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Tinnitus is a very common symptom affecting 5.1–42.7% of the population (1) and is frequently seen in family medicine and primary care settings. Despite its considerable socioeconomic relevance (2), real progress in developing an effective cure for tinnitus has been fruitless (3). In most of the cases, the proposed therapies remain palliative; aiming at alleviating the negative consequences of tinnitus. Although the need for effective management options for tinnitus is clear, methodological and reporting quality of clinical trials have been low (4, 5) making useful recommendations and practical guidelines for family medicine and primary health-care practitioners almost impossible to draw. Indeed, Baguley and colleagues (6) concluded that, with the exception of cognitive behavior therapy for tinnitus, evidence for the effectiveness of different treatment strategies is insufficient (pp. 1605).

The CONSORT statement1 is perhaps the most well-known guideline for solving problems arising from inadequate reporting of randomized controlled trials, but other tinnitus-specific statements have been around since the 1990s. Unfortunately, these recommendations have not yet transformed standards in the tinnitus field so far. Indeed, recent systematic reviews of published clinical trials aiming at evaluating tinnitus therapeutic interventions have shown that reporting is still flawed by poor methodology and poor reporting (4, 5).

In this opinion, we discuss the selection and reporting of outcomes; perhaps, the most important aspect of determining whether a treatment works for patients and whether this treatment should be implemented in the medical practice either in primary or secondary settings. Selecting an appropriate outcome for determining clinical efficacy is one of those key trial design decisions. As Noble eloquently put it: “critical to any form of treatment for tinnitus is the reliance placed on measures to assess the effectiveness of the intervention” (pp. 20) (7). Just over 10 years later, Landgrebe et al. (8) made the same point stressing that “assessment of outcome is probably the single most important factor in conducting a clinical trial in tinnitus” (pp. 9). This is so because in clinical trials, therapeutic benefit is evaluated according to its effect on primary (and secondary) outcome measures that should be purposefully chosen according to the complaints (domains) of tinnitus considered to be most important from the perspective of determining therapeutic benefit (9). More specifically, the primary outcome measure is that which confirms whether or not the primary hypothesis is supported by the data. It is typically a variable relating to clinical efficacy but could also be one relating to safety, tolerability, or quality of life, if that is the primary research question. Generally speaking, the primary outcome should also be the endpoint that is clinically relevant from the patients’ perspective and to health-care providers’ in their everyday practice, not just significant from a statistical point of view. In support of this, the ICH E9 states that “The primary variable should be that variable capable of providing the most clinically relevant and convincing evidence directly related to the primary objective of the trial” (pp. 5) (10).

Bearing in mind that tinnitus is a subjective condition for which patients experience a diversity of complaints, there is no straightforward outcome instrument. Outcome reporting typically relies on self-report, often in the form of a multi-item tinnitus questionnaire that asks questions about a range of complaints (not all of which are the same across existing questionnaires). A number of important issues have been raised and debated over the years, but many of those concerns remain unresolved. Table 1 summarizes conclusions/recommendations about clinical trial outcomes in tinnitus. Although this may not be exhaustive, it nevertheless serves to illustrate the status of the field spanning across three decades.

TABLE 1 | Concluding remarks or recommendations about clinical trial outcomes in tinnitus made in various review articles.

[image: image1]

[image: image1]

Our observations are as follows:

(i) Are instruments really validated for use in assessing tinnitus treatment-related change?

While early conclusions implied that questionnaires are the “best” primary outcomes and that adequate “validated” questionnaires exist for this purpose, by 2007 some researchers were beginning to challenge the validity of existing tinnitus questionnaires for use in assessing treatment-related change (11). In 2010, a particularly critical evaluation of the psychometric properties of six of the commonly used multi-item questionnaires assessing tinnitus burden, including the Tinnitus Handicap Inventory, TQ, and Tinnitus Handicap Questionnaire, was published by Kamalski et al. (12). For each identified tinnitus-specific Health-Related-Quality of Life questionnaire, they systematically searched for published details regarding the questionnaire’s test characteristics including number of domains, construct validity, internal consistency, reproducibility, and responsiveness. Like Meikle et al. (13), they were critical that none of the six questionnaires assessed had been validated for evaluative purposes, which is necessary to be useful in clinical trials. In particular, responsiveness, which measures the ability to detect a clinically important change over time, had not been reported for any of the six instruments.

