an external source, affects up to 15% 
of the adult population worldwide. It relates to a number of psychological and 
psychiatric disorders such as psychological distress, insomnia and depression, and 
develops on a broad range of physical insults. To date, it is nearly impossible to 
obtain quantitative data on this symptom and thus complaints are often labelled as 
‘only’ imaginary. Nevertheless, the sheer number of affected individuals makes it 
clear that tinnitus is everything but an orphan symptom. 

Variations in the clinical presentation may arise from the specific physical insult, the 
quality of first diagnosis and immediate medical aid as well as genetic 
predisposition. Thus, regional differences have to be considered when approaching 
tinnitus patients. The aim of this thesis was to study patient populations managed 
for tinnitus at the Department of Otorhinolaryngology – Head and Neck Surgery, 
Helsinki University Hospital (Helsinki, Finland). In the first study, we were able to 
show that music exposure even at low volume can pose a noise trauma and tinnitus 
occurs long before tone-audiometric hearing disabilities become evident. The 
alarming finding of the second study was its confirmation of pediatric tinnitus as a 
largely ignored symptom and that tinnitus in the childhood is under-diagnosed and 
this may have severe consequences for development of the individual. The third 
study could demonstrate that pupillometry can be considered as a viable option for 
studying autonomic activation in tinnitus subjects and emphasized the close link 
between tinnitus and depression. From our fourth study, a systematic literature 
review, we cannot clearly conclude if tinnitus and suicide are interrelated entities. 
The results of the last study indicate that tinnitus patients describe their own 
perceived tinnitus sound as well as external given sounds very divergent and 
therefore subjective tinnitus descriptions should be interpreted with great caution. 

Taken together, an early recognition of tinnitus symptoms may increase not only 
the overall quality of life of the affected patients, more importantly, it may decrease 
the risk of psychological and psychiatric co-morbidities and suicidal behavior. A 
major limitation still is that tinnitus lacks both, clear-cut biomarkers that are specific 
enough to be allocated solely to the symptom and methods that are sensitive 
enough to detect them. 

 



 

7 

LIST OF ORIGINAL PUBLICATIONS 

This thesis is based upon the following publications: 
 

I Szibor A, Hyvärinen P, Lehtimäki J, Pirvola U, Ylikoski M, Mäkitie A, Aarnisalo 
A, Ylikoski J. (2018) 
Hearing disorder from music; a neglected dysfunction. Acta Oto-
Laryngologica. 138(1):21-24. 
doi: 10.1080/00016489.2017.1367100 

 
II Szibor A, Jutila T, Mäkitie A, Aarnisalo A. (2017) 

Clinical Characteristics of Troublesome Pediatric Tinnitus. 
Clinical Medicine Insights Ear Nose Throat. 10:1179550617736521. 
doi: 10.1177/1179550617736521 

 
III Szibor A, Lehtimäki J, Ylikoski J, Aarnisalo AA, Mäkitie A, Hyvärinen P. (2018) 

Attenuation of Positive Valence in Ratings of Affective Sounds by Tinnitus 
Patients. 
Trends in Hearing. 22(556), 233121651881621–10. 
doi: 10.1177/2331216518816215 

 
IV Szibor A, Mäkitie A, Aarnisalo AA. (2019). 

Tinnitus and suicide: An unresolved relation. 
Audiology Research, 9(1). 
doi: 10.4081/audiores.2019.222 

 
V Szibor A, Hyvärinen P, Mäkitie A, Aarnisalo AA. (2019). 

Low inter-rater consistency in semantic profiles of tinnitus-like sounds rated by 
tinnitus patients. 
Manuscript submitted 

 
The publications are referred to in the text by their roman numerals. 



8 
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1 INTRODUCTION 

Tinnitus, or the perception of sounds without an external source, affects up to 15% 
of the adult population worldwide. It relates to a number of psychological and 
psychiatric disorders such as psychological distress, insomnia and depression, and 
develops on a broad range of physical insults. To date, it is nearly impossible to 
obtain quantitative data on this symptom and thus complaints are often referred to 
as ‘only’ fictional. But the high number of tinnitus sufferers make clear that tinnitus 
is everything but a rare symptom. 
 
Variations in the clinical presentation may arise from the specific physical insult, the 
quality of first diagnosis and immediate medical aid as well as genetic 
predisposition. Thus, regional differences have to be considered when approaching 
tinnitus patients. We studied patient populations that over the years were managed 
at the Department of Otorhinolaryngology – Head and Neck Surgery, Helsinki 
University Hospital (Helsinki, Finland). 
 
In a first study, we were able to show that music exposure even at low volume can 
pose a noise trauma causing tinnitus. Notably, tinnitus occurs long before tone-
audiometric hearing disabilities become evident, a phenomenon previously coined 
as the ‘hidden’ hearing loss. Since hearing impairment is the ultimate fate of the 
affected, it is assumed that only early therapeutic interventions may initiate a 
recovery process. Studies to substantiate the major conclusions have been initiated 
aiming at both, the use of animal models to decipher underlying disease 
mechanisms and clinical studies searching for quantifiable disease correlates using 
different imaging techniques. 
 
The most troublesome finding of the second study is its confirmation of pediatric 
tinnitus as a largely ignored symptom. The time between the first appearance of 
symptoms and a presentation in our clinic was slightly above 12 months. However, 
while adults reveal their symptoms and seek for medical aid, the suffering in the 
young remains largely unrecognized. This is likely due to the inability of children to 
properly describe their symptoms and a lack of recognition. As a consequence, 
however, tinnitus in the childhood is under-diagnosed, if not neglected, which 
unnecessarily delays proper therapies and affects the well-being of the young in a 
critical phase of their life’s. 
 
Recently, it was described that affective processing is altered in tinnitus patients 
and to a great extent characterized by emotional reaction to a phantom sound. 
Specifically, psychophysiological models and brain imaging studies have suggested 
a role for the limbic system in the emergence and maintenance of tinnitus. In 
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principle, this makes tinnitus quantifiable. However, it remained unclear if the 
observed alterations are indeed tinnitus-specific or affect emotional processing in 
general. We have tested the valence and arousal of sounds from the International 
affective digitized sounds database (IADS) based on the normative valence ratings 
negative, neutral or positive in tinnitus patients. The individual autonomic response 
was measured simultaneously with pupillometry. Our findings suggest that affective 
processing is indeed altered in tinnitus patients and highlight a close link between 
tinnitus and depression. 
 
As pointed out above, regional disparities have an impact on the development of 
tinnitus. Among all developed countries, Finland has one of the highest suicide 
rates. In 2013, the average mortality rate from suicide in Finland was 16.4 
individuals per 100,000 as compared to 12.8 in countries organized in the 
Organization for Economic Co-operation and Development (OECD). This is in 
contrast to the overall positive perception of living conditions. Several studies 
investigated the link between tinnitus and emotional disorder without presenting 
conclusive results. We performed an in-depth analysis of the present literature and 
compiled a comprehensive review to sensitize affected and their families as well as 
clinicians. We identified 22 publications including original articles, case reports and 
reviews of which 10 fit our stringent search criteria. Most importantly, from the 
present studies it appears not feasible to univocally conclude on the co-incidence 
of tinnitus and suicide. This is due to methodological differences in these 
approaches, complex interrelations between tinnitus and other psychiatric 
comorbidities and confounding factors such as the inclusion of patients suffering 
from post-traumatic stress disorder. As a conclusion, we recommend concerted 
actions involving different medical disciplines reflecting the etiological 
heterogeneity of tinnitus and suicide to ultimately test for a causal relationship. 
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2 REVIEW OF THE LITERATURE 

Tinnitus is a hearing disorder generally defined as the perception of a phantom 
sound perceived by the affected person in the absence of measurable external 
stimuli and may affect anyone at any time during the lifetime (Jastreboff, 1990). A 
distinction is made between the rare objective and the usual subjective tinnitus. 
The tinnitus is called objective if it is audible to another person. Reasons are 
pulsating blood vessels in the middle ear or inside the internal acoustic meatus or a 
myoclonus of middle ear or palatal muscles (Bhimrao et al., 2012). Subjective 
tinnitus is even audible only for the person concerned and cannot be measured 
acoustically. Suffers describe the sounds as ringing, hissing, static, crickets, 
screeching, whooshing, roaring, pulsing, ocean waves, buzzing, dial tones or music. 
Many patients experience more than one sound (Baguley et al., 2013). Tinnitus can 
be intermittent or chronic. Transient or reversible tinnitus typically does not need 
treatment and may have a different etiology. Very short transient tonal tinnitus, 
accompanied by fullness in the ear and transient mild hearing loss, is experienced 
by nearly everyone. Tinnitus can be localized to one or both ears, within the head 
or to an external point of origin (Baguley et al., 2013).Many tinnitus patients are not 
bothered by the sound and do not seek medical help. For others, it can impact on 
quality of life and cause debilitating problems such as depression, anxiety, 
frustration and insomnia (Nondahl et al., 2007) (Figure 1). 
 

 
 
Figure 1: A vicious-circle model of tinnitus. 
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2.1 EPIDEMIOLOGY AND ETIOLOGY 

Depending on the definition of tinnitus and the included criteria the prevalence 
rates in adult populations vary from 5.1% (Benson and Marano, 1998) to 42.7% 
(Gibrin et al., 2013). The prevalence of bothersome tinnitus ranged from 3.0% 
(Michikawa et al., 2010) to 30.9% (H.-J. Kim et al., 2015). Even comparing those 
studies that used the most common type of tinnitus question (‘tinnitus lasting for 
more than five minutes at a time’), the prevalence varies widely from 11.9% (Fujii et 
al., 2011) to 30.3% (Sindhusake et al., 2003; McCormack et al., 2016). The 
prevalence of troublesome tinnitus increases with increasing age of the population 
(Al-Swiahb and Park, 2016; Nondahl et al., 2010). In general, it is assumed that the 
prevalence of tinnitus in children is equal to its prevalence in the adult population 
(Rosing et al., 2016). Although adults reveal their symptoms and seek medical help, 
suffering in young people is often undetected. This is due to both the inability of 
the children to exactly describe their symptoms and the lack of recognition. 
 
Table 1: Known risk factors for the development of tinnitus and conditions associated with tinnitus 
symptoms (adapted from (Baguley et al., 2013)). 
 
Risk factors/etiologies Diseases and/or conditions 
Cardiovascular disease Hypertension 
Endocrine and metabolic 
disorders 

Diabetes mellitus, hormonal changes during pregnancy, 
hyperinsulinemia, hypothyroidism 

Immune-mediated disease Systemic lupus erythematosus, systemic sclerosis 
Neurological diseases Epilepsy, meningitis, migraine, multiple sclerosis 
Orofacial disorder Temporomandibular joint disorder 

O
to

lo
gi

c 

infectious Labyrinthitis, mastoiditis, otitis media 
labyrinthine Ménière's disease, sensorineural hearing loss, vestibular 

vertigo 
neoplastic Meningioma, vestibular schwannoma 
other Impacted cerumen, noise, otosclerosis, presbyacusis 

Ototoxic drugs Analgesics, antibiotics, antineoplastic drugs, corticosteroids, 
diuretics, immunosuppressive drugs, non-steroidal anti-
inflammatory drugs, steroidal anti-inflammatory drugs 

Psychological conditions Anxiety, depression, emotional trauma 
Rheumatological disease Rheumatoid arthritis 
Traumatic events Head or neck injury, loss of consciousness 

 

The main risk factor for developing tinnitus is hearing loss (Nondahl et al., 2011), 
but not all patients with hearing loss reported tinnitus and not all tinnitus sufferers 
have hearing loss. Most often tinnitus is associated with noise-induced hearing loss 
(NIHL), but also co-occurs in patients with age-related hearing loss (presbycusis), 
Ménière’s disease, and sudden deafness. Impacted cerumen in the ear canal, 
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middle ear problems such as otosclerosis and otitis media, and other forms of 
hearing loss can also cause tinnitus. 
 
Temporomandibular joint disorders and cervical spine disorders have been 
associated with the development or persistence of tinnitus (Bousema et al., 2018). 
Ototoxic medications can trigger tinnitus, such as salicylates, quinine, 
aminoglycoside antibiotics and platinum-based antineoplastic drugs (Dille et al., 
2010). Also, obesity, smoking, alcohol consumption are risk factors (Nondahl et al., 
2011). The bothersome nature of tinnitus has linked to an association with 
psychiatric conditions including depression and anxiety. Major depression has been 
described in up to 33% of patients with tinnitus and anxiety is also closely related 
and can be seen in up to 45% of patients with tinnitus (Zöger et al., 2006), while the 
lifetime prevalence for depression and anxiety disorder overall is about 10% (Lim et 
al., 2018; Somers et al., 2006) 
 
Although tinnitus can result from many pathologies, excessive noise exposure is 
considered as the most prevalent cause of tinnitus (B. I. Han et al., 2009; Henry et 
al., 2005). However, in about 40% of patients no underlying etiology can be 
identified. In many patients, the emergence of tinnitus as a problem occurs long 
after the underlying medical condition. The trigger for the adverse or intrusive 
effects of tinnitus is sometimes unrelated to the associated condition (Henry et al., 
2005). 
 

2.2 PATHOPHYSIOLOGY 

The pathology of tinnitus is complex and poorly understood (Møller, 2016). There is 
evidence about an interaction between peripheral pathologies and central auditory 
mechanisms (Noreña and Farley, 2013). The peripheral tinnitus has its cause in 
cochlear damage and the resulting changes in endocochlear potential leading to 
increased spontaneous cochlear activity. This hypothesis offers a possible 
explanation of different causes behind cochlear tinnitus (Noreña and Farley, 2013). 
 
The reduced cochlear activity leads to a downregulation of inhibitory cortical 
processes and so to a hyperexcitability within the central auditory structures, 
including the primary auditory cortex (Noreña and Eggermont, 2003). But tinnitus is 
not just a straight forward correlate of the imbalance of firing patterns across the 
tonotopic array of the impaired cochlea, it can persist also after cutting of the 
auditory nerve (Baguley et al., 2013). 
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2.2.1 COCHLEAR PATHOLOGY 
Cochlear damage may include loss of outer hair cells (OHC) electromotility, loss of 
synapses between inner hair cells (IHCs) and spiral ganglion neurons 
(synaptopathy), damage to the stereociliar bundle, death of OHCs or IHCs, or 
rupture of the basilar membrane. All these mechanisms lead to a decrease in 
neuronal output from the cochlea to the brain and they could count for the 
potential generation of compensation mechanisms in the brain (Chen and Fechter, 
2003; Haider et al., 2018). Damage to these cochlear structures induce permanent 
threshold shifts (PTS), measurable by the pure tone audiogram, auditory brainstem 
responses (ABRs), or distortion-product otoacoustic emissions (DPOAEs). 
Audiometric hearing loss presumably caused by noise exposure or aging is present 
in most tinnitus sufferers (Roberts et al., 2008). However, not all tinnitus patients 
have abnormal audiograms. According to different studies more than 60% of 
people with tinnitus have with normal hearing capacity (Tucker et al., 2005). Animal 
data suggest that noise exposure or aging lead to a permanent loss of synapses 
between the IHCs and the cochlear nerve fibers (Kujawa and Liberman, 2015; 2009; 
Sergeyenko et al., 2013). This condition is called “hidden hearing loss” (HHL) 
(Schaette and McAlpine, 2011), associated with cochlear synaptopathy (CS) (Hickox 
and Liberman, 2014; Kujawa and Liberman, 2009). CS seems to increase the 
vulnerability of the cochlea to further traumatic stimulation (Chen and Henderson, 
2009) and weaken or disturb central auditory processing, leading to poor sound 
discrimination and perceptual disorders such as tinnitus and hyperacusis 
(Alkharabsheh et al., 2017; Baiduc et al., 2013; Chen, 2018; Chen and Henderson, 
2009; Schaette and McAlpine, 2011; Wan and Corfas, 2017). Most of our 
knowledge about CS are based on animal studies in mice and guinea pigs (Kujawa 
and Liberman, 2015; Lin et al., 2011). It seems, that humans are less susceptible to 
noise damage than smaller mammals (Dobie and Humes, 2017). The evidence for 
noise-induced CS in humans is poor and inconsistent. Only one study indicate a 
reduction in ABR wave I amplitude in tinnitus patients with normal audiogram 
(Schaette and McAlpine, 2011), however, this finding could not be reproduced by 
others (Gilles et al., 2016; Guest et al., 2017). More research is needed to 
understand the functional impact, prevalence, and ability to diagnose this condition 
in humans. It is not possible to say with certainty whether the findings of CS are the 
same in humans as showed in the animal models. Also, the temporary threshold 
shifts (TTS) animal models inducing a restricted CS may not be a particularly good 
model of the human case, where a mixed pathology involving synapses, inner and 
outer hair cells, and possibly other cochlear structures could all co-occur. The 
effects of CS on hearing could interact in a complicated manner with other forms of 
cochlear damage, and it is not yet clear whether these various forms of cochlear 
damage can be selectively diagnosed and characterized in clinic. Theoretical 
considerations have led to the hypotheses that CS leads to an impairment of tasks 
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concerning temporal processing and/or listening in noise, and some evidence from 
human studies in this direction is beginning to emerge (Hickox et al., 2017). 
 

