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Pragmatism Does the research reflect real life? If it deviates, does this matter?
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centeredness

Executive Summary

The Lancet presents a Series of five papers about research. In the first report lain Chalmers et al discuss

Why Most Clinical Research Is Not Useful

7 how decisions about which research to fund should be based on issues relevant to users of research.
Value for money IS the researCh Worth the money * Next, John loannidis et al consider in the of research design, methods,
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Published: June 21, 2016 « https-//doi.org/10.1371/journal.pmed. 1002049 — e e e eoreransramontor s remenitontmagy omedet [l LTl
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P o
S irfain Chalmers and Paul Glasziou
sVidence’, The Lancet, Volume 374, Issue
9683, Pages 86 - 89, 4 July 2009,

vwe need less research, better research and
- 1e for the right reasons

Waste in covid-19 research andal of poor medical research BMJ 1994

BMJ 2020 ;369 doi: https://doi.org/10.1136/bmj.m1847 (Published 12 May 2020)

‘Avoidable waste in the production a

Cite this as: BM/ 2020;369:m1847 Feature » Essay
and wider use of preprints. But many problems have become evident. Before the pandemic, it was estimated that Research waste is still a scandal—an essay by Paul Glasziou and lain Chalmers
up to 852 of research was wasted because of poor questions, poor study design, inefficiency of regulation and . . . )
- o i ) BMJ 2018 ;363 doi: https://doi.org/10.1136/bmj k4645 (Published 12 November 2018) ﬁ
conduct, and non or poor reporting of results.! Many of these problems are amplified in covid-19 research, with

. . ) . Cite this as: BM/ 2018;363:k4645
time pressures and inadequate research infrastructure contributing.
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Questions relevant
to clinicians and
patients?

Appropriate design
and methods?

Accessible
full publication?

Unbiased and
usable report?

Low priority questions
addressed

Important outcomes
not assessed

Clinicians and
patients not involved
in setting research
agendas

Over 50% of studies
designed without
reference to
systematic reviews of
existing evidence

Over 50% of studies
fail to take adequate
steps to reduce
biases—eg,
unconcealed
treatment allocation

Over 50% of studies
never published in full

Biased under-
reporting of studies
with disappointing
results

v

v

v

Over 30% of trial
interventions not
sufficiently described

Over 50% of planned
study outcomes not
reported

Most new research
not interpreted in the
context of systematic
assessment of other
relevant evidence

v

Research waste




Questions relevant to clinicians and patients

Poor engagement of end users of research in research questions and design

* Increase involvement of patients and clinicians in shaping research
agendas and specific questions and outcomes

Best way for families
to access real
practical support

How can families
be supported to problem-
solve for themselves and
take more control
over their lives?

How can
practitioners
work best with
men and fathers’

Social Care Rpsp
(priority settin|g



Appropriate design and methods

Incentives in fellowships and career paths to do primary research even if
of low relevance

 Emphasise initial training in critical appraisal and systematic reviews
rather than the conduct of primary research

Incentives for primary research [gnore the need to use and improve on
existing research on the same question

e Research funding bodies should require—and support—grant
proposals to build on systematic reviews of existing evidence

Published research fails to set the study in the context of all previous
similar research

* Journal editors should require new studies to be set in the context
of systematic assessments of related studies

Systematic reviews are rarely used to inform study design - a
systematic review and meta-analysis.

Author, publicationyear Studies SR used Prevalence (95% C| Weight
De Meulemeester J etal. (2018) 208 87 i —— 0.42(0.35,0.49) 10.22
Engelking A et al. (2018) 622 51 - i 0.08 (0.06, 0.11) 10.31
Goudie A et al. (2010) 27 1 "_T 0.04 (0.01,0.18) 934
Habre C et al. (2014) 136 99 i —— 0.73(0.65, 0.80) 10.14
Jones AP et al.(2013) 48 20 i —_—— 0.42(0.29, 0.56) 8.76
Paludan-Miiller AS et al (2019) 67 4 —— i 0.06 (0.02, 0.14) 9.92
Pandis N et al (2016) 101 41 i —_— 0.41 (0.32, 0.50) 10.06
Rauh S et al. (2020) 458 34 - i 0.07 (0.05, 0.10) 10.30
Rosenthal R et al. (2017) 51 0 — ' 0.00 (0.00, 0.07) 9.79
Torgerson T et al. (2019) 152 0 - i 0.00 (0.00, 0.02) 10.16
Overall (1> =98.22%, p = 0.00) <> 0.17 (0.06, 0.33) 100.00
'

with estimated prediction interval ! (0.00, 0.82)

