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1. Introduction

Cochrane reviews are systematic reviews of primary
research in human health care and health policy and are inter-
nationally recognized health care resources for use in a
decision-making process [ 1]. Cochrane works collaboratively
with contributors around the world to produce authoritative,
relevant, and reliable reviews. Cochrane reviews are
commonly used in a guideline development process to
determine recommendations for practice. The Cochrane
Qualitative and Implementation Methods Group provide
methodological advice and guidance to Cochrane as well as
leading methodological development to benefit the wider
qualitative evidence synthesis community. In this introductory
paper 1, we briefly outline the evolution of qualitative and
mixed-method synthesis methods, the role of qualitative
and mixed-method syntheses in a decision-making process,
and the contribution of qualitative and mixed-method synthe-
ses to understand the complexity in complex intervention
reviews. We then introduce a series of papers that provide
Cochrane guidance on conducting qualitative and mixed-
method evidence syntheses for a decision-making context.

1.1. The evolution of qualitative and mixed-method
synthesis methods

Methods for qualitative and mixed-method evidence
synthesis have evolved substantially since the Cochrane
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Qualitative and Implementation Methods Group was
formed in the late 1990s [2]. There are now over 30
methods for conducting a qualitative evidence synthesis,
although not all methods are suitable for a decision-
making process whereby a clear statement of qualitative
findings is required to feed into an evidence-to-decision
framework [3]. There are also around 10 evolving methods
that are commonly used for integrating qualitative evidence
or a qualitative synthesis with quantitative evidence of
intervention effects in a mixed-method synthesis [3].
Although qualitative evidence synthesis methods have
evolved substantially over the last decade, some methods
have been subject to more development and testing than
others, and thus choice of an appropriate method is critical.
A new guide on the choice of qualitative evidence synthesis
methods and methods for integrating quantitative and qual-
itative evidence has recently been published that makes
clear the factors to consider when selecting a method [3].

The recent development of the Grading of Recommen-
dations Assessment, Development and Evaluation Confi-
dence in the Evidence from Reviews of Qualitative
Research (GRADE CERQual) [4] approach for assessing
how much confidence to place in findings from qualitative
evidence syntheses is also changing the way qualitative ev-
idence syntheses are conducted and reported to more
clearly align with a decision-making process.

Methods for mixed-method synthesis have not evolved
at the same pace, and further development and testing is
required. We anticipate that publication of the UK Medical
Research Council Guidance [5] on designing complex
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intervention process evaluations will increase the need to
synthesize process evaluation evidence, and this will lead
to further methodological innovation in methods of synthe-
sis and assessing the confidence in synthesized findings.

2. The role of qualitative and mixed-method evidence
synthesis in a decision-making process

A synthesis of qualitative and mixed-method evidence has
a clear role to help establish how an intervention works, for
whom and in what contexts, and to shed light on how best
to implement it [2]. From the beginning, Cochrane guidance
on qualitative evidence synthesis has been based on the tenet
that qualitative evidence can inform understanding of effec-
tiveness, by increasing understanding of a phenomenon,
identifying associations between the broader environment
within which people live and interventions are implemented,
and unpacking the influence of individual characteristics and
attitudes toward health conditions and interventions [2].

2.1. Complex intervention reviews and complexity

Over time, the importance of qualitative and mixed-
method synthesis for gaining a more detailed understanding
of the complexity of interventions and their impacts and ef-
fects on different subgroups of people within different con-
texts has gained ascendency. Given the extra time, effort
and resources required to conduct a qualitative evidence
synthesis and to then integrate the findings with quantitative
evidence of intervention effect in a decision-making pro-
cess, application of these additional syntheses is more
commonly associated with complex interventions.

The first qualitative evidence synthesis that looked at im-
plementation complexity linked with a corresponding review
of effectiveness was published in the Cochrane Library in
2012 [6,7]. This milestone coincided with the World Health
Organization (a Cochrane partner) commissioning and using
qualitative evidence syntheses to inform development of a
guideline on optimizing health worker roles to improve ac-
cess to maternal and newborn health interventions through
task shifting [8]. The World Health Organization has subse-
quently commissioned further guidelines to be developed
with input from qualitative evidence syntheses [9].

