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Abstract

Background: While conducting systemic reviews, searching for ongoing or unpublished trials is critical to address
publication bias. As of April 2019, records of ongoing or unpublished randomized and/or quasi-randomized
controlled trials registered in the International Clinical Trials Registry Platform (ICTRP) and ClinicalTrials.gov are
available in the Cochrane Central Register of Controlled Trials (CENTRAL). These records registered in CENTRAL
include studies published since the inception of ICTRP and ClinicalTrials.gov. Whether systematic reviewers can
search CENTRAL to identify ongoing or unpublished trials instead of ICTRP and ClinicalTrials.gov is unknown.

Methods: This was a cross-sectional study. A consecutive sample of ongoing or unpublished studies published
from June 1, 2019 to December 27, 2019 was selected from the Cochrane Reviews.

The sensitivity and the number needed to read (NNR) were assessed from among the studies selected from CENT
RAL instead of ICTRP and ClinicalTrials.gov and also assessed the characteristics of studies not identified by
searching CENTRAL.

Results: In total, 247 records from 50 Cochrane reviews were included; of these, 200 were identified by searching
CENTRAL, whereas the remaining 47 records were not. The sensitivity of searching CENTRAL was 0.81 (95%
confidence interval [Cl]: 0.76, 0.85). The NNR was 115 (95% Cl: 101, 133). The 47 unidentified studies were registered
through ClinicalTrials.gov or ICTRP. Sixteen unidentified studies were not indexed in CENTRAL.

Conclusions: For systematic reviewers, searching CENTRAL could not substitute for searching ClinicalTrials.gov and/
or ICTRP. Systematic reviewers should not only search CENTRAL but also ICTRP and ClinicalTrials.gov to identify
unpublished trials.
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Meta-research, Meta-epidemiological study

Trial registration: A pre-specified protocol was applied to conduct this study. The study was registered in the
University Hospital Medical Information Network Clinical Trials Registry (UMIN-CTR). Trial registration number:
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Background

The identification of ongoing or unpublished studies
when performing systematic reviews is essential to avoid
publication bias [1]. The Cochrane Handbook and previ-
ous studies suggest that systematic reviewers search both
the International Clinical Trials Registry Platform (ICTR
P) and ClinicalTrials.gov for ongoing or unpublished
studies [1-4]. As of April 2019, records of ongoing or
unpublished randomized controlled trials (RCTs) and
quasi-randomized controlled trials (quasi-RCTs) since
the inception of ICTRP and ClinicalTrials.gov have been
included in the Cochrane Central Register of Controlled
Trials (CENTRAL) [5], and newly submitted records are
indexed in CENTRAL on a monthly basis [6].

Systematic reviews are time and resource intensive re-
search [7]. Cochrane authors are often able to use the
specialized registers to identify relevant studies, includ-
ing trial registration, whereas non-Cochrane reviewers
cannot access the same. Reducing the effort to search
ICTRP and ClinicalTrials.gov will save time in the com-
pletion of non-Cochrane systematic reviews. We aimed
to investigate whether systematic reviewers can use
CENTRAL to identify ongoing or unpublished trials, al-
though it had been not intended to be used according to
standard practice, because reducing the time required to
conduct a systematic review by as much as possible is
important [7]. The aim of this study was to answer the
question 1.“Can systematic reviewers rely on searching
CENTRAL alone to identify ongoing and unpublished
studies rather than conducting parallel searches of trial
registries?” and 2.Examining the sensitivity and the num-
ber needed read (NNR) using CENTRAL to identify on-
going or unpublished studies.

Methods

This study was registered in the University Hospital
Medical Information Network Clinical Trials Registry
(UMIN-CTR) (registration number UMIN000038981).
Moreover, before study onset, the protocol was uploaded

to  medRxiv  (registration = number:  medRxiv
2019.12.26.19014274) [8].

