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are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Barbara Goldstein; Abraham Shulman 
Prof. Emeritus Clinical Otolarynglogy  
SUNY/ Downstate 

REVIEW RETURNED 07-Aug-2015 

 

GENERAL COMMENTS Agreed: 

“The  consensus meeting In 2006 recommended using one of four 

questionnaires for tinnitus severity methodology to be implemented 

by the COMiT initiative (Core Outcome Measures in Tinnitus) to 

define a Core Domain Set for clinical trials of tinnitus.” 

“There is a growing recognition that consistency between academic 

centres and clinics engaged in tinnitus research in the way that 

treatment outcomes are measured would facilitate more meaningful 

evaluation and comparison of trial findings” 

 Yes , a review of the past is in order to achieve the goal . 

The concept and goal of this manuscript is to be commended. The 

electronic age of the 21st century demands such approach.  

Basic and  clinical science would benefit from a minimum outcome 

reporting standard. 

What is not addressed are the following basic issues: 

1.Heterogeneity: 

The  symptom of tinnitus , marked by its  heterogeneity, is a 

potential significant problem in any and all tinnitus research 

protocols.  

This issue is addressed in the manuscript: “There is also agreement 

that the heterogeneous nature of tinnitus complaints and impact can 

also make clinical research and outcome measurement difficult”.   

However, our review of the inclusion  criteria for the planned ---“first 

systematic review”----as written is suggested to result in  potential 
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multiple biases in the interpretation of the outcome results for the 

domain of “intensity” of “tinnitus”. 

 2.INteaction between the sensory and affect components of the 

tinnitus : 

the individuality of the tinnitus  and the patient, i.e. the reciprocal  

interaction between the behavioral component of the aberrant 

auditory sensory sensation and the sensory component , i.e. the 

tinnitus intensity. 

For example: the tinnitus patient who when asked,- has  the 

outcome of a modality of treatment resulted in tinnitus relief replies 

in the affirmative reporting  a reduction in intensity  and annoyance – 

yet the patient does not consider the outcome significant.  

3.Clinical types of tinnitus: 

The danger of all outcomes reporting forms is lack of recognition that 

clinically tinnitus of one patient is not the tinnitus of another patient.  

There are different clinical types and subtypes of tinnitus.  

Recommend the diagnostic identification of the clinical type(s) of 

tinnitus in all protocols.  

This issue is clinically considered fundamental and this---“first 

systematic review”---- is recommended to be limited to a single 

category of tinnitus, eg mild , moderate, or severe  and a specific 

etiology, e.g. noise induced tinnitus. 

4. Outcome goals /Tinnitus patient individuality: 

The outcome goals of tinnitus  patient will vary with the environment 

, patient personal and educational background.    

Not all positive outcomes of a particular modality of treatment are 

reflected in a “reduction” in intensity. Outcome goals are 

differentiated by patients –one of which can be based on the 

parameter of intensity. To focus only on one parameter of 

identification of tinnitus, i.e. intensity , which in this manuscript are 

called “domains”, will miss patient reports of positive treatment 

outcomes  which result in alteration in location, quality, masking , 

duration , any one of which can be  reported  by the tinnitus patient 

to be an “improvement in the tinnitus”, a positive outcome”, despite 

no alteration in intensity.  

It is acknowledged  that the one common denominator for outcomes 

is a “cure” for all clinical type(es) of tinnitus , i.e. absence of any 

perception of the aberrant auditory tinnitus sensation- which is not 

available in 2015. 

5. Sensory neuroscience: 

A significant domain recommended to be included in this effort 

involving 5 working groups is that of sensory neuroscience, which 
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specifically includes the principle that all sensations have 

components- sensory, affect, psychomotor , memory, and chronicity.  

A sensory neuroscience approach will avoid the conflict identified in 

this manuscript and in treatment recommendations in the past which 

fail to differentiate between the sensory and behavioral component 

of  the tinnitus. 

The questionnaire cited in this manuscript, THI – is predominantly 

directed to behavioral issue – not the sensory.   

To focus on intensity  is to focus on the sensory component of the 

tinnitus.  

What of the patient who comes for tinnitus  yet admits the clinical 

history reveals his basic concern is one of cognition? 

6. The  “roadmap” : 

The limts of what is and is not known of tinnitus is reflected in what 

is and is not known in 2015 of ear and brain function- auditory and 

non auditory systems , peripheral and central.  

It is recommended to avoid a rigidity implied in the  “roadmap” for 

research protocols recommended to achieve the goals of this 

manuscript which may result in an interference  in the development 

of original protocols for investigation of the basic science and clinical 

diagnosis and treatment for all clinical types of tinnitus. 

