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Abstract
Background: Tinnitus is a common otological symptom and can be debilitating. Sound therapy has increased in popularity due to |
its potential for increased efficacy and fewer and milder side effects, but the available evidence is limited by the lack of randomized
controlled trials comparing different sound therapies for tinnitus. Network meta-analysis (NMA) is a useful tool to compare multiple
treatments when there is limited or no direct evidence available. The aim of this paper is to evaluate the efficacy and acceptability of
different sound therapies for tinnitus.

Methods and analysis: A literature search was conducted to identify articles in EMBASE, PubMed/MEDLINE, Web of Science,
Cochrane Library, China National Knowledge Infrastructure, Chinese Biomedical Literature, and Wanfang and Weipu from inception
to April 1, 2021. The Tinnitus Handicap Inventory, Tinnitus Questionnaire, and effective rate were used to assess perceived tinnitus
suppression after treatment. We used Review Manager 5.4 for the standard meta-analysis; R 4.0.4 and Stata 15.1 were used for the
NMA and the publication bias and sensitivity analyses.

Results: The effect estimates of the direct comparisons (when available) were very similar to those of the NMA. Overall, sound
stimulation alone performed better than medication alone, educational consultation alone, and no treatment. Combination therapy,
such as sound stimulation plus educational consultation and sound stimulation plus drug therapy, yielded significantly better
outcomes with regard to the alleviation of tinnitus than individual treatments.

Conclusion: This is the first NMA to evaluate and compare the effectiveness of different sound therapies for the management of
tinnitus. It may help inform the selection of sound therapy and the development of guidelines in clinical practice. Future studies of
sound therapy with larger sample sizes involving multiple medical centers are needed to improve the current evidence.

Abbreviations: ACT = acceptance and commitment therapy, C = control group, CBM = Chinese Biomedical Literature, CBT =
cognitive-behavior treatment, Cl = confidence interval, d = day, DIC = deviance information criteria, E = experiment group, F =
female, h = hour, HA = hearing aids, M = month, MD = mean difference, NA = not available, NG = noise generators, NMA = network
meta-analysis, OR = odds ratio, PICOS = participants, interventions, comparators, outcomes, and study designs, PRISMA =
Preferred Reporting Items for Systematic Reviews and Meta-Analysis, RCT = srandomized controlled trials, RE = random-effects,
SC = standard of care treatment, SoC = standard of care, TCI = tinnitus control instruments, TCT = tinnitus-coping therapy, TE =
tinnitus education, THI = Tinnitus Handicap Inventory, TQ = Tinnitus Questionnaire, TRT = tinnitus retraining therapy, WLC = wait-list

control, y = year.

Keywords: network meta-analysis, sound therapy, systematic review, tinnitus

Editor: Massimo Tusconi.

All the contributed authors have agreed to the publication of this manuscript.
Shaanxi Basic Research Program of Natural Science (S2021-JC-YB-1108)
The authors have no conflicts of interest to disclose.

All data generated or analyzed during this study are included in this published
article [and its supplementary information files].

@ Department of Otolaryngology, Shaanxi Provincial People’s Hospital, China,
b Xi'an Medical University, China.

) Correspondence: Ting Yang, Xi'an Medical College, Hanguang Campus, No. 74
North Hanguang Road, Xi’an City, Shaanxi Province, China.

(e-mail: 18191619266@163.com).

Copyright © 2021 the Author(s). Published by Wolters Kluwer Health, Inc.

This is an open access article distributed under the Creative Commons
Attribution License 4.0 (CCBY), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

How to cite this article: Liu H, Zhang J, Yang S, Wang X, Zhang W, Li J, Yang T.
Efficacy of sound therapy interventions for tinnitus management: a protocol for
systematic review and network meta-analysis. Medicine 2021;100:41(e27509).
Received: 14 July 2021 / Received in final form: 8 September 2021 / Accepted:
24 September 2021

http://dx.doi.org/10.1097/MD.0000000000027509

1. Introduction

Tinnitus is a common otological symptom and is defined as a
sound in the head or ears that has no external source.!'™! The
sensation is usually defined as a ringing, buzzing, or whistling
sound."! Most people suffer from tinnitus at least once in their
life and approximately 1% to 6% of the population is severely
affected by tinnitus, experiencing sleep disorders, headaches,
weakness, depression, and confusion or difficulty concentrat-
ing.!® However, the pathophysiology of tinnitus remains unclear,
and because otological conditions, especially high-frequency
hearing loss, are major risk factors for tinnitus, the sensations are
often deemed to be a maladaptive homeostatic compensation
mechanism that is triggered by auditory deprivation.!’! Treat-
ments to reduce tinnitus and tinnitus-related distress include
auditory therapeutic measures, repetitive transcranial magnetic
stimulation, direct current stimulation, specific forms of acoustic
stimulation (noise/masking, retraining therapy, music, and
acoustic coordinated reset), laser treatment, acupuncture,
surgery, and so on. However, no specific treatments or
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interventions have yet been proven to offer a completely
satisfactory solution.[””!

Acoustic therapy was first described in a medical textbook by
Jean-Marie Itard in 1821, and this treatment continues to evolve,
with a range of therapies being developed!*?; therapies include
tinnitus retraining therapy (TRT) (sound stimulation combined
with educational consultation), hearing aids (HA), masking and
customized sound therapy, which is a tinnitus management
strategy based on the individual’s condition, that includes
personalized notched music training, tinnitus pitch-matched
therapy, neuromonics tinnitus therapy, and so on.”>'™13! Sound
therapy is one of the most common methods of managing tinnitus
and its effectiveness with regard to changing a patient’s
perception of tinnitus has been explored for centuries. Because
of its noninvasiveness and simplicity, sound therapy is readily
accepted by patients and widely used in clinical practice.”!
However, reports of its efficacy have been mixed.