Study design

This was a cross-sectional study. The STROBE

(STrengthening the Reporting of OBservational studies

in Epidemiology) Statement (2007) were adhered for
reporting cross-sectional studies based on the STROBE
checklist for cross-sectional studies (Appendix S1) [9].
The guideline was only partially adhered to as this study
was ‘research on research’ investigating in cross-sectional
design, rather than a clinical cross-sectional study, which
is the main target of the guideline. A consecutive sample
of ongoing or unpublished records was selected from the
Cochrane Reviews. These records were considered the ref-
erence standard before determining whether they were
also identified by the CENTRAL search. The concept and
design of this study are presented in Figs. 1 and 2.

Eligibility criteria

All records on ongoing or unpublished studies registered
in the ICTRP or ClinicalTrials.gov in the Cochrane re-
views published from June 1, 2019, to December 27,
2019 were included. Cochrane reviews that did not use
CENTRAL, ICTRP, or ClinicalTrials.gov were omitted
from the study. We also excluded Cochrane reviews,
which searched Cochrane Review Group Specialized
Registers, because they were not publicly available.
Cochrane reviews that included studies other than con-
trolled trials were also omitted as CENTRAL only in-
dexes controlled studies [5]. In this study, “Cochrane
reviews records” were defined as ongoing or unpublished
studies included in each eligible Cochrane reviews.
“CENTRAL records” were defined as ClinicalTrials.gov
or ICTRP records obtained from the CENTRAL search
presented in each eligible Cochrane reviews. “Cochrane
reviews/ CENTRAL records” were defined as Cochrane
reviews records that were identified by the CENTRAL
search. To calculate the sensitivity of searching CENT
RAL to identify Cochrane reviews records, all CENT
RAL records were included in the present study. For eli-
gible records, the following characteristics were ex-
tracted: trial identifying number, and year of registration.

Index test and reference standard

The index test was the search of CENTRAL. CENTRAL
was manually searched with the search strategy pre-
sented in each Cochrane reviews in the limited publica-
tion year that corresponded to its search year. The
CENTRAL searches were performed from January 2020
to March 2020.
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[ Potentially eligible Cochrane reviews (n=321) published from June 1, 2019 to December 27, 2019 |

Excluded total (n=271):
[used Cochrane Review Group Specialized Registers (n=178)]
[did not use CENTRAL (n=15)]
[did not use ICTRP (n=7)]
[did not use ClinicalTrials.gov (n=1)]
[did not use ICTRP and ClinicalTrials.gov (n=6)]
[searched observational studies (n=4)]
[search strategy about CENTRAL produced no results with error
messages or freezing web page (n=11)]
[superseded by the new review (n=1)]

[no ongoing or unpublished studies (n=47)]
[unknown search date about ICTRP and ClinicalTrials.gov

(n=1)]

[ Included Cochrane reviews (n=50) |

International Clinical Trials Registry Platform

Fig. 1 Inclusion criteria for screening the Cochrane Reviews. Abbreviations: CENTRAL, Cochrane Central Register of Controlled Trials; ICTRP,

The reference standard was the Cochrane reviews re-
cords. One review author (MB) retrieved the citations,
which were confirmed by one of two authors (YT and
YK). Disagreements between authors were resolved
through discussion. Cochrane reviews were selected as the
primary data source as these are performed following
rigorous methods detailed in the Cochrane Handbook and
are expected to be available with sufficient search strategy
to perform a comprehensive CENTRAL search [1].

How was the sample of reviews obtained?
We obtained eligible Cochrane reviews through CENT
RAL.

Sample size

A suitable sample size was not calculated as this was an
exploratory study. Cochrane reviews published from
June 1, 2019, to December 27, 2019 were selected.

