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Tinnitus represents a major burden of disability, yet there is scant evidence
for effective management strategies and a lack of clinical trials to formally
test even some of the most commonly used drugs and medical devices.
The James Lind Alliance gives a voice to patients and clinicians to identify
and prioritize important clinical research questions concerning treatment
uncertainties. This article describes the initiative conducted by the Tinnitus
Priority Setting Partnership; how it was set up, what the consultation
process was, and how the top ten research priorities were identified.
For each priority, we recommend a research strategy; either calling for
a systematic review or appropriate clinical study. We promote these as
topics for commissioned research and as priority areas to encourage
researcher-led funding applications.

Tinnitus describes a ringing or hissing sound that is perceived in the ears or head,
without an identifiable physical noise source. It remains one of the most com-
mon chronic hearing-related conditions in the western world with a prevalence
of 10.2% in the total adult population, rising to 14.2% in those aged over 50
years of age [1]. There are no effective cures for the condition, with current treat-
ments targeting the symptoms of tinnitus (either the effects of the condition on
emotions and mood or associated hearing loss), or seeking to reduce the persons’
awareness of the tinnitus sound. A majority of treatments have little or no evidence
for their efficacy [2.101]. The heterogeneity of tinnitus with respect to its etiology,
pathophysiology and clinical characteristics most likely exacerbates the variable
individual response to tinnitus management [2-4].

Clinical research is traditionally led by scientists, clinical professionals or com-
mercial interest and the government and charity research agendas are somewhat
biased towards underpinning research and etiology (69% of total spend), with
only 8% spent on evaluating treatments and therapeutic interventions [102]. To
make best use of the government increase in support for clinical research, Chalm-
ers and Glasziou, among others, have argued strongly for a more efficient research
culture in which scientists study health conditions that are not only the great-
est burden on the population, but also address questions about interventions
and outcomes that patients and clinicians consider to be the most important [s).
This argument is highly relevant to the field of tinnitus research, which is rather
patchy in terms of which key questions are driving current research programs,
with considerable focus on animal models and underpinning neurophysiological
mechanisms.
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Patient and public involvement has become an impor-
tant theme in health and social care research. In particu-
lar, a recent UK Clinical Research Collaboration report
identifies evidence for a role in making research more
relevant and appropriate for users [6]. The James Lind
Alliance (JLA) supports the growing role for patients,
the public and clinicians in research activity in the form
of Priority Setting Partnerships (PSPs) (Table 1) [103].
The purpose of this article is to describe the Tinnitus
PSP in providing a platform for patients and clinicians
to collaborate to identify and prioritize uncertainties
or ‘unanswered questions’ that they agree are the most
important supporting clinical research.

The JLA

The JLA was established in 2004 in the UK. It is an
independent, not-for-profit initiative that is principally
funded by the National Institute for Health Research
(NIHR). The JLA aims to raise awareness among those
who fund health research about what matters to both
patients and clinicians, so that clinical research is rele-
vant and beneficial to end users. The process starts off by
defining unanswered questions about the effects of treat-
ment — questions that cannot be adequately answered by
existing research evidence, such as a reliable, up-to-date
systematic reviews — and then prioritzes them accord-
ing to which are the most important. The JLA provides
independent facilitation and guidance to the process of
identification and prioritization. This input significantly
increases the effectiveness of the PSP and the Steering
Group in ensuring credible and useful outcomes.

The partnership between the British Thoracic Society
and Asthma UK was the first formal PSP to complete
the JLA process [7]. There have since been eight further
completed PSPs, with the Ear, Nose and Throat spe-
cialty contributing two completed partnerships (balance
and tinnitus).

