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were applied for language and foreign papers were
translated. This search was applied to Medline (1966–
Present), CancerLit (1975–Present), and adapted for Embase
(1980–Present), Science Citation Index Expanded (1981–
Present) and Pre-Medline electronic databases. Cochrane
and DARE (Database of Abstracts of Reviews of Effectiveness) databases were reviewed…The last search was run on
19 June 2001. In addition, we handsearched contents pages
of Journal of Clinical Oncology 2001, European Journal of
Cancer 2001 and Bone 2001, together with abstracts printed
in these journals 1999–2001. A limited update literature
search was performed from 19 June 2001 to 31 December
2003.’’ [63]

Motrial

Trial Searches for Systematic Reviews are Time-consuming

Explanation.

The National Library of Medicine’s
MEDLINE database is one of the most comprehensive sources
of health care information in the world. Like any database,
however, its coverage is not complete and varies according to the
field. Retrieval from any single database, even by an experienced
searcher, may be imperfect, which is why detailed reporting is
important within the systematic review.
At a minimum, for each database searched, authors should
report the database, platform, or provider (e.g., Ovid, Dialog,
PubMed) and the start and end dates for the search of each
database. This information lets readers assess the currency of the
review, which is important because the publication time-lag
outdates the results of some reviews [64]. This information should
also make updating more efficient [65]. Authors should also report
who developed and conducted the search [66].
PLoS Medicine | www.plosmedicine.org

Figure 1. Flow of information through the different phases of a systematic review.
doi:10.1371/journal.pmed.1000100.g001

Scope of PRISMA
PRISMA focuses on ways in which authors can ensure the
transparent and complete reporting of systematic reviews and
meta-analyses. It does not address directly or in a detailed manner

examples by removing citations or Web addresses, or by spelling
out abbreviations.) We then explain the pertinent issue, the
rationale for including the item, and relevant evidence from the
literature, whenever possible. No systematic search was carried out

Liberati et al. (PLOS Medicine, 2009)

r
it
o
s
8

Motrial

Trial Searches for Systematic Reviews are Time-consuming

Page et al. (In Progress)
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68 articles identifiés après consultation des
revues de littérature existantes sur les modèles

635 articles identifiés sur PUBMED

828 articles identifiés sur PSYCHInfo

Etudes exclues (résumés) : 487

Etudes exclues (résumés) : 719

• Pas une intervention : 27 (6%)

• Pas une intervention : 462 (64%)

• Essai non randomisé : 25 (5%)
• Ne mesure pas l’effet de

l’intervention sur l’AP: 84 (17%)

1.531 identified publications

• Essai non randomisé : 37 (5%)

148 résumés retenus

109 résumés retenus

• Ne mesure pas l’effet de
l’intervention sur l’AP: 47 (7%)

• Intervention non ancrée
théoriquement : 226 (46%)

• Intervention non ancrée
théoriquement : 24 (3%)

• Protocole : 36 (7%)

• Protocole : 6 (1%)

• Autre (e.g., mineurs): 89 (18%)

• Autre (e.g., mineurs): 143 (20%)

35 doublons identifiés et supprimés
Etudes exclues (textes) : 192
290 textes d’articles analysés

• Pas une intervention : 35 (18%)

6 MONTHS
8 RESEARCHERS

• Essai non randomisé :30 (16%)
• Ne mesure pas l’effet de l’intervention sur l’AP: 63 (33%)

98 articles correspondant aux critères

• Intervention non ancrée théoriquement : 33 (17%)
• Protocole : 4 (2%)
• Autres : 27 (14%)

Etudes exclues: 21
77 articles inclus

• Pas de mesure exploitable de la quantité d’AP: 21

77 articles included

82 interventions incluses

Bernard P, Carayol M, Gourlan M, Boiché J, Romain AJ, Bortolon C, Lareyre O, Ninot G (2017). Moderators of Theory-Based
Interventions to Promote Physical Activity in 77 Randomized Controlled Trials. Health Education and Behavior, 44(2), 227-35.
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A Randomized, Controlled Trial of Total Knee Replacement
Søren T. Skou, P.T., Ph.D., Ewa M. Roos, P.T., Ph.D., Mogens B. Laursen, M.D., Ph.D.,
Michael S. Rathleff, P.T., Ph.D., Lars Arendt-Nielsen, Ph.D., D.M.Sc., Ole Simonsen, M.D., D.M.Sc.,
and Sten Rasmussen, M.D., Ph.D.
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BACKGROUND

More than 670,000 total knee replacements are performed annually in the United
States; however, high-quality evidence to support the effectiveness of the proce-
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Motrial

Trial Searches for Systematic Reviews are with Risks of Selection Bias
Example: A 2-Groups Randomized Controlled Trial using a Behavioral Intervention