ICTRP or ClinicalTrials.gov records in CENTRAL
(n=320776) ®
[ICTRP (n=135750)]
[ClinicalTrials.gov (n=185026)]

[Index test: CENTRAL search using search strategies for CENTRAL in included Cochrane reviews

v

v

Index test positive
(n=23093)
[ongoing or unpublished
studies registered on the
ICTRP or
ClinicalTrials.gov, and
identified by CENTRAL
search]

Index test negative (n=297683)
[not identified by index test]

i

Reference standard: eligible records about ongoing or unpublished studies registered on the
ICTRP or ClinicalTrials.gov (n=247) in included Cochrane reviews (n=50)

.

True positive (n=200)
[included in Cochrane
reviews, and identified by
index test:
original records (n=193)
same records with other
ID (n=4)
protocols (n=3)]

[included in Cochrane reviews but not identified by index test]

False negative (n=47)

limiting the publication year up to and including 2019

Fig. 2 Search strategy for identification of registration records. Abbreviations: CENTRAL, Cochrane Central Register of Controlled Trials; ICTRP,
International Clinical Trials Registry Platform; ID, Identifier. * The number of ICTRP or ClinicalTrials.gov records in CENTRAL was estimated by
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Data analysis

The primary outcome was sensitivity, with a 95% confi-
dence interval (CI), that searching CENTRAL would dis-
cover all Cochrane reviews records. Sensitivity was
estimated by dividing the number of Cochrane reviews/
CENTRAL records by the number of Cochrane reviews
records [1]. The 95% CI in Wilson score interval was es-
timated without continuity correction because this
method is considered to be more accurate than the con-
ventional method [10].

A pre-specified subgroup analysis regarding the pri-
mary outcome was performed as follows: 1) the type of
intervention in the Cochrane reviews (pharmacological,
non-pharmacological, or both) and 2) the Cochrane re-
views version (first or updated). Ad-hoc sensitivity ana-
lysis was performed to exclude Cochrane reviews that
included observational studies, although they were ex-
cluded in the study methods. Ad-hoc sensitivity analysis
was also performed to exclude Cochrane reviews that
searched trial registries other than ClinicalTrials.gov or
ICTRP.

The secondary outcome was the NNR with 95% CIL
The NNR is a metric of how many records in a database
need to be read to discover one of adequate clinical
quality and relevance [11]. We estimated the NNR and
95% CI as the following proportion and 95% CI: In the
numerator was the CENTRAL records, while the de-
nominator had Cochrane reviews/CENTRAL records
[1]. The number of CENTRAL records (ICTRP or Clini-
calTrials.gov records in CENTRAL) was estimated by
limiting the publication year up to and including 2019 as
shown in Fig. 2. The numbers of records that were in-
cluded Cochrane reviews but were not discovered by
searching CENTRAL were also determined.

The following characteristics of studies not identified
by searching CENTRAL were reported: year of registra-
tion; registries; whether studies included observational
studies; whether studies were indexed in CENTRAL;
whether studies were included in Cochrane reviews that
searched other trial registers excluding ClinicalTrials.gov
or ICTRP; whether studies were included in Cochrane
reviews; and which types of intervention were used, in-
cluding pharmacological, non-pharmacological, and both
pharmacological and non-pharmacological. We also in-
vestigated who created the search strategies in the
Cochrane reviews if we could not identify all ongoing or
unpublished studies included in the reviews by searching
CENTRAL. All statistical analyses were performed in
Stata V.15.1 (StataCorp LLC, College Station, Texas,
United States of America) [12].

Ethics
Ethical approval was not required as this study per-
formed ‘research on research’.
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Results

Selection process

Figure 1 details a flow diagram of the Cochrane reviews
selection. Of the 321 Cochrane reviews identified, 271
were excluded. In total, 50 Cochrane reviews were in-
cluded. The study details of these 50 Cochrane reviews
are detailed in Appendix S2.