In light of these issues, the present study aimed to systemati-
cally review the current literature on sound therapy and explore
the true effect of sound therapy. We sought to comprehensively
assess the effect size by conducting a network meta-analysis
(NMA) of published studies in Chinese and English, as sound
therapy may represent a promising strategy with which to
suppress tinnitus.

2. Materials and methods

2.1. Systematic search strategy and study selection

Two investigators (YT and LH) independently searched for
articles without language restrictions from the date of the
inception of each database through April 1,2021. The databases
that were searched were EMBASE, PubMed/MEDLINE, Web of
Science, Cochrane Library, China National Knowledge Infra-
structure, Chinese Biomedical Literature, Wanfang, and Weipu
databases. Medical subject heading and free search terms were
both used in the literature search. An example of the search
strategy for PubMed/MEDLINE is (“tinnitus” AND (“masking
therapy” OR “tinnitus retraining therapy” OR “hearing aids”
OR “music therapy” OR “sound therapy” OR “acoustic
therapy”) AND (“randomized controlled trial” OR “RCT”
OR “randomized”)). The Preferred Reporting Items for
Systematic Reviews and Meta-Analysis (PRISMA) statement
and checklist were followed as much as possible during this
review,"*! and the protocol was reviewed and registered in
PROSPERO (ID: 4202159034). We initially identified 863
articles after reading the titles and abstracts.

Two investigators (YT and ZJ) independently skimmed the
identified abstracts and selected the articles for the full-text
review. The same investigators independently reviewed the full
texts of the selected articles. A senior investigator (LH)
adjudicated in cases of disagreement.

The studies were identified using the PICOS (participants,
interventions, comparators, outcomes, and study designs)
framework to set the parameters of interest. These can be
summarized as follows: (P) Patients with acute or chronic
tinnitus. (I) Sound stimulation alone, sound stimulation com-
bined with drug therapy, sound stimulation combined with
educational consultation, or sound stimulation combined with
drug therapy and educational consultation. (C) Drug therapy, no
treatment, educational consultation only, sound stimulation
alone or sound stimulation combined with drug therapy (O) The
clinical outcomes of the studies included the Tinnitus Handicap
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Inventory (THI), Tinnitus Questionnaire (TQ), and effective rate.
(S) RCTs.

Studies with the following characteristics were excluded: (a) a
study design other than an RCT; (b) not in English or Chinese; (c)
only 1 arm; (d) missing key information, such as a suitable
comparator and the main quantitative outcomes; (e) animal
experimental investigations, case reports, meeting abstracts and
comments, and review articles; (f) unavailable data; (g)
incomplete or seriously flawed studies; and (h) not the largest
study among those using duplicate patients within the same
institution.

2.2. Quality assessment

The Cochrane Collaboration tool was used to assess the risk of
bias in the selected studies. The following aspects were assessed
independently by 2 reviewers (YT and YSY): random sequence
generation, allocation concealment, blinding of participants and
personnel, blinding of outcome assessment, incomplete outcome
data, selective reporting, and other bias. Disagreements between
the 2 reviewers were resolved through either discussion or
adjudication by a third reviewer (LH). We judged each study as
having a low, unclear, or high risk of bias in each domain. In the
review of randomization, studies that described their exact
randomization method were scored as having a low risk of bias;
however, when the study did not report the exact randomization
method but indicated that they had randomized, controlled
designs, we scored them as “unclear.” Similar criteria were
applied for the scoring of allocation concealment, blinding,
incomplete outcome data, and selective reporting.

2.3. Statistical analysis

Review Manager 5.4 (Cochrane), Stata 15.1, and R 4.0.4 were
used for statistical analysis.

2.3.1. Pairwise meta-analysis. The effect estimate for the THI
and TQ was the mean difference (MD) and the effective rate
estimated by the rating scale scores was the odds ratio (OR). The
MD and 95% confidence interval (CI) were calculated directly
from data reported in figures or the main text. The Cochrane
O statistic and the I statistic were used to assess statistical
heterogeneity. Heterogeneity was categorized as follows using the
Nordic Cochrane Centre (2011) reference: I>=0% to 40%, no
important heterogeneity; I°=30% to 60%, moderate heteroge-
neity; I*=50% to 90%, substantial heterogeneity; and I*=75%
to 100%, considerable heterogeneity. If the I* statistic was
greater than 50% and the Cochrane Q - statistic had a P value
<.1,a random-effects (RE) model was used. Otherwise, we used a
fixed-effects model, namely, the Mantel-Haenszel method, to
calculate the pooled effect. P<.05 was considered significant.
Forest plots were generated to illustrate the study-specific effect
sizes along with the corresponding 95% CIL.