Fackrell et al. (14) raised a new issue about the dynamic nature of psychometric properties. What questionnaire properties hold for one patient population might not for another. Indeed, for this reason we prefer the term psychometric “exploration” not “validation,” and we hope that questionnaire developers might be sympathetic to adaptations in order to maintain equivalence across cultures [see also Ref. (15)].

(ii) Can we reduce the diversity of outcome instruments?

Two recent systematic reviews of outcome instruments in tinnitus trials have confirmed unacceptable heterogeneity in measurement tools (4, 5) For example, we found 78 different primary outcome instruments across 228 trials (5). This makes comparisons between studies elusive.

(iii) What is a clinically meaningful effect?

Tyler et al. (9) highlighted the importance of benefit from the individual patient experience, although this psychometric property of tinnitus questionnaires has generally not been investigated or quantified [see Meikle et al. (16), for a good example].

In the race to develop and utilize tinnitus questionnaires in our research, we are losing sight of understanding “what” it is that needs to be measured at the expense of “how” it is measured. Do we really know which tinnitus-related complaints are the most relevant both from the first and second line health-care providers’ and patients’ perspectives? We would argue not. Primary care physicians and patients in particular have been left out of the questionnaire development process.

Involving primary care physicians and patients in developing outcome reporting standards would go a long way to resolving heterogeneity in outcome assessment and ensuring its relevance. It could then help the tinnitus community to focus efforts on conducting an appropriate psychometric exploration of whatever are the preferred instruments. As an important first step, we are therefore leading a consensus exercise to develop an agreed minimum reporting set of outcomes for trials of interventions in tinnitus. What is urgently needed are targeted discussions around “what” needs to be measured for each therapeutic approach (sound therapies, pharmacological therapies, psychological interventions, and neuromodulation) since not all interventions seek to alleviate the same tinnitus-related complaints.

Such consensus for a minimal (core) set of outcome measurements that should be used in every clinical trial clearly calls for a predefined, multidisciplinary (including patients and primary care professionals), international, and methodologically driven clinimetric approach (17). The rationale underpinning this scientific approach of outcome assessment has already been theorized. For example, the Core Outcome Measures in Effectiveness Trials (COMET) initiative brings together from all over the world researchers interested in the development and application of agreed standardized “Core Outcome Sets” (COS) (18). A COS represents the minimum that should be measured and reported in all clinical trials for a specific condition (19). COS could also be suitable for a use in clinical audit or research other than randomized trials. One should note that COS are not limitative. If necessary, other outcomes might be added to those in the relevant COS in a particular trial. But, it is recommended that all the COS items should be collected and reported, making it easier for the results to be compared, contrasted, and merged as appropriate. Indeed, similar international initiatives aiming at harmonizing outcome assessment are already existing such as for eczema (HOME for Harmonizing Outcome Measures for Eczema) (20) or, in the auditory field, for hearing loss (ICF for International Classification of Functioning, disability, and health core sets for hearing loss) (21). Then, we urge the tinnitus community to adopt and adapt these international standards of outcome definition and evaluation to the tinnitus field.

