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 프로토콜 : 이명에 대한 무작위대조임상시험의 체계적 문헌 고찰 

- 결과 측정 방법을 중심으로 

이동효·이정헌·오용열·김남권

  목적 : 체계적 문헌고찰(Systematic Review)은 Protocol 개발과 Review로 구분되며, 본 연구는 국내외 의학논문 

검색엔진에 등재된 이명증의 RCT 문헌들을 상으로 평가지표를 추출하는 Systematic Review를 진행하기 위한 

Protocol의 개발을 목적으로 함.   

  방법 : 문헌고찰을 위한 각 과정들 및 연구에 필요한 사전 결정 인자 들을 연구자 회의와 체계적 문헌고찰 

protocol 개발 방식에 근거하여 개발함. 

  결과 : Outcome measurement의 추출을 위한 Systermatic Review의 진행에 적합한 database의 선정, 각 

database에 적합한 검색식, 검색기간, 논문의 선정 및 제외기준, PICO(patient, intervention, comparator, outcome) 

form의 개발, 질 평가의 근거기준, 각 연구자의 역할, data의 취합 및 분석 방법 등의 결과를 개발하고 결정하 음.  

  결론 : 이상에서 과정에서 도출된 결과에 근거하여, 향후 Outcome measurement 추출을 위한 Review를 진행하고 

차후 Review논문으로 발표할 예정임. 
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Abstract

  This is the protocol developing for a review 

and there is no abstract. 

Objectives

  To determine outcome measures (i.e., 

efficacy and safety assessment) and to develop 

a clinical trial protocol for patients with tinnitus.

Background

  Tinnitus is the perception of sound for 

which there is no external acoustic source and 

is frequently associated with sudden temporary 

hearing loss.(1) Approximately 5-15% of the 

general population experiences an unremitting 

sensation of tinnitus.(2) This chronic tinnitus 

is more prevalent among seniors than in young 

adults, but it can occur at any age. Tinnitus 

is sufficiently "loud" to affect quality of life, 

and it may result in sleep disturbance, work 

impairment and psychiatric distress in 1-3% of 

the general population.(3) No obvious cause or 

mechanism has been identified forchronic 

tinnitus, and the disease is difficult to treat 

properly despite its serious effects.(4) 

  Complementary and alternative medicine 

(CAM) has been increasingly used to treat 

tinnitus, and several studies have reported that 

CAM is therapeutically effective. However, 

some studies point out that CAM therapies 

have been used in the treatment of various 

otolaryngological diseases without any evidence 

of success. 

  The ultimate purpose of this study is to 

establish basic clinical efficacy and safety data 

for Bojungikgitang and Banhabaekchulchonmatang, 

which are approved as herbal medications by 

the State Food and Drug Administration. We 

will conduct a randomized, double-blind, 

three-arm, placebo-controlled trial of 

Bojungikgitang and Banhabaekchulchonmatang 

in adult tinnitus patients. For the design of 

this study, we must complete an abstraction of 

clinical index or evaluation index, which is 

necessary to create a well-designed clinical 

trial. Therefore, we will perform a systematic 

review of randomized controlled trials in 

tinnitus, with a focus on methods of outcome 

measurement, and apply the results to the 

modification of our clinical trial design.

Methods 

  Pilot Study

  Before performing a new systematic review 

(SR), we conducted a literature search for SRs 

that had been published previously (or were in 

progress) to avoid unnecessary overlap. A 

PubMed search yielded several reviews or SR 

papers that discussed interventions or clinical 

studies of tinnitus. However, none of these 

reviews focused on outcome measures in 

randomized controlled trials for tinnitus.  

  Criteria for considering studies for this review

  Types of Studies: Randomized controlled 
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trials and trials using parallel groups or 

crossover designs to investigate tinnitus 

treatments will be included in the review. 

Quasi-randomized trials will be excluded. 

  Types of Participants: Patients recruited 

from any healthcare setting who report 

tinnitus as a chief complaint will be included 

in the review. Tinnitus is defined as the 

subjective perception of noises without the 

existence of an objective sound source.(5)

 

  Types of Intervention: Any type of 

intervention will be considered. Control or 

placebo interventions will be included. 

  Types of Outcome Measures: The aims of 

our assessment can be divided into three 

branches:

  - Clinical needs

  - Safety

  Clinical effectiveness (diagnostic accuracy, 

impact on clinical decision making, and impact 

on health outcomes)

  

  We will evaluate studies by three criteria: 

  Tinnitus (change in tinnitus frequency and 

intensity)

  Quality of life, as evaluated byany validated 

instruments

  Safety (inquiry of adverse effects)

  Types of publication: We will include only 

studies that have been published in 

peer-reviewed journals. In order to minimize 

publication bias, we will discuss this matter 

with the corresponding author of each report 

included in the final study and decide whether 

gray literature should be included on a 

case-by-case basis.

  Languages: No language restrictions will be 

imposed in the course of our literature search. 

Journals from many countries are published in 

or translated to English in order to facilitate 

the spread of medical information around the 

world, which will allow us to include the 

greatest possible number of studies. In 

addition, we expect that the results of studies 

with similar design will not vary greatly by 

language of publication.  

  Restriction of publication dates: Our 

preparatory research identified ‘A review of 

randomized clinical trials in tinnitus’ (Dobie, 

1999), a literature review of 69 randomized 

clinical trials (RCTs) published in Medline and 

Old Medline between 1964 and 1998. 

Accordingly, we propose to analyze only those 

RCT studies that have been published since 

that time (i.e., from 1999 to 2009). Thus, after 

analyzing the results of our preparatory 

research, including conferences of researchers, 

our systematic review of randomized controlled 

trials in tinnitus was restricted to an analysis 

of papers published within the last decade. 