Establishing a working partnership

The JLA Tinnitus partnership began in October 2011.
Its founders were the British Tinnitus Association
(BTA) - the only UK-based charity dedicated to sup-
porting people with tinnitus and funding research in
this field — the NTHR Nottingham Hearing Biomedical
Research Unit and the Judi Meadows Memorial Fund.
The Steering Group was key to the success of the pro-
ject. Its role was to oversee and drive the progress of
categorizing and prioritizing identified tinnitus uncer-
tainties. Membership of the Steering Group provided a
broad representation of people from the field of tinnitus
in the UK, including professional bodies, charities and
advocators for people with tinnitus. The wider work-
ing partnership included 56 major UK stakeholders
including individual advocators for people with tinni-
tus, support groups, hospital centers and commercial
organizations.

Gathering suggestions for research on the
assessment, diagnosis & treatment of tinnitus

A questionnaire was used to gather suggestions for clini-
cal research from as many representatives of people with
tinnitus, clinicians and scientists as possible. The survey
was publicized at the London (UK) launch meeting in
December 2011 and widely disseminated through our
working partnership and on the BTA [104] and JLA [105]
websites. The BTA played a major role in dissemination
by posting the questionnaire in their members’ maga-
zine (Quiet, Winter 2011) with a circulation of 4500.
Over a 2.5-month period, an incredible 2483 responses
were submitted by 835 people (Figure 1).

Checking & categorizing submitted
uncertainties

The purpose of collation was to reduce the initial list to
a shorter one that would go forward to the prioritization

Table 1. Steering Group of the James Lind Alliance Tinnitus Priority Setting Partnership.

Steering Group members Role
Lester Firkins

Tim Husband

Don McFerran
Christopher Dowrick
Emma Harrison
Philip Nash

Mark Fenton

Independent chairperson, representing James Lind Alliance

David Stockdale and Emily Broomhead Representing British Tinnitus Association

Deborah Hall and Najibah Mohamad ~ Representing NIHR Nottingham Hearing Biomedical Research Unit
Clinician representing British Society of Audiology

Clinician representing ENT UK

Clinician and person with tinnitus representing general practitioners
Person with tinnitus and representative for Action on Hearing Loss
Person with tinnitus

Representing UK Database of Uncertainties about the Effects of
Treatments, NICE

ENT UK: Ear, Nose and Throat UK; NIHR: National Institute for Health Research.
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741 responses removed that
were ‘void’ (n = 28) or outside
the scope (n = 713)

l

Multiple uncertainties within one
response were split into separate
questions (58 respondents)
Uncertainties duplicated by the same
individual were minimized

(29 respondents)

Seven ‘uncertainties’ were removed
due to sufficient reliable evidence to
answer them

220 uncertainties were set aside due
to < two individuals submitting them

130 uncertainties set aside due
to lower ranking
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Public consultation and data analysis

2483 suggestions for research received
Respondents: 638 tinnitus sufferers;
159 clinicians; 28 unknown

Mode of response: 131 postal;

697 website; seven e-mail

|

/

—

/|

|

1760 suggestions for research
Responses were structured into
46 themes using thematic analysis

|

397 edited uncertainties following
pooling responses relating to the same

'~ uncertainty

Information gathered about how
many people contributed to each item

|

390 ‘true’ uncertainties

'

170 uncertainties in 36 themes,
each submitted by > two people

l

Ranking of personal ‘top tens’
Respondents: 550 tinnitus sufferers;
nine patient representatives;

71 clinicians

Mode of response: postal 153; e-mail 477
Scores weighted so that both groups
contributed equal weighting to scores

40 uncertainties selected

Steering group contributions

Design and dissemination

of the questionnaire to harvest
uncertainties about tinnitus
assessment, diagnosis and treatment

Reach consensus on which responses
were outside the scope of the survey

Thematic analysis led by Hall and
Mohamad with colleagues from NIHR
Nottingham Hearing BRU

Approve the thematic structure

Approve the pooling process and
ensure edited uncertainties were
written in ‘PICO’ format and lay terms,
seeking external opinion from
audiologist

Design and dissemination of the
questionnaire for ranking

Weighting process led by Stockdale,
with colleagues from British Tinnitus
Association, and approved by Steering
Group

Reviewed the list of ranks and agreed
a consensus on 25 to go forward to
the priority setting workshop

Ten uncertainties about assessment, diagnosis and treatment chosen during the
priority setting workshop. Attendees: Nine patient representatives, nine clinicians,

three facilitators, five observers

I Consultation

Collation

Prioritization -

Figure 1. The key steps within the stages of consultation, collation and prioritization, with contributions from the Steering Group.