2.3.2. Network meta-analysis. We performed Bayesian NMA
to compare multiple sound therapies by combining direct and
indirect evidence of the relative treatment effects. The NMA was
conducted with R4.0.4. Considering the expected between-study
heterogeneity, we used a RE model for each comparison. The
consistency of the evidence was assessed by fitting unrelated
means models and comparing their deviance information criteria
(DIC) with that from the corresponding consistency model (with
differences of 5 points or more indicating an important difference
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in fit). Meanwhile, the local inconsistency of our results was
confirmed by the node-splitting method and its Bayesian P value.
P values >.05 indicated good consistency among the reports.
Similarly, the effect estimates were calculated using ORs with
95% Cls for dichotomous data; continuous data are expressed as
the SDs for each study, and the MDs with 95% Cls were
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calculated. We also compared the direct and indirect estimates for
each comparison. Network plots were drawn to describe and
present the geometry of the treatment network of comparisons
across trials to ensure that NMA was feasible. Additionally, the
relevant rank plots based on the probability for different
endpoints are shown.

Records identified through database
searching
(n=1260 )
PubMed (n=142)
Embase (n=23)
Web of Science (n=201)

)
Cochrane Library (n=181)
s CNKI (n=380)
B CBM (n=76)
2 Wanfang (n=212)
= Weipu (n= 45)
§ l
— Records excluded
. Records after duplicates removed (n=624)
(n=863 ) -animal experiments (n=
12)
¥ -case reports (n=7)
.g -meeting abstracts and
& 4 comments (n=171)
0 Records screened -irrelevant studies (n=
(n=863) 434)
—
) y
Full-text articles assessed Full-text articles excluded,
2 for eligibility with reasons
= (n=239) (n=217)
. -NOT RCTs (n=6)
= -NOT in English or Chinese
: (n=7)
- Studies included in -Lack suitable comparator
qualitative synthesis (n=130)
) (n=22) -Lack main outcome (n=
50)
- -NOT found (n= 24)
2 A
T:: Studies included in
£ quantitative synthesis
(meta-analysis)
L (n=22)

From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting ftems for Systematic Reviews and Meta-
Analyses: The PRISMA Statement. PLoS Med 6(6): €1000097. doi:10.1371/journal.pmed 1000097

For more information, visit www.prisma-statement.org.

Figure 1. Flow diagram of the selection of the included studies.
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2.4. Sensitivity analyses

We also performed sensitivity analyses to evaluate the impact of
both studies with high levels of risk of bias and those with various
follow-up durations on our results. Sensitivity analyses were
performed by excluding 1 paper at a time and observing the
robustness of the results.

2.5. Publication bias

We used comparison-adjusted funnel plots to explore the
potential small-study effects in the network and used contour-
enhanced funnel plots to examine whether the funnel plot
asymmetry was caused by publication bias.

2.6. Ethics and dissemination

Since existing studies are involved, there is no need for ethics
approval.

3. Results

3.1. Search results and study characteristics

A total of 1269 citations were identified from the EMBASE,
PubMed/MEDLINE, Web of Science, Cochrane Library, China
National Knowledge Infrastructure, Chinese Biomedical Litera-
ture, Wanfang, and Weipu databases. The number of citations
decreased to 863 after duplicates were removed. By screening
titles and abstracts, we excluded 624 studies for different reasons.
Of the 239 potentially eligible studies, 217 articles were excluded,
for the following reasons: they were not RCTs (n=50) and full
texts were not found (n=24). Finally, 22 studies were included.
Twenty studies with 1522 participants were included in this
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review. Seven studies were published in English and the
remaining 15 studies!!”19:20723:25,26.28-31,34-361 were published
in Chinese. The greatest number of studies originated in
China, 17+19:20-23,25.26.28-31.34-36] Germany 1161 Syweden,1¥) the
United States,?*27>33 and Brazil’®*! and were published from
2005 to 2020. The search strategy is shown in Figure 1 and
descriptions and patient characteristics are summarized in
Table 1. The treatment details in the selected studies are shown
in Table 2.

3.2. Risk-of-bias assessment

All included studies mentioned randomization. Only 6 stud-
jes!!8:22:23:29:32-341 (egcribed the detailed methods of randomiza-
tion. Only 1% study clearly described the concealment of
allocation. One!®?! study had an explicit double-blind design and
1181 study had a single-blind design. In the domain of incomplete
outcome data and selective reporting, all the studies were judged
as having a “low” risk of bias. Other biases sometimes included
unknown risk, so we scored all the other biases as “unclear”
(Fig. 2A,B).

3.3. Pairwise meta-analysis

3.3.1. Tinnitus Handicap Inventory

3.3.1.1. Sound stimulation vs no treatment. Two studies that
compared sound stimulation with no treatment found a
significant difference (MD, —22.79; 95% CI, —38.98, —6.60;
P=.006) (Fig. 3A). We used an RE model as there was substantial
heterogeneity among studies (I*=93%, P=.0001).

3.3.1.2. Sound stimulation with educational consultation vs
sound stimulation. Sound stimulation with educational consul-

Charateristics of the included studies and participants.

Sample size Sex (M+F) Tinnitus duration Age
Author (publication year)  Country Types of tinnitus E H E C E C E C
Hiller and [1H5a]erkbtter Germany  Chronic tinnitus 31 33 33+15 18+15 >6mo 525+156.3 452+14.1

(2005)

31 29 21410 12417 51.0+13.2 51.4+10.9
Caffier et al (2006)"®! Germany  Chronic tinnitus 20 20 22+18 >6mo 51yrs
Wang et al (2010)!""! China Sensorineural tinnitus 35 30 16+19 13+17 20d-5yrs 19-70 21-67
Westin et al (2011)1"® Sweden  Chronic tinnitus 20 20 12+8 6+14 9.19+6.61 6.77 +£5.95 4895+145  535+12.84