The role of and methods for qualitative and mixed-method
evidence synthesis in achieving a better understanding of
complexity was outlined in a seminal series on considering
complexity in systematic reviews of interventions published
in 2013 [10—16]. The first series was part-funded by Co-
chrane and took a methodological lens that largely drew on
Cochrane guidance on quantitative and qualitative evidence
synthesis methods. It has been highly influential in getting
guideline developers, reviewers, and other key stakeholders
to consider how to make best use of diverse sources of evi-
dence to address questions about the complexity of complex
interventions. A second series funded by the Agency for
Healthcare Research and Quality Evidence-based Practice

Center Program and published in 2017 takes a broader lens
that incorporates more stakeholder perspectives in the
methods to produce systematic reviews of complex interven-
tions for a decision-making context [17—22]. A third series
(forthcoming in BMJ Global Health and funded by WHO),
applies a more global and health systems lens to outline the
methods that are most suitable for conducting systematic re-
views of complex interventions that inform a guideline pro-
cess to produce recommendations.

2.2. Cochrane Qualitative and Implementation Methods
Group: series approach

Cochrane reviews are produced to inform decision-
making and to feed into decision-making processes such as
guidelines and this distinctive lens provides the unique focus
of this series. Cochrane has developed an evidence-based
strategy for methods development and application. Method-
ological research is undertaken in parallel with production of
worked examples of methods and their application, and
exemplar reviews of new or evolving methods. Collectively
the convenors and members of the group have produced a
substantive body of methodological outputs in the field of
qualitative and mixed-method evidence synthesis.

Each year, there are Cochrane methods symposium and
methods training workshops. Cochrane Qualitative and Im-
plementation Methods Group convenors also actively facil-
itate additional methods training opportunities and maintain
a Methodology Register of over 8,000 records. More details
can be found on our website [23]. These various activities
provide opportunities for feedback and gaining consensus
on methods development and application.

Cochrane Qualitative and Implementation Methods
Group Convenors are responsible for maintaining a chapter
in the Cochrane Handbook for Systematic Reviews of Inter-
ventions [2] and for developing more detailed supplemental
methods guidance for review authors, which are used as a
global resource beyond Cochrane. Our first chapter on con-
ducting a qualitative evidence synthesis was published in
the 2008 version of the Cochrane Handbook [2]. More
detailed guidance (now archived) that further supplemented
the qualitative evidence synthesis handbook chapter was
published on our website in 2011 [3].

Cochrane has invested in methods development for qual-
itative evidence synthesis by for example funding develop-
ment of the GRADE CERQual [4] approach for assessing
how much confidence to place in findings from qualitative
evidence syntheses, the Cochrane qualitative Methodolog-
ical Limitations Tool for use with CERQual, and a GRADE
CERQual methods training workshop.

The current series of five peer-reviewed papers pub-
lished in the Journal of Clinical Epidemiology updates pre-
vious 2011 guidance on question formulation, protocol
development, searching, data extraction and synthesis,
which has now been archived on the Cochrane Qualitative
and Implementation Methods Group website [23]. Four
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new methodological topics have been incorporated
including, synthesis of implementation and process evalua-
tion evidence, integration of qualitative and quantitative ev-
idence, application of GRADE CERQual [4], and reporting
guidelines. The five papers provide additional insight into
the key issues for consideration and signposting to further
resources for more detailed guidance.
The five papers are as follows:

e Cochrane Qualitative and Implementation Methods
Group guidance paper 2: Methods for question formu-
lation, searching and protocol development for qual-
itative evidence synthesis [24]- describes updated
approaches to frame questions, search for evidence
and construct protocols for reviews that use qualita-
tive evidence, including qualitative evidence on im-
plementation of interventions.

