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Abstract

Objectives: To assess the sensitivity of two secondary electronic sources of COVID-19 studies: 1) the Cochrane COVID-
19 Study Register (https://covid-19.cochrane.org/); and, 2) the Living Overview of the Evidence (L*OVE) COVID-19 platform

(https://iloveevidence.com/).

Study design and setting: We identified reports of randomized controlled trials (RCTs) and observational studies (OS) assessing

preventive interventions or treatment for COVID-19.

The reference standard comprised all reports included in the COVID-NMA platform (covid-nma.com), in two major living systematic
reviews of RCTs assessing pharmacologic treatment of COVID-19, or identified in either of the two secondary sources evaluated. The

search for all sources was conducted through September 7, 2020.

Our primary outcome was the proportion of the reports included in the reference standard that were identified by each secondary

source.

Results: We identified 680 reports, 91 RCT reports, 97 RCT protocols, and 492 OS reports. The Cochrane COVID-19 Study Register
identified 88% [95% confidence interval, 79-94] of the RCT reports, 90% [82-95] of the RCT protocols, and 82% [78-85] of the OS
reports. The LOVE platform identified 100% [97-100] of the RCT reports and RCT protocols and 100% [99-100] of the OS reports.

Conclusion: These platforms proved to be a viable screening alternative to searching every individual source.

Inc. All rights reserved.
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1. Introduction

In December 2019, the first reports documented a novel
coronavirus outbreak in Wuhan, Hubei Province, China.
This novel coronavirus, known as SARS-CoV-2, spread
from China to several countries and then around the world;
the declared COVID-19, the illness caused by the virus, to
be a pandemic on March 11, 2020 [1]. Since then, there has
been an explosion of research globally seeking to combat
this major public health threat by evaluating the effective-
ness and safety of various interventions aimed at prevent-
ing or treating COVID-19.

Under these circumstances, the rapid production of
high-quality, comprehensive, up-to-date living systematic
reviews is indispensable to facilitate evidence-based deci-
sion making. One example includes the COVID-NMA ini-
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tiative, which identifies, extracts, and synthesizes all ran-
domized controlled trials (RCTs) evaluating the prevention
and/or treatment of COVID-19 [2]. All results are made
available and updated weekly on the COVID-NMA plat-
form (covid-nma.com).

However, performing and promptly updating a high-
quality living systematic review is very labor intensive.
A complex strategy that screens a large number of records
is usually needed to accurately and comprehensively iden-
tify all eligible reports. To ensure the sustainability of liv-
ing systematic reviews, it is essential to explore new ap-
proaches to study identification [3-5].

In the context of the COVID-19, some organizations
have developed secondary electronic sources that system-
atic reviewers can use to identify eligible studies for
their living reviews. In particular, the Cochrane COVID-
19 study register [6] (https://covid-19.cochrane.org/) and
the Living Overview of the Evidence (L OVE) COVID-
19 platform, [7] developed by the Epistemonikos Foun-
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What is new?

Key findings:

* Two secondary sources (the Cochrane COVID-19
study register and the LOVE COVID-19 platform)
demonstrated very good sensitivity for the identifi-
cation of studies assessing interventions to prevent
or treat COVID-19.

* The workload associated with using these sec-
ondary sources was reduced.

What this adds to what is known

* Ongoing living systematic reviews on COVID-19
could rely on these secondary sources.

What is the implication, what should change now

* Validated secondary sources on other topics should
be developed to improve the ease of implementation
of living evidence syntheses.

dation (https://app.iloveevidence.com/covid19), offer free
access to their up-to-date databases of COVID-19 stud-
ies, screened and annotated by PICO and study design.
Searches on these platforms are facilitated through filters
and data can be easily downloaded. Consequently, we de-
cided to explore the sensitivity of these sources to deter-
mine if they could serve as a principal or even unique
source for the search strategy of living systematic reviews
of interventional studies for COVID-19.

The objective of this study was to evaluate the sensi-
tivity of two secondary sources (the Cochrane COVID-19
study register and the L-OVE COVID-19 platform) for the
identification of publications in preprint or peer-reviewed
journal of 1) RCTs, 2) RCT protocols, and 3) OS assessing
interventions to prevent or treat COVID-19.

2. Methods
2.1. Study design

We conducted a cross-sectional study, embedded within
the COVID-NMA initiative [2].