22 14+8 711+7.73 49.59+11.86

Deng et al (2012)"% China Subjective tinnitus 202 395  378+309 >3mo 413
Yang (2014)°) China Sugjective tinnitus 68 73 42426 48425  27+08yrs  3.1+03yrs 55.4+3.2 57.6+2.9
Luo et al (2014)2" China NA 40 40 18422 18422 2-5yrs 19-68 21-67
Liu et al (2015)% China Sudden deafness with tinnitus 48 48 NA <15d 18-75yrs
Zhang (2015 China NA 43 42 27+16 23+19 NA 50 50
Henry et al (2016)%4 America  Chronic tinnitus 42 39 40+2 39+0 >6mo 62.4+938 62.7+10.6

34 33 33+1 3242 60.1+10.1 61.2+838
Wang et al (2017)%% China Sudden deafness with tinnitus 68 56 39+29 23+33 <14d 474441252  48.91+10.15
Han (2017)2%! China Sensorineural tinnitus 30 30 17+13 18+12 40d-50yrs 30d-16yrs 4311+£12.15 62.23+3.28
Bauer et al (2017)%7 America  Subjective, stable, 19 19 13+6 13+6 NA

bothersome chronic tinnitus

Wang et al (2018)%% China NA 30 30 17+13 16+14 35+15 3.7+13 52.1+4.3 53.4+3.9
Liu et al (2018)® China Sudden deafness with tinnitus 30 30 16+14 17+13 NA 4098+1496  40.33+15.42
He et al (2018)°% China Subjective tinnitus 40 40 20+20 22+18 >6mo 425+9.17 433+12.27
Zhang (2019)E" China NA 30 30 18-60 >5yrs 48.23+8.41 51.27 +£9.02
Radunz et al (2019)°? Brazil NA 11 11 NA 58.9+17.7mo 56.3+16.8

1
Scherer ar[]s(élFormby America Subjective distress tinnitus 51 49 34+17 36+13 109+89  13.0+11.4yrs 511126 49.9+10.0

(2019)

51 37+14 1M.7+11.1 50.9+11.2
Xiao (2020)14 China Sensorineural tinnitus 33 33 19+14 20+13 30d-16yrs 41271152 41.26+11.31
Zhang et al (2020)%° China Subjective tinnitus 59 59 21+38 20+39  2.27+0.46 2.36+0.47 4027+1329  41.35+14.27
Luo et al (2020)% China NA 30 30 22438  59+2.1 42438 48.2+14.6 50.1+12.7

C=control group, d=day, data presented as mean + standard deviation, E=experiment group, F=female, M=male, M=month, NA=not available, y=year.



www.md-journal.com

41

Liu et al. Medicine (2021) 100

(panupuog)
N alel A8 Adesayy Bnig oz/(Z 102) UEH
desayy Brup pue ‘Buiasunod Adesayy
ow9g a1l 91083 VN ‘Bunoensip ‘Buiurely uonexejal ‘BuMse Adesayy Bnig Brup yum 141 gEomv e 18 Buepm
Juswiesl} ON YN JIM 141
owgl IHL N YN (€=1N AL v21(9102) [e 18 AusH
SY9aMm
1 JoJ Aep e 8ouo B wedszeuol) $9SIN0J g 0} 9SIN0J B SB SHPaM i
N aJel aA1j08)q Uum Bwi Q| 8puojya0IpAy suizieunid ‘Rep e 8aIM} ‘Ul Gy—0¢ Adesay) punos Adesayy Bnig Adesayy punog 1£2(G102) [B 18 Bueyz
Pl o}
fep e sawi € A|eJo ulleeqods|y Adesayy Brup
Buryer yum pauiquiod Aep e swin UIM pauIquiod
a)e) Aianodal | uonoalur snousAeul Yasen pue Adesayy Brup yum uiw Adelay)
owg BuesH ‘SYS ‘HL ‘SYA ‘gjowep-0byuIL ‘auojosiupaldiALsiy 0€ Jo} Aep e sawi g Adessyy onsnoay Adetayy Bniq 211SN0Je 8)Isodwo) NN_GENV [RERN]
Adeloyy desayy Brup
Ajleio gup ‘aunsiyelsg Brup yum 8sInod e se skep (| Um Adesayy
WN a1el 8AIj08)] '2qojIq 0byUIH ‘Buiziieun|q axel 10} p/awiny | Adelayy uorewoul punos Adesayy Bruq uonewlojul punog [z(7102) & 18 oM
‘[e10] Se fjrelo
$9SIN09 € ‘9SIN0J JuBWIBA] JO SAep auizieun4 Buiel yum pauiquiod 1uaWieal) Bnip
N alel A8 21 e ‘Wb fiens Bwi Q| auizueunq oW 9— 1o} p/y | Adesayy punos Adesayy Bnig Uum Adesayy punos 0z 102) Buex
Adesayy Buljesunod
1uaLeal Bnip anAjoixue UM PaUIQUIOD Lpuow | Joj awi |
VN 8]l 9108y alydooanau S|assen poojq puedx3 Ui} ‘p/salil €—z 8siou puegmoleN Adesayy Bnig 141 611 L02) [e 18 Busg
Adelay) ou yyum Juawiiess) Joj Buniem M
[B10} Ul Sujuow g 1o}
U0 Juem Juawieal) 8y "sejdiound
aues ay1 buimojjo) suoydajey
UIW Q9 aq 0] 18S SBM UOISSAS 19A0 U0ISSAS dn-mojjo) UiW OF
vl 1JOBS pUB PaJalj0 Sem SUoISSas e Uanb alam syuaied “Buljesunod
owgl -9 ‘SAvH ‘10D ISl HL 01 J0 Wnuwixew e'Apgam awn | Bujurenas pue Adelay punog 10V 141 gL 102) B 18 unsam
Juswieal SUOISSAS Allep 8AIINIasuU0d Adesay)
0 91l 9A198Y)3 Bnup olydonoinau pue UoNe|NaIIN0IIIA 01 Adesay) uonew.ojur punog Adesayy Bniq UoNeWIOoUI pUnos U :65@ |2 19 Buepm
a1ed JJ1ewosoyoAsd
SSaUBIBME [D1 noyIm pue Buiuren uoiexejal
S/ ‘8ouefouue 8169 Jewosoyofsd pue Buuresn pue Aoypne ‘(uoisinold [91) $80IABP
owyg SVA :SS8Upnoj SYA DL uoiexejel pue Aioypne ‘Buijesunog SIOL Wm syuaied Bumy ‘Buijasunog [1 Inoyum 191 SIOL UM 101 1011(9002) [ 18 Jale
1ea Yo I}
L 'SON 8Hym pueqpeolq (alq) 1es
YN INOYIIM SUOISSES UIW-0¢ | UL -9Ul-pulysq yum suoisses Ulw-0¢l us] HN Inoyum 149 N yum 199
ova
‘M ‘snyuun Jo 101u0d
QYA ‘ssaujueses|dun 1e9 4aes 10} | ‘SHN euym
SNHUUR SYA :SS8Upnoj ON puBCpeoIq (810) Jes-aui-puiyaq 1c11G002)
owgl smuun SyA ‘600-1 ‘D1 NOYYM SUOISSAS A]Moam UllW-06 N0 UIM SUOISSBS Apjaam UIW-06 Jno4 ON INOYIM 3| ON Yum 31 1anoyIaeH pue Ja||IH
pouad dn-mojjo4 sainseaw awoong 9 3 9 3 (1eak uoneanqnd) Joyny