Figure 2 details a flow diagram for identifying registra-
tion records from CENTRAL. The CENTRAL searches
were performed using the search strategies detailed in
the individual included Cochrane reviews (index test),
with a total of 23,093 CENTRAL records obtained
(index test positive). The index test positive list was
screened using the 247 Cochrane reviews records (refer-
ence standard). Finally, 200 Cochrane reviews/CEN-
TRAL records were obtained (true positive). In total, 47
records were included in the Cochrane reviews but not
identified by the index test (false negative). The details
of the 47 unidentified studies are shown in Table S1.

The sensitivity of using CENTRAL to discover Cochrane
reviews records

The sensitivity, with 95% CI, of searching CENTRAL to
discover Cochrane reviews records was 0.81 [95% CI: 0.76,
0.85]. The results of the subgroup analyses were as fol-
lows: 1) the type of intervention on Cochrane reviews (the
sensitivity of pharmacological intervention in 21 Cochrane
reviews was 0.89 [95% CI: 0.82, 0.94] and the sensitivity of
non-pharmacological intervention in 27 Cochrane reviews
was 0.75 [95% CI: 0.67, 0.81]) and the sensitivity of
pharmacological and non-pharmacological intervention in
two Cochrane reviews was 0.67 [95% CI: 0.30, 0.90]; 2) the
version of Cochrane reviews (the sensitivity of the first
version in 35 Cochrane reviews was 0.79 [95% CI: 0.72,
0.85] and sensitivity of the updated version in 15
Cochrane reviews was 0.84 [95% CI: 0.75, 0.90]). The sen-
sitivity analysis excluding four Cochrane reviews that in-
cluded observational studies, despite stating their
exclusion in the study methods, demonstrated a sensitivity
of 0.88 [95% CI: 0.82, 0.91]. The final sensitivity analysis
excluding seven Cochrane reviews that had searched trial
registries other than ClinicalTrials.gov or ICTRP, demon-
strated a sensitivity of 0.88 [95% CI: 0.82, 0.92].

The NNR of searching CENTRAL to discover Cochrane
reviews records

The NNR, with 95% CI, of searching CENTRAL to
discover Cochrane reviews records was 115 (95% CI:
101, 133).

Characteristics of the studies not identified by searching
CENTRAL

In total, 19 (39.5%) of 50 Cochrane reviews included at
least one study that was not identified by searching
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CENTRAL. The characteristics of these 47 unidentified
studies are detailed in Table 1. However, all of these un-
identified studies were registered in ClinicalTrials.gov or
ICTRP; most (33 of 47) of the unidentified studies were
registered in ClinicalTrials.gov. We found no records
from registers other than ClinicalTrials.gov or ICTRP in
Cochrane reviews that searched trial registries other
than ClinicalTrials.gov or ICTRP. Sixteen (34%) were
not indexed in CENTRAL. Of the 16 not indexed in
CENTRAL, six were RCTs. Information specialists were

Table 1 Characteristics of studies not identified by searching
CENTRAL (N =47)

Category Subcategory Number
(percentage)
Year of registration 2010 24
2011 2(4)
2012 409
2013 3(6)
2014 6(13)
2015 8 (17)
2016 7 (15)
2017 9(19)
2018 3(6)
2019 3(6)
Registries ANZCTR 4(9)
ClinicalTrials.gov 33 (70)
ChiCTR 1)
IRCT 409
ISRCTN 2(4)
JPRN 1)
NTR 1)
ReBEC 1)
Observational studies ® Yes 10 (21)
No 37.(79)
Indexed in CENTRAL Yes 31 (66)
No 16 (34)
Included in Cochrane reviews Yes 6 (13)
b aw)
or ICTRP
Included in Cochrane reviews Pharmacological 12 (26)
which types of intervention were Non-pharmacological 33 (70)

Both 24

Abbreviations: CENTRAL Cochrane Central Register of Controlled Trials, ANZCTR
Australian New Zealand Clinical Trials Registry, ChiCTR Chinese Clinical Trial
Registry, ICTRP International Clinical Trials Registry Platform, IRCT Iranian
Registry of Clinical Trials, ISRCTN International Standard Randomized
Controlled Trial Number Register, JPRN Japan Primary Registries Network, NTR
The Netherlands National Trial Register, ReBEC Brazilian Clinical Trials Registry
@ Cochrane reviews whose inclusion criteria were limited to controlled trials
were included. However, some of these Cochrane reviews also included
observational studies as ongoing or unpublished studies
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involved in creation of the search strategies for 17 (89%)
Cochrane reviews, and systematic review authors did this
for 2 (11%) Cochrane reviews.