The Results

The Protocol
Skou et al. BMC Musculoskeletal Disorders 2012, 13:67
http://www.biomedcentral.com/1471-2474/13/67
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a bs t r ac t
BACKGROUND

More than 670,000 total knee replacements are performed annually in the United
States; however, high-quality evidence to support the effectiveness of the procedure, as compared with nonsurgical interventions, is lacking.
METHODS

In this randomized, controlled trial, we enrolled 100 patients with moderate-tosevere knee osteoarthritis who were eligible for unilateral total knee replacement.
Patients were randomly assigned to undergo total knee replacement followed by
12 weeks of nonsurgical treatment (total-knee-replacement group) or to receive
only the 12 weeks of nonsurgical treatment (nonsurgical-treatment group), which
was delivered by physiotherapists and dietitians and consisted of exercise, education, dietary advice, use of insoles, and pain medication. The primary outcome was
the change from baseline to 12 months in the mean score on four Knee Injury and
Osteoarthritis Outcome Score subscales, covering pain, symptoms, activities of
daily living, and quality of life (KOOS4); scores range from 0 (worst) to 100 (best).
RESULTS

A total of 95 patients completed the 12-month follow-up assessment. In the nonsurgical-treatment group, 13 patients (26%) underwent total knee replacement
before the 12-month follow-up; in the total-knee-replacement group, 1 patient (2%)
received only nonsurgical treatment. In the intention-to-treat analysis, the total-kneereplacement group had greater improvement in the KOOS4 score than did the non-
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Total knee replacement plus physical and medical
therapy or treatment with physical and medical
therapy alone: a randomised controlled trial in
patients with knee osteoarthritis (the MEDIC-study)
Soren T Skou1,2,5*, Ewa M Roos3, Mogens B Laursen1, Michael S Rathleff1,4, Lars Arendt-Nielsen2,
Ole H Simonsen1 and Sten Rasmussen1,6
Abstract
Background: There is a lack of high quality evidence concerning the efficacy of total knee arthroplasty (TKA).
According to international evidence-based guidelines, treatment of knee osteoarthritis (KOA) should include patient
education, exercise and weight loss. Insoles and pharmacological treatment can be included as supplementary
treatments. If the combination of these non-surgical treatment modalities is ineffective, TKA may be indicated. The
purpose of this randomised controlled trial is to examine whether TKA provides further improvement in pain,
function and quality of life in addition to optimised non-surgical treatment in patients with KOA defined as definite
radiographic OA and up to moderate pain.
Methods/Design: The study will be conducted in The North Denmark Region. 100 participants with radiographic
KOA (K-L grade ≥2) and mean pain during the previous week of ≤ 60 mm (0–100, best to worst scale) who are
considered eligible for TKA by an orthopaedic surgeon will be included. The treatment will consist of 12 weeks of
optimised non-surgical treatment consisting of patient education, exercise, diet, insoles, analgesics and/or NSAIDs.
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Study Protocol

Ethics Committee Report

Statistical Plan

Skou et al. BMC Musculoskeletal Disorders 2012, 13:67
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Abstract
Background: There is a lack of high quality evidence concerning the efficacy of total knee arthroplasty (TKA).
According to international evidence-based guidelines, treatment of knee osteoarthritis (KOA) should include patient
education, exercise and weight loss. Insoles and pharmacological treatment can be included as supplementary
treatments. If the combination of these non-surgical treatment modalities is ineffective, TKA may be indicated. The
purpose of this randomised controlled trial is to examine whether TKA provides further improvement in pain,
function and quality of life in addition to optimised non-surgical treatment in patients with KOA defined as definite
radiographic OA and up to moderate pain.
Methods/Design: The study will be conducted in The North Denmark Region. 100 participants with radiographic
KOA (K-L grade ≥2) and mean pain during the previous week of ≤ 60 mm (0–100, best to worst scale) who are
considered eligible for TKA by an orthopaedic surgeon will be included. The treatment will consist of 12 weeks of
optimised non-surgical treatment consisting of patient education, exercise, diet, insoles, analgesics and/or NSAIDs.
Patients will be randomised to either receiving or not receiving a TKA in addition to the optimised non-surgical
treatment. The primary outcome will be the change from baseline to 12 months on the Knee Injury and
Osteoarthritis Outcome Score (KOOS)4 defined as the average score for the subscale scores for pain, symptoms,
activities of daily living, and quality of life. Secondary outcomes include the five individual KOOS subscale scores,
EQ-5D, pain on a 100 mm Visual Analogue Scale, self-efficacy, pain pressure thresholds, and isometric knee flexion
and knee extension strength.