2.2.2 CENTRAL MECHANISMS 
The compensation mechanism occurring in the central nervous system during 
tinnitus is called “homeostatic plasticity” (Haider et al., 2018). Thereby the auditory 
neurons in the brain adjust their synaptic connections to maintain a neural network 
that is similar to that before the onset of peripheral damage. Neuronal correlates of 
tinnitus have been seen as neuronal hyperactivity in the posteroventral cochlear 
nucleus (PVCN), the inferior colliculus (IC), the dorsal cochlear nucleus (DCN) and 
the paraflocculus lobe of the cerebellum (PFL) (Cacace et al., 2014). Many studies 
support the theory, that the DCN is the induction site of tinnitus, from where it 
spreads to higher areas (Brozoski et al., 2002; Dehmel et al., 2012; Wu et al., 2016; 
Zhang and Kaltenbach, 1998). Other studies consider tinnitus as a result of 
neuronal hyperactivity in certain regions of the central auditory system, such as IC, 
cochlear nucleus and thalamus (Dong et al., 2010; Shore et al., 2016; Vogler et al., 
2011). 
 
Noise-induced tinnitus has been suggested to be related to increased neuronal 
hyperactivity in the auditory cortex (AC) at both acute (Hisashi Komiya Jos J 
Eggermont, 2009; Luo et al., 2017; Noreña and Eggermont, 2003) and chronic 
stages (Seki and Eggermont, 2003). and in some cases, lead to a reorganization of 
tonotopic maps in the AC (Robertson and Irvine, 1989; Salvi et al, 1990; Rajan and 
Irvine, 1998; Qiu et al, 2000; Syka, 2002; Noreña et al, 2003; Yang et al, 2007; 
Roberts, 2011; Yang et al, 2011). 
 

2.2.3 NON-AUDITORY NEURONAL NETWORKS 
Both animal studies and human neuroimaging studies (Elgoyhen et al., 2015) have 
confirmed tinnitus-related changes in nonauditory brain areas. Even if available 
neuroimaging studies show not all the same results, there is evidence that tinnitus 
is related to structural and functional alterations in prefrontal cortex, parietal 
cortex, cingulate cortex, amygdala, hippocampus, nucleus accumbens, insula, 
thalamus, and the cerebellum (Adjamian et al., 2014; Vanneste and De Ridder, 
2012). Moreover, resting-state network measurements have disclosed prevalent 
connectivity changes in subjects with tinnitus compared to control groups. The 
modifications are interpreted as a compensation of the brain for the lack of 
auditory information from the cochlea. As cochlear damage results in a mismatch 
between expected auditory input and real auditory input, auditory memory and 
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salience- and emotion-processing areas are reactivated (De Ridder et al., 2011; 
Elgoyhen et al., 2015). Following these hypotheses, the activation of the auditory 
cortex may reflect the loudness of the tinnitus, while the conscious perception of 
the tinnitus and the resulting distress are leading to the coactivation of different 
resting-state networks (De Ridder et al., 2014; Elgoyhen et al., 2015). Increased 
functional connectivity between the auditory cortices and the frontoparietal 
attention network in tinnitus patients has been shown in several EEG, MEG, and 
resting-state fMRI studies (Leaver et al., 2016; Schlee et al., 2009; Vanneste and De 
Ridder, 2015). Other studies have disclosed that tinnitus-related distress is 
associated with increased activity of the distress network and increased 
connectivity between auditory and stress-related brain areas (De Ridder et al., 
2011; Vanneste et al., 2010; Carpenter-Thompson et al., 2015). However, there are 
a lot of individual differences in the involvement of the various overlapping brain 
networks, which can be an explanation for the clinical heterogeneity of tinnitus 
patients (De Ridder et al., 2014; Langguth et al., 2019). 
 

2.2.4 MODELS OF TINNITUS PATHOPHYSIOLOGY 
The data from different tinnitus studies can contribute to general 
pathophysiological models (De Ridder et al., 2014; Jastreboff et al., 1988; 1994; 
Rauschecker et al., 2010). Jastreboff et al. (Jastreboff et al., 1988) introduced the 
neurophysiological model of tinnitus, which resulted in the Tinnitus Retraining 
Therapy. In this model the auditory perceptual, emotional and reactive systems are 
involved in the genesis of tinnitus. After a short period of awareness of tinnitus-
related activity, a process of habituation occurs, so that the activity is no longer 
consciously perceived. Although, in cases with negative emotional reinforcement 
described as fear, anxiety or tension, the limbic system and autonomic activation 
improve the activity and the perception persists. 
 
The distinction between perception, behavioral and emotional reaction to tinnitus 
and the possibility for a feed-back loop between these processes was explicit. The 
Jastreboff model is widely accepted as a synthesis useful for patients, clinicians and 
researchers. While there is no empirical evidence to support this model, it is 
congruent with a modern understanding of the auditory system. A potential 
criticism is that the model does not represent the full complexity and dynamism of 
the human auditory system, but if the primary aim was to create a model of tinnitus 
that is easy to understand by patients then this may have been intentional (Baguley, 
2002). 
 
Rauschecker et al. (Rauschecker et al., 2010) proposed another tinnitus model 
based on the mechanism of noise suppression, in which subcallosal projections are 
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involved in suppression of the tinnitus signal as sensory input at the thalamic level 
of brain processes. Functionally, the nucleus accumbens (NAc) and its correlated 
paralimbic circuitry were considered in the ventromedial prefrontal cortex (vmPFC), 
to show a crucial achievement in long-term habituation to persistent unpleasant 
noises. Sound-evoked neural activity is directed from the auditory periphery via the 
brainstem and thalamus (MGN: medial geniculate nucleus) to the auditory cortex 
(Ghodratitoostani et al., 2016). For emotional content evaluation of the sound, the 
same signal is conducted over the amygdala to the subcallosal area, which includes 
the NAc region and the vmPFC. The thalamic reticular nucleus (TRN) receives 
excitatory feedback projections from the subcallosal area and applies selective 
inhibition at the sections of the MGN corresponding to the unpleasant sound 
frequencies. This gain-control mechanism results in a highly specific filtering 
(“tuning out”) of repetitive annoying noises, which do not reach conscious 
perception in the auditory cortex. As long as the NAc-system is intact the tinnitus 
signal is filtered out and will not be relayed to the auditory cortex. If the NAc-
system becomes compromised it is no longer possible to cancel the tinnitus signal 
at the thalamic level and tinnitus perception results, and long-term reorganization 
of auditory cortex transfer the tinnitus to chronic. 
 
The integrative model of the auditory phantom perception by De Ridder et al. (De 
Ridder et al., 2014) is a recent proposal, which conceive that tinnitus subnetworks 
incorporate neurophysiological model and noise canceling process. Minimal brain 
areas (auditory cortex, inferior parietal area, and ventromedial 
prefrontal/frontopolar cortex) are activated together to reach the conscious 
perception of tinnitus (Ghodratitoostani et al., 2016). The combination of functional 
neuroimaging and neuromodulation studies could provide some causal relationship 
between the acquired correlated networks. It has been suggested that tinnitus may 
be perceived as an emergent aspect of several dynamically overlapping 
subnetworks with different spontaneous oscillatory patterns and functional 
connectivity processing (Ghodratitoostani et al., 2016). The model hypothesized 
that the tinnitus core connects to other subnetworks via hubs and leads to 
bothersome effects such as mood disorders, distress, and lateralization. 
 

2.3 MEASUREMENT OF TINNITUS 

Tinnitus is manifold in forms and characteristics. However, tinnitus is not easily 
perceptible to others, and currently no objective measurements are yet established 
for the diagnosis of tinnitus. It is very difficult to assess the perceptual aspects of 
tinnitus for the suffers and the medical staff. The case history is of high importance 
for a correct diagnosis in all areas of medicine; especially for tinnitus, since it is 
basically a self-report phenomenon. The subjective nature of tinnitus is a problem 
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not only in the clinical management of tinnitus patients, also for research 
applications. Measurements of tinnitus can be classified in subjective and objective. 
 

2.3.1 SUBJECTIVE ASSESSMENT OF TINNITUS 
Subjective measures of tinnitus include psychoacoustic tests (pitch match, loudness, 
masking ability), and psychological rating scales and questionnaires. 
 

2.3.1.1 Psychoacoustic characteristics 

The standard measurement of tinnitus pitch is tinnitus pitch matching. For pitch 
matching, the frequency of a tone is varied and the patient selects the tone that 
best matches the pitch of the tinnitus (Henry, 2016). Pitch matches for tinnitus 
occur often in the frequency region of maximum hearing loss or at the transition 
from normal to abnormal hearing (Eggermont and Roberts, 2004; Norena et al., 
2002). Most typically, patients match their tinnitus to a tone above 3 kHz 
(Eggermont and Roberts, 2004). Pitch matches often vary over 2 to 3 octaves if 
measured in several sessions (Burns, 1984; Penner and Saran, 1994; Tyler and 
Conrad-Armes, 1983). Reasons are manifold, it could be that the patients have 
problems to the pitch matching itself; the tone used for matching may sound more 
like noise because of hearing loss (phenomenon of diplacusis, degraded pitch 
perception) (Burns and C. Turner, 1986); tinnitus experienced as a spectrum of 
sounds for most people and not as a pure tone (Norena et al., 2002; Roberts et al., 
2008). 
 
Tinnitus pitch matching is routinely used even though results are inconstant. The 
recommendation is to use multiple pitch masking be to identify the tinnitus 
frequency more accurate (McMillan et al., 2014). The most important dimension of 
tinnitus is its loudness (Henry, 2016). There are two common methods to assess 
tinnitus loudness: loudness matching and loudness ratings. Tinnitus loudness can 
be presented at hearing level (HL) or sensation level (SL), which is the level of 
tinnitus above hearing threshold (Andersson, 2003). Whereas dB HL reflects the 
level of the tone that is perceived as having the same loudness as the tinnitus 
(taken from the audiometer scale), dB SL is the difference between that measure 
and the hearing threshold at the same frequency (Hall et al., 2017). The loudness 
expressed in dB SL thus bring another source of subjective variability within this 
method. Tinnitus loudness is usually matched by a sound with a low SL, typically in 
the range 6-20 dB SL. (B. Moore, 2014) When loudness matches to tinnitus are 
made over a series of days, the matches can range up to 30-45 dB SL (Penner, 
1983). 
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Whereas measures of tinnitus loudness and pitch try to quantify the tinnitus 
percept, minimum masking level (MML) measures the effect of sound on the 
perception of tinnitus (Henry, 2016). MML is the minimum level of broadband noise 
at which the patient’s individual tinnitus is inaudible (Kostek and Poremski, 2013). It 
is a common method and regarded as correlating with the effectiveness of 
treatment (Jastreboff et al., 1994). For most patients tinnitus masking occurs up to 
10dB SL (Henry et al., 2005). Broadband noise and the patient’s hearing thresholds 
are used to define the MML. MML is an important measure of tinnitus subjective 
annoyance and acceptance of masking (Andersson, 2003; Vernon et al., 1990). A 
tinnitus sufferer best benefits from masking therapy when MML is close to the 
tinnitus loudness match (Vernon et al, 1990). 
 

2.3.1.2 Questionnaires 

Besides the psychoacoustical measurement, the effect of tinnitus on individual’s 
quality of life is more important. These can be assessed by subjective outcome 
measurements such as questionnaires and rating scales. Questionnaires evaluate 
various aspects of daily life that can be influenced by tinnitus such as insomnia, 
concentration, annoyance, emotional distress and quality of life. There are several 
instruments in use for assessing level of severity of tinnitus complaints. In a review 
on disease-specific health-related quality-of-life (HR-QoL) instruments used to 
measure treatment outcomes in tinnitus trials, six different HR-QoL tinnitus 
instruments were identified (Kamalski et al., 2010). 
 
The Tinnitus Handicap Inventory (THI; (Newman et al., 1996)) was developed to 
measure the impact of tinnitus on daily life. It consists of 25 questions split into 
three subscales; functional (12 items), emotional (8 items) and catastrophic (5 
items). The functional and the emotional subscales show good internal consistency. 
But the unifactorial structure was criticized in some studies (Baguley and 
Andersson, 2003). 
 
The Tinnitus Questionnaire (TQ; (Hallam et al., 1988)) was developed to measure 
tinnitus severity. The TQ includes scales for assessing emotional and cognitive 
distress, intrusiveness, auditory perception disorders, sleep disturbances and 
related somatic complaints (Adamchic et al., 2012). The 52 TQ items are internally 
consistent; but the subscales lack internal consistency (Cima et al., 2019). 
 
The Tinnitus Reaction Questionnaire (TRQ; (Wilson et al., 1991)) was developed to 
assess the psychological distress associated with tinnitus. The 26 items have four 
subscales: general distress, interference, severity, and avoidance of the tinnitus. 
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The Tinnitus Severity Index (TSI; (Meikle et al., n.d.)) was introduced as a measure 
of how much tinnitus negatively impacts a patient’s life and how annoying patients 
perceive their tinnitus. Eleven items specifically measure how much tinnitus 
interferes with everyday life. 
 
The Tinnitus Handicap Questionnaire (THQ; (Kuk et al., 1990)) was intended to 
measure patients perceived degree of handicap due to tinnitus. The THQ has three 
domains physical health/emotional status/ social consequences, individual hearing 
and communication difficulties, and patient’s personal view on tinnitus. This 
questionnaire is useful for objectifying the impact of tinnitus on the patient’s life 
and provides data that define the handicap result from tinnitus. This questionnaire 
assesses large areas of tinnitus affections, and, by using broad scale (ranging from 
0 to 100) provides better sensitivity and the potential to detect even small changes 
in the treatment and assessment process (Arian Nahad et al., 2014). 
 
More recently, the Tinnitus Functional Index (TFI; (Meikle et al., 2012)) was 
developed as a new measure of the severity and negative impact of tinnitus, both 
for use as a diagnostic tool and for measuring treatment-related changes in 
tinnitus. Using exploratory factor analysis, the tinnitus domains were divided into 
eight different subscales: intrusiveness, sense of control, cognition, sleep, auditory, 
relaxation, quality of life, and emotional distress. 
 
The TQ and the THI are widely used in clinical practice and clinical trials (Hall et al., 
2016). Additionally, almost all existing clinical practice guidelines (Fuller et al., 
2017) recommend using the Hospital Anxiety and Depression Scale (Zigmond and 
Snaith, 1983) to assess negative affect related to tinnitus (Cima et al., 2019). 
 
A patient can also indicate the experienced annoyance and loudness on a rating 
scale. There are different methods of rating scales, for example Numeric Rating 
Scales, Visual Analogue Scales (VAS) and Verbal Rating Scales (Rabau et al., 2015). 
One of the most used method is the visual-analogue scale (VAS), regularly applied 
to assess chronic pain. In tinnitus patients, the patients are asked to assign a 0 to 
10 score to their tinnitus. The assessment must be carried out in relation to volume 
and disturbance. It is easily applicable and understood by most patients. Like 
psychoacoustic measures, rating scales can be used to evaluate rapidly acting 
tinnitus treatments as they require very little time for the respondent to register a 
response. And, like psychoacoustic measures, there is little or no information 
concerning their responsiveness to treatment-related changes in tinnitus. 
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2.3.2 OBJECTIVE ASSESSMENT OF TINNITUS 
Although several audiological, radiological and physiological tests evaluating 
abnormalities in peripheral and central auditory organs of sensorineural tinnitus are 
available, until now, no routine measurement to objectively verify tinnitus exists. 
 
The auditory brainstem response (ABR) has been extensively studied over the last 
years with the hopes of finding possible abnormalities related to the pathology. In 
a review of 22 related articles (Milloy et al., 2017) no significant differences in 
amplitude and latency between tinnitus and controls were found. Nonetheless, the 
longer latency and reduced amplitude of wave I was most consistent in the tinnitus 
group with normal hearing compared to matched controls (Milloy et al., 2017). 
 
Otoacoustic emissions (OAE) are sounds released from the outer hair cells of the 
cochlear, either spontaneously or in response to an evoked stimulus. One popular 
theory is that tinnitus may originate from damaged OHC within the cochlear and 
therefore direct measurement of these emissions could be used to identify the 
presence of tinnitus. But an absence or reduction in the suppression of OAEs may 
also occur in other cases of retrocochlear diseases, like auditory neuropathy, 
acoustic neuroma and impaired auditory processing (Geven et al., 2011). So far, 
people with normal hearing and tinnitus have significantly more abnormal results of 
OAE than people with normal hearing without tinnitus (Granjeiro et al., 2008). It 
seems that OHC dysfunction detectable by OAE are not sufficient to diagnose 
tinnitus. 
 
fMRI is a noninvasive radiological method to correlate changes in brain activity with 
local blood oxygenation. It can be repeatedly administered without dose limitation 
to spatially map the brain activation of the auditory cortex and the signaling 
pathway (Melcher et al., 2000). There are only two studies using fMRI as an 
objective test for tinnitus with divergent results. Melcher et al. (Melcher et al., 
2000) found differences in IC activity in subjects with unilateral tinnitus while Gopal 
et al. (Gopal et al., 2017) found no differences between tinnitus and non-tinnitus 
groups. Both studies were limited by their small sample size (n=24 and n=14 
tinnitus patients, Melcher et al. and Gopal et al., respectively), while the 
applicability and availability of using MRI machines on a larger scale would have to 
be considered. 
 