Recommendations: 

1.This effort should  reach out to senior clinicians in the past , 

present , internationally who have been  actively involved in 

“tinnitus”. (names available upon request) 

2. The eligibility criteria defined   inclusion criteria according to 

PICOS (Patient, Intervention, Comparison, Outcome, Setting) is 

recommended to focus on a particular type of tinnitus , e.g of a 

predominantly central type subjective idiopathic tinnitus of the 

severe disabling  type for the evaluation of  the efficacy of a 

particular modality of treatment attempting tinnitus relief for the 

“domain” of tinnitus intensity, and a specific etiology to reduce the 

complexity of the issue of heterogeneity of all clinical types of 

tinnitus.  

3.A significant domain to be included  in this effort involving 5 

working groups for evaluation of the outcome of treatment – 

intensity- is sensory neuroscience and the principle of components 

of a sensation, e.g. tinnitus, an aberrant auditory sensation. 

Manuscript Decision: 

Recommendation: 

Publication of this manuscript following resubmission  with focus on 

consideration  all recommendations and in particular alteration of the 
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inclusion criteria.   

 

REVIEWER Tyler, Richard 
The University of Iowa, oto 

REVIEW RETURNED 14-Aug-2015 

 

GENERAL COMMENTS Page 2  
Line 8  
How can the central auditory pathway not be involved  
Page 4  
Line 10  
Tinnitus assessment is not reliant on self reports  
 
Line 41  
The literature documents regarding knowledge of variety of 
complaints for decades.  
 
 
Line 50  
Most were developed for clinical assessment  
 
Line 53  
There are other more comprehensive, less biased review articles on 
this issue.  
 
Page 5  
Line 9. On what basis is this statement. It suggests a bias on the 
members of this group.  
Line 23  
Thoughts and emotions.  
Page 12  
Line 27  
Wouldn’t the patient advocate have some bias. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 (Barbara Goldstein and Abraham Shulman)  

 

1. Reviewer 1 agrees with us that heterogeneity in tinnitus can make clinical research difficult. 

However, they seem to imply that we are primarily criticizing the outcome domain of “intensity” tinnitus 

and that this domain has multiple interpretations. Our first response is to highlight that “intensity” can 

have multiple interpretations: it can refer to the perceived loudness of the sound (a psychoacoustic 

property), or it can refer to the overall severity of tinnitus symptoms (a functional property). Our 

systematic review does not start from the premise that one domain is more important than another, 

but rather it seeks to collate and describe how professionals in the field currently define what they are 

measuring.  

 

We clarify this goal by a small change of emphasis in the abstract towards the goal of this review, 

rather than the ultimate goal of the whole research programme:  

“This protocol lays out the first-step methodology in defining a Core Domain Set for clinical trials of 

tinnitus by establishing existing knowledge and practice with respect to which outcome domains have 

been measured and which instruments used in recent registered and published clinical trials.“  
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2. Again, the reviewer uses the example of tinnitus “intensity” and highlights discrepancies between 

measurement of intensity and the patient’s opinion on whether change on this dimension is clinically 

meaningful. The protocol that we describe here seeks to identify which outcome domains have been 

used in trials to date. At this stage, we are not making recommendations on which domains and 

outcomes should be used in clinical trials. Nevertheless, it is true that our ultimate goal is to establish 

an international standard for outcome measurement in clinical trial with tinnitus, otherwise known as a 

Core Outcome Set. In line with organisations such as COMET (http://www.comet-initiative.org/), we 

believe that Core Outcome Sets should be relevant to patients, carers and health professionals.  

 

3. Reviewer 1 again refers to the difficult issue of heterogeneity. We agree that tinnitus phenotyping is 

an important, but extremely complex issue and there are no agreed international standards on 

diagnostic categories. We will be considering the matter of clinical subtypes in our review. Our original 

manuscript stated the following:  

“A final exploratory analysis of subgroups will address the question ´Is a particular outcome domain 

(or instrument) preferentially selected in trials that enrol a particular tinnitus sub-type, or when tinnitus 

presents with a particular co-morbid condition?´ This final analysis will be conducted only if there is 

sufficient data.”  

 

We have also clarified our open approach in the Introduction: “Throughout this protocol, we will refer 

simply to ‘tinnitus’, without limiting our question to one subtype or another.“  

 

4. The reviewer seems to imply that we are starting from the premise that tinnitus “intensity” is the 

most important outcome domain. Pre-judging what domains are important is not within the scope of 

our systematic review. We remain open minded about what dimension associated tinnitus is more 

important than another. Our review primarily seeks to collate and describe how professionals in the 

field currently define what they are measuring.  

 

5. Again, the reviewer suggests that we will be focusing only on sensory aspects of tinnitus 

(”intensity”) in ways that could be measured by sensory neuroscience techniques. This is not the 

case. While we remain open to the possibility that biological and neurophysiological markers may be 

an outcome measure, in this review we keep an open mind for all possibilities of measurement 

outcomes, including those relating to cognition and behaviour.  