Deciding which outcome domains should be in this minimal core set requires a great deal of interactions and collaboration between stakeholders, professionals, and patients. This objective lends itself well to an international and multidisciplinary effort. We propose to follow a Delphi methodology to reach this goal. Delphi might be defined as “a method for structuring a group communication process so that the process is effective in allowing a group of individuals, as a whole, to deal with a complex problem” (22). Delphi methodology has been already proposed with success to reach a consensus in a variety of complex medical issues [e.g., see Ref. (23–25)]. Delphi methodology has also been used in the tinnitus field (26). Adapting a Delphi protocol to define a consensus core set of domains and a core set of instruments for tinnitus assessment in clinical trials is the aim of the recently launched Core Outcome Measures in Tinnitus (COMiT) initiative on behalf of the EU COST BM1306 action.2 The activities of our COMiT initiative are registered on the website of the COMET initiative3 according to roadmap that plans out a program of work. The first step is aimed at identifying and agreeing on core domains (27). It has started with two systematic reviews in order to establish existing knowledge and practice: the first review reflects the view of professional stakeholders by systematically looking at the current reported outcome domains in tinnitus intervention studies. The results of this review have already been published according to the PRISMA checklist of items to include when reporting a systematic review (5) establishing which outcome domains and outcome instruments have been measured in recent registered and published clinical trials. The second one represents the opinion of tinnitus people who experience the condition and/or their significant others by systematically searching in the literature and the internet the dimensions or domains that relate to tinnitus perceived intrusiveness. This second study will summarize the findings of narrative syntheses of qualitative data to establish which domains are important to patient and their significant others (28).

The data synthesis arising from both of these reviews will inform our online Delphi process, which will seek a consensus about what outcome domains are important both from health-care professionals’ and patients’ perspectives. The methods for reaching consensus will use an iterative series of questionnaires, with an international multidisciplinary panel of patients, clinicians, and other professional stakeholder groups (such as industry) all contributing with their views. We plan to conduct three independent Delphi processes devoted to different types of interventions (sound-, psychology-, and pharmacology-based interventions) that may require different COS. This Delphi process is illustrated in Figure 1. It is expected that the whole Delphi process will cover the 4-year period of the COST Action BM1306 grant. Our strong belief is that this innovative effort will improve not only trial reporting in the tinnitus domain but also the practical guidelines recommended in primary or secondary care settings for this common condition mistakenly considered to be always untreatable.
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FIGURE 1 | Proposed Delphi survey strategy to identify different core outcome sets that are appropriately tailored according to different tinnitus interventions.
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Conclusions and recommendations concerning outcomes

Hall et al. (27)

The overall ambition of the working group is to estabiish an international standard for outcome measurements in ciinical trials of tinnitus. The
standard wil be achieved by a two-step effort to produce core outcome sets of domains and instruments that harmonize viewpoints across both
professional and patient stakeholder groups. A roadmap has been proposed, which sets out a provisional plan for delivery. This roadmap reflects
the two-step process with Stage 1 identifying and agreeing on outcome domains and Stage 2 identifying and agreeing on outcome instruments

Plein et al. (4)

(There is) a need in the terature for high-qualty tinnitus research that s adequately randomized, ensures adequate follow-up, and does not
exclude alarge range of common otologic conditions that can result in tinnitus, which would result in improved external validity. Analysis of
external validity is essential to the development of further guidelines and should be taken into account f we hope to develop recommendations
that are of most benefit o cinicians and patients

Hallet al. (5)

~ Generic names and terms such as *handicap” and *severity” perpetuate the difficulty that many trialsts experience in understanding what
construct(s) a particular questionnaire instrument measures.

~ Safety, tolerabilty, side effects, and withdrawals might be domains that allinform the measurement of adverse events. To improve trial
reporting, we draw attention to the specialized CONSORT guideines for reporting harms-related issues in a randomized controlled tral,

- We advise caution if pooling findings from the THI in a meta-analysis since it is unclear whether all translations achieve equivalence with the
British original
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Conclusions and recommendations concerning outcomes.

‘Beneft shoud be maasured with establshed questionnaires and with measures of the magniude of inus. A persuasive tinatus treatment wil bo
‘one that shows a large reatment efect, can be generalzed across patients and clnicians, i speciic and credible, and changes the way we think
about initus