2.2. Eligibility criteria

We included RCT reports and protocols (i.e., preprint
or publication in a journal of the protocol) and OS that
assessed:

1) Interventions to prevent the spread of SARS-CoV-2
infection (e.g., vaccine, prophylactic pharmacologic
treatments, and nonpharmacologic interventions for
preventing SARS-CoV-2 transmission, such as per-
sonal protective equipment)

2) Interventions for treating COVID-19 (e.g., anti-
infective agents, specific and nonspecific im-
munomodulators, supportive treatments for hospital-

ized patients, and general treatments for viral infec-
tion)

3) Post-acute care interventions for COVID-19 patients

(e.g., rehabilitation, treatment for long-COVID)

4) Models of practice and organization of care aimed at

improving care of COVID-19 patients.

Prognostic studies, systematic reviews, meta-analyses,
post-hoc analyses, and diagnostic test sensitivity studies
were excluded, as were reports of studies evaluating tradi-
tional Chinese medicine or other herbal therapies.

2.3. Secondary sources evaluated

2.3.1. The Cochrane COVID-19 study register

The Cochrane COVID-19 Study Register was funded by
Cochrane to support rapid evidence synthesis. This regis-
ter is study-based and it searches the following primary
data sources: PubMed, Embase, [8] the Cochrane Cen-
tral Register of Controlled Trials (CENTRAL), [9] Clin-
icalTrials.gov, the WHO International Clinical Trials Reg-
istry Platform (ICTRP), [10] and medRxiv [11]. Retrac-
tion Watch is also used to identify retraction notices and
expressions of concern. Searches are updated daily in
PubMed and ClinicalTrials.gov, weekly in Embase, ICTRP,
and medRxiv, and monthly in CENTRAL. The Cochrane
COVID-19 Study Register does not search and is not
linked to the L-OVE COVID-19 Platform.

During our study, the Cochrane registry was negotiat-
ing a licensing agreement with Elsevier to publish Em-
base records in the Cochrane register (i.e., not available for
our search). It began searching medRxiv in May 2020 and
CENTRAL in November 2020. Given these changes, we
conducted a supplemental search on December 29, 2020,
to determine whether the missing studies had been added
and were available in the registry, by systematically enter-
ing in the search field for each missing study: 1) the title,
2) the title and first author’s name, 3) the first author’s
name. We decided to update our database with the studies
identified during this process and to present results before
and after this update. More details on this process are avail-
able in Appendix A and at https://community.cochrane.org/
about-covid- 19-study-register.

2.3.2. The living overview of the evidence (L*OVE)
COVID-19 platform

The Living Overview of the Evidence (L*OVE)
COVID-19 is an open access platform funded by the Epis-
temonikos Foundation, a nonprofit organization. The pri-
mary data sources used to set up this platform include
several bibliographic sources, preprint platforms and trial
registries, including PubMed, EMBASE, CINAHL (the Cu-
mulative Index to Nursing and Allied Health Literature),
PsycINFO, LILACS (Latin American & Caribbean Health
Sciences Literature), Wanfang Database, CBM (Chinese
Biomedical Literature Database), CNKI (Chinese National
Knowledge Infrastructure), VIP (Chinese Scientific Journal
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Database), IRIS (WHO Institutional Repository for Infor-
mation Sharing), IRIS PAHO (PAHO Institutional Repos-
itory for Information Sharing), IBECS (Spanish Biblio-
graphic Index on Health Sciences), Microsoft Academic,
ICTRP Search Portal, Clinicaltrials.gov, ISRCTN registry,
Chinese Clinical Trial Registry, IRCT (Iranian Registry of
Clinical Trials), EU Clinical Trials Register (Clinical tri-
als for COVID-19), Japan NIPH Clinical Trials Search,
JPRN (Japan Primary Registries Network) (JPRN - in-
cludes JapicCTI, JMACCT CTR, jRCT, UMIN CTR),
MedRxiv, BioRxiv, SSRN Preprints, Research Square, Chi-
naXiv and SciELO Preprints. The (L*OVE) COVID-19
Platform does not search or link to the Cochrane COVID-
19 Study Register. Screening and classification for the
(L-OVE) COVID-19 platform rely both on artificial in-
telligence and manual screening.