2.4 COMORBIDITIES OF TINNITUS 

Several studies have shown that chronic tinnitus is highly associated with 
psychological comorbidities (Pattyn et al., 2015; Salviati et al., 2014; Zirke et al., 
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2013a). Common conditions include insomnia, concentration problems, depression, 
or anxiety disorders that can lead to social isolation and even to lose their ability to 
pursue regular work. Depression and anxiety disorders are the most common 
mental disorders in tinnitus (Malakouti et al., 2011; Sahlsten et al., 2018); but 
tinnitus can also be associated with obsessive–compulsive disorder (Folmer et al., 
2008)[7], somatoform disorders (Leaver et al., 2015), eating disorders (Malakouti et 
al., 2011), and ineffective coping strategies (Zirke et al., 2013b). Tinnitus is often 
accompanied by hyperacusis (Baguley, 2003), a lowered tolerance for sounds. It 
affects all kinds of sounds and may cause more distress than the perception of the 
tinnitus (Jastreboff, 1990). 
 

2.4.1 TINNITUS AND DEPRESSION 
Symptoms of depression are common in patients with tinnitus, and there is an 
overlap between the factors associated with depression and with tinnitus, such as 
insomnia and anxiety (Durai and Searchfield, 2016; Langguth et al., 2011). 
 
Several studies have investigated the rates of depression amongst people with 
tinnitus, but the reported frequencies vary widely. Most of the studies have used 
self-report symptom questionnaires, such as Beck’s Depression Inventory (BDI) or 
the Symptom Check List 90 (SCL-90). These questionnaires were developed for 
screening psychiatric symptoms and follow-up on symptom severity during 
treatment and are not validated for diagnostic evaluation. The reported prevalence 
ranges from 28% (Trevis et al., 2016), 25.6% (Bhatt et al., 2017), 41.7% (Kehrle et 
al., 2016) up to 78% (Sullivan et al., 1988). 
 
More accurate psychiatric diagnoses are obtained by the use of a structured 
diagnostic interview, like the Structural Clinical Interview for DSM-IV disorders 
(SCID) (First et al., 1997). These interviews indicate that 60–78% of tinnitus patients 
have at least one lifetime psychiatric disorder (Malakouti et al., 2011; Zöger et al., 
2001) and 32.5–77.5% have lifetime depression (Malakouti et al., 2011; Sullivan et 
al., 1988). 
 
In a systematic review on the evidences of an association between tinnitus and 
depression (Geocze et al., 2013) three possibilities of associating depression and 
tinnitus were postulated: depression affect tinnitus, tinnitus predisposing 
individuals to depression, and tinnitus appear as a comorbidity in patients with 
depression. 
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2.4.2 TINNITUS AND ANXIETY 
Anxiety belongs to the most basic physiological emotions of human beings and 
may be part of almost every psychiatric disease. The lifetime prevalence for anxiety 
disorders overall is about 10% (Somers et al., 2006). Anxiety is even more frequent 
in individuals with tinnitus. Various studies reported anxiety in 10% (Bartels et al., 
2008) up to 95% (Trevis et al., 2016). 
 
People with anxiety disorders suffer unnecessary or have a disproportional 
apprehension or fear (Schuurmans and van Balkom, 2011). The third edition of the 
Diagnostic and Statistical Manual of Psychiatric Disorders (DSM III, APA, 1980) 
defined several specific anxiety disorders such as panic disorder, agoraphobia, 
social anxiety, posttraumatic stress syndrome (PTSD), obsessive-compulsive 
disorder, and generalized anxiety disorder. 
 

2.4.3 TINNITUS AND INSOMNIA 
Insomnia is the second most frequent comorbidity in tinnitus patients (Asplund, 
2003) with a prevalence up to 77% (Aazh and B. C. J. Moore, 2019; Schecklmann et 
al., 2015), but the mechanisms underlying the association between tinnitus 
loudness and sleep disturbances remain unclear. Tinnitus loudness is a main aspect 
of tinnitus but it is not clear whether the degree of insomnia is directly related to 
tinnitus loudness or whether the degree of insomnia is related to psychological 
factors such as annoyance that are themselves related to tinnitus loudness (Aazh 
and B. C. J. Moore, 2019). Folmer and Griest (Folmer and Griest, 2000) reported 
that insomnia is associated with greater perceived loudness and severity of tinnitus. 
But they did not consider the effect of other factors known to be related to 
insomnia, such as depression, anxiety, cardiovascular disorders, and pain (Jansson-
Fröjmark et al., 2012). In a mediation analysis by Aazh and Moore (Aazh and B. C. J. 
Moore, 2019) no direct relationship between tinnitus loudness and insomnia was 
found. They concluded that this relation is mediated via depression, tinnitus 
handicap and tinnitus annoyance. 
 
Most studies on tinnitus and insomnia analyze just the sleep items included in 
tinnitus questionnaires (Alster et al., 1993; Fioretti et al., 2013; Folmer and Griest, 
2000), only a few studies applied insomnia specific questionnaires that included 
psychological and cognitive variables (Crönlein et al., 2007; Miguel et al., 2014; 
Schecklmann et al., 2015). 
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3 AIMS OF THE STUDIES 

The early recognition and proper management of tinnitus increase not only the 
overall quality of life of the affected patients, most importantly, it will decrease the 
risk of psychological and psychiatric co-morbidities and even suicide behavior. So 
far, tinnitus lacks objective biomarkers that are specific enough to be allocated 
solely to the symptom and methods that are sensitive enough to detect them. 
There is a lot of variation in the clinical presentation, and thus, regional differences 
have to be considered when approaching tinnitus patients. We studied Finnish 
patient populations that had been managed by ENT specialists in Helsinki, Finland. 
 
Our specific aims were: 
Study I 
To record and analyze retrospectively clinical and psycho-physical characteristics of 
MIHD in individuals who had experienced a single trial of acoustic overstimulation 
from music. 
 
Study II 
To study retrospectively children having troublesome tinnitus in order to identify 
suspected triggers for tinnitus and accompanying morbidities. 
 
Study III 
To measure and quantify prospectively deviations in affective processing in patients 
suffering from tinnitus using behavioral and physiological parameters. 
 
Study IV 
To review available reports on the prevalence of suicide and suicidal behavior with 
tinnitus patients in order to collate current concepts and to identify possible 
alarming signs and risk factors. 
 
Study V 
To study prospectively how tinnitus patients perceived their tinnitus sound. 
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4 PATIENTS AND METHODS 

4.1 PATIENTS 

Ethical considerations 
The design of studies I and II required no Research Ethics Board approval as these 
were based only on patient charts. Data were collected retrospectively, and the 
studies had no impact on ongoing treatment decisions. Institutional research 
permission was granted. 
 
All parts of the studies III and V were approved by the Research Ethics Board at the 
Helsinki University Hospital and conducted in line the Declaration of Helsinki (7th 
revision 2013). Prior to enrollment, each participant received written and oral 
information on the study and signed a consent form. 
 
No segregation of cases was made on the basis of audiometric results or 
sociodemographic variables. 
 
Study I 
Data on clinical and psychophysical characteristics of 104 consecutive outpatients 
presenting to the Helsinki Tinnitus Clinic (Helsinki, Finland) from January 2010 to 
March 2014 were analyzed retrospectively. The patient population consists of 71 
males and 33 females with an age ranging from 14 to 62 years. The major inclusion 
criterion was tinnitus triggered by an exposure to loud music within three months 
before the first visit. Specific exclusion criteria were: time delay more than 100 days 
from the traumatic exposure; presence of otologic or neurologic diseases prior to 
the noise trauma; and history of vertigo or dizziness. 
 
Study II 
A series of 5768 patients who had been managed for tinnitus complaints at the 
Department of Otorhinolaryngology – Head and Neck Surgery at the Helsinki 
University Hospital between 2010 and 2015 with tinnitus complaints were 
retrospectively screened. Among them we identified 112 children under the age of 
19 years. The cohort consists of 45 girls and 67 boys. All patients had troublesome 
tinnitus that had led to a referral and consequent visit to our institution. No 
segregation of cases was made on the basis of audiometric results or socio-
demographic variables.  
 
Study III 
Ten tinnitus patients participated in this prospective study between May and 
September 2017. All participants were patients at the Hearing Center at the 
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Department of Otorhinolaryngology – Head and Neck Surgery, Helsinki University 
Hospital (Helsinki, Finland) and had been referred to the Hearing Center by general 
practitioners because of bothersome tinnitus. All patients had undergone standard 
audiological evaluation by an ENT specialist prior to participating in this study. 
 
Study V 
In this study 26 patients participated between December 2017 and May 2018. All 
participants were patients at the Department of Otorhinolaryngology – Head and 
Neck Surgery, Helsinki University Hospital, Helsinki, Finland and had been referred 
to the Hospital by general practitioners because of bothersome tinnitus. All 
patients had gone through standard audiological evaluation by an ENT specialist 
before participating in this study. 
 

4.2 AUDIOLOGICAL EXAMINATIONS 

Study I, II and V 
All patients underwent standard audiological examination including pure tone-
audiometry for frequencies ranging from 125 Hz to 12.0 kHz for both ears. Clinical 
audiometers and earphones (Interacoustic AC 40 and Telephonics TDH 39 P) 
generated and reproduced the acoustic signals in a sound-proof chamber. The 
audiometer was calibrated according to ISO 8253-1:2010 standard (International 
Organisation for Standardization 2010). TDH 39 P headphones were used and 
calibrated according to IEC 60318-3:2014 standard (International Electrotechnical 
Commission 2014). 
 
Study I 
Psychoacoustic pitch and loudness matches were determined for each patient. 
 

4.3 PSYCHOPHYSICAL EVALUATIONS 

Study I, III, V 
Tinnitus severity was evaluated using the THI. The THI is a self-report 25-item 
questionnaire with three answer possibilities (no; yes; sometimes) that yields highly 
reliable scores ranging from 0 to 100. It is one of the most commonly used 
questionnaires to quantify the impact of tinnitus on daily life. There exist no 
validated THI questionnaire in Finnish. The original English version was translated 
into Finnish to be used in these studies. The Finnish version was back translated 
into English to exclude incorrectness in translation. The THI score was calculated 
according to the original questionnaire (yes=4, sometimes=2, no=0). 
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Study I 
Tinnitus loudness and annoyance were characterized using the visual analogue 
scale (VAS), which is a measurement instrument for purely subjective symptoms. 
Awareness of tinnitus is given in percentage (0–100%). 
 

4.4 SOUND STIMULI 

Study III 
Sounds from the IADS-2 database (Bradley and Lang, 2007; Stevenson and James, 
2008) were used in the study. Sixty samples were chosen in three affective 
categories based on the normative ratings of the sounds. The three categories 
were: negative, positive and neutral. Sounds were presented at a comfortable level 
via Audio Technica ATH-M50x professional circumaural monitor headphones 
connected to the headphone output of an Apple MacBook Pro. 
 
Study V 
The experiment was implemented on an iPad mini tablet computer (Apple Inc., CA, 
USA), and the sounds were played through Audio Technica ATH-M50x professional 
circumaural monitor headphones connected to the headphone output of the tablet. 
The RMS amplitudes of the sounds were A-weighted, but the overall presentation 
level was not controlled; subjects could control the sound volume so that they 
could hear the sounds clearly at a comfortable level. They were also able to 
indicate if they could not hear the sound. 
 

The sounds used in the experiment were: 
1. 125 Hz tone 
2. 125 Hz tone amplitude modulated at 10 Hz 
3. 1 kHz tone 
4. 1 kHz tone amplitude modulated at 10 Hz 
5. 8 kHz tone 
6. 8 kHz tone amplitude modulated at 10 Hz 
7. 16 kHz tone 
8. 16 kHz tone amplitude modulated at 10 Hz 
9. 1/3-octave-band noise centered at 125 Hz (111 Hz – 140 Hz) 
10. 1/3-octave-band noise centered at 125 Hz (111 Hz – 140 Hz) amplitude 

modulated at 10 Hz 
11. 1/3-octave-band noise centered at 1 kHz (891 Hz – 1122 Hz) 
12. 1/3-octave-band noise centered at 1 kHz (891 Hz – 1122 Hz) amplitude 

modulated at 10 Hz 
13. 1/3-octave-band noise centered at 8 kHz (7127 Hz – 8980 Hz) 
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14. 1/3-octave-band noise centered at 8 kHz (7127 Hz – 8980 Hz) amplitude 
modulated at 10 Hz 

15. 1/3-octave-band noise centered at 16 kHz (14254 Hz – 17959 Hz) 
16. 1/3-octave-band noise centered at 16 kHz (14254 Hz – 17959 Hz) amplitude 

modulated at 10 Hz 
 

4.5 EXPERIMENTAL PROCEDURE 

Study III 
Eye Tracking: 
Pupil diameter, expressed in number of raw pixels, from both eyes was recorded 
with a head-mounted SMI 3D VOG eye tracking system at a sampling rate of 50Hz. 
Eye tracking was performed continuously throughout the experiment, along with 
the below-described experimental procedures. 
 
The participants were seated in an upright position in front of a computer monitor. 
The auditory stimuli and visual instructions were presented using the PsychoPy 
toolbox (Peirce, 2007) running on an Apple MacBook Pro, to which the external 
monitor and keyboard for response collection were connected (Figure2). 
 
For each individual sound, the following trial structure was carried out: 

• A text “Get ready for the next sound” was shown on the monitor for 3 s. 
• A fixation cross was shown in the middle of the monitor. 
• After 4 to 6 s the sound sample was played.  
• The fixation cross was shown up to 5 s after the end of the sound. 
• A valence self-assessment manikin (SAM) scale (Bradley and Lang, 1994) was 

shown and the participant was asked to enter their value rating from 1 to 9. 
• An arousal SAM scale was shown, and the participant was instructed to enter 

their value rating from 1 to 9. 
• A blank screen was shown for 3 s before moving to the next trial. 

 
The experiment was split into two separate blocks, both containing 30 sounds from 
each category. 
 
During one of the blocks, the participant received transcutaneous vagus nerve 
stimulation (tVNS), administered to the left tragus at a level exceeding the tactile 
threshold but below nociceptive threshold. tVNS was applied to study if it affects 
pupil reactions, i.e. constriction and/or dilation, upon sound exposure. There was 
no electrical stimulation in the other block. The block in which tVNS was applied 
was chosen randomly for each subject.  
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Figure 2: Trial arrangement for the eye tracking and sound presentation (photograph taken by Mika 
Vuoto). 
 
Study V 
For each participant the following structure was employed: 

• the participants were shown a pre-determined list of adjectives that have 
been used to describe tinnitus sounds in Finnish tinnitus questionnaires. 
Next to each adjective was a slider control, which the participants used for 
indicating how well the related adjective described their own tinnitus sound. 
The left extreme of the slider corresponded to “Does not describe my 
tinnitus sound at all”, and the right extreme of the slider corresponded to 
“Describes my tinnitus sound perfectly”. 

• the participants listened to continuous synthesized sounds. Their task was to 
use the same adjectives and slider controls as in step 1 and rate how well the 
adjectives described the synthesized sounds. In addition, they rated how 
similar the synthesized sound was to their tinnitus sound using a slider 
control. The left extreme of the slider corresponded to “Not at all like my 
tinnitus sound” and the right extreme of the slider corresponded to 
“Identical to my tinnitus sound”. Participants listened to the sounds in a 
randomized order. 

 
There were no intermediate visual markers on the slider scales. The slider positions 
were internally converted to a value from 0 to 100, but this value was not shown to 
the participants. 
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4.6 STATISTICAL ANALYSIS 

The statistical analyses were performed using IBM SPSS statistics, Version 22 (SPSS 
Inc., Chicago, USA). The data are reported as mean ± standard deviation (SD). All 
tests were performed as two-sided with the significance level set at 0.05. 
 
Study III 
For each response, the subject’s own SAM rating was subtracted from the 
normative value from the IADS-2 database to get a measure of deviation from 
normative values. 
 
Pupil size time series was averaged across both eyes, after which the signal was 
smoothed using a 15-sample median filter. Trials with more than 20% of blinking 
were rejected and not included in further analysis. As a final preprocessing step, 
pupil dilation was expressed as a relative value with respect to the average of a 2-s 
baseline period prior to sound onset. Pupil responses were compared across the 
three sound categories by calculating an average dilation between 2- and 8-s after 
stimulus. For each subject, the averaging was performed across time and across all 
sounds in belonging to the same category, in total resulting in three values for each 
individual. Pairwise t tests were performed between the different categories to test 
the null hypothesis that the average pupil dilation did not differ between sound 
categories, and the alternative hypothesis being that the pupil responses would be 
larger or smaller depending on the sound category. 
 
Study V 
The slider positions were converted to an integer value from 0 to 100. For each 
presented sound, this resulted in a rating profile with 18 values corresponding to 
the different adjectives. As a first analysis step, the highest-ranked adjective was 
determined for each sound. This approach was thought to provide roughly similar 
results as would a task, where the participant would be asked to pick one adjective 
that best describes the sound. The consistency between individual participants’ 
rating profiles of the same sound was assessed using intra-class correlation with a 
two-way random, single score ICC(C,1) model, where each participant was treated 
as a rater, and each adjective was treated as a rating unit. 
 