The final uncertainties edited into appropriate ‘PICO’ format. PICO describes the core elements of a well-formed clinical question:

Patient, Intervention, Comparison and Outcome.
BRU: Biomedical research unit; NIHR: National Institute for Health Research; PICO: Patient, Intervention, Comparator and Outcome.

stage. Details of the process are given in Figure 1. Almost
a third were removed either because there was no specific
suggestion for research (classified as ‘void’, e.g., ‘Can T have
any information about your tinnitus survey?’) or it was
unrelated to the assessment, diagnosis and treatment of
tinnitus. Qualitative research methods were used to iden-
tify, analyze and report themes within the remaining data
(8]. The unprecedented number of submitted responses
meant that this was one of the most time-consuming steps
in the project. For each uncertainty, we required a con-
sensus in thematic categorization across three independent

future science group

raters, sought iterative input from the Steering Group and
verified each uncertainty against published evidence such
as the Cochrane Database of Systematic Reviews [106] and
the Database of Abstracts of Reviews of Effects [107]. At
the end of this process, in May 2012, we had generated
a second questionnaire listing 170 distinct questions for
tinnitus research spanning 36 themes.

Prioritizing the uncertainties
This questionnaire asked people to select and then rank
their top ten personal ‘most important uncertainties’.

Clin. Invest. (2013) 3(1)
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Again, the working partnership played a major role
in distributing the questionnaire, with a hard copy
being posted out with the Spring 2012 issue of the
BTA’s Quiet magazine. Over a 6-week period, 630
responses were received. Quantitative research meth-
ods were used to produce a final weighted rank for each
uncertainty that gave equal significance to votes from
members of the public and healthcare professionals.
Considering this list of weighted ranks, the Steering
Group agreed on a final set of 26 important uncertain-
ties to be considered at the final prioritizing meeting.
Although this final step was primarily an objective,
quantitative process, the Steering Group promoted
several questions on ‘Cinderella’ topics that members
considered to be particularly under-represented in the
tinnitus research field.

Developing consensus

The London priority setting workshop in July 2012 was
the most exciting part of the project and the culmina-
tion of months of hard work. Its purpose was to agree
on a ‘top-ten’ list of tinnitus uncertainties through
facilitated discussion between equal numbers of patient
representatives and clinicians. Extensive debates within
two parallel groups containing a mixture of patients and
clinicians generated independent ranked lists that were
then pooled together to produce a combined version.
This version initiated a second conversation amongst
the whole group. Lively debate focused around a small
number of questions that were particularly challenging
for the group to reach a consensus.

Top ten clinical research questions

The final top ten demonstrate the breadth of research
required to identify mechanisms and models of tinni-
tus, the need for a cure and the requirement to better
understand and demonstrate the efficacy of existing
treatments (Table 2, column 1). It is particularly reassur-
ing to see questions focusing on minority issues such as
pediatric tinnitus and Deaf people with tinnitus. Some
of the underpinning evidence supporting each uncer-
tainty is given in column 2, with particular emphasis
on those studies outside of the Cochrane Collaboration.