‘Soveral scaling procedures are avalable, but we believe a 100-point interval scale is superior Several vaidated and refabde quostionnaires are
‘avadable and can serve as adequae primary measLres. Secondary measures that quantiy the magnituds of he tinitus shouid aiso be oblained

t was genaraly agreed that a questionnair s required thl s speciically designed forthe assessment of treatment outcomes, and which is
valdated in many languages and in many cultral and socioeconomic groups. The consensus agreement s that a the present time one valdated
‘questionnaire, which can be Tivitus Handicap inventory (TH), Tivntus Handicap Questionnaire (THQ), TRQ, or Tinnitus Questionnaie (T0), i an
ssential part of patient assessment, Therapeutic rias should use one of these questionnaires aso s oulcome measurement, Assessment of
tinnitus severty with at least ono aditional questionna is ighly recommended

Wrile the initus questionnares tha are curently avalable provide valuable nformation on which to base diagnostic and screening decisions,
they were not orginally doveloped in such a way as to maximize theirsensitivty o treatment.related changes n tius. AS a resul, their construct
Vality for measuring treatment beneft has not received approprate atention

When the treatment s intendd to reduce the tinits, we recommend measusing the magniuds of he tinitus. We provide arguments and data
10 supportthe use of the THQ as a measure of the reaction to the tiitus. We suggest that the current qualty o e measres are not vaid for
measuring iestyle effects of aleviating timitus. A cinicaly mearingl offect should represent a valid and refabe staistcal change for an individual

11510 be hoped that investigators wil adiress the need for information aboul the responsiveness of a the various types of initus measures. The
factthat measres of sensory impairent versus functional cisabiity and handicap each provide unique insights nto treatment-reated changes in
tinitus reiforces the notion tha both approaches are needed for insihtt assessment o tnitus reatment outcomes

1t we restrict the assessment to one partiular aspect of titus-related disabity, defirtive ciims about overal treatment benefis wil be diffcul 1o
make. Moreover, the measures we use need 10 be vaidated and psychometrical robust. Athough several psychometrical examined measuses
are avatabie 10 assess tinitus impact and severty fe.g. THI, Tinitus Reaction Questionnare), there is no standard oulcome measure that s
oblgatory to inciude in a rial. | 3o beleve that reatment evaluations wihin he fekd would ot only beneft from cakcuating and reporting average
effects but also must rly on data on the indwicual evel, ., s ciicalsignifcant change, in determining the eflcts of reatment

“The Health-Related-Qualty of Lfe (HR- QoL intruments used in it trials (THI, T, TRQ, TS!, THQ, and TSQ) appear not to be vabdated
to measure efectiveness of iterventions. Using tests o instruments that are val and rekable is a crucial component ofresearch qualty, and
both shoud therefore be studied before fnal conciusions can be drawn from the uestionnaies n upcoming cinical rials. The valdty,relabily.
‘and responsiveness of each tinius-speciic HR-Qolshould be studied before final conclusions can b craw regarding the ity of these.
questionnaires in fulure liical stucios

Basic requiaments for clnical trial in innitus include:

~ Defintion of one or more main outcome measueefs) .e.,a vaidated timitus questonnaire)
~ THi should bo included i every tal a leas as Sacondary Outcome 0 IMprove intr-study comparabity

Athougi psychomelrical obust measurosoftnntus HR.GoL do et her s o unaniiy n, for exampe, what ests shoud be nclucd i
ho tevitus assossment,and how suces of HA-GoL. shoud be conducied. The curtent authors suggest hat o stuckos employ more garous
designs and contain (minimally) the following characteristics: (1) utiization of randomized control groups and biinding; (2) appropriate statistical
festing nciuing “ropouts” that shouct ba used 1 an“ntenton f eat” anayss ather than cination rom th fial data st (3 ong-tam
olow-up assessment o ovakate esponsvencss:(4) approprite incsioncrtra {0 avoid “ciing” and floor” ofecs: and (5) sutabe samplo
‘sizes based on the application of power analyses.

~ W recommend that the “gold standard” would be o cary out a systemati review of th erature before selecing any given initus
questionnaie or a service audit o Ginial trial.

~ I addtion to the measurement propertes, selecton might also give consideraton to the sulablty of the ttus questonnare fo the study
popuation, the potential burden of completing the questionnaie (e.g., length, question dificuty, emotionalimpact of ertain questions), and
he practcal aspects (e.g. coYight os's, complexty of scoring method)
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