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Sheffield, UK Guidelines produced by local, national and international bodies underpin clini-
cal practice and healthcare services worldwide. For guidelines to be based on
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health guideline production. However, the process whereby this form of evi-
dence is considered and incorporated tends to be unclear. This systematic
review synthesized existing guidance concerning the use of QES in guideline
development. Sources published in English that described or prescribed
methods for incorporating QES into evidence-based health guidelines were eligi-
ble for inclusion. Seventeen relevant papers were identified. The literature indi-
cates that there is a reasonable consensus about many stages of conducting a
QES to inform guideline development. Areas needing further exploration
include: the way that committees engage with QES; the usefulness of different
QES methodologies; and understanding of how expert committees use evidence.
Methods for producing QES for guideline committees tend to be similar to quan-
titative systematic review methods in terms of searching, quality appraisal, sys-
tematic management of data, and presentation of results. While this allows
transparency and accountability, it could be argued that it is less “true” to the
principles of being led by the data, which are fundamental to most qualitative
research. Understanding the process of using QES to produce guidelines is criti-
cal to determining their validity and applicability, and to ensure that healthcare
provision is based on the best available evidence.
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1 | INTRODUCTION

Guidelines produced by local, national and international
bodies are used to underpin clinical practice and the
delivery of healthcare services worldwide. The World
Health Organization (WHO), for example, lists 239 guide-
lines on its website," and the National Institute for
Health and Care Excellence (NICE) in the United King-
dom currently lists 1623 guidance products, including
354 guidelines.” Understanding the process of producing
these guidelines is critical to determining their validity
and applicability, and to ensure that healthcare provision
is based on the best available evidence.

The use of findings from qualitative evidence synthe-
ses (QES) as evidence in the development of health
guidelines is growing as the need for relevant and
context-sensitive evidence increases.’ This is commonly
agreed to be because qualitative data can answer particu-
lar types of questions far better than quantitative data.
Quantitative data are still key for questions of efficacy,
but are less able to answer questions relating to under-
standing of patient preference, and other contextual out-
comes such as feasibility and acceptability. These
questions are best answered by qualitative studies.* QES
might usefully answer questions that are key to guideline
production, for example, how different groups of practi-
tioners, people using services or stakeholders perceive
the issue, what social and cultural beliefs, attitudes or
practices might affect this issue or how different groups
perceive the intervention or available options.’

Increased recognition of the value of QES is also driven
by the move toward greater patient-centredness in health
systems, for example, an emphasis on shared decision mak-
ing, and the greater inclusion of patients and lay experts in
guideline producing committees.® It is also claimed that
incorporating QES into guideline development can help to
represent people who may otherwise be excluded from the
process,” and that QES can also potentially offer a valuable
supplement to the experiences of patient representatives on
guideline panels.® This does not mean that advocates of
QES in guideline development are oblivious to the chal-
lenges of the approach. A number of concerns have been
reported about using QES within international guideline-
producing bodies. First, authors acknowledge that guideline
producers are principally systematic reviewers who may
have no background or expertise in qualitative methods,
and therefore need training to be able to produce high qual-
ity QES.>*'° Second, many qualitative researchers do not
support the practice of synthesising qualitative research,
and that for those that do there is no universally accepted
way of doing this in health and social care® (though this
position has changed somewhat since the publication of
that paper). Standardization of methods for producing QES

is contrary to many qualitative approaches that are data led
and iterative. There is a call for QES not to violate the
underpinning epistemological foundations of the included
studies."" Third, qualitative research itself has been criti-
cized by positivist authors as being context-dependent and
specific, for including an insufficient number of informants,
for being interpretative and, because it usually relies on
small, purposive samples, for having a low degree of gener-
alization.'>* Conversely, this is regarded by qualitative
researchers as one of the great strengths of qualitative
research. It has also been argued that there are issues with
the linking, mixing or merging of qualitative and quantita-
tive evidence, and there is no ready-made toolkit for doing
this® The purpose of the current study however is to
explore the methods of qualitative evidence synthesis in
health guidelines, not to argue for or against their use.