Cochrane Qualitative and Implementation Methods
Group guidance paper 3: Methods for assessing meth-
odological limitations, data extraction and synthesis,
and confidence in synthesized qualitative findings
[25]- outlines new guidance on the selection of tools
to assess methodological strengths and limitations in
primary qualitative studies and methods to extract
and synthesize qualitative evidence in a Cochrane
context. Use of GRADE CERQual [4] is recommen-
ded as an approach to assess the confidence in quali-
tative synthesized findings.

Cochrane Qualitative and Implementation Methods
Group guidance paper 4: Methods for question formu-
lation, identifying and processing evidence on inter-
vention implementation [26]- provides new guidance
on methods for identifying and processing evidence
to understand intervention implementation.

e Cochrane Qualitative and Implementation Methods
Group guidance paper 5: Methods for integrating
findings from syntheses of qualitative and process
evaluation evidence with intervention effectiveness
reviews [27]- outlines updated guidance on ap-
proaches, methods, and tools which can be used to
integrate the findings from trials with those from
qualitative and implementation research.

Cochrane Qualitative and Implementation Methods
Group guidance paper 6: Reporting guidelines for
qualitative, implementation and process evaluation
evidence syntheses [28]- outlines contemporary and
novel developments for presentation and reporting
of syntheses of qualitative, implementation, and pro-
cess evaluation evidence and provide recommenda-
tions for use of reporting guidelines.

2.3. The fit of the series with existing and forthcoming
series on complex intervention reviews

The five papers in this series should be read in combina-
tion with the three aforementioned series on methods for

synthesizing complex interventions, and the INTEGRATE
[3] guidance on choice of qualitative and mixed-method
integration methods. The unique focus on methods for qual-
itative and mixed-method syntheses in this series comple-
ments and adds to the foci of the other series.

2.4. Application of the guidance in a Cochrane context

Cochrane has taken a careful approach to the introduc-
tion of qualitative and mixed-method evidence synthesis
approaches. Cochrane is committed to publish qualitative
and mixed-method evidence syntheses as exemplar reviews
and has developed a flexible version of RevMan to accom-
modate reporting of diverse review designs [29].

A recent audit in 2015 revealed 18 relevant qualitative
synthesis (six reviews and 12 protocols) titles registered
across 11 Cochrane Review Groups with the Effective
Practice and Organization of Care Group (five titles), Con-
sumers and Communication (three), and Public Health
(two) recording more than one title.

At present an additional qualitative evidence syntheses
can be undertaken within a Cochrane context if the phe-
nomenon of interest is likely to be best addressed by qual-
itative evidence and (1) the questions broadly align with
one or more effect reviews of the same or a linked interven-
tion, (2) the Cochrane Review Group agrees to register the
title, and (3) the Cochrane Qualitative and Implementation
Methods Group is able to provide methodological guidance
and support as required. Reviewers undertaking a qualita-
tive evidence synthesis may conduct a stand-alone synthe-
sis to integrate with an already completed, or published,
Cochrane intervention effect review. Alternatively, re-
viewers may undertake the synthesis and subsequent
integration in parallel with conducting a Cochrane interven-
tion effect review.

We hope that the updated methods guidance contained
in these five papers will further strengthen the conduct
and reporting of Cochrane reviews and beyond. We plan
to expand this guidance over time by publishing additional
method-specific articles and working to produce more
detailed Cochrane guidance. These papers will also inform
development of the new chapter on qualitative evidence
synthesis methods in the forthcoming major update of the
Cochrane Handbook for Systematic Reviews of Interven-
tions. Finally, we would like to express our sincere thanks
to Peter Tugwell, Andrea Tricco, and Jessie McGowan
for facilitating the rigorous peer review process that served
to further strengthen the papers and for their help in making
this series a reality.

References

[1] Jgrgensen AW, Hilden J, Ggtzsche PC. Cochrane reviews compared
with industry supported meta-analyses and other meta-analyses of
the same drugs: systematic review. Research 2006;333:782.