Discussion

Brief summary of the main findings

First, this study investigated whether searching CENT
RAL alone instead of searching ICTRP and Clinical-
Trials.gov was sufficient to identify ongoing or unpub-
lished clinical trial registrations. The sensitivity of
searching CENTRAL to discover Cochrane reviews re-
cords was 0.81, suggesting that it could not be
substituted for searching ClinicalTrials.gov and ICTRP.

Results in relation to prior studies

These results demonstrating that searching CENTRAL
alone is insufficient for identifying ongoing or unpub-
lished clinical trials are similar to those of previous stud-
ies that have shown that searching the ICTRP, which
included ClinicalTrials.gov, does not always retrieve all
ClinicalTrials.gov records [1, 3, 4]. A previous study on
the comprehensiveness of 16 database searches to iden-
tify all studies included in a systematic review of the ef-
fectiveness of an extensive range of interventions for
managing frozen shoulder, or painful, persistent stiff-
ness of the shoulder joint reported that a sensitivity
and NNR of searching CENTRAL of 76% and 25, re-
spectively [13]. Although the previous study did not
focus on ongoing or unpublished studies, the sensitiv-
ity of searching CENTRAL was similar to the results
of the present study, indicating that searching a single
database may not be comprehensive [13]. However,
the NNR in the previous study was smaller than that
in the present study [13], which could be because it
included both published and unpublished studies on
shoulder joint interventions [13].

Why searching CENTRAL alone might be insufficient for
identifying ongoing or unpublished studies

The data presented here suggest that trial registries that
included missing records in CENTRAL varied.

To some extent, the inclusion or exclusion of observa-
tional studies can explain why some ongoing or unpub-
lished studies were not identified by searching CENT
RAL, as it does not include observational studies [5].
The inclusion criteria for Cochrane reviews was limited
to controlled trials, however, several of these also in-
cluded observational studies [14—17]. Although exclud-
ing such Cochrane reviews improved the overall
sensitivity, it still remained unsatisfactory. Such records
that are included in ClinicalTrials.gov or ICTRP may not
be indexed in CENTRAL due to errors arising during
the screening process, either by the Cochrane RCT ma-
chine classifier or Cochrane Crowd (manual screening)
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[5], or because search strategies about CENTRAL might
be suitable for searching for MEDLINE and EMBASE re-
cords, but not for searching for ICTRP and Clinical-
Trials.gov records. Searching alternative trial registries
may also explain ongoing or unpublished studies that
were not identified; a direct search of the primary regis-
tries of the ICTRP may identify larger ongoing or un-
published studies that are not indexed in the ICTRP
itself. For example, it has been suggested that certain
search terms identified more studies in ClinicalTrials.
gov, one of the primary registries in the ICTRP, than in
the ICTRP itself [18].

The subgroup analyses presented here consistently
showed that searching CENTRAL alone was not suffi-
cient to identify unpublished or ongoing studies. The
sensitivity of searching CENTRAL was higher in
Cochrane reviews on pharmacological interventions
compared to those on nonpharmacological interven-
tions; however, the search still could not be considered
to be comprehensive.

It is unlikely that the version of Cochrane reviews un-
derlies why ongoing or unpublished studies were not
identified by CENTRAL.