aguanbaiy pue 3wy} uonuanIau|

uonuanIayu|

*SUOIIIPUOD JUdWIES} dY} JO S|ieleq



http://www.md-journal.com

icine

Med

41

Liu et al. Medicine (2021) 100

=0 ‘0180 O PIepURIS = )0S USRI} 818D JO PJRPUB)S =S ‘SiolRIauab asiou =1 ‘8|qe|ieAR 10U =N ‘Uiuow =\ ‘spie Butiesy=yH ‘Inoy =y ‘dnoid Juswupadxe =73 ‘fep=p ‘JusLieal} JojAeyaq-on

“Jeak=A ‘|0nuod 1si-em =M ‘Adelayy Bujuienal snyuun= 14| ‘uoieanpa snyuu =3 ‘Adessy} Buidoo-snyuun =[] ‘S)usINISUI [0JU0D SNYUUL

600= 199 ‘dnoib |04u0d =7 ‘Adesy} JusLUILLIWOD pue 8ue}dadde = | )y

UONYB}NSU0I
uoIe}NSu0d [BUOIIBINP3
VN aJel aA08)3 Syjuow ¢ 1o} g Adessyy punos auIjuo yum ow g 1oy yg Adesayy punos Adelayy punog yum Adelayy punos 01(0202) [e 18 0N
owg o} Adesay) Bnip
N aJel oA08))3 fep e 8oy Bwi 08 BqojIq 9 uiw g 1oy Aep e 8amy Adesay) punos Adesayy Bnig yum Adelayy punos 1651(0202) [e 1o Bueyz
Adesay) Bnip
JuswWieal) sfepQ| Jo} Aep e 8ou0 Uim Adelayy
WN aleJ 808l Bnip o1ydonoinau pue UOIBINAIIV0IDIA] Ui Oz Jo} Adelayy uonewol pUnos Adesayy Bnig uoIlewLIojul punos 1v1(0202) oeIX
$9S 00ae|d pue | 141 [eiled
9[easqns
ayl| Jo Aufenb paonpal SnyuuI} 0} SUORJBal [BJOINBYS(
‘9[BISqNS 8IUBIBHAUI pue ‘leaisAyd ‘snndsye ‘eAnubod
uopexeal ‘a[easqns anjebau 8anpal 0} pewe pue
sannalyip Aloypne swoydwiAs s uedionted fenpiapul
‘9/easgns 83uRGINISIP 3y} UO pasnaoy ‘yoeosdde snyuun SOg ee6102)
owgl dssls ‘SYA HL ‘HL ‘DL paisjua0-juaiied e ‘aled Jo piepuels [8A8] Jea yum pajuswisidwl |S pue 9| 00S 14l Aquilo4 pue JaJayds
WYH 01 Adesayy Bnip
pue ‘eqojiq 9 yum Adesey Bnip ylog UM paulquiod H
Jusned
/Rep/Bul 0z 4o 8sop '19/ 093 exbip
owe SVA ‘HL 10B1IX8 BqOJIG "9 Yum Adeleuy Bnig H [BNpIApUI Buolag yum paddinbe fideseuy Brig WH z¢1(6102) € 18 ZUnpey
UONB}NSU0I
ouw | LOIEYNSUOD BUIJUO UYum W | [BUOIIBINP3
0 TR ETTERTE Joj fep & 83U0 UIW Qg Adeiay) punog 1o} fep e 89u0 Ui Qg Adesay} punog fdelayy punos yum Adesayy punog 166102 Bueyz
$8SIN0J € 0} 8SIN0J B SB SaWl 0|
ow | aJel 8A108Y8 ‘HL JusLIeal] ON ‘UWG| Jo} Aep e 9au0 Adesay) punos dnoub aoeds yuelg Adelayy punog sm_aﬁomv e 18 84
uonosful
SNOUBABAUI YIS[e) pue ‘|ipeysoud)y UoRd8[UI SnousAeIUl YISIe)
alowep-06yuIY ‘auojosiupaldiAylain pue ‘|ipeisold)y ajowep-0byulL
UIM pauiquiod skep Q| Joj Aep sayio ‘auojosiupaldiAyiBp yum pauiquiod Adelayy
N ¥/-7009 ‘91l o083 fuans uonasful suieaopr] aluedwAenu| Buljesunod ‘Adessyy ansnode alsodwor) Adesay) Bnig Bnip yum 141 1628 102) [ 19 N
aam | 1o} Aep e 80im} sudIpaw
[BUOIIPEJ} 8SBUIYD [BIO UMM OW E 10} oweg Jo} Adesayy Bnip
owe aJel aA08)3 fep & 89IM] UIW QS UONBINWIS PUNoS Aep B 82} UL OE UOIBINWINS pUnos yum Adesayy punos Adelayy punos _wm_@ou |e 10 Buep
uonejuasald
juodiamod DS pazipsepuels e Buisn
‘SUOISSaS U- | € J8A0 paIngLsIp
owgl DL ‘OIL ‘4L ‘HL Buijasunod uoneliqeys. [eine [elausy fuijasunod pue asiou puegpeolg IS 141 (,z(£102) [e 38 Joneg
Adesayy Bnip
9guA pue fidesoyy Brup yum uiw 0g-0z 1o} yum Adessyy
ainxiw ABJsus ‘usysueq punodwon fep e 89uU0 Adelay) UoiewIOUl punNos uonewIoUl punos
pouad dn-mojjo4 sainseaw awoong 9 3 9 3 (4eak uoneanqnd) Joyny
aouanbaly pue aw} uonuUaNIBU| uonuanIalu|