[2] Noyes J, Popay J, Pearson A, Hannes K, Booth A. Chapter 20: qual-
itative research and Cochrane reviews. [updated September 2008]. In:



[3

—

[4

=

[5

[ty

[6

—_

[7

—

[8]

[9

—

[10]

(11]

[12]

[13]

[14]

[15]

[16]

J. Noyes et al. / Journal of Clinical Epidemiology m (2017) m

Higgins JPT, Green S, editors. Cochrane handbook for systematic re-
views of interventions. The Cochrane Collaboration; 2008. Available
at, Version 5.0.1. http://www.cochrane-handbook.org. Accessed
December 1, 2017.

Booth A, Noyes J, Flemming K, Gerhardus A, Wahlster P, Van Der
Wilt GJ, et al. Guidance on choosing QES methods for use in health
technology assessments of complex interventions 2016: [Online].
Available at http://www.integrate-hta.eu/downloads/.  Accessed
December 1, 2017.

Lewin S, Glenton C, Munthe-Kaas H, Carlsen B, Colvin CJ,
Giilmezoglu M, et al. Using qualitative evidence in decision making
for health and social interventions: an approach to assess confidence
in findings from qualitative evidence syntheses (GRADE-CERQual).
PLoS Med 2015;12(10):e1001895.

Moore G, Audrey S, Barker M, Bond L, Bonell C, Hardeman W, et al.
Process evaluation of complex interventions: Medical Research Coun-
cil guidance 2014. Available at https://www.mrc.ac.uk/documents/pdf/
mrc-phsrn-process-evaluation-summary-guidance/. Accessed March
13, 2016.

Gulmezoglu AM, Chandler J, Shepperd S, Pantoja T. Reviews of qual-
itative evidence: a new milestone for Cochrane 2013. Available at
http://www.thecochranelibrary.com/details/editorial/544253 1/Reviews-
of-qualitativeevidence-a-newmilestone-for-Cochrane.html.  Accessed
June 4, 2013.

Glenton C, Colvin CJ, Carlsen B, Swartz A, Lewin S, Noyes J, et al.
Barriers and facilitators to the implementation of lay health worker pro-
grammes to improve access to maternal and child health: qualitative ev-
idence synthesis. Cochrane Database Syst Rev 2013;(10):CD010414.
WHO. Optimizing health worker roles for maternal and neonatal
health. Available at www.optimizemnh.org. Accessed 16.03.2016
World Health Organisation. Health worker roles in providing safe abor-
tion care and post-abortion contraception. Geneva: WHO; 2015. Avail-
able at http://www.who.int/reproductivehealth/publications/unsafe_abo
rtion/abortion-task-shifting/en/. Accessed December 1, 2017.
Petticrew M, Anderson L, Elder R, Grimshaw J, Hopkins D, Hahn R,
et al. Complex interventions and their implications for systematic re-
views: a pragmatic approach. J Clin Epidemiol 2013;66:1209—14.
Squires J, Valentine J, Grimshaw J. Systematic reviews of complex
interventions: framing the review question. J Clin Epidemiol 2013;
66:1215—22.

Anderson L, Oliver S, Michie S, Rehfuess E, Noyes J, Shemilt 1.
Investigating complexity in systematic reviews of interventions using
a spectrum of methods. J Clin Epidemiol 2013;66:1223—9.
Petticrew M, Rehfuess E, Noyes J, Higgins JPT, Mayhew A,
Pantoja T, et al. Synthesising evidence on complex interventions:
the contribution of meta-analytic, qualitative and mixed-method ap-
proaches. J Clin Epidemiol 2013;66:1230—43.

Pigott T, Sheppard S. Identifying, documenting and examining het-
erogeneity in systematic reviews of complex interventions. J Clin Ep-
idemiol 2013;66:1244—50.

Burford B, Lewin S, Welch V, Rehfuess E, Waters E. Assessing
applicability in systematic reviews of complex interventions. J Clin
Epidemiol 2013;66:1251—61.