Furthermore, the use of additional sources by some
authors, such as searching reference lists of eligible stud-
ies in Cochrane reviews, citation search for eligible stud-
ies in Cochrane reviews, contacting authors to identify
unpublished studies, etc., may also explain why ongoing
or unpublished studies were not identified.

Information specialists were involved in creation of
the search strategies in most of Cochrane reviews.
Therefore, the quality of search strategies for CENTRAL
would be high.

Implications for researchers

The data showing that searching CENTRAL alone was
not comprehensive, indicated that researchers should
search both ClinicalTrials.gov and ICTRP to identify on-
going or unpublished studies.

Limitations

The present study has several limitations. Firstly, the
focus was Cochrane reviews; thus, the results may not
be applicable to non-Cochrane reviews. Non-Cochrane
reviews have been shown to search trial registries less
often than Cochrane reviews [19].

Secondly, these results cannot be applied to systematic
reviews including observational studies such as prognos-
tic reviews or diagnostic test accuracy reviews as CENT
RAL includes only controlled trials.

Furthermore, based on the perspective of an appropri-
ate search, the setting of Cochrane reviews as a reference
standard may not be appropriate. For example, search
strategies about CENTRAL might be incomprehensive,
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even if the Cochrane information specialists searched,
and there might be eligible ongoing studies that were
not included in the Cochrane reviews.

Finally, the search strategies used in the included
Cochrane reviews were different for CENTRAL, ICTRP,
or ClinicalTrials.gov, respectively. However, it was un-
likely that the search strategies for CENTRAL had lower
comprehensiveness as compared to those of ICTRP or
ClinicalTrials.gov and that CENTRAL search quality was
low, as Cochrane information specialists made search
strategies in terms of their search expertise [1].

Conclusions

Searching CENTRAL alone instead of searching ICTRP
and ClinicalTrials.gov was insufficient to identify on-
going or unpublished clinical trials. The findings of this
study suggest that systematic reviewers should not
search CENTRAL alone but also ClinicalTrials.gov and
ICTRP to identify ongoing or unpublished studies.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/512874-020-01083-y.

Additional file 1: Table S1. The details of the unidentified studies
through searching CENTRAL (N =47). Abbreviations: CENTRAL, Cochrane
Central Register of Controlled Trials; ID, Identifier; ANZCTR, Australian New
Zealand Clinical Trials Registry; ChiCTR, Chinese Clinical Trial Registry;
ICTRP, International Clinical Trials Registry Platform; IRCT, Iranian Registry
of Clinical Trials; ISRCTN, International Standard Randomized Controlled
Trial Number Register; JPRN, Japan Primary Registries Network; NTR, The
Netherlands National Trial Register; ReBEC, Brazilian Clinical Trials Registry.

Additional file 2: Appendix S1. STROBE checklist for cross-sectional
studies. Abbreviations: STROBE, STrengthening the Reporting of OBserva-
tional studies in Epidemiology.

Additional file 3: Appendix S2. Reference list of included Cochrane
Reviews.

Abbreviations

MB: Masahiro Banno; YT: Yasushi Tsujimoto; YK: Yuki Kataoka;

RCTs: Randomized controlled trials; quasi-RCTs: Quasi-randomized controlled
trials; ICTRP: International Clinical Trials Registry Platform; CENTRAL: Cochrane
Central Register of Controlled Trials; NNR: Number needed to read;

Cl: Confidence interval; UMIN-CTR: University Hospital Medical Information
Network Clinical Trials Registry; STROBE: Strengthening the Reporting of
Observational Studies in Epidemiology; SRWS-PSG: Systematic Review
Workshop Peer Support Group

Acknowledgements

We thank the Cochrane Library for managing the Cochrane Central Register
of Controlled Trials (CENTRAL). We also thank Editage (www.editage,jp) for
their English language editing services.

Authors’ contributions

MB, YT, and YK contributed to the concept and design of the research. YT
and YK acquired and interpreted the data. MB conducted the analysis and
interpretation of data and wrote the manuscript. All authors read and
approved the final manuscript.