Another option of analyzing the intra-individual consistency in ratings is to look only 
at a single adjective at a time and treat each sound as a subject, again taking 
individual participants as raters. Here, Krippendorff’s alpha was used as a measure 
of inter-rater reliability, due to the fact that each rater (participant) possibly rated 
only a random subset of the units (sounds). 
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4.7 LITERATURE REVIEW 

Study IV 
A comprehensive systematic literature search was performed in PubMed, Ovid, and 
Cochrane databases using the following search terms: ("tinnitus"[MeSH Terms] OR 
"tinnitus"[All Fields]) AND (("depressive disorder"[MeSH Terms] OR 
("depressive"[All Fields] AND "disorder"[All Fields]) OR "depressive disorder"[All 
Fields] OR "depression"[All Fields] OR "depression"[MeSH Terms]) AND 
("suicide"[MeSH Terms] OR "suicide"[All Fields])). 
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5 RESULTS 

5.1 MUSIC INDUCED HEARING DISORDERS 

Of the patients included, 87.5% presented within 30 days (range 5–91 days) from 
the acoustic overstimulation from music. Two-thirds of the affected were male. The 
traumatic exposure had occurred in concerts (41%) or nightclubs (31%), during 
band playing (21%), using headphone (4%) or during studio work (2%). Tinnitus was 
experienced most often (78%) as a high frequency tone such as whining, ringing, 
beeping, whistling or TV-tuning sound at 6.0kHz (n=13), 8.0kHz (n=26), 10.0kHz 
(n=25) and 12.0kHz (n=17). The sound level of tinnitus-matched tones (n=90) was 
relatively low. In 21% of the cases, tinnitus was matched to a tone higher than 30dB 
(HL). The severity of the tinnitus was scored using THI. The scores ranged from 0 to 
94 (average ± SD, 43.1 ± 22.8). The majority reported of mild (26%) or moderate 
(29%) symptoms, and all others complained of slight (13%), severe (15%) or 
catastrophic tinnitus (9%).  
 
Relevant comorbidities were sleeping disorders (71%), concentration disorders 
(40%) and anxiety disturbances (40%). Hyperacusis was present in 65%. 
 
It was one of the major aims of this study to relate subjective hearing dysfunctions 
with detectable loss of hearing thresholds. Unexpectedly, hearing as measured by 
pure-tone audiometry was normal in 60% of the patients, 31% had a (chronic) high 
frequency and 9% a mild low frequency hearing loss. None of the patients reported 
acute hearing loss at the time of the examination, but two had been diagnosed 
with temporary threshold shift immediately after the music trauma. 
 
In order to correlate the THI scores with subjective perception, tinnitus was rated 
similar to VAS (from 10 to 100). The values (average ± SD) for loudness, annoyance 
and awareness were 42.4 ± 19.4, 54.2 ± 23.6 and 60.3 ± 24.7, respectively. VAS 
values and awareness correlated strongly with THI scores (p < 0.001 each). 
However, no clear correlation was found when the THI scores were correlated with 
hearing loss. The finding that 68 (65%) patients reported symptoms of hyperacusis 
prompted us to quantify the hyperacusis occurrence in the different severity classes 
of tinnitus. As expected, higher THI scores increased the probability of suffering 
from hyperacusis dramatically. With THI scores describing slight, mild or moderate 
tinnitus it is 1.3–2.5 times more likely to develop hyperacusis. With severe or 
catastrophic tinnitus, the ratio increases to 8–13. 
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5.2 TINNITUS IN CHILDREN 

The age of all children reporting to clinic with suspected tinnitus ranged from 6 to 
18 years (average ± SD 14.4 ± 2.9). The tinnitus was classified idiopathic in the 
absence of a disease-related trigger in the patient’s clinical history when presenting 
with first symptoms in 15%. However, 14% had experienced a noise trauma, 12% 
had a history of middle ear infection, 4% reported a preceding viral infection, one 
patient suffered from an earlier basilar skull fraction, and 16% of the children had 
undergone orthodontic treatment, another 12% showed muscular neck tension, 
and 9% showed various psychological disorders. 
 
In 58% of the cases, the tinnitus was bilateral while an isolated right or left side 
involvement was seen in 24% and 18%, respectively. Tinnitus was almost exclusively 
described as continuous high-frequency tone (96%). Only 5 children reported of a 
pulsatile quality. A diagnostic MRI of the brain in these patients revealed no 
pathological abnormalities of the vascular pattern. 
 
The hearing capability was measured by pure-tone audiogram. There are different 
approaches to define hearing loss. We classified hearing capability as normal if 
hearing loss was less than 25 dB at one or several frequencies or according to the 
pure-tone average (80% of all cases). 
Only 23 patients presented a clinically relevant hearing loss. In all, 21 had a 
sensorineural and two a conductive impairment. 20 patients had unilateral and only 
3 patients bilateral hearing loss. Typical co-morbidities were observed such as 
sleeping disorders in 38%, concentration disorders in 12% and hyperacusis in 9% of 
the cases. Of note, children experienced a delay of roughly 12 months from first 
symptoms to presentation at our clinic. 
 

5.3 AFFECTIVE PROCESSING IN TINNITUS PATIENTS  

Subjective ratings of the sounds by tinnitus patients differed significantly from the 
normative ratings. For positive sounds, both valence and arousal were below 
normative values. In negative and neutral sounds, only arousal ratings were lower 
than normative values. 
 
The pupillometry data show that negative sounds elicited a greater mean dilation 
during 2–8 s, compared to neutral (t = 4.4, p < 0.01) and positive sounds (t = 2.4, p 
< 0.05). No significant difference was found between responses to neutral and 
positive sounds. 
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5.4 TINNITUS AND SUICIDE  

Search results 
We identified a total of 22 reports that conformed to our search terms in three 
public databases, i.e. PubMed, Ovid, and Cochrane (for details please refer to 
Patients and Methods). The abstracts of all reports were evaluated carefully leaving 
10 reports eligible for further analysis based on predefined inclusion criteria. 
Overall, we identified three types of articles: prevalence studies, case reports and 
review articles. 
 
Prevalence studies 
We found five prevalence studies. Vogel et al. (Vogel et al., 2014) conducted a 
survey among 943 students in Dutch inner-city senior-secondary vocational schools 
in 2014 with the aim to study music-related hearing impairments. The students 
answered questionnaires about their sociodemographic background, music 
listening behaviors and health. Indeed, 10% of the students reported permanent 
hearing-related symptoms like tinnitus, muffled sounds, distortion, hyperacusis or 
hearing loss. One query related at the mental health status was: “I often or very 
often seriously thought to end my life during the past 12 months. (yes/no)”. 
Students affected by hearing impairments reported two-times more often 
symptoms of depression, thoughts about suicide and adverse self-assessed general 
and mental health. Although this study falls short in validating an intimate 
relationship between tinnitus and suicide, it does support the notion that hearing 
impairments and mental health are interrelated pathologies. 
 
Seo et al. (Seo et al., 2016) conducted one of the first large-scale surveys to 
validate a relationship between suicidal behavior and tinnitus (suicidal thoughts as 
well as unsuccessful suicide attempts). The authors examined data from 17,446 
South Koreans in the Korean National Health and Nutrition Examination Survey 
(KNHANES). The presence of tinnitus was evaluated by the question: "Have you 
ever heard a noise (humming, hissing, ringing, humming, humming, machine noise) 
in your ear in the past year? (yes/no)". If answered with ‘yes’, the authors graded 
tinnitus severity by the question: "How severe is this noise in your daily life? (not 
annoying/ annoying; irritating; severely annoying and causes sleep problems)". 
Finally, suicidal thoughts were judged by the question: "In the last 12 months, did 
you think about committing suicide? (yes/no)". If a person confirmed suicidal 
thoughts, a follow-up question asked for actual suicide attempts. Interestingly, 
20.9% of tinnitus patients reported of suicidal thoughts, compared to 12.2% in the 
healthy cohort and 1.2% of tinnitus patients admitted to have undertaken suicide 
attempts compared with 0.6% in the healthy cohort. Thus, this study gave first 
concrete evidence for a relation between tinnitus suicidal thoughts but failed, due 
to its design, to validate a relation between tinnitus and suicide. 
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Using data from the same survey, the fourth and fifth KNHANES conducted from 
2008 to 2012, Han et al. (K.-M. Han et al., 2018) searched for the presence and 
severity of tinnitus, depressive mood, suicidal ideation, perceived usual stress level, 
and socioeconomic and health-related variables in 28,930 adults (aged ≥19 years). 
As shown in the study by Seo et al. (Seo et al., 2016), tinnitus and its severity 
associated significantly with the presence of depressive mood and suicidal ideation. 
Furthermore, the study revealed that tinnitus, depressive mood and suicidal 
ideation share common socioeconomic and health-related risk factors. 
 
One study was conducted by the National Health Service in the United Kingdom 
(Aazh and B. C. J. Moore, 2018) in audiology outpatients with tinnitus and 
hyperacusis to assess the prevalence of and factors related to suicidal and self-harm 
ideations. 150 out of 402 patients answered the Patient Health Questionnaire, item 
9 (PHQ-9), and of these, 13% indicated that they had suicidal or self-harm ideations 
in the past 2 weeks. Statistically significance was found for correlations between 
suicidal and self-harm ideations and tinnitus handicap, hyperacusis handicap, 
insomnia, and VAS scores. Interestingly, suicidal and self-harm ideations decreased 
with increasing age. A mathematical regression model revealed that abnormal 
depression scores increase the chance for suicidal and self-harm ideations by factor 
6.2. It was concluded that audiologists should be aware of these comorbidities and 
eventually offer help. 
 
A different approach was used by Martz et al. (Martz et al., 2018). In a large study 
on 769,934 U.S. veterans seeking medical aid between January 2002 and 
December 2011, tinnitus was diagnosed in 15% (n =116,358). Of these veterans 
diagnosed with tinnitus, 21% revealed symptoms of depression, 8% anxiety and 
17% a combination of both. Hearing loss was co-occurring in 41.9%. The most 
surprising finding was that suicide rates among veterans with tinnitus was lower 
than veterans without tinnitus. Also, the presence of other mental-health 
comorbidities did not increase the risk of suicide. 
 
Case reports 
We identified two publications describing individual cases of tinnitus patients and 
suicide and categorized them as quasi case reports. One of the first analyses on this 
issue was conducted by Lewis et al. in 1994 (Lewis et al., 1994). The authors 
evaluated a 20-idem tinnitus suicide questionnaire obtained from audiological 
clinics worldwide. 28 cases of suicide were identified from individuals with known 
tinnitus complaints. The authors pointed out that the onset of tinnitus represents a 
significant event in life and determined certain risk factors that increase the risk for 
suicide amongst tinnitus patients, which are male gender, low social economic 
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status, social isolation, bereavement and depression. The study remained 
descriptive, however, and thus did not allow clear-cut conclusions. 
 
Another report (Frankenburg and Hegarty, 1994) was published on two patients 
suffering from tinnitus and with documented suicide attempts. The patients had 
histories of significant psychiatric comorbidities including depression and paranoid 
disorder. It was concluded that a relation between tinnitus, hallucination, suicidal 
attempts and depression is possible. But a robust conclusion cannot be made due 
to the descriptive nature of the study and the low number of cases. 
 
Review articles 
In 2001 a literature review on tinnitus and suicide released 1966-2001(Jacobson 
and McCaslin, 2001) was published. Out of twelve articles identified from their 
literature search, eight articles were excluded. The sample size in all remaining four 
articles was small. Interestingly, two articles discussed in this review did not appear 
according to our more stringent criteria. The authors claim that a predictive 
relationship between tinnitus and suicide cannot be concluded. Instead, the 
authors suggest that not tinnitus per se provokes suicidal ideation, but a 
combination of psychiatric comorbidities increases the suffering from tinnitus and 
trigger the fatal decision. 
 
A literature review on suicide in deaf populations was conducted (O. Turner et al., 
2007) and 13 related reports were identified. Little evidence was found to suggest 
that risk factors for suicide in deaf people differ from those in the general 
population and just as seen for tinnitus, a higher level of depression and perceived 
risk for suicide was found among compared to control groups. Interestingly, Turner 
et al. discuss in detail a number of articles on tinnitus and suicide without offering a 
conclusive answer on a possible correlation. 
 
Pridmore et al. (Pridmore et al., 2012) investigated a possible link between suicide 
and tinnitus by searching in newspapers and the internet for ‘stories’ over the past 
decade. They reported four cases in which tinnitus appeared to precede suicide. 
The researchers have noticed that, the data presented in their article are anecdotal 
and cannot provide reliable arguments for or against a causal relationship between 
tinnitus and suicide. Nevertheless, it was suggested that health professionals 
should be attentive to those who are significantly concerned about their tinnitus 
and refer them to mental health providers. 
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5.5 SOUND PERCEPTION OF TINNITUS PATIENTS 

All sounds were labeled differently according to their frequency. In the first task 
50% of the tinnitus patients top-rated “beeping” as the adjective to best describe 
their tinnitus. All pure tones (0.125, 1, 8, 16 kHz) were most of the percentage 
listed as a tone (30-47%), all other given adjectives describe sounds like roaring, 
humming, whining, hissing, wailing, rumbling; accept the 0.125 kHz tone, which 
was labeled in 11% as honking tone. The AM tones were described as follow: 0.125 
kHz: 30% tooting, 20% roaring, 1kHz: 41% beeping, 27% whining, 8 kHz: 
24%whining, 24% cricket like, 16 kHz: 33% beeping, 13% cricket like. The 1/3-
octave-band noise centered at different frequencies were most of the percentage 
perceived as roaring and humming (20%), whining (32%), hissing (30%), swooshing 
and hissing (36%). If the given noise was amplitude modulated the adjectives 
change to cricket-like (59%), hissing (37%), humming (24%). Water-like sounds were 
identified for broad-band pink noise (30%), while the most given description for 
that noise was roaring (35%). 
 
The highest intraclass correlation was found for pink noise (ICC: 0.578), meaning 
that for pink noise, the participants rated the descriptiveness of the given 
adjectives in the most consistent way among the current set of sounds. The lowest 
intraclass correlation was found for the 1-kHz AM noise (ICC: 0.107). 
 
For all other played sounds (16, see in the “Subjects and methods”) no correlation 
was observed. Also, in the usage of the sound describing adjectives no correlation 
was found (Krippendorff’s alpha >0.5). 
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6 DISCUSSION 

Tinnitus describes the sensation of a tone, whistle, beep or other noise in the 
absence of a physical sound. It may be the symptom of a cochleopathy but exact 
anatomical correlates have not been found and disease etiologies are still under 
debate. Tinnitus may be the consequence of noise exposure, trauma, psychological 
stress situation, age, genetic predisposition or a combination of all. As a 
consequence, current treatment approaches are largely symptomatic and thus do 
not offer a cure. One rare exception to this notion may be the electric stimulation 
via a cochlear implant, which has proven to be well-tolerated and effective in 
restoring hearing in deaf people (Elgandy et al., 2018). Despite some tests with 
apparent positive outcome in tinnitus patients (Elgandy et al., 2018), the U.S. Food 
and Drug Administration did not yet approve this as a tinnitus therapy. Thus, more 
research is needed to explore this option. Although tinnitus itself is not lethal, it is a 
condition best described as debilitating and may induce depression and may 
promote suicidal thoughts and actions. It may equally be a comorbidity of another 
psychiatric condition. In brief, since tinnitus is difficult to quantify, if measurable at 
all, any clinical observation that may uncover etiologic relationships are of great 
importance to better understand the disease, the suffering and to implement a 
therapeutic approach. 
 
Here, medical records were retrospectively analyzed to identify risk factors leading 
to tinnitus, e.g. regular listening to music. Furthermore, children have been 
identified as equally affected. Altogether, this shall sensitize medical personnel, 
nurses and doctors, but also family members for the disease, the individual 
suffering and adverse consequences, e.g. suicidal acts. Finally, novel experimental 
attempts were undertaken to grade or actually visualize the degree of suffering. 
Two mutually independent approaches were followed. First, tinnitus was compared 
to the individual affective processing, i.e. giving tinnitus a score or subjective 
ratings. Second, tinnitus was quantified using surrogate parameters such as 
unconscious responses of the autonomous nerve system, i.e. pupillometry. 
 