Noyes J, Gough D, Lewin S, Mayhew A, Michie S, Pantoja T, et al.
Systematic reviews that ask complex questions about complex inter-

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

ventions: a research and development agenda. J Clin Epidemiol 2013;
66:1262—70.

Kelly MP, Noyes J, Kane RL, Chang C, Uhl S, Robinson KA, et al.
AHRQ series on complex intervention systematic reviews — paper 2:
defining complexity, formulating scope and questions. J Clin Epide-
miol 2017;90:11—8.

Butler M, Epstein RA, Totten A, Whitlock EP, Ansari MT,
Damschroder LJ, et al. AHRQ series on complex intervention sys-
tematic reviews — paper 3: adapting frameworks to develop proto-
cols. J Clin Epidemiol 2017;90:19—27.

Pigott T, Noyes J, Umscheid CA, Myers E, Morton SC, Fu R, et al.
AHRAQ series on complex intervention systematic reviews — paper 5:
advanced analytic methods. J Clin Epidemiol 2017;90:37—42.
Viswanathan M, McPheeters ML, Murad MH, Butler ME,
Devine EEB, Dyson MP, et al. AHRQ series on complex intervention
systematic reviews — paper 4: selecting analytic approaches. J Clin
Epidemiol 2017;90:28—36.

Guise J-M, Butler M, Chang C, Viswanathan M, Pigott T, Tugwell P.
AHRQ series on complex intervention systematic reviews — paper 6:
PRISMA-CI extension statement & checklist. J Clin Epidemiol 2017;
90:43—50.

Guise J-M, Butler M, Chang C, Viswanathan M, Pigott T, Tugwell P.
AHRQ series on complex intervention systematic reviews — paper 7:
PRISMA-CI Elaboration & Explanation. J Clin Epidemiol 2017;90:
51-8.

Cochrane Qualitative and Implementation Methods Group Website.
Available at http://methods.cochrane.org/qi/. Accessed September
18, 2017.

RevMan Flexible Template. Available at http://www.cochrane-net.org/
imshelp/resources/reviews/creating_reviews.htm. Accessed October
1, 2016.

Harris J, Booth A, Cargo M, Hannes K, Harden A, Flemming K,
et al. Cochrane Qualitative and Implementation Methods Group
Guidance Paper 2: methods for question formulation, searching
and protocol development for qualitative evidence synthesis. J Clin
Epidemiol.

Noyes J, Booth A, Flemming K, Garside R, Harden A, Lewin S, et al.
Cochrane Qualitative and Implementation Methods Group Guidance
Paper 3: methods for assessing methodological limitations, data
extraction and synthesis, and confidence in synthesized qualitative
findings. J Clin Epidemiol.

Cargo M, Harris J, Pantoja T, Booth A, Harden A, Hannes K, Thomas
J, et al. Cochrane qualitative and implementation methods group
guidance paper 4: methods for question formulation, identifying
and processing evidence on intervention implementation. J Clin
Epidemiol.

Harden A, Thomas J, Cargo M, Harris J, Pantoja T, Flemming K,
Booth A, et al. Cochrane Qualitative and Implementation Methods
Group Guidance Paper 5: methods for integrating findings from syn-
theses of qualitative and process evaluation evidence with interven-
tion effectiveness reviews. J Clin Epidemiol.

Flemming K, Booth A, Hannes K, Harden A, Cargo M, and Noyes J.
Cochrane qualitative and implementation methods group guidance
paper 6: reporting guidelines for qualitative, implementation and pro-
cess evaluation evidence syntheses. J Clin Epidemiol.



	Cochrane Qualitative and Implementation Methods Group guidance series—paper 1: introduction
	1. Introduction
	1.1. The evolution of qualitative and mixed-method synthesis methods

	2. The role of qualitative and mixed-method evidence synthesis in a decision-making process
	2.1. Complex intervention reviews and complexity
	2.2. Cochrane Qualitative and Implementation Methods Group: series approach
	2.3. The fit of the series with existing and forthcoming series on complex intervention reviews
	2.4. Application of the guidance in a Cochrane context

	References