On September 23, 2020, the LOVE platform was up-
dated with the addition of observational studies that were
available on the L*OVE platform when we exported the
data and consequently not screened at the time of our
study. We decided to update our database with the ob-
servational studies identified during this process and to
present results before and after this update. More de-
tails on the process are available in Appendix B and at
https://app.iloveevidence.com/covid19/methods.

2.4. Reference standard

The reference standard comprised all reports of studies
that met the eligibility criteria that were 1) identified during
the process of the COVID-NMA initiative, which system-
atically searched for reports of RCTs, protocols of RCTs
and reports of OS from March, 2020, through September
7, 2020 (inclusive) or 2) included in two living system-
atic reviews of RCTs assessing pharmacologic treatment
for COVID-19, [12,13] or 3) identified by any of the two
secondary sources evaluated.

The search strategy and eligibility criteria of the
COVID-NMA initiative and the two living systematic re-
views of pharmacologic treatments are detailed here [2].

2.5. Process and screening

The searches of the two secondary sources are detailed
in Table 1. They were conducted weekly (each Wednesday
at same time) from July 15, 2020 to September 7, 2020
(inclusive).

When we conducted the first search (July 15, 2020),
records identified in the two secondary sources were down-
loaded and imported on Rayyan [14] for screening. Up-
dates were screened on MS Excel for the L*OVE platform
and on Rayyan for the Cochrane COVID-19 Study Regis-
ter.

All records identified in each secondary source were
screened independently by the same two trained reviewers
(OP, SC). Disagreements were resolved by consensus and,

if necessary, consultation with a senior reviewer. Quality
control included systematically checking whether the stud-
ies identified in one secondary source were not wrongly
excluded during the screening process of the other sec-
ondary source.

References to all reports meeting our eligibility criteria
and identified by the COVID-NMA initiative and in the
two living reviews were extracted by two reviewers inde-
pendently. Any disagreements were resolved by consensus.

2.6. Outcome criteria

Our primary outcomes were the proportion of reports
included in the reference standard identified by each sec-
ondary source. We considered 1) RCT reports, 2) RCT
protocols, and 3) OS reports — all assessing interventions
for preventing and treating COVID-19.

Our secondary outcome was the workload, which we
assessed by the total number of records requiring screening
when using these two secondary sources.

2.7. Statistical analysis

Categorical data were described using percentages, and
95% confidence intervals. The proportion of studies iden-
tified was reported for each type of report (RCTs, RCT
protocol, OS) for each platform.

3. Change to the protocol

We initially planned to evaluate the COVID-Evidence
database [15]. However, we only searched the database to
August 12, 2020, because the platform was not updated for
several weeks and the search strategy had been modified.
Consequently, we decided not to report the results.

As the LOVE platform and the Cochrane COVID-19
Study Register were still in process of improvement at the
time of the study, we decided to conduct a new search
based on the updated platforms. We present both results in
the text and the most updated results in the abstract.

We informed the responsible parties of both platforms
of our results and reported any information that could ex-
plain the results.

4. Results
4.1. Reference standard

Overall, we identified 680 reports that met our eligibility
criteria: 91 RCT reports, 97 RCT protocols, and 492 OS
reports (Fig. 1).

4.2. Sensitivity

Table 2 reports the sensitivity of both platforms. Before
the update, the L*OVE platform identified 91/91 (100%
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Table 1. Search in secondary sources evaluated

Cochrane’s COVID-19 Study Register

The Living Overview of the Evidence (L-OVE) COVID-19 Platform

Search 1
Field “Study characteristics”/*Study type”: selection of
“Interventional”Field “Study characteristics”/“Study aim”:
selection of “Treatment And Management”Click on “Select All”
and “Export” as a RIS document.
Search 2
« Field “Study characteristics”/“Study type”: selection of
“Interventional”
« Field “Study characteristics”/“Study aim”: selection of
“Prevention”
« Click on “Select All"” and “Export” as a RIS document.
Search 3
« Field “Study characteristics”/“Study type”: selection of
“Observational”
« Field “Study characteristics”/ “Study aim”: selection of
“Treatment And Management”
« Click on “Select All” and “Export” as a RIS document.
Search 4
« Field “Study characteristics”/“Study type”: selection of
“Observational”
« Field “Study characteristics”/“Study aim”: selection of
“Prevention”
« Click on “Select All” and “Export” as a RIS document.
Weekly update of the search:
» we conducted the same searches with a selection of the field
“updated”/ “last week”.