A review of the use of qualitative data by NICE up to
2009, in addition noted a lack of consistency in terminol-
ogy and method and even lack of agreement about what
constituted a qualitative study across their different
guideline producing centers.'® Other authors have
highlighted a lack of clarity about the processes involved
in how committees make decisions on the basis of quali-
tative evidence, and furthermore, how the strength of evi-
dence relates to the strength of recommendation when
QES is included.*’ For example, WHO guidelines have
been criticized for making “strong recommendations”
despite there being only low or very low confidence in
the underpinning evidence.* However, WHO argue that
their guideline panels are expected to take into account
broader evidence about acceptability, feasibility, and
equity, in addition to evidence about effectiveness.*

Methods for the synthesis of quantitative evidence are
well established, and robust methods for meta-analysis
and the pooling of quantitative data provide clearly inter-
pretable information for decision making bodies. Inter-
pretation of the available evidence is also supported by
an established framework for determining its quality
through use of the GRADE tool.*

Alongside the ongoing concerns over their use and the
readiness of guideline producing bodies to integrate QES
evidence into their processes, it is crucial to examine the
methods that are being adopted or proposed both by
experts in the field, and by guideline producing bodies
themselves. Recent growth and development in methods
and standards for QES, and the development of tools to
ensure standardization both in QES (e.g., CERQual"> and
the work of the Cochrane qualitative and implementation
methods group'®) and in guideline development (e.g., the
DECIDE collaboration evidence to decision frame-
works'”'®) has put qualitative evidence firmly on the
agenda for evidence-based medicine. However, the most
appropriate methods for using it during guideline
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development remain unclear. This study aimed to system-
atically review the methodological literature that addresses
this topic, produce a synthesis of the state of the field, and
explore where consensus and disagreement may exist.

2 | METHODS

The review question was: what methods and processes are
proposed in the methodological literature for incorporating
QES into evidence-based health guideline development? As
a methodological review the protocol was not eligible for
PROSPERO registration, therefore it is provided as File S1.

2.1 | Eligibility criteria

Papers, online sources or published manuals that described
or prescribed methods for incorporating QES into evidence-
based health guidelines were eligible for inclusion if they
gave sufficient detail to allow extraction of different stages
of the process and the methods used in those stages. Since
the papers included were descriptive and not empirical
studies, no study design restrictions were placed. Similarly,
no country restrictions were put in place, although included
papers needed to be published in English.

2.2 | Information sources and search
strategy

Health related databases were searched for papers published
in English since 2000. The date was selected because neither
qualitative evidence synthesis methodology, nor methods
for guideline development were well established before that
time. Database searches were conducted in Medline (includ-
ing Medline in process), EMBASE, CINAHL and PsycINFO
from 2000 up until August 15, 2019. Supplementary
searches were conducted in Google Scholar and results from
the first six pages were added to the search results. Refer-
ence lists of papers were checked for further potential
includes. A full search history can be found in File S2.

2.3 | Data collection process

Titles and abstracts for all papers were screened, and those
that appeared to meet the inclusion criteria, or those where
it was uncertain whether the criteria were met or not were
examined as full text. Articles marked for inclusion at this
stage also had their reference lists checked to identify fur-
ther papers. To maximize transparency of selection at the
full text stage, a checklist was used to ensure that papers
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met the criteria for inclusion as described above (see File
S3, for the completed checklist).

2.4 | Data extraction

An a priori data extraction framework was set up in NVivo
12" to map the different stages of the reviewing process.
The stages were chosen to represent the potential range of
discrete tasks that are involved in a quantitative systematic
review or QES, that is, protocol/scope/review question;
searching; study selection; data synthesis, critical
appraisal; quality appraisal; making recommendations,
use of logic models/frameworks; integration with quantita-
tive data/reviews; and reporting. Three additional
“umbrella” categories were also used to capture broader
themes about the use of QES in guidelines - benefits of
using QES in guidelines; challenges of using QES in guide-
lines; and QES methodologies that have been used in
guideline development. Additional emergent themes were
coded as they occurred during the data extraction process.

2.5 | Risk of bias/quality appraisal

Formal risk of bias or quality assessment of included papers
was not appropriate as they were methodological rather than
empirical studies however, the design and any key weak-
nesses of included papers were noted during data extraction.

2.6 | Method of synthesis of results

Data extracted was synthesized narratively, within the
coding categories described above. Particular attention
was paid to possible overlaps between different stages
and the overarching “umbrella” categories.

3 | RESULTS

3.1 | Study selection

Searching of databases yielded a total of 5822 references.
These were uploaded into EPPI reviewer 5 software®® and
de-duplicated. A total of 756 duplicate records were iden-
tified and removed. In total, 5066 records were screened
at title and abstract level. 5019 records were excluded
with 47 papers marked for full text examination. For a list
of papers excluded at full text, along with reasons for
their exclusion, see File S6. Eleven articles from data base
searching and six additional references from reference list
checking met the inclusion criteria. A total of 17 papers
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Records identified through database searching
n = 5822

Total records imported
n = 5828

Records screened in 1st sift
Screening on title and abstract
n = 5072

Records screened in 2nd sift
Full text screening
n=>53

Records included in review
n= 17

FIGURE 1

were included in the review. See Figure 1 for a PRISMA
diagram summarizing the flow of papers.