Recommendations for future research strategy
In consultation with the Professional Advisors’ Com-
mittee of the BTA, the Steering Group formulated ideas
for future research strategies to address each uncer-
tainty (Table 2, column 3). For so many questions there
is a paucity of evidence and several of the questions in
the top ten immediately lend themselves to systematic
review, preferably within the Cochrane Collaboration
since these are internationally recognized as the highest
standard in evidence-based healthcare.

www.futurescience.com

The Steering Group strongly supports general
improvements in methodology and reporting in clini-
cal trials for tinnitus. These have historically been rather
low in quality [2.3] and several authors have already called
for methodological standards in tinnitus trials, such as
developing standards for tinnitus and tinnitus-related
quality of life outcome measures in clinical studies that
appropriately separate the effects on tinnitus from other
treatment-related improvements (generalized anxiety,
depression, hearing loss and so forth) [2.49]. Interna-
tional guidelines for good clinical practice and reporting
should also be used. For example, the CONSORT state-
ment provides guidance for randomized controlled trials
(108], but has rarely been adopted in tinnitus research.

Notable strengths & weaknesses
The high response rate from members of the public has
enabled a voice that is rarely given an opportunity to
input into tinnitus research. Anecdotal comments from
a small number of basic scientists indicate some unease
in this process, implying that ‘patients might not suf-
ficiently understand the condition to identify important
and valid research questions’. Certainly the concept of
a tinnitus uncertainty was challenging for some, with
many responses being written as personal stories rather
than specific questions for research. We would argue
that those experiences are nevertheless extremely valu-
able and informative. The data management group,
comprising members of the Steering Group, the JLA
and the UK Database of Uncertainties about the Effects
of Treatments (DUETs), used Patient, Intervention,
Comparator and Outcome to identify active treatment
components of the submission from the narrative text.
The implementation of the JLA Tinnitus PSP
explored a novel cost-effective model involving mini-
mal face-to-face contact with the JLA facilitator (at
the launch and the priority setting workshop only)
and a greater reliance on e-mail communication and
teleconferencing between members of the Steering
Group (five teleconferences, mostly at the collation
and prioritization stages). The project was completed
with a contribution of GB£6900 from the Judi Mead-
ows Memorial Fund, with in-kind donations of staff
time from the BTA and the NTHR Nottingham Hear-
ing Biomedical Research Unit. Timescales for the
project were negotiated within the partnership and
carefully planned to minimize the overall duration
of the project — just 11 months for the five stages of
initiation, consultation, collation, prioritization and
reporting. The collation stage was the most time-con-
suming and resource intensive because there was no
way to have predicted the sheer volume of individual
submissions. The Steering Group was also somewhat
ill-prepared for submitting the uncertainties to the

future science group



The James Lind Alliance Tinnitus Priority Setting Partnership Research Update

‘Adeiay] Joineyag anniubod :1gd

saullepInb O JusWdOo|aASP WIO4UI PINOM 1By} 9Se( 9JUapIAS Ue apiAoid 0}

S921A13S BUIISIX® WO UOIID9[|0D Blep |BUOIIBU JO W04 d13ewdlsAs e jo Juswdojanaq (1
yoJeasal buisixa uo paseq

sisoubelp |eould pre o1 Aemyied/wyiLobe paseq-souspias ue jo yuswdojaasq (1l

SNUUUL Y}M

ualp|iyd 1o} eldyId di3soubelp pue spoylaw yuawssasse ajeidoidde ysow ay3 3noqge
syiadxa jo |aued Aseundidsipijnw e buowe snsuasuod uieb 03 yoeoidde onewalsAs vy (1 [81°21] ouelsenes Fsnyuul} yum ualp|iyd buissasse
:Buisudwod saniAnoe |9jjeded — T dais [o1] Apsuuay pue ak1ays 1oy saulapinb jo 19s jewndo ayi si Jeypn

S|el} |ed1Ul]d WOy 9DUSPIAS Y3 JO MIIARI d1ewdisAs Ajswi] (11l

[B14} 9U} JO WJe U0 Se (19xsew punos pue pie Hulieay) sadiAsp UOIRUIGUOD

[e31B1p Buipn|pul ‘sadiAap pie-Bulieay 1Ualaip Jo s394 ay3 bunenjeaa saipnis (it
snyuun d1yyedolpi aAidafgns

yym ajdoad 1oy sa1barelys uoirediyijdwe JUSIaHIP JO 3108440 By} Bunenjeas saipnis (1