6.1 MUSIC INDUCED HEARING DISORDERS 

The present study investigated 104 consecutive tinnitus patients who had 
experienced loud music exposure and consequently developed a hearing disorder. 
The results reveal that music can cause an acute trauma with subsequent various 
degrees of hearing impairments, above all tinnitus. Severity of tinnitus (THI) and its 
subjective ratings correlated strongly with each other but not with hearing loss as 
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recorded by tone-audiograms. Our data support the results of previous studies in 
both mice and guinea pigs showing that there is a loss of roughly 50% of the 
synapses on all hair cells throughout different cochlear regions after a noise 
exposure (Kujawa and Liberman, 2009; Lin et al., 2011). This dramatic CS can occur 
in the absence of hair cell loss. With progressing CS, the affected neuron is 
functionally disconnected from the hair cell and thus carries no auditory information 
to the central nervous system. It is important to conclude that every sound 
exposure above certain levels poses a risk to develop CS, which due to the lack of 
clinical correlates was coined ‘hidden’ hearing loss (HHL) (Kujawa and Liberman, 
2009; Schaette and McAlpine, 2011). Here, we confirm that tinnitus and hearing 
loss can emerge independently but due to the lack of objective audiometry 
methods and the restricted observation period it is invalid to conclude correlations. 
Nevertheless, support for tinnitus as an early symptom of CS comes from another 
study (Schaette and McAlpine, 2011), where a reduced amplitude of ABR wave I 
was found in tinnitus patients with normal hearing thresholds. There is evidence 
that noise exposure in the past is associated with difficulties in speech 
discrimination and temporal processing, even in the absence of any audiometric 
loss (Plack et al., 2014). This is also of importance for the well-described abuse of 
headphones, which is apparently underrepresented in our study. We assume that 
we undervalue the real number of affected because headphones are used primarily 
by the very young while symptoms become evident relatively late, sometimes 
without experiencing a singular trauma. Extensive information campaigns within 
groups of risk shall significantly decrease the incidence. This can be concluded from 
the fact that professional musicians were less often affected than the visitors of 
their concerts. Proper risk recognition leads to the use of ear protection and down 
tuning of on-stage monitors while visitors are still unprotected in the crowd. Taken 
together, the present study shows a high occurrence of tinnitus experienced after 
an acoustic overstimulation by loud music. Current concepts show that tinnitus (or 
other noise-induced impairments) may represent a warning sign for beginning CS. 
The problem of MIHD is widespread in the general population but under-perceived 
since impairments accumulate over time also from nonpathogenic noise exposures. 
Concerted information campaigns using social networks are needed to reach the 
adolescents at risk. Only a better understanding of MIHD and public awareness will 
allow music enjoyment without exposure to noise. 
 

6.2 TINNITUS IN CHILDREN 

The aim of the study was to compile clinical data that characterize tinnitus in 
pediatric patients. The retrospective design of this study allowed a quick survey 
over a period of five years. At the same time, this is its biggest limitation as all 
information is to medical records and follow-up examinations are not possible. 
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The most troublesome result of this study is the confirmation of pediatric tinnitus as 
a largely ignored symptom. The time between the first appearance of symptoms 
and a presentation in our clinic was slightly above 12 months. It seems that children 
with the first symptoms of tinnitus are diagnosed and treated for too long in local 
services and referred to a special clinic as last resort. The reason for this 
unexpected pattern may be that children do not generally report tinnitus 
spontaneously and their complaints may not be taken seriously enough (Mills et al., 
1986). It has also been suggested that children consider the presence of the ear 
noises as normal. This is especially true if they have had it for a long time, or if they 
are distracted from their environment, for example, when playing with their favorite 
toys or enjoy other activities that makes them forget it (Aksoy et al., 2007). 
 
Our data disclose that tinnitus in children is not necessarily connected to hearing 
loss and cannot always be related to an initiating trigger. Most children in our study 
had normal hearing abilities while inversely, the prevalence of tinnitus is up to 46% 
(Juul et al., 2011)in children with normal hearing threshold and 62% (Graham, 1981) 
in children with hearing loss. Also, in our patients group a history of middle ear 
pathology was reported in only 12 %, which seems not to be a significant factor in 
the genesis of tinnitus in children. This result is in line with previous studies where 
no statistical differences between children with or without middle ear pathology 
was found (Mills and Cherry, 1984; Savastano, 2002). In contrast, we identified jaw 
misalignments and malocclusions treated by orthodontics as the most common 
trigger. The relationship between the two is still only partially understood 
(Rubinstein, 1992), nevertheless, the prevalence of tinnitus in patients with jaw 
misalignments and malocclusions ranges up to 76% (Tuz et al., 2003), which is a 
much higher rate than that of the general population. 
 
Of the included children, 14% reported a noise exposure-initiated tinnitus. Leisure 
time noise exposures earlier considered playing only a minor role as a health 
hazard is more and more recognized as a major risk factor. Adolescents and 
teenagers often expose themselves to loud music and excessive noise levels during 
social and music events: noise levels between 104 and 112 dB (A) can be measured 
in nightclubs and discos (Gilles et al., 2013). A recent study on students at British 
universities showed that 88% of students experienced tinnitus after leaving a 
nightclub and 66% suffered from music-induced hearing disorder in the following 
morning. It was also reported that the use of hearing protection, and knowledge 
about the risks of loud music were negligible (Johnson et al., 2014). There is now 
evidence that prior noise exposures can exacerbate and accelerate age-related 
hearing loss and can cause irreversible neural damages in the absence of elevated 
hearing thresholds (Kujawa and Liberman, 2009; 2006). 
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6.3 AFFECTIVE PROCESSING IN TINNITUS PATIENTS  

In this study we show, that subjective ratings by tinnitus patients differed from 
normative ratings especially in the positive sound category, where the valence of 
sounds was rated significantly below those reported in the IADS reference 
document. This finding is in line with the results reported by Fournier et al. (2014), 
who compared responses between a tinnitus group and a non-tinnitus control 
group and found that tinnitus sufferers rated positive emotion-carrying sounds and 
images as less positive compared to the control group, whereas ratings of negative 
and neutral stimuli did not differ between the groups. Our results are also in full 
accordance with the study by Carpenter-Thompson et al. (2015) who found that the 
response of the limbic system differed between tinnitus and control subjects for the 
positive sounds when analyzing sound-evoked brain activity with fMRI (Carpenter-
Thompson et al., 2015). We were able to support this finding by pupillometry, 
which shows the same response attenuation for positive sounds. 
 
The diminished valence ratings of positive sounds are similar to those seen in 
subjects with depressive symptoms. While viewing images of positive and negative 
content, depressive patients have repeatedly been shown to differ from control 
groups only in the positive and not in the negative or neutral categories 
(Berenbaum and Oltmanns, 1992; Dunn et al., 2004; Sloan et al., 1997; 2001). 
These findings have been explained to underpin the so-called positive attenuation 
hypothesis of depression, which suggests that depression is best characterized by a 
lack of positive affect instead of excessive negative affect (Bylsma et al., 2008). 
Tinnitus and depression also often co-occur (Baguley et al., 2013; H.-J. Kim et al., 
2015; Lockwood et al., 2002; McKenna et al., 2014; Nondahl et al., 2011), and it is 
possible that the current results reflect the comorbid depression rather than any 
mechanism that would be specific only for tinnitus. Unfortunately, we did not 
collect data regarding the depressive symptoms of the subjects, but the findings 
that the dampening of positive affect may be preceded by depressive symptoms 
could mean that the relationship between depression questionnaire scores and 
valence ratings might not be so straightforward. Anyhow, future studies in tinnitus 
involving the use of affective stimuli could benefit from controlling for depression 
symptoms. 
 
We were not able to show an effect of tVNS on the subjective ratings or on the 
pupillometric results. Previously, invasive VNS has been shown to induce a pupil 
dilation in a study without auditory or other stimuli presented during measurement 
(Desbeaumes Jodoin et al., 2015). An explanation for finding no effect of tVNS is 
that tVNS and pupillometry are presented by different parts of the autonomic 
nervous system, and therefore no effect could be found. The auricular branch of 
the vagus nerve, targeted in tVNS, is part of the parasympathetic system (Badran et 
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al., 2018a; 2018b; Kraus et al., 2007), while the pupil size is controlled by the 
sympathetic and parasympathetic systems (Eckstein et al., 2017; Laeng et al., 2012). 
It has been shown that the pupil dilation in response to affective sounds is mostly 
reflected by the sympathetic nervous system activity (Bradley et al., 2008). That’s 
why the possible effects of tVNS may not be directly displayed in the pupil 
response. Other measures of autonomic system activity with a more direct target to 
the parasympathetic system, such as heart rate variability might be better suited for 
monitoring the acute effects of tVNS (Clancy et al., 2014; Ylikoski et al., 2017). 
 
This is the first study investigating the pupil responses to affective sounds in 
tinnitus patients. Pupillometry is a relatively inexpensive and easy approach to be 
administered in the evaluation methods of tinnitus patients. The study 
demonstrates that pupillometry can be used as a feasible option for studying 
autonomic activation in tinnitus patients. 
 

6.4 TINNITUS AND SUICIDE 

Among developed countries, Finland has a relatively high suicide rate. This is in 
contrast to the overall positive perception of living condition. In 2013, the average 
mortality rate from suicide in Finland was 16.4 individuals per 100 000 populations 
as compared to 12.8 in countries organized in the Organization for Economic Co-
operation and Development (OECD). Suicidal thoughts and initial attempts may 
precede actual suicide completion (Jacobson and McCaslin, 2001). The most 
prominent risk factor therefore is depression. The link between tinnitus and 
emotional disorder has been investigated in several studies (Andersson et al., 2009; 
Malouff et al., 2011). Tinnitus can vary in its phenomenological characteristics and 
in the amount of the related distress. It can cause severe distress on individuals and 
has been shown to be correlated with sleeping disorders, depression and anxiety. It 
may affect the individual’s concentration and ability for attentional focusing and 
working memory and tinnitus can act as an additional stressor of suicide completion 
(Lewis et al., 1994). Thus, to decrease rates of completed suicide, it is very 
important to identify associated warning signs and risk factors. 
 
In this review we wanted to investigate if and how tinnitus can trigger suicidal 
thoughts, suicide attempts and completed suicides. Obviously, all attempts to solve 
this problem are hindered by the fact that suicidal thoughts and behaviors have 
multiple causes. We identified ten articles, five of which describe prevalence 
studies, two discuss case reports, and three reviewed the topic. 
 
In our opinion, the very few prevalence studies (Aazh and B. C. J. Moore, 2018; Lee 
et al., 2018; Martz et al., 2018; Seo et al., 2016; Vogel et al., 2014) are of 



 

43 

paramount importance, even though they suffer from a variety of limitations. One 
limitation is that tinnitus is rarely an isolated event. It may occur in addition to or in 
combination with other pathologies or trigger the development of psychiatric 
comorbidities such as anxiety and depression. It has been reported previously that 
post-traumatic stress disorder and depression alone trigger suicidal behavior (Martz 
et al., 2018). Another limitation is due to the fact that current questionnaires can 
only deal with suicidal thoughts or unsuccessful suicide attempts. In fact, four out of 
five prevalence studies, which relied on self-reporting questionnaires, have shown 
that tinnitus causes suicidal thoughts to varied degrees (Aazh and B. C. J. Moore, 
2018; K.-M. Han et al., 2018; Seo et al., 2016; Vogel et al., 2014). The other study, 
based on retrospective ICD-9-CM/ICD-10 analysis, showed that suicide rate among 
tinnitus patients was lower than in controls (Martz et al., 2018), but this study is 
addresses only successful suicides and not attempts or ideations. Therefore, all self-
reported questionnaires may result in too negative answers and thus over-interpret 
a possible context. 
 
Tinnitus and depression also often co-occur (Baguley et al., 2013; H.-J. Kim et al., 
2015; Lockwood et al., 2002; McKenna et al., 2014; Nondahl et al., 2011). Patients 
suffering from tinnitus show attenuation of positive valence in ratings of affective 
sounds, which is very similar to responses seen in patients suffering from 
depression. In addition, blunted stress hormone levels, such as cortisol, have been 
reported in patients with tinnitus and depression (Hébert and Lupien, 2007). 
Decreased cortisol responses indicate the presence of severe forms of endogenous 
depression and are considered to be a negative predictor of subjective stress and 
tinnitus intensity (Hébert and Lupien, 2009). 
 
In order to better understand the relationship between stress reactions in tinnitus 
and / or depression, further studies are needed that specifically address the 
sequence of events and their consequences. 
 
To express it differently: is a blunted stress response a prerequisite for the 
development of tinnitus and/or depression or is the presence of tinnitus and/or 
depression the reason for the diminished response. Also, if tinnitus and possibly 
psychiatric comorbidities alter hormonal stress responses similarly, is the effect 
additive and thus suicide more likely if tinnitus is accompanied by comorbidities or 
is only the degree of stress response attenuation relevant to which all signaling 
cascades converge individually? 
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6.5 SOUND PERCEPTION OF TINNITUS PATIENTS 

Tinnitus patients describe given simple sounds (pure tones and narrow-band noise) 
very widespread. No correlation could be found in the labeling of the given 
external sounds, accept broad-band noise. Our results are in line with a previous 
study by Wahlström & Axelsson (1995), where also no correlation could be found 
between the person’s labeling of their own tinnitus sound and the earlier given 
subjects. In their study low-level, but audible pure tones of different frequencies 
were presented to tinnitus patients and they were then asked to describe, what 
they have heard. The 4-kHz tone was only listed in 34% of cases as a tone, in 26% 
as a hissing sound, in 18% as a roaring sound, and in the remaining 22% as 
whistling, squeaking, etc. An 8-kHz tone was described as rushing in 48%, in 16% 
as beeping, in 12% as ringing and the remainder as whistling, a cricket sound, a 
dentist drill, etc. Further, we found also another interesting aspect. The subjects in 
our study seemed to agree more on the top-rated adjectives than in the poster by 
Wahlström & Axelsson (1995). For example, beeping was the top-rated adjective in 
50% of the participants in our study, whereas in the poster only 16% described the 
sound as beeping. 
 
It seems that the characterization of external sounds, and also internal percepts 
such as tinnitus, is not easy especially for people with tinnitus who have a cochlear 
damage (cochlear synaptopathy, inner or outer hair cell loss), that can produce 
distortion of sound. 
 
The same difficulties to describe pure tones are reported by hearing impaired 
subjects. It has been suspected that a pure tone might be perceived as noise-like 
when the tone produces maximum arousal fall in the dead region of the cochlea 
(Florentine and Houtsma, 1983; Huss and B. C. J. Moore, 2005). 
 
Psychoacoustic models of tinnitus have mostly been dealt with patient reports of 
tinnitus pitch and loudness (Penner, 1986; 1983; Penner and Saran, 1994). 
Nowadays there is a need to close the gaps between perception, cognition and 
contextual effects (Searchfield, 2014). Auditory perception should be seen as an 
interplay with the acoustic and social environment and the individual’s perception 
of self (Searchfield, 2014). The individual perception is influenced by hearing 
impairment, physical (Nondahl et al., 2011) and mental health (Brunnberg et al., 
2008; J.-S. Kim, 2018), memories and past experience (Zenner et al., 2006). 
Environmental aspects include for instance day time, social venue, work, home and 
activity and social factors like relationship, values, customs or beliefs (Searchfield, 
2014). 
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That indicates, that the subjective descriptions of tinnitus sound, or basically any 
sound, should be interpreted with great care. Since people seem to not agree 
intuitively about the adjectives that they would use for very controlled and simple 
sounds, these descriptions should not be used as grouping variables in studies. 
 
Taken together, tinnitus is difficult to diagnose and even more difficult to quantify. 
Its description relies entirely on the very subjective description of the affected. This 
work shed new light on actual insults of tinnitus and revealed the surprising finding 
that listening to music already represents an insult and it puts special focus on 
patients that have been largely neglected, i.e. children. More interesting, however, 
were attempts to add quantitative measures to the clinical diagnostics. Novel 
technologies and innovative new approaches were tested that may, in the future, 
offer a sensitive means to visualize the suffering in order to acknowledge the 
disease and to optimize and follow up treatment attempts. If successful, such 
approach would revolutionize clinical work and hopefully decrease suffering – 
making tinnitus a manageable and less debilitating condition. 
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7 CONCLUSIONS 

Study I 
Music-induced acute acoustic trauma is not inevitably linked to hearing dysfunction 
as validated by conventional pure tone audiometry. Our results point out “silent 
hearing loss” as the underlying pathology, that may have afferent nerve terminal 
damage rather than hair cell loss as the structural correlate. 
 
Study II 
Tinnitus in the childhood deserves better recognition and a detailed 
characterization of symptoms and triggers is mandatory to sensitize medical 
personnel and care takers for the suffering since ignoring the impairment can have 
severe developmental consequences. We propose that any type of pediatric 
tinnitus should be seen by specialists to initiate proper diagnostics and treatments 
at the earliest possible time-point to avoid adverse consequences. 
 
Study III 
Our results highlight the close link between tinnitus and depression. The current 
study demonstrates that pupillometry can be considered a viable option for 
studying autonomic activation in tinnitus subjects. In addition to affective 
processing, pupillometry—by itself or combined with eye gaze information—can 
also be utilized in experiments designed to probe the working memory, attention, 
or cognitive control, which are also important lines of investigation in tinnitus. 
 
Study IV 
From the above-mentioned literature, we cannot univocally conclude if tinnitus and 
suicide are interrelated entities. There is good evidence, that severe forms of 
depression and tinnitus show altered stress responses such as lowered cortisol 
levels. Further studies are needed to validate this notion. 
 
Study V 
Subjective tinnitus descriptions should be interpreted with great caution. Tinnitus 
patients do not agree intuitively on an adjective for best description even under 
very controlled conditions using simple sounds as applied in this trial. This generally 
invalidates the use of adjectives as cluster variables for the description of tinnitus 
sounds. 
 



 

47 

ACKNOWLEDGEMENTS 

This work was carried out between 2015 and 2019 at the Department of 
Otorhinolaryngology – Head and Neck Surgery of the University of Helsinki and the 
Helsinki University Hospital, and was financially supported by grants from the 
Helsinki University Hospital Research Funds and the Research Funds of the Finnish 
association of otorhinolaryngology and head and neck surgery. 
 
First of all, I would like to thank the patients that kindly accepted to participate in 
some of my studies and patiently put up nearly everything while being examined or 
waiting for the evaluation, and I thank the medical personnel at the clinic and all 
others who supported my studies despite their daily routine. Without you, this 
thesis would not have been possible. 
 