3.2 | Study characteristics

Full references of included papers are provided in File S5.
Table 1 provides a brief summary of each paper.

3.3 | Synthesis of results

3.3.1 | Methods for review protocol
development or scope generation

Seven of the 17 included papers discussed or referred to
the need for a scoping process or a process of review

Additional records identified through other sources
n=6

Records removed as duplicates
n =756

Records excluded
n=5019

Records excluded
n=36
- 2 : Conference abstract
- 1:Pre-2000
- 1: Duplicate reference
- 22 : Not about QES
- 15: No extractable methods
- 11 : Not about guidelines

Study selection [Colour figure can be viewed at wileyonlinelibrary.com]

protocol generation before the searching and literature
identification phase of the development of a guideline. In
terms of the scoping or review protocol development
itself, the critical tasks for the scoping phase of a guide-
line are described as identifying the interventions, stake-
holders and contexts relevant to the guideline questions.
This can be time consuming and adequate time needs to
be set aside for this part of the process’; the decisions
reached in these discussions directly inform the question
and content of the review protocol.

Overall, there is broad agreement that a review proto-
col or scoping process should use expert input (e.g., a
guideline committee, or service user organization) to
derive the review question and the criteria for that review
(e.g., using a PICO or SPICE format). The protocol is
therefore the first stage of the process unless prior
searching is required for evidence to inform the scope or
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A report funded by the EU as part of a series on evaluating complex interventions

The guidance document sets out a framework to enable reviewers to choose between different

The analysis focusses on the need for successful guidelines to reflect patient views and argues

The paper is not primarily a detailed methodological paper but contains some extractable

The first in a series of three papers that have been written by a group of methodologists
working with the WHO on guidelines that integrated QES. The authors examine the use of

This paper presents an overview of the ways QES can be used to address complex interventions

Chapter 15 of the WHO handbook for guideline development specifically about using evidence
from qualitative research to develop WHO guidelines.

CARMONA ET AL.
TABLE 1 Brief details of included papers
Author Type of paper Summary
Booth 2016 Guidance
(“INTEGRATE- HTA”).
QES methods depending on the question they are asking.
Carroll 2017 BMJ Analysis
that qualitative evidence is a key way to do this.
methodological detail.
Downe 2019 Research article
QES in developing clinical and health systems guidelines.
Flemming 2019 Analysis
Glenton 2016 Manual/
handbook

The third in a series of three papers describing the use of qualitative evidence syntheses (QES)
to inform the development of clinical and health systems guidelines by a team of
methodologists who have worked with WHO. The WHO is increasingly using evidence
derived from QES to provide information on acceptability and feasibility in its guidelines.

Gould describes qualitative work done to support the production of two social care guidelines
by the UK National Institute for Health and Care Excellence (NICE)

This article focuses on qualitative research synthesis in eliciting patients' perspectives as part of
the growing drive to include patient views in policy and HTA

Chapter 2 of a GIN toolkit on patient and public involvement in guidelines. It contains
practical ideas about how to conduct a qualitative evidence synthesis as part of the guideline
development process.

The 2007 updated edition of the Health Technology Assessment Handbook that was issued by
the Danish National Board of Health in 2001 as part of the fulfilment of the National
Strategy for HTA. Contains some general detail about QES and also a specific chapter on
assessment and syntheses [sic| of qualitative studies (section 4.2).

Argues that the development of more “robust” (transparent) methods and tools for QES has
widened the opportunities for QES to be used to inform health guidelines (in the context of
the WHO).

This is the second in a series of three papers written by methodologists working with the WHO
that examines the use of QES in developing clinical and health system guidelines. It
specifically discusses using qualitative findings as part of evidence to decision frameworks.

The process manual used by NICE to produce clinical guidelines. The NICE manual includes
details of synthesis for all the types of evidence it uses, not just qualitative evidence.

Guidance from NHS Quality Improvement Scotland about the various methods of QES that
could be used in HTA.

The authors conducted a systematic search to identify QES and reflect on the methodological
approach used.

Swedish agency for health technology assessment manual for evaluating and synthesizing
qualitative material.

Describes the use of qualitative research as evidence in a national clinical guideline program
(National Institute for Health and Clinical Excellence—NICE, UK)
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protocol (e.g., a QES). Scopes or protocols for QES may
include a reflexivity statement.