  Developing a PICO model: PICO (patient/ 

population; intervention; comparison; outcome) 

is a framework used by health professionals 

and librarians to provide direction for the first 

step of evidence-based medicine. We conducted a 
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detailed selection of our PICO in order to 

facilitate the collection of sufficient data. First, 

we prepared a draft with related literature 

searches. After that, we modified the PICO 

through discussion with experienced researchers 

and selected the details that were most crucial 

for the purpose of this study. 

  List of participating researchers:

  Nam-Kwen Kim (Professor, Opthalmology 

Otolaryngology & Dermatology, Wonkwang 

Univ. Sanbon Oriental Medical Center)

Jung-Hun Lee (Professor, Otolaryngology, 

Wonkwang Univ. Sanbon Medical Center)

Yong-Leol Oh (Professor, Gastroenterology, 

Wonkwang Univ. Sanbon Medical Center)

Dong-Hyo Lee (Resident, Opthalmology 

Otolaryngology & Dermatology, Wonkwang 

Univ. Sanbon Oriental Medical Center)

  Search methods for identification of studies:

  Electronic databases:

  Internal:

  -  Korean Studies Information

  -  DBPIA

  - Korea Institute of Science and Technology 

Information

  -  KoreaMed

Applied PICO

First author
(Year) [ref], 

Country

Condition,
disease 

duration,
sample size

(randomized/
analyzed)

Study design,
quality score,

allocation 
concealment

Intervention Control
Tinnitus-related
main outcome

QOL related
main 

outcome

Safety 
Examination

QOL : Quality of Life 

  Research Information Center for Health 

Database

  Foreign:

  -  PubMed

  - four Chinese medical databases (China 

Academic Journal, Century Journal Project, 

China Doctor/Master Dissertation Full Text 

DB, and China Proceedings Conference 

Full Text DB)

Key words:

  Internal: Internal literature searching 

databases typically have immature index 

functions. It is difficult to select keywords 

that will retrieve papers that meet the desired 

criteria. The addition of detailed conditions 

(for example, conducting additional searches 

within results or using logic operators) 

frequently restricts the results such that no 

matching papers can be found. Therefore, we 

will use simple keywords to search for 

appropriate papers that were published in 

internal (Korean) journals. The search terms 

that will be used are ‘tinnitus’or ‘randomized’ 

(in Korean or English). 
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Foreign: As PubMed provides a technically 

advanced search function, we will search for 

keywords based on PICO details. We will use 

a search strategy that specifically retrieves 

randomized controlled trials, which was 

created by Cochrane (Cochrane, Highly 

Sensitive Search Strategy for identifying 

randomized trials in Medline: sensitivity and 

precision maximizing version (2008)) The 

PubMed search strategy used is as follows: 

  (randomized controlled trial [pt] OR 

controlled clinical trial [pt] OR randomized 

[tiab] OR placebo [tiab] OR clinical trials as 

topic [mesh: noexp] OR randomly [tiab] OR 

trial [ti]) NOT ("animals"[MeSH Terms] not 

("humans" [MeSH Terms] and "animals" [MeSH 

Terms])) AND tinnitus

  The index function of Chinese medical 

databases is relatively simple. As with internal 

databases, if detailed conditions are added to 

the search function (searching within results or 

usinglogic operators), no search results will be 

found. Therefore, we will use simple keywords 

to search for papers in these databases and set 

the matching stringency to "precise". The 

search terms used will be ‘tinnitus’ or 

‘randomized’ (in Chinese or English). 

  Data collection and analysis:

  Selection of studies

  The trial selection will be undertaken by 

four review authors (NKK, JHL, YLO, and 

DHL). DHL will search for and select trials 

from the Chinese medical databases. NKK and 

DHL will screen the titles and abstracts of 

articles found in the search anddiscard trials 

that are clearly ineligible. The specific 

standard of literature selection for evaluation 

will be determined through discussion among 

the researchers. After sufficient discussion, all 

four authors will write a draft summary of the 

studies, which will be classified according to 

the following form:

  -  Studies not related to tinnitus

  -  Non-clinical studies

  -  In vivo or in vitro studies

  -  Uncontrolled trial, case report or case series

  -  Non-randomized, controlled studies

  -  Randomized, controlled studies

  NKK, JHL, YLO, and DHL will 

independently assess whether the trials meet 

the inclusion criteria, with disagreement to be 

resolved by discussion. When an article 

contains insufficient information to make a 

decision about eligibility, NKK will attempt to 

contact the author of the original reportto 

obtain further details. A first contact will be 

made, and a reminder will be sent before the 

contact is deemed unsuccessful.

  We will record the trial ID, name, and 

contact details for the researcher who conducted 

the trial, in addition to the date the query 

was sent to the researcher, the method of query 

(for example, via phone), and the response of 

the researcher. This will be performed for each 

trial, regardless of whether it is ultimately 

included or excluded all of the information 

will be recorded in an additional table.

  Data extraction:

  NKK, JHL, YLO and DHL will 

independently extract data using applied PICO. 

Discrepancies will be resolved by discussion. 
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For each trial that is included, the location of 

the trial, the methods used, participant details, 

the nature of the interventions, and data 

relating to the outcomes specified above will 

be recorded. Any information regarding 

reported adverse effects will also be collected.

Quality Assessment

  We will use the Jadad scale (Jadad et al., 

‘Assessing the quality of reports of randomized 

clinical trials: is blinding necessary?’, 1996) as 

a quality evaluation tool for the selected 

literature. The quality score will be calculated 

as follows: 

  modified Jadad score (randomization (1 point) 

+ appropriate randomization method (1 point) 

+ description of withdrawals and dropouts (1 

point) + patient blinding (1 point) + assessor 

blinding (1 point). Maximum score: 5 points. 
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