My biggest thanks go to my supervisors, Docent Antti A. Aarnisalo and Professor 
Antti Mäkitie from the Department of Otorhinolaryngology – Head and Neck 
Surgery. You met me at a time that was not easy for me and you supported me 
throughout my time in Finland. Being an ENT doctor means a lot to me and even 
though I could not work in clinic, I feel that my work will do some good to patients 
that suffer from a terrible condition. I am very grateful for the time you spent on 
me, your encouraging words, patience, assistance and, most importantly, your faith 
in me. It was a great pleasure for me to work with you. 
 
I want to sincerely thank my reviewers Docent Reijo Johansson from the 
Department of Otorhinolaryngology – Head and Neck Surgery, University of Turku 
and Docent Ilkka Kivekäs from the Department of Otorhinolaryngology, Tampere 
University for their valuable comments and corrections of my thesis. Thank you for 
being so positive and encouraging. 
 
Special thanks go to the two members of my thesis committee Docent Tuomas 
Klockars from the Department of Otorhinolaryngology – Head and Neck Surgery, 
Helsinki University Hospital and Professor Sampsa Vanhatalon from the Department 
of Children’s Clinical Neurophysiology, Helsinki University Hospital for the guidance 
and good advice. 
 
Warm thanks go all collaborators but I would like to specifically mention Professor 
Jukka Ylikoski from the Helsinki Ear Institute and Dr. Petteri Hyvärinen from the 
Department of Otorhinolaryngology – Head and Neck Surgery. Jukka, you have 
dedicated a lot of time on me, kindly introduced me to some of the projects and 
were a reliable and supportive partner, and you were the driving force in the 



48 

background. Petteri, I don’t know what I would have done without your technical 
expertise, your ideas and unconventional approaches. It was a pleasure to work 
with you and to learn from you. 
 
Finally, I would like to thank my family and my friends. Thanks for being with me. 
 



 

49 

REFERENCES 

Aazh, H., Moore, B.C.J., 2019. Tinnitus loudness and the severity of 
insomnia: a mediation analysis. Int J Audiol 58, 208–212. 
doi:10.1080/14992027.2018.1537524 

Aazh, H., Moore, B.C.J., 2018. Thoughts about Suicide and Self-Harm in 
Patients with Tinnitus and Hyperacusis. J Am Acad Audiol 29, 255–261. 
doi:10.3766/jaaa.16181 

Adamchic, I., Tass, P.A., Langguth, B., Hauptmann, C., Koller, M., 
Schecklmann, M., Zeman, F., Landgrebe, M., 2012. Linking the Tinnitus 
Questionnaire and the subjective Clinical Global Impression: which 
differences are clinically important? Health Qual Life Outcomes 10, 79. 
doi:10.1186/1477-7525-10-79 

Adjamian, P., Hall, D.A., Palmer, A.R., Allan, T.W., Langers, D.R.M., 2014. 
Neuroanatomical abnormalities in chronic tinnitus in the human brain. 
Neuroscience and Biobehavioral Reviews 45, 119–133. 
doi:10.1016/j.neubiorev.2014.05.013 

Aksoy, S., Akdogan, Ö., Gedikli, Y., Belgin, E., 2007. The extent and levels 
of tinnitus in children of central Ankara. Int. J. Pediatr. Otorhinolaryngol. 
71, 263–268. doi:10.1016/j.ijporl.2006.10.008 

Al-Swiahb, J., Park, S.-N., 2016. Characterization of tinnitus in different age 
groups: A retrospective review. Noise Health 18, 214–219. 
doi:10.4103/1463-1741.189240 

Alkharabsheh, A., Xiong, F., Xiong, B., Manohar, S., Chen, G., Salvi, R., Sun, 
W., 2017. Early age noise exposure increases loudness perception - A 
novel animal model of hyperacusis. Hearing Research 347, 11–17. 
doi:10.1016/j.heares.2016.06.018 

Alster, J., Shemesh, Z., Ornan, M., Attias, J., 1993. Sleep disturbance 
associated with chronic tinnitus. Biol. Psychiatry 34, 84–90. 

Andersson, G., 2003. Tinnitus loudness matchings in relation to annoyance 
and grading of severity. Auris Nasus Larynx 30, 129–133. 
doi:10.1016/S0385-8146(03)00008-7 

Andersson, G., Freijd, A., Baguley, D.M., Idrizbegovic, E., 2009. Tinnitus 
distress, anxiety, depression, and hearing problems among cochlear 
implant patients with tinnitus. J Am Acad Audiol 20, 315–319. 
doi:10.3766/jaaa.20.5.5 

Arian Nahad, H., Rouzbahani, M., Jarollahi, F., Jalaie, S., Pourbakht, A., 
Mokrian, H., Mahdi, P., Amali, A., Nodin Zadeh, A., 2014. Translation, 
validity, and reliability of a persian version of the iowa tinnitus handicap 
questionnaire. Iran J Otorhinolaryngol 26, 79–88. 



REFERENCES 

50 

Asplund, R., 2003. Sleepiness and sleep in elderly persons with tinnitus. 
Arch Gerontol Geriatr 37, 139–145. doi:10.1016/S0167-4943(03)00028-
1 

Badran, B.W., Brown, J.C., Dowdle, L.T., Mithoefer, O.J., LaBate, N.T., 
Coatsworth, J., DeVries, W.H., Austelle, C.W., McTeague, L.M., Yu, A., 
Bikson, M., Jenkins, D.D., George, M.S., 2018a. Tragus or cymba 
conchae? Investigating the anatomical foundation of transcutaneous 
auricular vagus nerve stimulation (taVNS). Brain Stimulation 11, 947–
948. doi:10.1016/j.brs.2018.06.003 

Badran, B.W., Dowdle, L.T., Mithoefer, O.J., LaBate, N.T., Coatsworth, J., 
Brown, J.C., DeVries, W.H., Austelle, C.W., McTeague, L.M., George, 
M.S., 2018b. Neurophysiologic effects of transcutaneous auricular vagus 
nerve stimulation (taVNS) via electrical stimulation of the tragus: A 
concurrent taVNS/fMRI study and review. Brain Stimulation 11, 492–
500. doi:10.1016/j.brs.2017.12.009 

Baguley, D., McFerran, D., Hall, D., 2013. Tinnitus. Lancet 382, 1600–1607. 
doi:10.1016/S0140-6736(13)60142-7 

Baguley, D.M., 2003. Hyperacusis. J R Soc Med 96, 582–585. 
Baguley, D.M., 2002. Mechanisms of tinnitus. British Medical Bulletin 63, 

195–212. doi:10.1093/bmb/63.1.195 
Baguley, D.M., Andersson, G., 2003. Factor Analysis of the Tinnitus 

Handicap Inventory. Am J Audiol 12, 31–34. doi:10.1044/1059-
0889(2003/007) 

Baiduc, R.R., Poling, G.L., Hong, O., Dhar, S., 2013. Clinical measures of 
auditory function: the cochlea and beyond. Dis Mon 59, 147–156. 
doi:10.1016/j.disamonth.2013.01.005 

Bartels, H., Middel, B.L., van der Laan, B.F.A.M., Staal, M.J., Albers, F.W.J., 
2008. The additive effect of co-occurring anxiety and depression on 
health status, quality of life and coping strategies in help-seeking 
tinnitus sufferers. Ear Hear 29, 947–956. 
doi:10.1097/AUD.0b013e3181888f83 

Benson, V., Marano, M.A., 1998. Current estimates from the National 
Health Interview Survey, 1995. Vital Health Stat 10 1–428. 

Berenbaum, H., Oltmanns, T.F., 1992. Emotional experience and expression 
in schizophrenia and depression. J Abnorm Psychol 101, 37–44. 

Bhatt, J.M., Bhattacharyya, N., Lin, H.W., 2017. Relationships between 
tinnitus and the prevalence of anxiety and depression. The 
Laryngoscope 127, 466–469. doi:10.1002/lary.26107 

Bhimrao, S.K., Masterson, L., Baguley, D., 2012. Systematic review of 
management strategies for middle ear myoclonus. Otolaryngol Head 
Neck Surg 146, 698–706. doi:10.1177/0194599811434504 



 

51 

Bousema, E.J., Koops, E.A., van Dijk, P., Dijkstra, P.U., 2018. Association 
Between Subjective Tinnitus and Cervical Spine or Temporomandibular 
Disorders: A Systematic Review. Trends in Hearing 22, 
2331216518800640. doi:10.1177/2331216518800640 

Bradley, M.M., Lang, P.J., 2007. The International Affective Digitized 
Sounds (; IADS-2): Affective ratings of sounds and instruction manual. 
University of Florida, Gainesville, FL, Tech. Rep. B-3. 

Bradley, M.M., Lang, P.J., 1994. Measuring emotion: the Self-Assessment 
Manikin and the Semantic Differential. J Behav Ther Exp Psychiatry 25, 
49–59. 

Bradley, M.M., Miccoli, L., Escrig, M.A., Lang, P.J., 2008. The pupil as a 
measure of emotional arousal and autonomic activation. 
Psychophysiology 45, 602–607. doi:10.1111/j.1469-8986.2008.00654.x 

Brozoski, T.J., Bauer, C.A., Caspary, D.M., 2002. Elevated fusiform cell 
activity in the dorsal cochlear nucleus of chinchillas with psychophysical 
evidence of tinnitus. J Neurosci 22, 2383–2390. 

Brunnberg, E., Lindén-Boström, M., Berglund, M., 2008. Tinnitus and 
hearing loss in 15-16-year-old students: mental health symptoms, 
substance use, and exposure in school. Int J Audiol 47, 688–694. 
doi:10.1080/14992020802233915 

Burns, E.M., 1984. A Comparison of Variability among Measurements of 
Subjective Tinnitus and Objective Stimuli. Int J Audiol 23, 426–440. 
doi:10.3109/00206098409081535 

Burns, E.M., Turner, C., 1986. Pure-tone pitch anomalies. II. Pitch-intensity 
effects and diplacusis in impaired ears. The Journal of the Acoustical 
Society of America 79, 1530–1540. doi:10.1121/1.393679 

Bylsma, L.M., Morris, B.H., Rottenberg, J., 2008. A meta-analysis of 
emotional reactivity in major depressive disorder. Clin Psychol Rev 28, 
676–691. doi:10.1016/j.cpr.2007.10.001 

Cacace, A.T., Brozoski, T., Berkowitz, B., Bauer, C., Odintsov, B., Bergkvist, 
M., Castracane, J., Zhang, J., Holt, A.G., 2014. Manganese enhanced 
magnetic resonance imaging (MEMRI): a powerful new imaging method 
to study tinnitus. Hearing Research 311, 49–62. 
doi:10.1016/j.heares.2014.02.003 

Carpenter-Thompson, J.R., Schmidt, S., McAuley, E., Husain, F.T., 2015. 
Increased Frontal Response May Underlie Decreased Tinnitus Severity. 
PLoS ONE 10, e0144419. doi:10.1371/journal.pone.0144419 

Chen, G.-D., 2018. Hidden cochlear impairments. J Otol 13, 37–43. 
doi:10.1016/j.joto.2018.05.001 



REFERENCES 

52 

Chen, G.-D., Fechter, L.D., 2003. The relationship between noise-induced 
hearing loss and hair cell loss in rats. Hearing Research 177, 81–90. 
doi:10.1016/S0378-5955(02)00802-X 

Chen, G.-D., Henderson, D., 2009. Cochlear injuries induced by the 
combined exposure to noise and styrene. Hearing Research 254, 25–33. 
doi:10.1016/j.heares.2009.04.005 

Cima, R.F.F., Mazurek, B., Haider, H., Kikidis, D., Lapira, A., Noreña, A., 
Hoare, D.J., 2019. A multidisciplinary European guideline for tinnitus: 
diagnostics, assessment, and treatment. HNO 10, 391–33. 
doi:10.1007/s00106-019-0633-7 

Clancy, J.A., Mary, D.A., Witte, K.K., Greenwood, J.P., Deuchars, S.A., 
Deuchars, J., 2014. Non-invasive Vagus Nerve Stimulation in Healthy 
Humans Reduces Sympathetic Nerve Activity. Brain Stimulation 7, 871–
877. doi:10.1016/j.brs.2014.07.031 

Crönlein, T., Langguth, B., Geisler, P., Hajak, G., 2007. Tinnitus and 
insomnia. Prog Brain Res 166, 227–233. doi:10.1016/S0079-
6123(07)66021-X 

De Ridder, D., Belen Elgoyhen, A., Romo, R., Langguth, B., 2011. Phantom 
percepts: Tinnitus and pain as persisting aversive memory networks, in:. 
Presented at the Proceedings of the National Academy of Sciences, pp. 
8075–8080. doi:10.1073/pnas.1018466108 

De Ridder, D., Vanneste, S., Weisz, N., Londero, A., Schlee, W., Elgoyhen, 
A.B., Langguth, B., 2014. An integrative model of auditory phantom 
perception: tinnitus as a unified percept of interacting separable 
subnetworks. Neuroscience and Biobehavioral Reviews 44, 16–32. 
doi:10.1016/j.neubiorev.2013.03.021 

Dehmel, S., Pradhan, S., Koehler, S., Bledsoe, S., Shore, S., 2012. Noise 
overexposure alters long-term somatosensory-auditory processing in 
the dorsal cochlear nucleus--possible basis for tinnitus-related 
hyperactivity? J Neurosci 32, 1660–1671. 
doi:10.1523/JNEUROSCI.4608-11.2012 

Desbeaumes Jodoin, V., Lespérance, P., Nguyen, D.K., Fournier-Gosselin, 
M.-P., Richer, F., Centre Hospitalier de l'Université de Montréal, C., 
2015. Effects of vagus nerve stimulation on pupillary function. Int J 
Psychophysiol 98, 455–459. doi:10.1016/j.ijpsycho.2015.10.001 

Dille, M.F., Konrad-Martin, D., Gallun, F., Helt, W.J., Gordon, J.S., Reavis, 
K.M., Bratt, G.W., Fausti, S.A., 2010. Tinnitus onset rates from 
chemotherapeutic agents and ototoxic antibiotics: results of a large 
prospective study. J Am Acad Audiol 21, 409–417. 
doi:10.3766/jaaa.21.6.6 



 

53 

Dobie, R.A., Humes, L.E., 2017. Commentary on the regulatory implications 
of noise-induced cochlear neuropathy. Int J Audiol 56, 74–78. 
doi:10.1080/14992027.2016.1255359 

Dong, S., Mulders, W.H.A.M., Rodger, J., Woo, S., Robertson, D., 2010. 
Acoustic trauma evokes hyperactivity and changes in gene expression in 
guinea-pig auditory brainstem. Eur. J. Neurosci. 31, 1616–1628. 
doi:10.1111/j.1460-9568.2010.07183.x 

Dunn, B.D., Dalgleish, T., Lawrence, A.D., Cusack, R., Ogilvie, A.D., 2004. 
Categorical and dimensional reports of experienced affect to emotion-
inducing pictures in depression. J Abnorm Psychol 113, 654–660. 
doi:10.1037/0021-843X.113.4.654 

Durai, M., Searchfield, G., 2016. Anxiety and depression, personality traits 
relevant to tinnitus: A scoping review. Int J Audiol 55, 605–615. 
doi:10.1080/14992027.2016.1198966 

Eckstein, M.K., Guerra-Carrillo, B., Miller Singley, A.T., Bunge, S.A., 2017. 
Beyond eye gaze: What else can eyetracking reveal about cognition and 
cognitive development? Dev Cogn Neurosci 25, 69–91. 
doi:10.1016/j.dcn.2016.11.001 

Eggermont, J.J., Roberts, L.E., 2004. The neuroscience of tinnitus. Trends in 
Neurosciences 27, 676–682. doi:10.1016/j.tins.2004.08.010 

Elgandy, M.S., Tyler, R., Dunn, C., Hansen, M., Gantz, B., 2018. A Unilateral 
Cochlear Implant for Tinnitus. The International Tinnitus Journal 22. 
doi:10.5935/0946-5448.20180022 

Elgoyhen, A.B., Langguth, B., De Ridder, D., Vanneste, S., 2015. Tinnitus: 
perspectives from human neuroimaging. Nat Rev Neurosci 16, 632–642. 
doi:10.1038/nrn4003 

Fioretti, A.B., Fusetti, M., Eibenstein, A., 2013. Association between sleep 
disorders, hyperacusis and tinnitus: evaluation with tinnitus 
questionnaires. Noise Health 15, 91–95. doi:10.4103/1463-1741.110287 

First, M.B., Benjamin, L.S., Gibbon, M., Spitzer, R.L., 1997. Structured 
clinical interview for DSM-IV Axis II personality disorders. 

Florentine, M., Houtsma, A.J., 1983. Tuning curves and pitch matches in a 
listener with a unilateral, low-frequency hearing loss. The Journal of the 
Acoustical Society of America 73, 961–965. doi:10.1121/1.389021 

Folmer, R.L., Griest, S.E., 2000. Tinnitus and insomnia. Am J Otolaryngol 
21, 287–293. doi:10.1053/ajot.2000.9871 

Folmer, R.L., Griest, S.E., Martin, W.H., 2008. Obsessive-compulsiveness in 
a population of tinnitus patients. 14, 127–130. 