Search 1

Field 1: “Select type of question”/“Prevention or treatment*
Field 2: “Select population”/“COVID-19"

Field 3: “Primary studies”/ used the filter “Reporting

data”, “RCT”

click on “Export” in RIS format.

Search 2

Field 1: “Select type of question”/ “Prevention or treatment”
Field 2: “Select population”/“COVID-19"

Field 3: “Primary studies”/used the filter “Reporting data”, “Not
RCT”

click on “Export” in RIS format.

Table 2. Number (percentages and [95% confidence intervall) of studies identified in the different secondary sources

RCT: Randomized controlled trial

RCTs RCT protocols Observational studies
N =91 N =97 N =492

Search in the initial sources
91 97 348

+ L+OVE platform 100% [97-100]

29
« Cochrane COVID-19 Study 32% [22-42]

Register

Search in the updated sources

91

+ L-OVE platform 100 % [97-100]

80
» Cochrane COVID-19 Study 88% [79-941]
Register

100% [97-1001 71% [66-75]

48 252
49% [39-60] 51% [47-56])

97 492
100% [97-100] 100% [99-100]

87 403
90% [82-95] 82% [78-85]

[97-100]) of the RCT reports, 97/97 (100% [97-100]) of
the RCT protocols, and 348/492 (71% [66-75]) of the OS
reports. After the database was updated, the L*OVE plat-
form also identified 100% [99-100] of OS reports.

Before the update, the Cochrane COVID-19 Study Reg-
ister identified 29/91 (32% [22-42]) RCT reports; 48/97
(49% [39-60]) protocols of RCTs; 252/492 (51% [47-56])
reports of OS. After updating the database, the register
identified 80/91 (88% [79-94]) RCT reports, 87/97 (90%

[82-95]) protocols of RCTs and 403/492 (82% [78-85])
reports of OS.

After discussing our results with the Cochrane register
(R Featherstone), an issue related to the data filter was
identified. The filter was working at the study level as op-
posed to the reference level; the filter retrieved new study
records updated in the last week, but it did not retrieve
new references added to studies already contained in the
register. Consequently, the studies identified after the sup-



50

O. Pierre et al./Journal of Clinical Epidemiology 141 (2022) 46-53

Living Reviews

Siemieniuk RA,
Cochrane L-OVE platform || COVID-NMA T 0ot Juul S, Plos Med
COVID-19 Search: September 7 Search: 10 August 2020
Study Register 264 . 2020 2020 Search: 7 August 2020
6,120 studies 645 studies 45,812 studies 8764 studi 6,693
’ screened d ) udies tudi d
screened screene screened studies screene
536 reports 504 reports
iﬁi;&%‘;ﬁs identified: identified: 41 reports 33 reports
29 RCTs. 48 RCT 91 RCTs, 97 RCT 96 RCTs, 83 RCT identified: 41 identified: 33
protocols’ 252 OS protocols, 348 OS protocols, 325 OS RCTs RCTs

After the update

570 reports
identified:
80 RCTs, 87 RCT
protocols, 403 OS

680 reports
identified:
91 RCTs, 97 RCT
protocols, 492 OS

Reference standard

91 RCTs
97 RCT protocols

492 Observational studies

Fig. 1. Flow chart.

plemental search on December 29, 2020 may have been in
the registered but not retrieved by the filter. This inconsis-
tency has now been modified.

4.3. Workload

The workload was determined only before the update.
We screened 2,645 records from the L*OVE platform and
6,120 from the Cochrane COVID-19 Study Register 5
(Fig. 1).

In contrast, the workload for each living review was
more intensive: 45,812 records were screened for the
COVID-NMA initiative (search date: 7 September 2020;
inclusion of RCTs, RCT protocols, and OS — all for pre-
ventive interventions and treatment of COVID-19); 8,864
for the review by Siemieniuk et al. (search date: 10 August
2020; inclusion of RCTs of pharmacologic treatments of
COVID-19) and 6,693 for the review by Juul et al. (search
date: August 07, 2020; inclusion of RCTs of treatment of
COVID-19).
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The two systematic reviewers also assessed the diffi-
culties of using both secondary sources. The Cochrane
COVID-19 Study Register was considered to be the most
user-friendly as it allowed filtering by date to identify new
studies, a functionality that we did not find on the L*OVE
platform at the time of the study.