*(Penunuoo)




Liu et al. Medicine (2021) 100:41

tation and sound stimulation alone significantly affected the THI
scores (MD, —6.23; 95% CI, —9.72, —2.75; P=.0005), with no
significant heterogeneity (I>=0%, P=.0005) (Fig. 3B).

3.3.1.3. Sound stimulation with educational consultation vs
educational consultation. Two studies provided data on the
changes in the THI scores after sound stimulation with
educational consultation and educational consultation alone
(Fig. 3C). Pooled analysis of the data showed no significant
improvement in THI scores (MD=-2.86; 95% CI, —10.08,
4.36; P=.44), and there was moderate heterogeneity between the
studies (I*=69%, P=.01).

3.3.1.4. Sound stimulation with educational consultation vs no
treatment. As shown in Figure 3D, sound stimulation with

educational consultation and no treatment did not yield
significant differences in the THI score. The MD was —10.25
(95% CI, —23.72, 3.22; I*=70%).

3.3.2. Effective rate

3.3.2.1. Sound stimulation vs drug therapy. Two studies
compared the efficacy of sound stimulation and drug therapy
using the effective rate, and a fixed-effects model was used due to

www.md-journal.com

the lack of important heterogeneity (I>=0%, P=.52). The
pooled analysis showed that sound stimulation yielded a
significantly higher effective rate than drug therapy (OR, 2.36;
95% CI, 1.12, 4.99; P=.02) (Fig. 3E).

3.3.2.2. Sound stimulation with drug therapy vs drug therapy
alone. Five studies compared the efficacy of sound stimulation
combined with drug therapy with that of drug therapy alone, and
the pooled OR was 3.87 (95% CI, 2.38, 6.28; P<.00001),
indicating a statistically significant difference between the 2
groups, a fixed-effects model was used due to the lack of
important heterogeneity (I*=0%, P=.79) (Fig. 3F).

3.3.2.3. Sound stimulation with educational consultation vs
sound stimulation alone. Two studies with 120 participants
compared the efficacy of sound stimulation with educational
consultation with that of sound stimulation alone using the
effective rate, and a fixed-effects model was used due to the lack
of important heterogeneity (I°=0%, P=.93). The pooled
analysis showed that sound stimulation combined with educa-
tional consultation yielded a significantly higher effect on
effective rate than drug therapy (OR, 3.71; 95% CI, 1.39,
9.99; P=.009) (Fig. 3G).
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Figure 2. Risk-of-bias summary and graph. (A) Risk of bias graph and (B) Risk of bias summary.
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Figure 3. Meta-analysis forest plot of the effective rate, changes in the THI scores, and TQ score in tinnitus patients. (A) Sound stimulation versus no treatment for
the THI change scale score; (B) Sound stimulation with educational consultation versus sound stimulation for the THI change scale score; (C) Sound stimulation with
educational consultation versus educational consultation for the THI change scale score; (D) Sound stimulation with educational consultation versus no treatment
for the THI change scale score; (E) Sound stimulation versus drug therapy for effective rate; (F) Sound stimulation with drug therapy versus drug therapy alone for
effective rate; (G) Sound stimulation with educational consultation versus sound stimulation alone for effective rate; (H) Sound stimulation with educational
consultation and drug therapy versus drug therapy alone for effective rate; and (I) Sound stimulation group versus the educational consultation for TQ change scale

score. THI=Tinnitus Handicap

Inventory, TQ=Tinnitus Questionnaire.
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Figure 4. Network diagram of the change in THI score (left) and effective rate (right) (A,B); league table of the estimates of pairwise differences (C,D); intervention
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Inventory.
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Figure 4. Continued.