Frankenburg, F.R., Hegarty, J.D., 1994. Tinnitus, psychosis, and suicide. 
Archives of Internal Medicine 154, 2371–2371. 
doi:10.1001/archinte.154.20.2371 



REFERENCES 

54 

Fujii, K., Nagata, C., Nakamura, K., Kawachi, T., Takatsuka, N., Oba, S., 
Shimizu, H., 2011. Prevalence of tinnitus in community-dwelling 
Japanese adults. J Epidemiol 21, 299–304. doi:10.2188/jea.je20100124 

Fuller, T.E., Haider, H.F., Kikidis, D., Lapira, A., Mazurek, B., Norena, A., 
Rabau, S., Lardinois, R., Cederroth, C.R., Edvall, N.K., Brueggemann, 
P.G., Rosing, S.N., Kapandais, A., Lungaard, D., Hoare, D.J., Cima, 
R.F.F., 2017. Different Teams, Same Conclusions? A Systematic Review 
of Existing Clinical Guidelines for the Assessment and Treatment of 
Tinnitus in Adults. Front Psychol 8, 206. doi:10.3389/fpsyg.2017.00206 

Geocze, L., Mucci, S., Abranches, D.C., Marco, M.A. de, Penido, N. de O., 
2013. Systematic review on the evidences of an association between 
tinnitus and depression 79, 106–111. doi:10.5935/1808-8694.20130018 

Geven, L.I., de Kleine, E., Free, R.H., van Dijk, P., 2011. Contralateral 
suppression of otoacoustic emissions in tinnitus patients. Otol. 
Neurotol. 32, 315–321. doi:10.1097/MAO.0b013e3181fcf180 

Ghodratitoostani, I., Zana, Y., Delbem, A.C.B., Sani, S.S., Ekhtiari, H., 
Sanchez, T.G., 2016. Theoretical Tinnitus Framework: A Neurofunctional 
Model. Front Neurosci 10, 370. doi:10.3389/fnins.2016.00370 

Gibrin, P.C.D., Melo, J.J., Marchiori, L.L. de M., 2013. Prevalence of tinnitus 
complaints and probable association with hearing loss, diabetes mellitus 
and hypertension in elderly. Codas 25, 176–180. 

Gilles, A., Schlee, W., Rabau, S., Wouters, K., Fransen, E., Van de Heyning, 
P., 2016. Decreased Speech-In-Noise Understanding in Young Adults 
with Tinnitus. Front Neurosci 10, 288. doi:10.3389/fnins.2016.00288 

Gilles, A., Van Hal, G., De Ridder, D., Wouters, K., Van de Heyning, P., 
2013. Epidemiology of noise-induced tinnitus and the attitudes and 
beliefs towards noise and hearing protection in adolescents. PLoS ONE 
8, e70297. doi:10.1371/journal.pone.0070297 

Gopal, K.V., Thomas, B.P., Nandy, R., Mao, D., Lu, H., 2017. Potential 
Audiological and MRI Markers of Tinnitus. J Am Acad Audiol 28, 742–
757. doi:10.3766/jaaa.16106 

Graham, J.M., 1981. Tinnitus in children with hearing loss. Ciba Found. 
Symp. 85, 172–192. 

Granjeiro, R.C., Kehrle, H.M., Bezerra, R.L., Almeida, V.F., Sampaio, A.L.L., 
Oliveira, C.A., 2008. Transient and distortion product evoked oto-
acoustic emissions in normal hearing patients with and without tinnitus. 
Otolaryngol Head Neck Surg 138, 502–506. 
doi:10.1016/j.otohns.2007.11.012 

Guest, H., Munro, K.J., Prendergast, G., Howe, S., Plack, C.J., 2017. 
Tinnitus with a normal audiogram: Relation to noise exposure but no 



 

55 

evidence for cochlear synaptopathy. Hearing Research 344, 265–274. 
doi:10.1016/j.heares.2016.12.002 

Haider, H.F., Bojić, T., Ribeiro, S.F., Paço, J., Hall, D.A., Szczepek, A.J., 
2018. Pathophysiology of Subjective Tinnitus: Triggers and 
Maintenance. Front Neurosci 12, 866. doi:10.3389/fnins.2018.00866 

Hall, D.A., Haider, H., Szczepek, A.J., Lau, P., Rabau, S., Jones-Diette, J., 
Londero, A., Edvall, N.K., Cederroth, C.R., Mielczarek, M., Fuller, T., 
Batuecas-Caletrio, A., Brueggemen, P., Thompson, D.M., Norena, A., 
Cima, R.F.F., Mehta, R.L., Mazurek, B., 2016. Systematic review of 
outcome domains and instruments used in clinical trials of tinnitus 
treatments in adults. Trials 17, 270. doi:10.1186/s13063-016-1399-9 

Hall, D.A., Mehta, R.L., Fackrell, K., 2017. How to Choose Between 
Measures of Tinnitus Loudness for Clinical Research? A Report on the 
Reliability and Validity of an Investigator-Administered Test and a 
Patient-Reported Measure Using Baseline Data Collected in a Phase IIa 
Drug Trial. Am J Audiol 26, 338–346. doi:10.1044/2017_AJA-16-0129 

Hallam, R.S., Jakes, S.C., Hinchcliffe, R., 1988. Cognitive variables in tinnitus 
annoyance. Br J Clin Psychol 27 (Pt 3), 213–222. 

Han, B.I., Lee, H.W., Kim, T.Y., Lim, J.S., Shin, K.S., 2009. Tinnitus: 
characteristics, causes, mechanisms, and treatments. J Clin Neurol 5, 
11–19. doi:10.3988/jcn.2009.5.1.11 

Han, K.-M., Ko, Y.-H., Shin, C., Lee, J.-H., Choi, J., Kwon, D.-Y., Yoon, H.-K., 
Han, C., Kim, Y.-K., 2018. Tinnitus, depression, and suicidal ideation in 
adults: A nationally representative general population sample. J 
Psychiatr Res 98, 124–132. doi:10.1016/j.jpsychires.2018.01.003 

Henry, J.A., 2016. “Measurement” of Tinnitus. Otol. Neurotol. 37, e276–85. 
doi:10.1097/MAO.0000000000001070 

Henry, J.A., Dennis, K.C., Schechter, M.A., 2005. General review of tinnitus: 
prevalence, mechanisms, effects, and management. J. Speech Lang. 
Hear. Res. 48, 1204–1235. doi:10.1044/1092-4388(2005/084) 

Hébert, S., Lupien, S.J., 2009. Salivary cortisol levels, subjective stress, and 
tinnitus intensity in tinnitus sufferers during noise exposure in the 
laboratory. Int J Hyg Environ Health 212, 37–44. 
doi:10.1016/j.ijheh.2007.11.005 

Hébert, S., Lupien, S.J., 2007. The sound of stress: blunted cortisol 
reactivity to psychosocial stress in tinnitus sufferers. Neurosci. Lett. 411, 
138–142. doi:10.1016/j.neulet.2006.10.028 

Hickox, A.E., Larsen, E., Heinz, M.G., Shinobu, L., Whitton, J.P., 2017. 
Translational issues in cochlear synaptopathy. Hearing Research 349, 
164–171. doi:10.1016/j.heares.2016.12.010 



REFERENCES 

56 

Hickox, A.E., Liberman, M.C., 2014. Is noise-induced cochlear neuropathy 
key to the generation of hyperacusis or tinnitus? Journal of 
Neurophysiology 111, 552–564. doi:10.1152/jn.00184.2013 

Hisashi Komiya Jos J Eggermont, 2009. Spontaneous Firing Activity of 
Cortical Neurons in Adult Cats with Reorganized Tonotopic Map 
Following Pure-tone Trauma. Acta Otolaryngol 120, 750–756. 
doi:10.1080/000164800750000298 

Huss, M., Moore, B.C.J., 2005. Dead regions and noisiness of pure tones. 
Int J Audiol 44, 599–611. doi:10.1080/02640410500243962 

Jacobson, G.P., McCaslin, D.L., 2001. A search for evidence of a direct 
relationship between tinnitus and suicide. J Am Acad Audiol 12, 493–
496. 

Jansson-Fröjmark, M., Linton, S.J., Flink, I.K., Granberg, S., Danermark, B., 
Norell-Clarke, A., 2012. Cognitive-behavioral therapy for insomnia co-
morbid with hearing impairment: a randomized controlled trial. J Clin 
Psychol Med Settings 19, 224–234. doi:10.1007/s10880-011-9275-y 

Jastreboff, P.J., 1990. Phantom auditory perception (tinnitus): mechanisms 
of generation and perception. Neurosci. Res. 8, 221–254. 

Jastreboff, P.J., Brennan, J.F., Coleman, J.K., Sasaki, C.T., 1988. Phantom 
auditory sensation in rats: an animal model for tinnitus. Behav. Neurosci. 
102, 811–822. 

Jastreboff, P.J., Hazell, J.W., Graham, R.L., 1994. Neurophysiological model 
of tinnitus: dependence of the minimal masking level on treatment 
outcome. Hearing Research 80, 216–232. 

Johnson, O., Andrew, B., Walker, D., Morgan, S., Aldren, A., 2014. British 
university students' attitudes towards noise-induced hearing loss caused 
by nightclub attendance. J. Laryngol. Otol. 128, 29–34– quiz 33–4. 
doi:10.1017/S0022215113003241 

Juul, J., Barrenäs, M.-L., Holgers, K.-M., 2011. Tinnitus and hearing in 7-
year-old children. Arch Dis Child 97, 28–30. doi:10.1136/archdischild-
2011-300270 

Kamalski, D.M., Hoekstra, C.E., van Zanten, B.G., Grolman, W., Rovers, 
M.M., 2010. Measuring disease-specific health-related quality of life to 
evaluate treatment outcomes in tinnitus patients: a systematic review. 
Otolaryngol Head Neck Surg 143, 181–185. 
doi:10.1016/j.otohns.2010.03.026 

Kehrle, H.M., Sampaio, A.L.L., Granjeiro, R.C., de Oliveira, T.S., Oliveira, 
C.A.C.P., 2016. Tinnitus Annoyance in Normal-Hearing Individuals: 
Correlation With Depression and Anxiety. Ann. Otol. Rhinol. Laryngol. 
125, 185–194. doi:10.1177/0003489415606445 



 

57 

Kim, H.-J., Lee, H.-J., An, S.-Y., Sim, S., Park, B., Kim, S.W., Lee, J.S., Hong, 
S.K., Choi, H.G., 2015. Analysis of the prevalence and associated risk 
factors of tinnitus in adults. PLoS ONE 10, e0127578. 
doi:10.1371/journal.pone.0127578 

Kim, J.-S., 2018. Association between tinnitus and mental health among 
Korean adolescents: the Korea National Health and Nutrition 
Examination Survey. Cent. Eur. J. Public Health 26, 65–70. 
doi:10.21101/cejph.a4514 

Kostek, B., Poremski, T., 2013. A new method for measuring the 
psychoacoustical properties of tinnitus. Diagn Pathol 8, 209. 
doi:10.1186/1746-1596-8-209 

Kraus, T., Hösl, K., Kiess, O., Schanze, A., Kornhuber, J., Forster, C., 2007. 
BOLD fMRI deactivation of limbic and temporal brain structures and 
mood enhancing effect by transcutaneous vagus nerve stimulation. J 
Neural Transm 114, 1485–1493. doi:10.1007/s00702-007-0755-z 

Kujawa, S.G., Liberman, M.C., 2015. Hearing Research. Hearing Research 
330, 191–199. doi:10.1016/j.heares.2015.02.009 

Kujawa, S.G., Liberman, M.C., 2009. Adding insult to injury: cochlear nerve 
degeneration after “temporary” noise-induced hearing loss. J Neurosci 
29, 14077–14085. doi:10.1523/JNEUROSCI.2845-09.2009 

Kujawa, S.G., Liberman, M.C., 2006. Acceleration of age-related hearing 
loss by early noise exposure: evidence of a misspent youth. J Neurosci 
26, 2115–2123. doi:10.1523/JNEUROSCI.4985-05.2006 

Kuk, F.K., Tyler, R.S., Russell, D., Jordan, H., 1990. The psychometric 
properties of a tinnitus handicap questionnaire. Ear Hear 11, 434–445. 

Laeng, B., Sirois, S., Gredebäck, G., 2012. Pupillometry: A Window to the 
Preconscious? Perspect Psychol Sci 7, 18–27. 
doi:10.1177/1745691611427305 

Langguth, B., Elgoyhen, A.B., Cederroth, C.R., 2019. Therapeutic 
Approaches to the Treatment of Tinnitus. Annu. Rev. Pharmacol. 
Toxicol. 59, 291–313. doi:10.1146/annurev-pharmtox-010818-021556 

Langguth, B., Landgrebe, M., Kleinjung, T., Sand, G.P., Hajak, G., 2011. 
Tinnitus and depression. World Journal of Biological Psychiatry 12, 489–
500. doi:10.3109/15622975.2011.575178 

Leaver, A.M., Seydell-Greenwald, A., Rauschecker, J.P., 2015. Auditory-
limbic interactions in chronic tinnitus: Challenges for neuroimaging 
research. Hearing Research. doi:10.1016/j.heares.2015.08.005 

Leaver, A.M., Turesky, T.K., Seydell-Greenwald, A., Morgan, S., Kim, H.J., 
Rauschecker, J.P., 2016. Intrinsic network activity in tinnitus investigated 
using functional MRI. Hum Brain Mapp 37, 2717–2735. 
doi:10.1002/hbm.23204 



REFERENCES 

58 

Lee, D.-H., Kim, Y.S., Chae, H.S., Han, K., 2018. Nationwide analysis of the 
relationships between mental health, body mass index and tinnitus in 
premenopausal female adults in Korea: 2010-2012 KNHANES. Sci Rep 
8, 7028. doi:10.1038/s41598-018-25576-5 

Lewis, J.E., Stephens, S.D., McKenna, L., 1994. Tinnitus and suicide. Clin 
Otolaryngol Allied Sci 19, 50–54. 

Lim, G.Y., Tam, W.W., Lu, Y., Ho, C.S., Zhang, M.W., Ho, R.C., 2018. 
Prevalence of Depression in the Community from 30 Countries between 
1994 and 2014. Sci Rep 8, 2861–10. doi:10.1038/s41598-018-21243-x 

Lin, H.W., Furman, A.C., Kujawa, S.G., Liberman, M.C., 2011. Primary neural 
degeneration in the Guinea pig cochlea after reversible noise-induced 
threshold shift. J Assoc Res Otolaryngol 12, 605–616. 
doi:10.1007/s10162-011-0277-0 

Lockwood, A.H., Salvi, R.J., Burkard, R.F., 2002. Tinnitus. N. Engl. J. Med. 
347, 904–910. doi:10.1056/NEJMra013395 

Luo, H., Pace, E., Zhang, J., 2017. Blast-induced tinnitus and hyperactivity in 
the auditory cortex of rats. Neuroscience 340, 515–520. 
doi:10.1016/j.neuroscience.2016.11.014 

Malakouti, S., Mahmoudian, M., Alifattahi, N., Salehi, M., 2011. 
Comorbidity of chronic tinnitus and mental disorders. 16, 118–122. 

Malouff, J.M., Schutte, N.S., Zucker, L.A., 2011. Tinnitus-related distress: A 
review of recent findings. Curr Psychiatry Rep 13, 31–36. 
doi:10.1007/s11920-010-0163-1 

Martz, E., Jelleberg, C., Dougherty, D.D., Wolters, C., Schneiderman, A., 
2018. Tinnitus, Depression, Anxiety, and Suicide in Recent Veterans: A 
Retrospective Analysis. Ear Hear 1. 
doi:10.1097/AUD.0000000000000573 

McCormack, A., Edmondson-Jones, M., Somerset, S., Hall, D., 2016. A 
systematic review of the reporting of tinnitus prevalence and severity. 
Hearing Research 337, 70–79. doi:10.1016/j.heares.2016.05.009 

McKenna, L., Handscomb, L., Hoare, D.J., Hall, D.A., 2014. A scientific 
cognitive-behavioral model of tinnitus: novel conceptualizations of 
tinnitus distress. Front Neurol 5, 196. doi:10.3389/fneur.2014.00196 

McMillan, G.P., Thielman, E.J., Wypych, K., Henry, J.A., 2014. A Bayesian 
perspective on tinnitus pitch matching. Ear Hear 35, 687–694. 
doi:10.1097/AUD.0000000000000081 

Meikle, M.B., Griest, S.E., Stewart, B.J., Otolaryngol, L.P.A.A.R., 1995, n.d. 
Measuring the negative impact of tinnitus: A brief severity index. 