5. Discussion

This study assessed the sensitivity of two secondary
sources. Our results showed very good sensitivity in the
L-OVE COVID-19 platform for all types of reports after
the update. It identified all RCTs, RCT protocols, and OS
while considerably reducing the workload for this result.
Results were also very good for the Cochrane COVID-19
Study Register, which identified 88% of the RCTs, 90%
of the RCT protocols, and 82% of the OS after the up-
date. An issue related to the filters implemented in the
Cochrane COVID-19 Study Register has been identified
and is now corrected. Furthermore, the workload was con-
siderably lower compared to the usual process, particularly
on the L*OVE platform.

Our results are consistent with other studies evaluating
the Cochrane COVID-19 Study Register [3,4,16,17]. To
our knowledge, the sensitivity of the L« OVE platform has
never been evaluated.

Our study has important strengths. The reference stan-
dard was based on several sources with high-quality
screening processes, and we are confident that we did not
miss any reports. Two trained researchers independently
performed the search and screening in the two secondary
sources, with consensus when they initially disagreed. The
screening of the databases was performed independently of
the record identified in other sources to avoid verification
bias.

Our study has important implications. Considering
the reduced workload and the high sensitivity of these
sources, searching primary sources may be not neces-
sary for systematic reviews assessing COVID-19 inter-
ventions, particularly if they are also searching registries.
Still, it might be useful to search these two secondary
sources as they could serve as a quality control for each
other.

Our study also has some limitations. We did not in-
clude studies evaluating traditional Chinese medicine or
other herbal therapies as these interventions were not con-
sidered in the COVID-NMA initiative. The platforms eval-
uated are being continuously improved, and the results may
evolve over time. Particularly, the L-OVE COVID-19 plat-
form completed the screening after the end of our study.
Similarly, Cochrane was in the process of negotiating their
Embase agreement between July and September. Our re-
sults showed a considerable improvement of both sources’
sensitivity after their updated searches. There may also be
an issue related to the time between the moment the study
is published and the moment it appears on the different

platforms, which might create some delay and decrease
our speed in identifying new studies and updating our liv-
ing systematic review. However, both secondary sources
are updated regularly, reducing the likelihood of signifi-
cant delays. Finally, while we relied on several sources
in our reference standard to identify RCTs, the identifica-
tion of RCT protocols and OS relied only on the COVID-
NMA platform and the results identified by the two
sources.

In conclusion, these secondary sources are essential
tools that make living systematic reviews sustainable. The
Cochrane COVID-19 Study Register provided very good
results, an issue related to the filter has been identified
and corrected; a second evaluation will be needed. The
L-OVE platform allowed the identification of all stud-
ies included in our reference standard and proved to be
a viable screening alternative with an acceptable work-
load. It also implemented some changes (addition of fil-
ters) to improve its use. These platforms could be used as
a sole source for living evidence synthesis of COVID-19
studies.
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Appendix A: Search strategy implemented by the
Cochrane COVID-19 Study Register (see
https://community.cochrane.org/about-covid-19-study-

register)

Source

PubMed

Embase.com

CENTRAL

ClinicalTrials.gov
WHO ICTRP

medRxiv

Current Strategy (last updated November
09, 2020)

(2019 nCoV[tiab] OR 2019nCoV[tiab] OR
corona virus[tiab] OR corona viruses[tiab] OR
coronavirus[tiab] OR coronaviruses[tiab] OR
COVID[tiab] OR COVID19[tiab] OR nCov
2019[tiab] OR SARS-CoV2[tiab] OR SARS
CoV-2[tiab] OR SARSCoV2[tiab] OR
SARSCoV-2[tiab] OR
"Coronavirus'[Mesh:NoExp] OR "COVID-19"[nm]
OR "COVID-19 drug treatment"[nm] OR
"COVID-19 diagnostic testing"[nm] OR
"COVID-19 serotherapy'[nm] OR "COVID-19
vaccine'[nm] OR "LAMP assay"[nm] OR "severe
acute respiratory syndrome coronavirus 2"[nm]
OR "spike protein, SARS-CoV-2"[nm]) NOT
("animals"[mh] NOT "humans'[mh]) NOT
(editorial[pt] OR newspaper article[pt])