3.3.2.4. Sound stimulation with educational consultation
and drug therapy vs drug therapy alone. Two studies with
286 participants compared sound stimulation with educational
consultation and drug therapy with drug therapy alone using
the effective rate. The results showed a significant

10

overall effect, and the pooled analysis demonstrated that
sound stimulation with educational consultation and drug
therapy yielded a significantly higher effective rate than drug
therapy (OR, 9.50; 95% CI, 4.57, 19.33; P<.00001; I*=45%)
(Fig. 3H).
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Figure 4. Continued.

3.3.3. Tinnitus questionnaire. To compare the change in
distress caused by tinnitus according to the TQ score between
the sound stimulation group and the educational consultation
group, a random-effects model was used due to the presence of
moderate heterogeneity (P=.01; I*=70%). The analysis showed
no difference in the effects of the 2 regimens (MD, —1.56; 95%
CI, —7.01, 3.88; P=.57) (Fig. 31).

11

3.4. Network meta-analysis
3.4.1. Network diagram. We compared all of the included

studies with results assessed based on the THI and effective rate.
Network diagrams were constructed incorporating the studies
into quality-based displays on a network map that visually
showed the distribution of the studies (Fig. 4A,B). The NMA
diagram was drawn in Stata 15.1 software. No link indicated the
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absence of direct comparative evidence. The size of treatment
nodes was weighted by the number of patients, while the width of
the edges, each representing a pairwise comparison, was
weighted by the number of studies.

3.4.2. Tinnitus Handicap Inventory. Eight studies (5 arms, 668
patients) were included in the analysis of the changes in the THI
score. The THI analysis included 5 sound therapy programs:
sound stimulation, sound stimulation with educational consulta-
tion, sound stimulation with drug therapy, no treatment, and
educational consultation.

3.4.2.1. Convergence and heterogeneity evaluation. The
convergence of the Bayesian model constructed in this study was
evaluated in R software (version 4.0.4). The assessment showed that
the fluctuation of each Markov chain was small after 20,000
preiterations, and the iteration-varying trajectory tended to become
stable, suggesting that the model has converged to the stationary
target distribution and has a high degree of convergence. The
trajectory of the next 50,000 iterations did not obviously deflect,
which indicates that the model is less likely to converge to a local
solution. According to the convergence diagnostics, the change in
THI scores converged rapidly to 1 after 20,000 preiterations,
indicating that the results between different chains tended to be equal
and suggesting that the convergence of the model is satisfactory. The
satisfactory convergence means that the total number of iterations
was sufficient. Therefore, the Bayesian model constructed in this
study could effectively predict the posterior distribution of the
parameters. Statistical heterogeneity was assessed for the NMA
using the I statistic and the overall I statistic was 8%, indicating
that there was no important heterogeneity.

3.4.2.2. Consistency assessment. The DIC was used to
compare the difference in the degree of fit between the consistency
model and inconsistency model. The DIC values of the 2 models
were both relatively large, with a difference of 0.424, which
means that the 2 models fit each other well, indicating a relatively
stable result. Therefore, the consistency model was used.
Meanwhile, we used the node-splitting method to identify the
local inconsistencies with P values >.05 in each pairwise meta-
analysis. The results indicated good consistency among the
studies.

3.4.2.3. Network analysis. The main results of the network
meta-analysis are presented in Figure 3C. The comparison
between different treatments results are listed to the left of the
diagonal, the effect sizes are given as the MDs with 95% Cls.
Significant pairwise comparisons are in red. Only sound
stimulation, TRT, and sound stimulation combined with drug
therapy performed significantly better than no treatment.

We also constructed a curve of the cumulative rank
probabilities of the treatments. From the rank probability plot,
sound stimulation combined with drug therapy, sound stimula-
tion combined with educational consultation, and sound
stimulation alone yielded relatively higher changes in THI scores,
while no treatment and educational consultation alone yielded
relatively lower changes in THI scores (Fig. 4E).

3.4.3. Effective rate

3.4.3.1. Convergence and heterogeneity evaluation. We also
applied a burn-in phase of 50,000 iterations after 20,000
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annealing algorithms to evaluate convergence. The results
showed that the group had good convergence and that the
model was reliable. I* was 0%, which indicated no important
heterogeneity.

3.4.3.2. Consistency assessment. A difference of 0.711 points
in this group suggested that there was no important difference,
and the consistency model was used. We also used the node-
splitting method to find local inconsistencies, and the results
indicated good consistency among the reports.

3.4.3.3. Network analysis. The main results of the network
meta-analysis are outlined in Figure 4D. The effect sizes are given
as the ORs with 95% CIs and the significant pairwise
comparisons are in red.

The cumulative rank probability indicated that the clinical
treatments ranked from most to least effective were as follows:
sound stimulation with educational consultation and drug
therapy, sound stimulation with educational consultation, sound
stimulation with drug therapy, sound stimulation alone, drug
therapy alone, and no treatment (Fig. 4F).

3.5. Sensitivity analysis

The sensitivity analysis showed that the removal of any individual
article did not have a significant impact on the final result.
Therefore, the results of the meta-analysis are reliable.