T 1 T T T T T T
0 1 2 3 4 5 .6 =l 8

Ngrgaard B, Draborg E, Andreasen J, Juhl CB, Yost J, Brunnhuber K, Robinson KA, Lund H.
Systematic reviews are rarely used to inform study design - a systematic review and meta-
analysis. J Clin Epidemiol. 2022 May;145:1-13. doi: 10.1016/j.jclinepi.2022.01.007. Epub 2022
Jan 16. PMID: 35045317. https://pubmed.ncbi.nIm.nih.gov/35045317/



Appropriate design and methods

Poor training in research methods and research reporting

e Require training of all clinicians in methodological flaws and biases in
research; improve training in research methods for those doing research
apprenticeships

Lack of methodological input to research design and review of research

* Increase numbers of methodologists in health- and social care research, in
the assessment of funding application and in ethical review

Many journal reviews focus on expert judgments about contribution to knowledge,
rather than methods and usability

* Supplement peer review of studies with review by methodologists and end
users

Flow charts

Abstract: 8174

> Exclude abstracts:
Y 8126

Fulltext articles: 48

. Excluded
Y fulltextarticles: 36

Relevant
fulltext articles: 12

AJ Y
Medium high risk for bias:

5 High risk for bias: 7

Psychological and psychosocial interventions in
forensic psychiatric care



Accessible full publication & Unbiased and usable

report

Non-registration of trials

* Require—by incentives and regulation—registration and publication of
protocols for all clinical trials at inception

Failure of sponsors and authors to submit full reports of completed research
e Support timely open access to full results on completion
Poor awareness and use by authors and ediitors of reporting guidelines

* Increase author and journal awareness of and training in reporting
guidelines, such as CONSORT and STARD statements

Space restrictions in journals prevent publication of details of interventions
and tests

* Support free access repositories—separate from any publications—so
that clinicians and researchers have details of the treatments, test, or
instruments studied
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What is James Lind Alliance?

By prioritizing research questions with the JLA method, you can get an additional perspective on
which questions are most important to answer



Involvement of consumers in research
prioritisation process of evidence gaps

JLA is an independent organisation in England that was established in
2004

Funded by the National Institute for Health Research (NIHR) and

operated by the NIHR Evaluation, Trials and Studies Coordinating Centre
(NETSCC)

Patients, consumers, carers and profession identify and prioritise the
most important evidence gaps in their area

The top list of the research priorities are published

”Prioritising setting partnerships”

S “Tumes Lind Alliance




Published prioritising projects in
Research priority setting database

https://ois.lbg.ac.at/en/project-database

RESEARCH PRIORITY SETTING PROJECT

DATABASE

Explore research priority setting projects worldwide!

The priority setting project database provides a comprehensive overview of any projects in which researchers have worked together with stakeholders to define

research priorities. The database serves both as a source of inspiration for future priority setting projects and as a research tool for unanswered research questions

and under-researched topics.

799 projects 1| 2 3 ... 80 next
Search
The James Lind Alliance AUTHORS
Approach tO Priority Lophatananon et al. (2011)
Setting for P C HINK
10 ~ Alphabeﬂcal v ettlng or rOState ancer https://doi.org/10.1113/).1464-410% 2011 10609.x
Research: An Integrative TOPIC
Methodology Based on health, cancer
Topic v Patient and Clinician RESEARCH FOCUS
Participation prostate cancer
COUNTRY
Year - Europe, UK
STAKEHOLDER

academics,/researchers, family,/friends/carers,


https://ois.lbg.ac.at/en/project-database
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MANAGERS LISTED
THE MOST IMPORTAMNT
KMNOWLEDGE MEEDS
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O

MEETING

The working group
discussed and identified 30

e

A GROSS LIST OF
KNOWLEDGE MEEDS
CREATED BY THE
PROJECT MANAGERS

000

A working group
was sel up
consisting of patients,
relatives and clinicians

x2

PRIORITIZATION
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knowledge needs at

Clinicians aworkshop

10 o .
10 10 All participants in
the working group
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knowledge needs
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questionnaire