:buisiidwod saniAioe [9)jeled — z dais 03 Aiessadau ji buipaadold 491|921 SNHUUI} A3}
'snjuuly diyedoipl 8Andalgns jo 30edwi jeuonduny ayy ysow ay3 sapinoid Abajeuys uoneoydwe
Budnpai ul aAD8Y4e aJe spie bulieay |enubip Jaylaym sulwislap 01 salpms — T dois punoj sauoN J0 pre buneay |eubip jo adA3 1eypn

S[elI} [BDIUID WOJ) 9DUIPIAS B} JO MBIAAI d13ewdlsAs Ajpwi] — gz dais o) buipaadoid
SUOI}PUOD Y1|eay d1uoJdyd Jayjo bBuileadl ul [edyauaq aq 01 UMOYS Uaa( aAey (1] D 32 UBYIBN ;91ed JO |9pow [BNsSN B yHm
1ey3 sardesayy Areuswa|dwod 9SOy} JSPISUOD PINOYS SIIPNIS "BJed JO [9POW [eNSN ay} (¥1] JD 38 Yded pasedwod snyuuly yum sjdoad uoy swodino
yum pasedwod pue snyuuiy diyyedolpl aandalgns yum ajdoad 1o} sawodIN0 |eUOndUNY [901] SMBIADY J13eWd)SAS panosdwi apinoad saidesayy Aieyuswajdwod
Buinosdwi uoy saidelsyy Aieyuswajdwod jualayip buuedwod saipnis — T dais JO 9@seqeleq auedyd0) a|ge|ieAe snolea ay3 o Aue oq

[¢1] 7D 10 196UIPT

ubisap yoJeasal ay3 Jo wue [z1] |alue@ pue eUUSYON ¢9Jed JO [9pow [eNnsn e Uey} elUWOSUI
auo se 1g) buipnjpul ‘eluwiosul pue snyuul} yum syuaied 1oy dagjs buirosdwi je pawie [901] SMIADY D13eWISAS pajejaJ-snyuuly buiroidwi 10§ 9A13D944
Kjjeoypads saibajelys Juswabeuew Jualapip Jo S199449 ayy buedwod Apnis v — T dais JO aseqeieq auedyd0) 2J0w aJe saibajelys Juswabeuew ey

1s1bojoydAsd
(11l jpjo WD e Aq paJtanlep 19D 40 aJed [edibojoipne |ensn
lo1] Jp 32 J9SSOH  YHm aq 3ybiw suosiiedwod a1aH SNIUUL YHMm

sleuoissajold Abojoipne pauiey Ajgyeidosdde Aq paianijap [901] smainay dijewaisAs  o|doad Joy aAdeye ‘sjeuoissajold Abojoipne

sayoeoldde Buijjasunod [eaibojoydAsd Jayio Jo/pue 1 gd bunenjeas saipnis — T dais JO aseqeieq auedyd0) Aq patanijap ‘Adesayy |edibojoydAsd/1 gD si
isnyuun

S|BlI} |BDIUI|D WO 9DUSPIAS B} JO MBIASI d13eWwdlsAs Ajpwiy — z days 03 buipaadold yum ajdoad uoy sawodino buirosdwi ur a1ed

341] Jo Ayjenb Buinoadwi pue snyuui diyedoip 9A1Rd8[gNS Jo 1dedWI [RUOIIDUNY [901] sSmaIAY D13eWISAS [e2160joIpNe O [9POW [eNSN B UBY} DA}

2y} bupnpai ui saibajelys Juswabeuew JUISHIP O S109442 Buliedwod saipnis — T dais }JO aseqgeje aueydod alow aJe saibajes)s Juswabeuew Jeyp

snjuul} Jo jJuswieal) Jo
AB3jesys yoieasas paysabbng 92udpIAd Bujuuidiapun  juswssasse pue sisoubelp ay3 ul Ayurersadun

‘diysiaunied bunias Ayiond sniuul] asuel||y pury sawer ayi Aq paiiauapl suonsabbns yoieasaus usy doj -z ajqel

25

Clin. Invest. (2013) 3(1)

future science group



Research Update  Hall, Mohamad, Firkins, Fenton & Stockdale

UK DUETs [109] in the reporting stage since
we had not been gathering all of the necessary
information along the way. We recommend
other PSPs understand the reporting format of
DUETs at least as early as the collation stage.