ClinicalTrials Declaration

Discussion: This is the first randomised controlled trial to investigate the efficacy of TKA as an adjunct treatment to
optimised non-surgical treatment in patients with KOA. The results will significantly contribute to evidence-based
recommendations for the treatment of patients with KOA.
Trial registration: Clinicaltrials.gov reference: NCT01410409
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Protocols Database
ANSM
Chinese Clinical Trial Registry (ChiCTR)
ClinicalTrials
Cochrane Central Register of Controlled Trials
European Clinical Trials Register (Europe)
International Clinical Trials Registry Platform (ICTRP) - WHO
ISRCTN registry (BioMed Central, ltd.)
UMIN Clinical Trials Registry (UMIN-CTR)
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Results Database
AMED (Allied and Alternative Medicine Database)
CAIRN
CINAHL - Cumulative Index of Nursing and Allied Health Literature
Cochrane Library
EPPI-Centre
Literature in the Health Sciences in Latin America and the Caribbean
OVID
OT Seeker (Occupational Therapy Systematic Evaluation of Evidence)
PEDro (Physiotherapy Evidence Database)
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PubMed
Science Direct
Scopus
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Motrial

al. also searched CNKI, one of the largest Chinese biomedical databases, while Whiting et al. did not.
The summary estimates of test accuracy generated by
the two meta-analyses were comparable. Gao et al. reported a summary estimate of sensitivity of 65% (95%
confidence interval (CI) 65% to 66%) at a specificity of
95% (95% to 96%). Most studies in this review had used
multiple sets of patient inclusion criteria. Whiting et al.
analyzed a subset of case-control studies in their review
(n = 97) and reported summary estimates of 68% (65%
to 71%) for sensitivity and 95% (94% to 96%) for
specificity.
A limitation when trying to compare the two anti-CCP
reviews lies in the lack of details about the index tests
under investigation in Gao’s review. Whiting et al. provided a complete description of the different types of
Results Japanese Database anti-CCP antibodies evaluated across primary studies
(antifilaggrin antibodies; antikeratin antibodies; antiperiJDMC
nuclear factor; first, second, or third generation antiCCP; mutated citrullinated vimentin) whereas Gao et al.
Results Chinese Database only characterized assays by manufacturer (Eurimmun
vs. non-Eurimmun tests). Yet the fact that the summary
CNKI
accuracy estimates are almost identical in both reviews
suggests
that the same kind of index tests were
Chinese Biomedical Literature
(CBM)
reviewed.
Chinese Medical Current Content
(CMCC)
In this case,
a very large body of evidence (114 studies)
was
missed
through
not searching in a Chinese database,
VIP
but this additional evidence seemed to be of no
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WANFANG (China Online Journals)

Figure 1 Number of studies included by each review and
corresponding overlap.
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Exercise to reduce depression symptoms post-treatment

-0.82

-0.62

-0.18

(95% CI -1.12 to -0.51)

(95% CI -0.81 to -0.42)

(95% CI -0.47 to 0.11)

28 RCT (17 in the USA)

35 RCT (22 in the USA)

6 RCT+++ (6 in the USA)
Exercise vs. Control
Allocation concealment, ITT,
blinded outcome

907 participants

1353 participants

464 participants
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Goal 1: Decrease Time Delay of Database Search from 6 months to 6 minutes

68 articles identifiés après consultation des
revues de littérature existantes sur les modèles

635 articles identifiés sur PUBMED

828 articles identifiés sur PSYCHInfo

Etudes exclues (résumés) : 487

Etudes exclues (résumés) : 719

• Pas une intervention : 27 (6%)

• Pas une intervention : 462 (64%)

• Essai non randomisé : 25 (5%)
• Ne mesure pas l’effet de

l’intervention sur l’AP: 84 (17%)

• Essai non randomisé : 37 (5%)

148 résumés retenus

109 résumés retenus

• Ne mesure pas l’effet de
l’intervention sur l’AP: 47 (7%)

• Intervention non ancrée
théoriquement : 226 (46%)

• Intervention non ancrée

• Protocole : 36 (7%)

• Protocole : 6 (1%)

théoriquement : 24 (3%)

• Autre (e.g., mineurs): 89 (18%)

• Autre (e.g., mineurs): 143 (20%)

35 doublons identifiés et supprimés
Etudes exclues (textes) : 192
290 textes d’articles analysés

• Pas une intervention : 35 (18%)
• Essai non randomisé :30 (16%)
• Ne mesure pas l’effet de l’intervention sur l’AP: 63 (33%)

98 articles correspondant aux critères

• Intervention non ancrée théoriquement : 33 (17%)
• Protocole : 4 (2%)
• Autres : 27 (14%)