Example 1483

QUESTIONS

PRIOCIRITISATION OF SCIENTIFIC EVIDENCE GAPS PROPOSED BY
REPORT NO: 324E
508 INDIVIDUALS

PUBLISHED: 10 MAY 2021
SBU goes through

incoming questions and
sorts them into themes

Questions which are outside

the scope of the subject
R The 37 questions given highest
ranl-:ing in Questionnaire 1 and % new
questions make up Questionnaire 2.
These are then prioritised
by 410 individuals
10
Priority setting of fut h Es
riority setting or Tuture researc =10 0,
. 10 10
into long-term symptoms 478 INDIVIDUALS 10
10
. . . PRIORITISED 97
of Covid-19 infection RESEARCH | .
In preparation for the final priarity
. . Y — QUESTIONS setting meetings, SBU compiles a list
Post-acute sequelae of Covid-19 or Long Covid ofthe questions in Questionnaire 2
@ Lsggtill komme which are given the highest rankings
Prioritering baserat pa James Lind Alliance metod
The participants select and 10 RESEARCH
rank 10 research questions each 10 10 QUESTIONS
from the new list 10 1o 10
10 10 e
20/ AP
10
1o e

SBU summiarises
the results and writes report 1 0

HIGHEST
PRIORITISED

In six separate pricrity
setting meetings. 29 participants.
in consensus, prioritise top lists RESEARCH

ﬁ QUESTIONS

SWEDISH AGENCY FOR HEALTH TECHNOLOGY ASSESSMENT

AND ASSESSMENT OF SOCIAL SERVICES
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https://www.jla.nihr.ac.uk/news/reprise-reporting-guidelines/24495



https://ois.lbg.ac.at/en/project-database
https://www.jla.nihr.ac.uk/
https://www.jla.nihr.ac.uk/jla-guidebook/
https://bmcmedresmethodol.biomedcentral.com/articles/10.1186/s12874-019-0889-3
https://www.jla.nihr.ac.uk/news/reprise-reporting-guidelines/24495

What is a core outcome set (COS) and _'?,s«f
COMET?

The use of core outcome sets (COS) facilitates that more research can be combined systematic
reviews




» Endometriosis

Diagnosis, treatment and patient experiences

A systematic review and assessment of medical, economic, social and ethical aspects

SBU ASSESSMENTS | ASSESSMENT OF METHODS IN HEALTH CARE AND SOCIAL SERVICES

Conclusions

b GnRH-agonist and gesmagen trearment seem
o have similar |.1.]in-|:|.']j-\.'vjng effecr, bur
GnRH-agonists decrease bone densiry.

P Postoperarive treatment with gestagen and
monophasic contraceprives seem 1o have simi-
lar pain selieving effect in women with chranic
pnl.'l'\.-in'_ pain and r])r.i]:u rewnia. Hormonal intra-
urerine contraceprive devices may reduce dys-

menorthea in comparison o no treEment.

P Vaginal ulrasound has a dinical value in the
diagnosis of endometrioma, and before operar-
ing for deep endomerriosis. This applies o the
identification of the e ead of discase in women
with well-established clinical n.u.cpiciul'l of en-
domerriosis. Vaginal ulrasound is inexpensive,
casily accessible, has no contraindications and
requires no preparation. Healthcare profession-
als conducting ulrasound examinations need
o be experienced.

P During fertility rrearment, the ulralong pre-
rreatment with GnRH-agonise has a higher
chance of resulting in pregnancy for women
with endometriosis, I.'1.II'I'I]:\.HL'\\'] o the short pre-
[reRrmeent.

P Women with endomerriosis symprom experi-
ence thar 1|:'u.'?' are rreated with igmuunu: absour
endometriosis in the non-specialised care. They
cxperience Iin.'l"lli'i in both their r]iugnu':ii and
preatmeent, and feel that healthcare l‘arufl.'.':hi.un-
als do not take their ]Jluh]l:n]s Sc[iuu.C]_r. In
addition, it appears that increased expertise
and improved artirudes among health care
professionals could improve the life siruation
of women with endomerriosis.

P Despite the la rge number of identified studies,
there is a EL‘J)L‘J;I.[ lack of scientific evidence
for most treatments. Furture research should
be more standardized Jl:guuiil'lg the ]l:ﬂg1h
of wrearment, follow up and evaluaring the

OR HEALT

MAY 2008 | WWW SBLLSES277E

outcomefpain. More research is needed in the
imporrant areas of diagnostics. and evaluarion
of surgical erearment effecr.

Background

Endomerriosis is a chronic disease where the wrerine
mucosa (endomerrinm) Erows outside the urerus.
Women with endometriosis may be withour symp-
toms of they may experience pain of varying degree.
The most commaon types of pain are dysmenorthea,
dyspareunia and chronic pelvic pain. Endometriosis
can abio reduce fertility. The disease can affecr qualiny
of life, reduce the woman's ability 1o cope with work
or study, and effect social reladenshipe. It is estimared
thar around 10% of women of reproductive age have
endomerriosis. It rakes five o seven years from the
onser of symproms until a diagnosis is ser. There is
currently no cure, but several mreatments can relieve

the SYMpLOams.