 

6. Reviewer 1 recommends that we avoid rigidity in our approach to the roadmap. Our roadmap was 

published earlier this year in a peer reviewed journal (Trends Hear. 2015 Apr 24;19). In that article, 

we clarify that stages 3 and 4 are somewhat speculative and so we do not impose any “rigidity” at this 

stage.  

 

Reviewer 1 made three recommendations which we address as follows:  

 

(i) The first recommendation was to “reach out to senior clinicians … who have been actively involved 

in tinnitus”. An open invitation has already been made. In our previous article (Trends Hear. 2015 Apr 

24;19), we explicitly invite engagement from stakeholders across the globe acknowledging the 

importance of enabling everyone to contribute their viewpoint. This article is published Open Access, 

for anyone to read. Engagement will form an integral part of the Delphi survey which is a consecutive 

step after the present systematic review and which will seek to arrive at a stakeholder consensus 

about what outcome domains are important for clinical trials.  

 

(ii) The second recommendation is to focus on specific subtypes of tinnitus. We agree that this is an 

important question and we have addressed this in point (3) above. The reviewer may also be 

interested to note that authors are also part of a European research network, funded by the EU COST 

Action BM1306, to work together to clarify tinnitus subtypes. The COMiT initiative is currently 
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supported by this research network.  

 

(iii) The final recommendation is that we include the domain of tinnitus “intensity” defined from the 

point of view of sensory neuroscience. We have addressed this comment throughout, but primarily in 

points (4) and (5) above.  

 

Reviewer 2 (Richard Tyler)  

 

While we appreciate Prof Tyler’s input, we were unclear on several of his points. Our response is as 

follows:  

 

Page 2 line 8: Reviewer 2 asked: “How can the central auditory pathway not be involved?”  

It is unclear to us what Prof Tyler means. In the abstract, we do not explicitly state the central auditory 

pathway is not involved in tinnitus. In fact, we agree with the reviewer that central mechanisms play 

an important role.  

 

Page 4 line 10: Reviewer 2 said: “Tinnitus assessment is not reliant on self-reports”.  

We are not claiming that tinnitus assessment is reliant on self-reports, and it is unclear to us what the 

Reviewer means.  

 

Page 4 line 41: Reviewer 2 said: “The literature documents regarding knowledge of variety of 

complaints for decades”  

The line Reviewer 2 refers to deals with the management strategies rather than assessment of 

patients complaints and so it is unclear to us what the Reviewer means.  

 

Page 5, line 50: Reviewer 2 said: “Most were developed for clinical assessments”  

We agree and have added this statement to the sentence.  

 

Page 5, line 53: Reviewer 2 said: “There are other more comprehensive, less biased review articles 

on this issue”  

We referenced Langguth et al. 2007 because this refers to the publication directly arising from the 

2006 meeting in Regensburg. To our knowledge, this is the only article purporting a consensus about 

tinnitus outcome measures. We agree that there are other, more comprehensive general reviews 

about questionnaire evaluation, but that is not the point we are making here.  

 

Page 6, line 9: Reviewer 2 asked: “On what basis is this statement. It suggests a bias on the 

members of this group.”  

We followed the tendency in the field of outcome measures to be open minded. For instance, in 

chronic pain clinical trials, there is a recommendation for considering not only psychometric 

questionnaires, but also open questions or biological markers as instruments of outcome measures 

(Pain 106 (2003) 337–345). Our group keeps the mind open for other possibilities of measuring the 

outcomes of tinnitus treatment. We have edited this part of the Introduction to state:  

 

“We keep our minds open that recommendations for outcome measurement do not necessarily need 

to be restricted to questionnaires. For example in chronic pain, biological markers and clinician ratings 

of global improvement are proposed as supplemental domains for clinical trials. 18”  

 

18. Turk DC, Dworkin RH, Allen RR, Bellamy N, Brandenburg N, Carr DB Cleeland C, Dionne R, 

Farrar JT, Galer BS, Hewitt DJ, Jadad AR, Katz NP, Kramer LD, Manning DC, McCormick CG, 

McDermott MP, McGrath P, Quessy S, Rappaport BA, Robinson JP, Royal MA, Simon L, Stauffer JW, 

Stein W, Tollett J, Witter J. Core outcome domains for chronic pain clinical trials: IMMPACT 

recommendations. Pain 2003: 337-45.  
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Page 5 Line 23: Reviewer 2 asked: “Thoughts and emotions”  

The line Reviewer 2 refers to deals with published systematic reviews on tinnitus treatments and so it 

is unclear to us what the Reviewer means.  

 

Page 12 line 27: Reviewer 2 asked: “Wouldn’t the patient advocate have some bias.”  

Our protocol does not describe patient involvement and so it is unclear to us what the Reviewer 

means. 
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