Communicating the outcome

The main legacy of the project has been its
contribution to the UK DUETs. This web-
based public information repository sits
within NHS Evidence and is managed by
the NICE. Its purpose is to make uncertain-
ties explicit primarily to help those prioritiz-
ing research in the UK to take into account
the information needs of patients, carers
and clinicians. Each record within DUETs
contains information about the source of
the uncertainty, evidence for why it is an
uncertainty, references to any reliable up-
to-date systematic reviews, information on
any reviews that need updating or extend-
ing and any in preparation, what is needed
from new research, and details of any ongo-
ing controlled trials [109]. The intention is to
publish all 390 ‘true’ uncertainties, although
this will need to be implemented gradually,
due again to resource limitations. At present,

Proceeding if necessary to Step 2 — Development of an evidence-based algorithm/

pathway to guide patient assessment, diagnosis and management
Proceeding if necessary to Step 2 — Studies of drug treatments for reducing tinnitus

Proceeding if necessary to Step 2 — Understanding of the underpinnings of tinnitus
symptoms, including reduced perception of the tinnitus sound

Step 1 — A systematic review of the association between tinnitus and hyperacusis,
and hyperacusis in terms of inner ear pathology and neurobiology

(i) the underpinnings of the different tinnitus subtypes in humans in terms of inner ear
including epidemiological data.

ii) A systematic review of the effects of multichannel intra-cochlear cochlear implants
pathology and neurobiology and;

i) Studies to evaluate the effects of non-audiological tinnitus interventions in reducing
to suppress tinnitus

tinnitus symptoms for people with profound hearing loss and tinnitus
Proceeding if necessary to Step 2 — Development of new treatment approaches for

people with profound hearing loss or deafness and tinnitus
Step 1 - Systematic reviews of the other classes of drugs that are prescribed to

Step 1 - Identification of (i) meaningful criteria for tinnitus subtyping;
alleviate tinnitus and/or associated symptoms.

(iii) their relevance for response to various treatments

Step 1 - Parallel activities comprising:

Suggested research strategy

the 26 prioritized uncertainties are publicly
available in this database.

To raise awareness amongst key stakeholders,
the top ten uncertainties have been widely dis-
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for patient-centered tinnitus research either as com-
missioned research or as priority areas to encourage

researcher-led funding applications.

Through inclusion in the DUETs database, major
government funders now have easy access to a reliable
knowledge base upon which to commission specific

The James Lind Alliance Tinnitus Priority Setting Partnership Research Update

pieces of research. There is now greater potential
opportunity to stimulate new research addressing those

areas of acute patient need where very little research has

time for tinnitus research.

been conducted so far, especially in children and people
who are deaf. There has never been a more exciting

Executive summary

the Steering Group.

m The James Lind Alliance (JLA) gives a voice to patients and clinicians to help shape future research agendas.

m Over a period of 11 months, the JLA Tinnitus Priority Setting Partnership has engaged patients and clinicians to identify and
prioritize uncertainties in the assessment, diagnosis and treatment of tinnitus.

m The JLA Tinnitus Priority Setting Partnership was a successful ‘test case’ for implementing the process in a cost-effective way over
a reasonably short timescale, although success was in part due to considerable internal effort and application by key members of

m The 'top ten' list represents a set of general tinnitus questions that address a broad range of important aspects of patient need
and gives priority to areas previously overlooked.

m A key objective is to increase the number of clinical trials that address the needs of people with tinnitus and the hearing
healthcare professionals who work with them.
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