((("coronaviridae'/de OR 'coronavirinae'/de OR
‘coronaviridae infection’/de OR ’'coronavirus
disease 2019’/exp OR ’coronavirus infection’/de
OR "SARS-related coronavirus’/de OR 'Severe
acute respiratory syndrome coronavirus 2’/exp
OR 2019 nCoV'’:ti,ab,kw OR
2019nCoV:ti,ab,kw OR ((corona* OR corono*)
NEAR/1 (virus* OR viral* OR virinae*)):ti,ab,kw
OR coronavir*:ti,ab,kw OR coronovir*:ti,ab,kw
OR COVID:ti,ab,kw OR COVID19:ti,ab,kw OR
HCoV*:ti,ab,kw OR 'nCov 2019’:ti,ab,kw OR
'SARS CoV2’:ti,ab,kw OR 'SARS CoV 2’:ti,ab,kw
OR SARSCoV2:ti,ab,kw OR 'SARSCoV
2':ti,ab,kw) NOT (("animal experiment’/de OR
"animal’/exp) NOT ("human’/exp OR "human
experiment’/de))) NOT 'editorial’/it) NOT
([medlinel/lim OR [pubmed-not-medlinel/lim)
AND [1-12-2019]/sd

1 ("2019 nCoV" OR 2019nCoV OR "corona
virus*" OR coronavirus* OR COVID OR
COVID19 OR "nCov 2019" OR "SARS-CoV2" OR
"SARS CoV-2" OR SARSCoV2 OR
"SARSCoV-2"):TI,AB AND CENTRAL:TARGET

2 Coronavirus:MH AND CENTRAL:TARGET

3 Coronavirus:EH AND CENTRAL:TARGET

4 #1 OR #2 OR #3

52019 TO 2020:YR AND CENTRAL:TARGET
6 #5 AND #4

7 INSEGMENT

8 #6 NOT #7

COVID-19 OR 2019-nCoV OR SARS-CoV-2 OR
coronavirus

We screen the entire COVID-19.csv file available
from
https://www.who.int/emergencies/diseases/novel-
coronavirus-2019

We screen the entire COVID-19 results
identified by the Stephen B. Thacker CDC
Library

Appendix B: Search strategy implemented by the
LeOVE platform
https://app.iloveevidence.com/loves/5e6fdb9669c00
e4ac072701d

a. The following sources are searched:

1.
. EMBASE (updated weekly)

. CINAHL (updated weekly)

. PsycINFO (updated weekly)

. LILACS (Latin American & Caribbean Health Sci-

[V I SS9

~N N

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.

20.

21.

22.

23.

24.

25.

26.

27.

Pubmed/medline (updated several times a day)

ences Literature) (updated weekly)

. Wanfang Database (updated every 2 weeks)
. CBM - Chinese Biomedical Literature Database (up-

dated every 2 weeks)

. CNKI - Chinese National Knowledge Infrastructure

(updated every 2 weeks)

. VIP - Chinese Scientific Journal Database (updated

every 2 weeks)

IRIS (WHO Institutional Repository for Information
Sharing) (updated weekly)

IRIS PAHO (PAHO Institutional Repository for In-
formation Sharing)) (updated weekly)

IBECS - Indice Bibliogrifico Espafiol en Ciencias
de la Salud (Spanish Bibliographic Index on Health
Sciences) (updated weekly)

Microsoft Academic (last searched: Sept 4, 2020)
ICTRP Search Portal (updated daily)
Clinicaltrials.gov (updated daily)

ISRCTN registry (updated daily)

Chinese Clinical Trial Registry (updated daily)
IRCT - Iranian Registry of Clinical Trials (updated
daily)

EU Clinical Trials Register: Clinical trials for covid-
19 (updated daily)

NIPH Clinical Trials Search (Japan) - Japan Primary
Registries Network (JPRN) (JapicCTI, JMACCT
CTR, jRCT, UMIN CTR) (updated daily, via ICTRP
search portal)

UMIN-CTR - UMIN Clinical Trials Registry (up-
dated daily, via ICTRP search portal)

JRCT - Japan Registry of Clinical Trials (updated
daily, via ICTRP search portal)

JAPIC Clinical Trials Information (updated daily, via
ICTRP search portal)