Etudes exclues: 21
77 articles inclus

• Pas de mesure exploitable de la quantité d’AP: 21

82 interventions incluses

A Need of an International Meta-search Engine combining Artificial Intelligence + Ontologies + Researchers
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Goal 2: Obtain Relevant Information of Each Trial
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Summary
Background: Although the benefits of comprehensive pulmonary rehabilitation have been
demonstrated in patients with COPD, the effects of exercise sessions within self-management
programs remain unclear. We hypothesized that 8 supervised exercise sessions incorporated in
a 1-month self-management education program in COPD patients would be effective to improve
health outcomes and to reduce direct medical costs after one year, compared to usual care.
Methods: In this randomized controlled trial, 38 moderate-to-severe COPD patients were assigned
either to an intervention group or to a usual care group. The hospital-based intervention program
provided a combination of 8 sessions of supervised exercise with 8 self-management education
sessions over a 1-month period. The primary end-point was the 6-min walking distance (6MWD),
with secondary outcomes being health-related quality of life (HRQoL) e using the St. George’s
Respiratory Questionnaire (SGRQ) and Nottingham Health Profile (NHP), maximal exercise capacity
and healthcare utilization. Data were collected before and one year after the program.
Results: After 12 months, we found statistically significant between-group differences in favor of
the intervention group in 6MWD (þ50.5 m (95%CI, 2 to 99), in two domains of NHP (energy, "19.8
("38 to "1); emotional reaction, e10.4 ("20 to 0)); in SGRQ-symptoms ("14.0 ("23 to "5)), and in
cost of COPD medication ("480.7 V (CI, "891 to "70) per patient per year).
Conclusion: The present hospital-based intervention combining supervised exercise with selfmanagement education provides significant improvements in patient’s exercise tolerance and
HRQoL, and significant decrease of COPD medication costs, compared to usual care.
ª 2010 Elsevier Ltd. All rights reserved.
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CONSORT Statement for Randomized Trials of Nonpharmacologic
Treatments: A 2017 Update and a CONSORT Extension for
Nonpharmacologic Trial Abstracts
Isabelle Boutron, MD, PhD; Douglas G. Altman, DSc; David Moher, PhD; Kenneth F. Schulz, PhD, MBA; and
Philippe Ravaud, MD, PhD, for the CONSORT NPT Group*

Boutron et al. (2017, Annals of Internal Medicine)

Incomplete and inadequate reporting is an avoidable waste that
reduces the usefulness of research. The CONSORT (Consolidated Standards of Reporting Trials) Statement is an evidencebased reporting guideline that aims to improve research transparency and reduce waste. In 2008, the CONSORT Group
developed an extension to the original statement that addressed
methodological issues specific to trials of nonpharmacologic
treatments (NPTs), such as surgery, rehabilitation, or psychotherapy. This article describes an update of that extension and presents an extension for reporting abstracts of NPT trials. To develop these materials, the authors reviewed pertinent literature
published up to July 2016; surveyed authors of NPT trials; and
conducted a consensus meeting with editors, trialists, and
methodologists.
Changes to the CONSORT Statement extension for NPT trials
include wording modifications to improve readers' understanding and the addition of 3 new items. These items address
whether and how adherence of participants to interventions is

Agencies

assessed or enhanced, description of attempts to limit bias if
blinding is not possible, and specification of the delay between
randomization and initiation of the intervention. The CONSORT
extension for abstracts of NPT trials includes 2 new items that
were not specified in the original CONSORT Statement for abstracts. The first addresses reporting of eligibility criteria for centers where the intervention is performed and for care providers.
The second addresses reporting of important changes to the
intervention versus what was planned. Both the updated
CONSORT extension for NPT trials and the CONSORT extension
for NPT trial abstracts should help authors, editors, and peer reviewers improve the transparency of NPT trial reports.

Ann Intern Med. doi:10.7326/M17-0046
Annals.org
For author affiliations, see end of text.
This article was published at Annals.org on 20 June 2017.
* For a list of members of the CONSORT NPT Group, see Appendix 1
(available at Annals.org).
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I

ncomplete reporting is responsible for a great deal of
avoidable waste in research (1, 2). The CONSORT
(Consolidated Standards of Reporting Trials) Statement
(3–5), an evidence-based reporting guideline, was developed to improve research transparency.
Nonpharmacologic treatments (NPTs), such as surgery, rehabilitation, education, psychotherapy, and devices, represent a wide range of interventions. However, assessing NPTs raises specific methodological

by e-mail, 194 (13%) participated. For each item of the
CONSORT NPT extension, participants were asked to
indicate whether they believed the item should be
modified and, if so, why and how. The results of the
survey are reported in Appendix Tables 1 and 2 (available at Annals.org). From the literature review and the
survey, we synthesized proposals for changes to each
item. Finally, we organized a 2-day consensus meeting
in May 2014 in Paris, France, with 22 participants (9
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