Funding

This work was supported by the Department of Respiratory Medicine, Hyogo
Prefectural Amagasaki General Medical Center and Systematic Review
Workshop Peer Support Group (SRWS-PSG). The funding source had no role


http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
http://clinicaltrials.gov
https://doi.org/10.1186/s12874-020-01083-y
https://doi.org/10.1186/s12874-020-01083-y
http://www.editage.jp

Banno et al. BMC Medical Research Methodology (2020) 20:200

in the design of the study and its execution, analyses, interpretation of the
data, or writing the manuscript.

Availability of data and materials
The datasets generated during and/or analyzed during the current study are
available from the corresponding author on reasonable request.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
All authors have no competing interests.

Author details

1Department of Psychiatry, Seichiryo Hospital, Tsurumai 4-16-27, Showa-ku,
Nagoya 466-0064, JAPAN. “Department of Psychiatry, Nagoya University
Graduate School of Medicine, Tsurumai-cho 65, Showa-ku, Nagoya 466-8560,
JAPAN. 3Systematic Review Workshop Peer Support Group (SRWS-PSG),
Osaka, JAPAN. *Department of Healthcare Epidemiology, Graduate School of
Medicine and Public Health, Kyoto University, Yoshida Konoe-cho, Sakyo-ku,
Kyoto 606-8501, JAPAN. “Department of Nephrology and Dialysis, Kyoritsu
Hospital, Chuo-cho 16-5, Kawanishi 666-0016, JAPAN. ®Hospital Care Research
Unit, Hyogo Prefectural Amagasaki General Medical Center,
Higashinaniwa-cho 2-17-77, Amagasaki 660-8550, JAPAN. ’Department of
Respiratory Medicine, Hyogo Prefectural Amagasaki General Medical Center,
Higashinaniwa-cho 2-17-77, Amagasaki 660-8550, JAPAN.

Received: 3 June 2020 Accepted: 19 July 2020
Published online: 25 July 2020

References

1. Higgins J, Thomas J, Chandler J, Cumpston M, Li T, Page M, Welch V:
Cochrane Handbook for Systematic Reviews of Interventions version 6.0
(updated July 2019). [ Available from www.training.cochrane.org/handbook.
]; (2019); 28 May 2020.

2. Banno M, Tsujimoto Y, Kataoka Y. Studies registered in non-ClinicalTrials.gov
accounted for an increasing proportion of protocol registrations in medical
research. J Clin Epidemiol. 2019;116:106-13.

3. Glanville JM, Duffy S, McCool R, Varley D. Searching ClinicalTrials.gov and
the international clinical trials registry platform to inform systematic reviews:
what are the optimal search approaches? J Med Libr Assoc. 2014;102(3):
177-83.

4. Knelangen M, Hausner E, Metzendorf MI, Sturtz S, Waffenschmidt S. Trial
registry searches for randomized controlled trials of new drugs required
registry-specific adaptation to achieve adequate sensitivity. J Clin Epidemiol.
2018;94:69-75.

5. Cochrane Library: How CENTRAL is created. 2019. [Available at https://www.
cochranelibrary.com/central/central-creation]. Accessed 28 May 2020.

6. Cochrane Library: The Cochrane Central Register of Controlled Trials. 2019.
[Available at https://www.cochranelibrary.com/central]. Accessed 28 May
2020.

7. Clark J, Glasziou P, Del Mar C, Bannach-Brown A, Stehlik P, Scott AM. A full
systematic review was completed in 2 weeks using automation tools: a case
study. J Clin Epidemiol. 2020;121:81-90.

8. Banno M, Tsujimoto Y, Kataoka Y. How comprehensive is the Cochrane
Central Register of Controlled Trials for identifying clinical trial registration?:
the protocol of a diagnostic study. medRxiv. 2020. https.//www.medrxiv.
org/content/10.1101/2019.12.26.19014274v1.