3.6. Publication bias

As shown in Figure 4G, the points were concentrated at the top of
the plot, and the generally observed symmetry indicated that
there was no obvious publication bias or small-sample effect.
However, 1 point was identified at the bottom of the funnel plot
and outside the outline. In Figure 4H, the points were distributed
symmetrically in the center of the image, and 3 points were
identified at the bottom of the funnel plot which indicated that
there was no significant publication bias, although there may be a
small-sample effect.

4. Discussion

Tinnitus imposes a burden worldwide and serious complications
can develop from the accompanying psychological and psycho-
somatic symptoms.!'> Sound therapy is a non-invasive treatment
with broad applicability, and almost all patients qualify for this
treatment. However, there is still a lack of evidence regarding the
efficacy of sound therapy. The aim of this NMA was to assess the
efficacy/effectiveness of sound therapy for the treatment of
tinnitus. To accomplish this, 22 RCTs with 1522 participants
were analyzed. This is the first NMA on this topic. NMA was
used to determine the most effective treatment for tinnitus based
on not only direct comparisons in RCTs but also indirect
comparisons among studies.

The results of our meta-analysis not only preliminarily
confirmed that sound therapy can significantly reduce the
symptoms of tinnitus but also yielded a ranking of treatments
in order of efficacy. In addition, combination therapies have been
demonstrated to perform better than individual treatments. To
evaluate the efficacy of sound therapy as comprehensively as
possible, we analyzed the total effective rate and the changes in
the THI and TQ.
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4.1. Conditions of relevant existing studies

One meta-analysis'®”! was conducted in 2017 on the efficacy of
sound therapy and conventional medical therapy for the
treatment of tinnitus, and the results indicated that sound
therapy led to a significantly greater overall reduction in the THI
score (X?=2.92; df=2; P=.23; [*=31%; P <.0001) and visual
analog scale score (X*=0.25; df=1; P=.62; P=.01) than drug
therapy. The results for the total effective rate were similar (OR =
4.72; 95% CI, 3.45, 6.47; P<.00001). However, that meta-
analysis included non-randomized controlled studies and low-
quality studies, thereby decreasing the reliability of the findings.

4.2. Strengths and weaknesses of the study

This NMA has several strengths. First, to the best of our
knowledge, this is the first NMA evaluating the evidence base for
the use of different sound therapies for the treatment of tinnitus.
Second, the literature search was comprehensive, and the
systematic review was performed according to the PRISMA
guidelines and, included all relevant studies published to date. To
ensure the reliability of the conclusions, we retrieved, screened,
and included previously published high-quality RCTs on the use
of sound therapy for the treatment.

However, the following important limitations of this study
need to be considered. First, some factors, such as different (a)
criteria for the effective rate; (b) educational consultation
programs; (c) frequencies and durations of treatment; and (d)
types of sound stimulation, including masking therapy, music
therapy, and customized sound therapy among the studies could
have led to heterogeneity. Subgroups were not analyzed due to
the small sample size and lack of detailed classification in the
original literature. Second, there was heterogeneity in most of the
outcomes among the included studies, which was attributed to
the outcome measurements being based on the patients’
subjective experience and the lack of standardization of the
outcome assessment. Third, indirect/mixed treatment compar-
isons and NMAs are still being developed and are of limited
statistical value, even though they have a very promising future.
Fourth, due to the number of high-quality original RCTs, the
samples of the included studies were limited, and Chinese
publications comprised more than half of the primary data,
which may lead to some publication bias. However, we have
conducted publication bias by funnel plots, and the results
indicated that there was no obvious publication bias. Fifth, sleep
disturbance has long been recognized as the single most
important complaint among adults with tinnitus,*®! however,
we could not assess the treatment efficacy using the insomnia
scale because of the limitation of the original studies assessing
sleep condition.

4.3. Research needs

Based on the results of our study, we suggest that future studies
focus on the following: (a) A standardized outcome measurement
needs to be determined. (b) Categorizing and grouping the
tinnitus population according to the baseline data, such as the
causes and severity of the disease and age. (c) Different
intervention protocols including educational consultation pro-
grams; frequencies and durations of treatment; and types of
sound stimulation should be categorized and grouped for
comparison. (d) Establishing standardized follow-up criteria in
large sample studies to evaluate short- and long-term treatment
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impact and safety. (¢) Multiple questionnaires should be used to
more accurately capture the functional impact of disease and
treatment, such as the Tinnitus Primary Function Question-
naire,'®”! which is focused on patients’ 4 primary reactions to
tinnitus, emotions, hearing, sleep, and concentration, and it is
considered responsive to treatment-related changes to scale the
overall severity of tinnitus. (f) The results of the included studies
are based on the various questionnaires which are subjective and
maybe a source of heterogeneity. Nevertheless, in recent years,
various studies have reported that tinnitus patients have elevated
metabolic levels in some areas of the cerebral cortex compared
with people without tinnitus, according to imaging examinations,
such as Positron Emission Computed Tomography (PET),
functional magnetic resonance imaging (fMRI) and functional
near - infrared spectroscopy (fNIRS). Thus, these technologies
may be a promising method to be used as objective measurements
and criteria for the diagnosis of tinnitus and the determination of
clinical efficacy to enhance the objectivity and accuracy of the
results.

5. Conclusion

This is the first NMA comparing the efficacy of sound therapy
with that of other treatments, and the results showed that sound
therapy yielded the greatest reduction in tinnitus severity and
improvement in quality of life. Furthermore, combination
therapies such as TRT, sound stimulation with drug therapy,
and sound stimulation with educational consultation were the
most effective treatments for patients with tinnitus. However,
more high-quality trials with large sample sizes and longer
follow-up periods are needed.
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