Clinical Research Information Service (CRiS), Re-
public of Korea (updated daily, via ICTRP search
portal)

ANZCTR - Australian New Zealand Clinical Trials
Registry (updated daily, via ICTRP search portal)
ReBec - Brazilian Clinical Trials Registry (updated
daily, via ICTRP search portal)

CTRI - Clinical Trials Registry - India (updated
daily, via ICTRP search portal)
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28. RPCEC - Cuban Public Registry of Clinical Trials
(updated daily, via ICTRP search portal)
29. DRKS - German Clinical Trials Register (updated
daily, via ICTRP search portal)
30. LBCTR - Lebanese Clinical Trials Registry (updated
daily, via ICTRP search portal)
31. TCTR - Thai Clinical Trials Registry (updated daily,
via ICTRP search portal)
32. NTR - The Netherlands National Trial Register (up-
dated daily, via ICTRP search portal)
33. PACTR - Pan African Clinical Trial Registry (up-
dated daily, via ICTRP search portal)
34. REPEC - Peruvian Clinical Trial Registry (updated
daily, via ICTRP search portal)
35. SLCTR - Sri Lanka Clinical Trials Registry (updated
daily, via ICTRP search portal)
36. medRxiv (updated several times a day)
37. bioRxiv (updated several times a day)
38. SSRN Preprints (updated several times a day)
39. ChinaXiv (updated every 2 weeks)
40. SciELO Preprints (updated weekly)
41. Research Square (updated daily)
b. The following search strategy is used:
coronavir® OR coronovirus* OR betacoronavir® OR "beta-
coronavirus” OR "beta-coronaviruses" OR "corona virus"
OR "virus corona” OR "corono virus" OR "virus corono"
OR hcov* OR "covid-19" OR covid19* OR "covid 19"
OR "2019-ncov" OR cv19* OR "cv-19" OR "cv 19" OR
"n-cov" OR ncov* OR (wuhan* and (virus OR viruses
OR viral)) OR sars* OR sari OR (covid* and (virus OR
viruses OR viral)) OR "severe acute respiratory syndrome"
OR mers* OR "middle east respiratory syndrome" OR
"middle-east respiratory syndrome" OR "covid-19-related"
OR "2019-ncov-related" OR "cv-19-related" OR "n-cov-
related"”
c. Inclusion criteria for the L*OVE database:

The database includes all articles related to COVID-19
or other coronaviruses with the following study designs:
systematic reviews, primary studies, broad syntheses (e.g.,
guidelines, overviews of reviews, policy briefs), other arti-
cles with designs not included in the above-mentioned cat-
egories. Articles are classified as the various research ques-
tions (e.g., diagnostic, prevention or treatment) by artificial
intelligence on entry into the Epistemonikos database.

Appendix C: Episthemonikos search strategy

The following search strategy was used coronavir® OR
coronovirus* OR betacoronavir®* OR "beta-coronavirus"
OR "beta-coronaviruses" OR "corona virus" OR "virus
corona" OR "corono virus" OR "virus corono" OR hcov*
OR covid®* OR "2019-ncov" OR cv19* OR "cv-19" OR
"cv 19" OR "n-cov" OR ncov* OR (wuhan* and (virus
OR viruses OR viral)) OR "2019-ncov-related" OR "cv-
19-related" OR "n-cov-related" OR sars* OR sari OR "se-
vere acute respiratory syndrome" OR antisars* OR "anti-

sars-cov-2" OR "anti-sars-cov2" OR "anti-sarscov-2" OR
"anti-sarscov-2"

References

[1] Coronavirus disease (COVID-19) — World Health Organiza-
tion; 2021. Accessed January 19 https://www.who.int/emergencies/
diseases/novel-coronavirus-2019.

Boutron I, Chaimani A, Meerpohl JJ, et al. The COVID-NMA

Project: Building an Evidence Ecosystem for the COVID-19

Pandemic. Ann Intern Med 2020;173(12):1015-17. doi:10.7326/

M20-5261.

Taljaard M, McDonald S, Nicholls SG, et al. A search filter to

identify pragmatic trials in MEDLINE was highly specific but lacked

sensitivity. J Clin Epidemiol 2020;124:75-84. doi:10.1016/j.jclinepi.

2020.05.003.