Aim

The aim of this SYSIEMALc FEVIEW Wis 1o evaluate the
scientific evidence with (cgu[dn I L{i..]gnu.':[i.; pn.'rfur-
mance of different imaging methods for the diagnosis
of endomerriosis and o assess the ability of different
rreatments to reduce pain or improve fertiling. In
addition, sl litative studies JL'!_'jll:\']i.ﬂg WOMEn's EXpe-
riences with endometriosis health care were evaluared.

Method

Pr u.ﬂpnl.'l:litr F\L‘L‘J'[I:"i.l.‘h\'l_‘l’] studies were Included if
1hn.'_i‘ evaluared the ;Lh'llh:r of Ay il'l'lilgi.l'lg method o
aid in the diagnosis of women presenting with clinical

“This report identifies many
scientific uncertainties. This is in
part due to study heterogeneity,
that is, the inconsistent
definitions of endometriosis in
diagnostic studies, variations in
the length of treatment or
follow-up, and inconsistent
evaluation and reporting of
outcomes (dysmenorrhea,
dyspareunia and pelvic pain)
that make it difficult to reliably
assess the body of evidence.”



(1) We identified a body of late-
stage trials in two clinical areas

(2) We identified the primary and
secondary outcomes for these
trials.

(3) We randomly ordered these
outcomes and presented them to
patients and healthcare
professionals, and we asked them
to rank the importance of the
outcomes

1.Breast cancer — patients/patient
representative and health
professionals considered the
primary outcome to be the most
important outcome for 8/21 primary
outcomes

2.Nephrology — patients and health
professionals considered the
primary outcome to be the most
important outcome for 5/25 primary
outcomes

Treweek S, Miyakoda V, Burke D, Shiely F. Getting it wrong most of the time? Comparing trialists' choice of primary outcome
with what patients and health professionals want. Trials. 2022 Jun 27;23(1):537. doi: 10.1186/s13063-022-06348-z. PMID:

35761293; PMCID: PMC9235090.



Core outcome set

An agreed standardised set of outcomes that
should be measured and reported, as a
minimum, in all clinical trials in specific areas
of health or health care.

COMET definition



WHAT

should be
measured?

HOW
should it be
measured?

WHEN
should it be
measured?




Core outcome set

A few outcomes that should be measured in all future studies in a specific area

Video: https://www.youtube.com/watch?v=D0Q9vypSYeE

Studies in the Core Outcome Set Other outcomes
COS-specific area . A

e
~ —
—T | 1

Outcome Qutcome Outcome Qutcome
Research study 2 A B C D

Research study 3



https://www.youtube.com/watch?v=D0Q9vypSYeE

Published COS projects in
The COMET database

Home | Searchthe COMET Database Resources | COS Endorsement | COS Uptake Patients and the Public Events | Aboutus | COMET ViIl

¥

Core Outcome Measures in Effectiveness Trials

"A core outcome set (COS) is an agreed standardised set of outcomes that should be measured and reported, as a minimum, in all clinical trials in specific areas of health or health care.”

Recently Added Studies

https://www.comet-initiative.org/ s
° ° ° The keyword used for the search will ba comparad with study title, abstract and author's sumame. @ Inclusion of participants from low-income and middle-income countries in core

outcoms sets development: a systematic review

@ Dovelopment of a core outcome set for person-centred outcomes in end-of-life care

Click here for advanced ssarch

in critical care

@ Consensus development of priority outcome domains for community mental health
care by multiple stakeholders: Online Delphi study in Japan

Register New Study

To tell us about a project or study, click the button below:

COS Alerts

COMET is offering a free alerts system for newly registerad or published studies in a chosen area. Click here to sign up.

Tweets v ccoverinate ®

AINET @15, COMET
~~  @COMETinitiative
Resources Request to observe a COS consensus meeting -

G PLOS |weorcne o s s mailchi.mp/d640fb2a586d/r...

Core Outcome Set-STAndards for Development: The COS-
STAD recommendations @ coverhe

® [ —

Embed View on Twitter

A



https://www.comet-initiative.org/

o

Method YN
C:W‘C? : Y

ole)
1. Ensure that a COS is needed MY =) e
e I process by

Suggestions from Outcomes used online survey, x2 +

— Check if one exists or is in the process of being working group in trials for PVD
developed \ j | Core outcome set I

2. Specify 000
I o

List of identified Consensus meeting
outcomes

}

— The population and the intervention

3. ldentify outcomes

— Which outcomes are used in the published research?