Meikle, M.B., Henry, J.A., Griest, S.E., Stewart, B.J., Abrams, H.B., McArdle, 
R., Myers, P.J., Newman, C.W., Sandridge, S., Turk, D.C., Folmer, R.L., 
Frederick, E.J., House, J.W., Jacobson, G.P., Kinney, S.E., Martin, W.H., 



 

59 

Nagler, S.M., Reich, G.E., Searchfield, G., Sweetow, R., Vernon, J.A., 
2012. The tinnitus functional index: development of a new clinical 
measure for chronic, intrusive tinnitus. Ear Hear 33, 153–176. 
doi:10.1097/AUD.0b013e31822f67c0 

Melcher, J.R., Sigalovsky, I.S., Guinan, J.J., Levine, R.A., 2000. Lateralized 
tinnitus studied with functional magnetic resonance imaging: abnormal 
inferior colliculus activation. Journal of Neurophysiology 83, 1058–1072. 
doi:10.1152/jn.2000.83.2.1058 

Michikawa, T., Nishiwaki, Y., Kikuchi, Y., Saito, H., Mizutari, K., Okamoto, 
M., Takebayashi, T., 2010. Prevalence and factors associated with 
tinnitus: a community-based study of Japanese elders. J Epidemiol 20, 
271–276. doi:10.2188/jea.je20090121 

Miguel, G.S., Yaremchuk, K., Roth, T., Peterson, E., 2014. The effect of 
insomnia on tinnitus. Ann. Otol. Rhinol. Laryngol. 123, 696–700. 
doi:10.1177/0003489414532779 

Milloy, V., Fournier, P., Benoit, D., Norena, A., Koravand, A., 2017. Auditory 
Brainstem Responses in Tinnitus: A Review of Who, How, and What? 
Front Aging Neurosci 9, 237. doi:10.3389/fnagi.2017.00237 

Mills, R.P., Albert, D.M., Brain, C.E., 1986. Tinnitus in childhood. Clin 
Otolaryngol Allied Sci 11, 431–434. 

Mills, R.P., Cherry, J.R., 1984. Subjective tinnitus in children with otological 
disorders. Int. J. Pediatr. Otorhinolaryngol. 7, 21–27. 

Moore, B., 2014. Measuring the Pitch and Loudness of Tinnitus. ENT 
Audiology News 22. 

Møller, A.R., 2016. Sensorineural Tinnitus: Its Pathology and Probable 
Therapies. Int J Otolaryngol 2016, 2830157–13. 
doi:10.1155/2016/2830157 

Newman, C.W., Jacobson, G.P., Spitzer, J.B., 1996. Development of the 
tinnitus handicap inventory. Arch Otolaryngol Head Neck Surg 122, 
143–148. 

Nondahl, D.M., Cruickshanks, K.J., Dalton, D.S., Klein, B.E.K., Klein, R., 
Schubert, C.R., Tweed, T.S., Wiley, T.L., 2007. The impact of tinnitus on 
quality of life in older adults. J Am Acad Audiol 18, 257–266. 

Nondahl, D.M., Cruickshanks, K.J., Huang, G.-H., Klein, B.E.K., Klein, R., 
Nieto, F.J., Tweed, T.S., 2011. Tinnitus and its risk factors in the Beaver 
Dam offspring study. Int J Audiol 50, 313–320. 
doi:10.3109/14992027.2010.551220 

Nondahl, D.M., Cruickshanks, K.J., Wiley, T.L., Klein, B.E.K., Klein, R., 
Chappell, R., Tweed, T.S., 2010. The ten-year incidence of tinnitus 
among older adults. Int J Audiol 49, 580–585. 
doi:10.3109/14992021003753508 



REFERENCES 

60 

Norena, A., Micheyl, C., Ch eacute ry-Croze, S., Collet, L., 2002. 
Psychoacoustic Characterization of the Tinnitus Spectrum: Implications 
for the Underlying Mechanisms of Tinnitus. Audiol Neurootol 7, 358–
369. doi:10.1159/000066156 

Noreña, A.J., Eggermont, J.J., 2003. Changes in spontaneous neural 
activity immediately after an acoustic trauma: implications for neural 
correlates of tinnitus. Hearing Research 183, 137–153. 
doi:10.1016/S0378-5955(03)00225-9 

Noreña, A.J., Farley, B.J., 2013. Tinnitus-related neural activity: theories of 
generation, propagation, and centralization. Hearing Research 295, 
161–171. doi:10.1016/j.heares.2012.09.010 

Pattyn, T., Van Den Eede, F., Vanneste, S., Cassiers, L., Veltman, D.J., Van 
De Heyning, P., Sabbe, B.C.G., 2015. Tinnitus and anxiety disorders: A 
review. Hearing Research. doi:10.1016/j.heares.2015.08.014 

Peirce, J.W., 2007. PsychoPy--Psychophysics software in Python. J. 
Neurosci. Methods 162, 8–13. doi:10.1016/j.jneumeth.2006.11.017 

Penner, M.J., 1986. Tinnitus as a Source of Internal Noise. Journal of 
Speech, Language, and Hearing Research 29, 400–406. 
doi:10.1044/jshr.2903.400 

Penner, M.J., 1983. Variability in Matches to Subjective Tinnitus. J. Speech 
Lang. Hear. Res. 26, 263–267. doi:10.1044/jshr.2602.263 

Penner, M.J., Saran, A., 1994. Simultaneous measurement of tinnitus pitch 
and loudness. Ear Hear 15, 416–421. 

Plack, C.J., Barker, D., Prendergast, G., 2014. Perceptual Consequences of 
“Hidden” Hearing Loss. Trends in Hearing 18. 
doi:10.1177/2331216514550621 

Pridmore, S., Walter, G., Friedland, P., 2012. Tinnitus and suicide: recent 
cases on the public record give cause for reconsideration. Otolaryngol 
Head Neck Surg 147, 193–195. doi:10.1177/0194599812446286 

Rabau, S., Cox, T., Punte, A.K., Waelkens, B., Gilles, A., Wouters, K., de 
Varebeke, S.J., Van de Heyning, P., 2015. Changes over time of 
psychoacoustic outcome measurements are not a substitute for 
subjective outcome measurements in acute tinnitus. Eur Arch 
Otorhinolaryngol 272, 573–581. doi:10.1007/s00405-013-2876-3 

Rauschecker, J.P., Leaver, A.M., Mühlau, M., 2010. Tuning out the noise: 
limbic-auditory interactions in tinnitus. 66, 819–826. 
doi:10.1016/j.neuron.2010.04.032 

Roberts, L.E., Moffat, G., Baumann, M., Ward, L.M., Bosnyak, D.J., 2008. 
Residual inhibition functions overlap tinnitus spectra and the region of 
auditory threshold shift. J Assoc Res Otolaryngol 9, 417–435. 
doi:10.1007/s10162-008-0136-9 



 

61 

Rosing, S.N., Schmidt, J.H., Wedderkopp, N., Baguley, D.M., 2016. 
Prevalence of tinnitus and hyperacusis in children and adolescents: a 
systematic review. BMJ Open 6, e010596. doi:10.1136/bmjopen-2015-
010596 

Rubinstein, B., 1992. Tinnitus and craniomandibular disorders--is there a 
link? Swed Dent J Suppl 95, 1–46. 

Sahlsten, H., Taiminen, T., Karukivi, M., Sjösten, N., Nikkilä, J., Virtanen, J., 
Paavola, J., Joutsa, J., Niinivirta-Joutsa, K., Takala, M., Holm, A., 
Rauhala, E., Löyttyniemi, E., Johansson, R., Jääskeläinen, S.K., 2018. 
Psychiatric (Axis I) and personality (Axis II) disorders and subjective 
psychiatric symptoms in chronic tinnitus. Int J Audiol 57, 302–312. 
doi:10.1080/14992027.2017.1409440 

Salviati, M., Bersani, F.S., Terlizzi, S., Melcore, C., Panico, R., Romano, G.F., 
Valeriani, G., Macri, F., Altissimi, G., Mazzei, F., Testugini, V., Latini, L., 
Delle Chiaie, R., Biondi, M., Cianfrone, G., 2014. Tinnitus: clinical 
experience of the psychosomatic connection. Neuropsychiatr Dis Treat 
10, 267–275. doi:10.2147/NDT.S49425 

Savastano, M., 2002. A protocol of study for tinnitus in childhood. Int. J. 
Pediatr. Otorhinolaryngol. 64, 23–27. 

Schaette, R., McAlpine, D., 2011. Tinnitus with a normal audiogram: 
physiological evidence for hidden hearing loss and computational 
model. J Neurosci 31, 13452–13457. doi:10.1523/JNEUROSCI.2156-
11.2011 

Schecklmann, M., Pregler, M., Kreuzer, P.M., Poeppl, T.B., Lehner, A., 
Crönlein, T., Wetter, T.C., Frank, E., Landgrebe, M., Langguth, B., 2015. 
Psychophysiological Associations between Chronic Tinnitus and Sleep: 
A Cross Validation of Tinnitus and Insomnia Questionnaires. Biomed Res 
Int 2015, 461090. doi:10.1155/2015/461090 

Schlee, W., Hartmann, T., Langguth, B., Weisz, N., 2009. Abnormal resting-
state cortical coupling in chronic tinnitus. BMC Neurosci 10, 11. 
doi:10.1186/1471-2202-10-11 

Schuurmans, J., van Balkom, A., 2011. Late-life anxiety disorders: a review. 
Curr Psychiatry Rep 13, 267–273. doi:10.1007/s11920-011-0204-4 

Searchfield, G.D., 2014. Tinnitus what and where: an ecological framework. 
Front Neurol 5, 271. doi:10.3389/fneur.2014.00271 

Seki, S., Eggermont, J.J., 2003. Changes in spontaneous firing rate and 
neural synchrony in cat primary auditory cortex after localized tone-
induced hearing loss. Hearing Research 180, 28–38. doi:10.1016/S0378-
5955(03)00074-1 

Seo, J.H., Kang, J.M., Hwang, S.H., Han, K.D., Joo, Y.H., 2016. Relationship 
between tinnitus and suicidal behaviour in Korean men and women: a 



REFERENCES 

62 

cross-sectional study. Clin Otolaryngol 41, 222–227. 
doi:10.1111/coa.12500 

Sergeyenko, Y., Lall, K., Liberman, M.C., Kujawa, S.G., 2013. Age-related 
cochlear synaptopathy: an early-onset contributor to auditory functional 
decline. J Neurosci 33, 13686–13694. doi:10.1523/JNEUROSCI.1783-
13.2013 

Shore, S.E., Roberts, L.E., Langguth, B., 2016. Maladaptive plasticity in 
tinnitus--triggers, mechanisms and treatment. Nat Rev Neurol 12, 150–
160. doi:10.1038/nrneurol.2016.12 

Sindhusake, D., Golding, M., Newall, P., Rubin, G., Jakobsen, K., Mitchell, 
P., 2003. Risk factors for tinnitus in a population of older adults: the 
blue mountains hearing study. Ear Hear 24, 501–507. 
doi:10.1097/01.AUD.0000100204.08771.3D 

Sloan, D.M., Strauss, M.E., Quirk, S.W., Sajatovic, M., 1997. Subjective and 
expressive emotional responses in depression. J Affect Disord 46, 135–
141. 

Sloan, D.M., Strauss, M.E., Wisner, K.L., 2001. Diminished response to 
pleasant stimuli by depressed women. J Abnorm Psychol 110, 488–493. 

Somers, J.M., Goldner, E.M., Waraich, P., Hsu, L., 2006. Prevalence and 
incidence studies of anxiety disorders: a systematic review of the 
literature. Can J Psychiatry 51, 100–113. 
doi:10.1177/070674370605100206 

Stevenson, R.A., James, T.W., 2008. Affective auditory stimuli: 
characterization of the International Affective Digitized Sounds (IADS) 
by discrete emotional categories. Behav Res Methods 40, 315–321. 

Sullivan, M.D., Katon, W., Dobie, R., Sakai, C., Russo, J., Harrop-Griffiths, J., 
1988. Disabling tinnitus. Association with affective disorder. Gen Hosp 
Psychiatry 10, 285–291. 

Trevis, K.J., McLachlan, N.M., Wilson, S.J., 2016. Psychological mediators of 
chronic tinnitus: The critical role of depression. J Affect Disord 204, 
234–240. doi:10.1016/j.jad.2016.06.055 

Tucker, D.A., Phillips, S.L., Ruth, R.A., Clayton, W.A., Royster, E., Todd, 
A.D., 2005. The effect of silence on tinnitus perception. Otolaryngol 
Head Neck Surg 132, 20–24. doi:10.1016/j.otohns.2005.08.016 

Turner, O., Windfuhr, K., Kapur, N., 2007. Suicide in deaf populations: a 
literature review. Ann Gen Psychiatry 6, 26. doi:10.1186/1744-859X-6-
26 

Tuz, H.H., Onder, E.M., Kisnisci, R.S., 2003. Prevalence of otologic 
complaints in patients with temporomandibular disorder. Am J Orthod 
Dentofacial Orthop 123, 620–623. doi:10.1016/S0889-5406(03)00153-7 



 

63 

Tyler, R.S., Conrad-Armes, D., 1983. Tinnitus pitch: a comparison of three 
measurement methods. Br J Audiol 17, 101–107. 
doi:10.3109/03005368309078916 

Vanneste, S., De Ridder, D., 2015. Stress-Related Functional Connectivity 
Changes Between Auditory Cortex and Cingulate in Tinnitus. Brain 
Connect 5, 371–383. doi:10.1089/brain.2014.0255 

Vanneste, S., De Ridder, D., 2012. The auditory and non-auditory brain 
areas involved in tinnitus. An emergent property of multiple parallel 
overlapping subnetworks. Front. Syst. Neurosci. 6, 31. 
doi:10.3389/fnsys.2012.00031 

Vanneste, S., Plazier, M., Loo, der, E.V., de Heyning, P.V., Congedo, M., De 
Ridder, D., 2010. The neural correlates of tinnitus-related distress. 
NeuroImage 52, 470–480. doi:10.1016/j.neuroimage.2010.04.029 

Vernon, J., Griest, S., Press, L., 1990. Attributes of tinnitus and the 
acceptance of masking. Am J Otolaryngol 11, 44–50. 

Vogel, I., van de Looij-Jansen, P.M., Mieloo, C.L., Burdorf, A., de Waart, F., 
2014. Risky music listening, permanent tinnitus and depression, anxiety, 
thoughts about suicide and adverse general health. PLoS ONE 9, 
e98912. doi:10.1371/journal.pone.0098912 

Vogler, D.P., Robertson, D., Mulders, W.H.A.M., 2011. Hyperactivity in the 
ventral cochlear nucleus after cochlear trauma. J Neurosci 31, 6639–
6645. doi:10.1523/JNEUROSCI.6538-10.2011 

Wahlström, B., Axelsson, A., 1995. The description of tinnitus sounds. In G. 
E. Reich & J. A. Vernon (Eds.), Proceedings of the Fifth International 
Tinnitus Seminar (pp. 298–301). Portland, OR, USA: American Tinnitus 
Association. 

Wan, G., Corfas, G., 2017. Transient auditory nerve demyelination as a new 
mechanism for hidden hearing loss. Nat Commun 8, 14487. 
doi:10.1038/ncomms14487 

Wilson, P.H., Henry, J., Bowen, M., Haralambous, G., 1991. Tinnitus 
Reaction Questionnaire. J. Speech Lang. Hear. Res. 34, 197–201. 
doi:10.1044/jshr.3401.197 

Wu, C., Stefanescu, R.A., Martel, D.T., Shore, S.E., 2016. Tinnitus: 
Maladaptive auditory-somatosensory plasticity. Hearing Research 334, 
20–29. doi:10.1016/j.heares.2015.06.005 

Ylikoski, J., Lehtimaki, J., Pirvola, U., Makitie, A., Aarnisalo, A., Hyvarinen, 
P., Ylikoski, M., 2017. Non-invasive vagus nerve stimulation reduces 
sympathetic preponderance in patients with tinnitus. Acta Otolaryngol 
137, 426–431. doi:10.1080/00016489.2016.1269197 

Zenner, H.P., Pfister, M., Birbaumer, N., 2006. Tinnitus sensitization: 
Sensory and psychophysiological aspects of a new pathway of acquired 



REFERENCES 

64 

centralization of chronic tinnitus. Otol. Neurotol. 27, 1054–1063. 
doi:10.1097/01.mao.0000231604.64079.77 

Zhang, J.S., Kaltenbach, J.A., 1998. Increases in spontaneous activity in the 
dorsal cochlear nucleus of the rat following exposure to high-intensity 
sound. Neurosci. Lett. 250, 197–200. 

Zigmond, A.S., Snaith, R.P., 1983. The hospital anxiety and depression 
scale. Acta Psychiatr Scand 67, 361–370. 

Zirke, N., Seydel, C., Arsoy, D., Klapp, B.F., Haupt, H., Szczepek, A.J., Olze, 
H., Goebel, G., Mazurek, B., 2013a. Analysis of mental disorders in 
tinnitus patients performed with Composite International Diagnostic 
Interview. Qual Life Res 22, 2095–2104. doi:10.1007/s11136-012-0338-9 

Zirke, N., Seydel, C., Szczepek, A.J., Olze, H., Haupt, H., Mazurek, B., 
2013b. Psychological comorbidity in patients with chronic tinnitus: 
analysis and comparison with chronic pain, asthma or atopic dermatitis 
patients. Qual Life Res 22, 263–272. doi:10.1007/s11136-012-0156-0 

Zöger, S., Svedlund, J., Holgers, K.-M., 2006. Relationship between tinnitus 
severity and psychiatric disorders. Psychosomatics 47, 282–288. 
doi:10.1176/appi.psy.47.4.282 

Zöger, S., Svedlund, J., Holgers, K.M., 2001. Psychiatric disorders in tinnitus 
patients without severe hearing impairment: 24 month follow-up of 
patients at an audiological clinic. Audiology 40, 133–140. 

 