Li L, Smith HE, Atun R, Car LT. Search strategies to identify ob-

servational studies in MEDLINE and Embase. Cochrane Database

Syst Rev 2019(3). doi:10.1002/14651858.MR00004 1.pub2.

Glanville JM, Duffy S, McCool R, Varley D. Searching ClinicalTri-

als.gov and the international clinical trials registry platform to inform

systematic reviews: what are the optimal search approaches? J Med

Libr Assoc JMLA 2014;102(3):177-83. doi: 10.3163/1536-5050.102.

3.007.

[6] About COVID-19 Study Register. Accessed January 19, 2021. https:
//community.cochrane.org/about-covid- 19-study-register

[7] Living Overview of the Evidence (L*OVE). Accessed Jan-
uary 19, 2021. https://app.iloveevidence.com/loves/5e6fdb9669c
00e4ac072701d?population=5e7fce7e3d05156b5f5e032a&section=
methods&classification=all.

[8] Elsevier About Embase - Biomedical research. Elsevier Elsevier-
com; 2021. Accessed January 19 https://www.elsevier.com/solutions/
embase-biomedical-research.

[9] Cochrane Controlled Register of Trials (CENTRAL) Cochrane Li-
brary. Accessed January 19, 2021. https://www.cochranelibrary.com/
central/about-central.

[10] ICTRP search portal. Accessed January 19, 2021. https://www.who.
int/clinical- trials-registry-platform/the-ictrp-search- portal.

[11] Advancing the sharing of research results for the life sci-
ences. Accessed January 19, 2021. https://www.medrxiv.org/content/
about-medrxiv.

[12] Siemieniuk RA, Bartoszko JJ, Ge L, et al. Drug treatments for
covid-19: living systematic review and network meta-analysis. BMJ
2020;370:m2980. doi:10.1136/bmj.m2980.

[13] Juul S, Nielsen EE, Feinberg J, et al. Interventions for treat-
ment of COVID-19: A living systematic review with meta-analyses
and trial sequential analyses (The LIVING Project). PLOS Med
2020;17(9):e1003293. doi:10.1371/journal.pmed.1003293.

[14] Ouzzani M, Hammady H, Fedorowicz Z, Elmagarmid A. Rayyan—a
web and mobile app for systematic reviews. Syst Rev 2016;5(1):210.
doi:10.1186/s13643-016-0384-4.

[15] Janiaud P, Axfors C, Saccilotto R, Hemkens L, Schmitt A. COVID-
evidence: a living database of trials on interventions for COVID-19;
2020. Published online. doi:10.17605/OSF.1I0/GEHFX.

[16] Metzendorf M-I, Featherstone RM. Evaluation of the comprehen-
siveness, accuracy and currency of the Cochrane COVID-19 Study
Register for supporting rapid evidence synthesis production. Res
Synth Methods; 2021. Published online. doi:10.1002/jrsm.1501.

[17] Shemilt I, Noel-Storr A, Thomas J, Featherstone R, Mavergames
C. Machine learning reduced workload for the Cochrane COVID-
19 study register: development and evaluation of the Cochrane
COVID-19 study classifier. Published online August 29, 2021.
doi:10.21203/rs.3.1s-689189/v1

[2

—

3

=

[4

=

[5

—_


https://www.who.int/emergencies/diseases/novel-coronavirus-2019
https://doi.org/10.7326/M20-5261
https://doi.org/10.1016/j.jclinepi.2020.05.003
https://doi.org/10.1002/14651858.MR000041.pub2
https://doi.org/10.3163/1536-5050.102.3.007
https://community.cochrane.org/about-covid-19-study-register
https://app.iloveevidence.com/loves/5e6fdb9669c00e4ac072701d?population=5e7fce7e3d05156b5f5e032a&section=methods&classification=all
https://www.elsevier.com/solutions/embase-biomedical-research
https://www.cochranelibrary.com/central/about-central
https://www.who.int/clinical-trials-registry-platform/the-ictrp-search-portal
https://www.medrxiv.org/content/about-medrxiv
https://doi.org/10.1136/bmj.m2980
https://doi.org/10.1371/journal.pmed.1003293
https://doi.org/10.1186/s13643-016-0384-4
https://doi.org/10.17605/OSF.IO/GEHFX
https://doi.org/10.1002/jrsm.1501