— Which outcomes are important to
patients/clients/professionals?
(survey or qualitative study)

4. Prioritising
— Delphi survey

- Consensus meeting



945 outcomes identified in the literature — 63 outcomes relating to methodological
issues and study feasibility were excluded

Example

93 outcomes after removal of duplications
and combining of similar outcomes

5 outcomes suggested by project

Development of a Core Outcome Set (COS) management

for treatment of depression during or after

pregnancy (antenatal and postpartum depression)

SBU POLICY SUPPORT

Summary

Swedish Agency for Health Technology Assessment
and Assessment of Social Services (SBU) has enabled
relevant interested parties (particularly patients, rese-
archers, and healthcare personnel), from Sweden and
other countries, to agree on which outcomes should
be included in a Core Outcome Set (COS) for future
research studies in the treatment of antenatal and
postpartum depression. In total, the COS included
nine outcomes (Table 1).

Background

A core outcome set (COS) is an agreed standardised
set of outcomes that should be assessed and reported,

JUNE 2020 | WWW.SBU.SE/314E

Table 1 Outcomes included in the core outcome set.

Self-assessed symptoms of depression, assessed with a
scale that captures differences in sleep”

Diagnosis of depression as assessed by a clinician should
include a structured interview

Parent to infant bonding

Self-assessed symptoms of anxiety

Quality of life

Satisfaction with the study intervention

Suicidal thoughts, attempts or completed suicide*

Thoughts of harming the baby, including thoughts of
extended suicide”

S~

Delphi \
151 responded
to survey 1

123 responded

Y

98 outcomes in survey 1

.

105 outcomes in survey 2

Consensus in="1
Consensus out =0
No consensus = 97

7 additional outcomes suggested
by Delphi participants

Consensus in=3

as a minimum, in all clinical trials in specific areas . s includin tan i tion tD sUrve 2
of health or health care. The outcomes thar are to be g?;?;?a;ff;a ;L\ﬁ;, fn?:e}}an;:r;:alh duced aportion, )’ COHSE nsus OUt = 0
included in different COS are selected by a consensus  Oulcomes which are ncludedinthe o p———
process, in which healthcare personnel, researchers, sﬁvéyhhe r:m;'m'ngoufg;es mmca?:lﬁg‘edjﬂe;:‘;scussi:ns f Nﬂ consensus = 102
and patients should be included. By developing and during the consensus meeting
implementing COS, the aim is o enable the results
from various studies to be more readily comparable
and synthesised, and that the basis for decisions, for Aim
patients and healthcare personnel, will therefore be Development of a COS for future research studies . )
strengthened (Figure 1). in the treatment of antenatal and postpartum depres- 23 outcomes In consensus meet||"|g
sion. . .. - A
* Any outcome for which at least 70% of participants in either one of the
stakeholder group scored as critically important (7-9)
* The ten outcomes given the highest scores by each stakeholder group

Studies in the Core Outcome Set Other outcomes

COS-specific area —

— e ~

I H | . Consensus
Outcome Outcome Outcome Outcome 1
Researchstudy 2[5, TP P 55 -- meeting 2 outcomes reformulated Consensus out =14
13 participants
— s

Figure 1 Schematic illustration showing the intended use of COS

SBU - Sw

O outcomes in COS
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More

e EVBRES https://evbres.eu/
 EVIR- Ensuring Value in Reserch https://evir.org/about-us/

e TranspariMED https://www.transparimed.org/
e Catalogue of Bias https://catalogofbias.org/

* Enhancing the QUAIlity and Transparency Of health Research (reporting guidelines)
https://www.equator-network.org/reporting-guidelines/

e Testing treatments http://www.testingtreatments.org/
e THAT'S A CLAIM! https://thatsaclaim.org/
* Students 4 best evidence https://s4be.cochrane.org/



https://evbres.eu/
https://evir.org/about-us/
https://catalogofbias.org/
https://www.equator-network.org/reporting-guidelines/
http://www.testingtreatments.org/
https://thatsaclaim.org/
https://s4be.cochrane.org/

Thank you!

sbu.se/en

SWEDISH AGENCY FOR HEALTH TECHNOLOGY ASSESSMENT AND ASSESSMENT OF SOCIAL SERVICES



http://www.sbu.se/en
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