9. Vandenbroucke JP, von EIm E, Altman DG, Gotzsche PC, Mulrow CD, Pocock
SJ, Poole C, Schlesselman JJ, Egger M, Initiative S. Strengthening the
reporting of observational studies in epidemiology (STROBE): explanation
and elaboration. PLoS Med. 2007;4(10):e297.

10. Wallis S. Binomial confidence intervals and contingency tests: mathematical
fundamentals and the evaluation of alternative methods. J Quant Linguist.
2013;20(3):178-208.

11. Toth B, Gray JA, Brice A. The number needed to read-a new measure of
journal value. Health Inf Libr J. 2005;22(2):81-2.

Page 7 of 7

12. StataCorp. Stata Statistical Software: Release 15. College Station: StataCorp
LLG; 2017.

13. Beyer F, Wright K: Comprehensive searching for systematic reviews: a
comparison of database performance [https://www.york.ac.uk/media/
crd/Comprehensive_searching_for_systematic_reviews.pdf]; (2011); 28
May 2020.

14. Burden S, Jones DJ, Sremanakova J, Sowerbutts AM, Lal S, Pilling M, Todd C.
Dietary interventions for adult cancer survivors. Cochrane Database Syst
Rev. 2019, 2019;(11):.CD011287.

15. Hodder RK, O'Brien KM, Stacey FG, Tzelepis F, Wyse RJ, Bartlem KM,
Sutherland R, James EL, Barnes C, Wolfenden L: Interventions for increasing
fruit and vegetable consumption in children aged five years and under.
Cochrane Database Syst Rev 2019, 2019(11):CD008552.

16. Yamamoto S, Yamaga T, Nishie K, Nagata C, Mori R. Positive airway pressure
therapy for the treatment of central sleep apnoea associated with heart
failure. Cochrane Database Syst Rev. 2019;12:CD012803.

17. Zeng L, Yu X, Yu T, Xiao J, Huang Y. Interventions for smoking cessation in
people diagnosed with lung cancer. Cochrane Database Syst Rev. 2019;6:
CDO011751.

18. Munch T, Dufka FL, Greene K, Smith SM, Dworkin RH, Rowbotham MC.
RReACT goes global: perils and pitfalls of constructing a global open-access
database of registered analgesic clinical trials and trial results. Pain. 2014;
155(7):1313-7.

19.  Page MJ, Shamseer L, Altman DG, Tetzlaff J, Sampson M, Tricco AC, Catala-
Lopez F, Li L, Reid EK, Sarkis-Onofre R, et al. Epidemiology and reporting
characteristics of systematic reviews of biomedical research: a cross-
sectional study. PLoS Med. 2016;13(5):21002028.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions



http://www.training.cochrane.org/handbook
https://www.cochranelibrary.com/central/central-creation
https://www.cochranelibrary.com/central/central-creation
https://www.cochranelibrary.com/central
https://www.medrxiv.org/content/10.1101/2019.12.26.19014274v1
https://www.medrxiv.org/content/10.1101/2019.12.26.19014274v1
https://www.york.ac.uk/media/crd/Comprehensive_searching_for_systematic_reviews.pdf
https://www.york.ac.uk/media/crd/Comprehensive_searching_for_systematic_reviews.pdf

	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Background
	Methods
	Study design
	Eligibility criteria
	Index test and reference standard
	How was the sample of reviews obtained?
	Sample size
	Data analysis
	Ethics

	Results
	Selection process
	The sensitivity of using CENTRAL to discover Cochrane reviews records
	The NNR of searching CENTRAL to discover Cochrane reviews records
	Characteristics of the studies not identified by searching CENTRAL

	Discussion
	Brief summary of the main findings
	Results in relation to prior studies
	Why searching CENTRAL alone might be insufficient for identifying ongoing or unpublished studies
	Implications for researchers
	Limitations

	Conclusions
	Supplementary information
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