The review protocol or scope should be made pub-
licly available before the review commences in the
same way as a quantitative systematic review would be
registered.”!

3.3.2 | Methods for identifying literature
Two thirds of the included papers contained information
regarding the optimal methods of identifying evidence
for a qualitative evidence synthesis. Most agreed that as
part of the process there needed to be a systematic search
of databases and pointed out that in many ways this was
similar to quantitative database searching.

This focus on systematic searching represents a
step-change from earlier in the 2000s when searching
seems to have been less developed. However, some
authors argue for systematic searching but also note
that it may not be important to identify every available
study, citing theoretical saturation as a possible end-
point.>** QES conducted alongside a quantitative sys-
tematic review will be more likely to have more explicit
inclusion criteria than a synthesis of qualitative studies
that aims for theoretical saturation, where there might
be a more iterative approach to searching and
screening.’

Purposive sampling is also suggested. It is described
as an iterative process of searching and screening, with
the process being complete when the reviewers achieve
“theoretic saturation” [sic] or “conceptual robustness.””
It is frequently used as an adjunct to, or occasionally as a
replacement for, exhaustive systematic database
searching.

As a result of concerns over missing data, most
authors recommend some kind of additional search
method. Methods for additional searches that were men-
tioned include footnote and reference list checking,
hand-searching key journals relating to the topic of the
QES, forward citation searching (searching for relevant
work by locating studies that cite earlier key studies), and
author searching (searching for all publications by the
author of a relevant work).

In summary, while most authors advocate some
kind of systematic searching process, the complexities
of identifying qualitative literature have led to
approaches that try to reduce the volume of literature
found by comprehensive searches (e.g., by using filters
or more specific search terms), while also trying to
mitigate the potential loss of relevant papers by adding
in supplementary search techniques such as citation
searching.

3.3.3 | Methods of study selection

Only three of the 17 papers gave any detail about consid-
erations required in selecting qualitative studies. Two at
some length,*?* and the other®' in a single paragraph.
Fundamentally the authors agreed that the process for
study selection of qualitative literature should mirror the
process that would be expected in a quantitative system-
atic review, with multiple reviewers comparing the paper
with pre-specified inclusion and exclusion criteria, with
any disagreements resolved by discussion or by the use of
a third reviewer. This was especially the case when QES
was being conducted alongside a quantitative systematic
review.>* None of the other papers discussed methods of
study selection.

Study selections should be transparently reported, for
example, through using a PRISMA diagram (Preferred
Reporting Items for Systematic Reviews and Meta-analy-
sis)*> to show flow of studies through various stages of
selection.”>**

There is a possibility of retrieving a large number of
studies, especially through systematic searching, and it is
recommended that in these cases reviewers select a sam-
ple.? It is difficult to quantify what constitutes a “large
number” as it will, to a certain extent, depend on the
emerging themes and concepts as well as on resources
available and the timeframe of the review. Reviewers also
need to be aware of introducing reviewer bias.**

3.34 | Methods of quality appraisal

The 10 included studies that discuss critical appraisal are
broadly in favor of assessing the methodological quality
of the studies included in a QES. This position is likely to
be strengthened by the introduction and widening use of
the GRADE CERQual tool"® for assessing confidence in
findings from QES since CERQual relies on a methodo-
logical assessment (among other things) of the studies
included in the review findings.’

The latest edition of the NICE manual®* states
unequivocally that “Critical appraisal of qualitative evi-
dence should be based on the criteria from the Critical
Appraisal Skills Programme” (p. 106) and this is echoed
by both in the WHO handbook* and the SBU methods
manual.*® More broadly, authors agree that studies
should have some form of quality appraisal, preferably
using one of the recognized appraisal systems for qualita-
tive research.”® The same advice is found in relation spe-
cifically to HTA." Other authors, however, are more
cautious and refer to lack of agreement about the value
of critical appraisal of qualitative studies.*** The GIN
toolkit” succinctly summarizes the issue—“The use of
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standardized “checklist” approaches has been strongly
critiqued by some commentators, questioning how qual-
ity criteria modelled on the principles of positivist science
can be applied to non-positivist qualitative research”
(p. 33). However, in spite of this they provide a summary
of the strengths and limitations of a range of checklists,
including the CASP tool,”® the Cochrane manual
(Chapter 20),%” the cabinet office Quality in Qualitative
Evaluation tool,*® and the Joanna Briggs Institute tool.*

It is also noteworthy that some specific approaches
to QES (e.g., framework, meta-narrative and thematic
synthesis) all have their own approaches to critical
appraisal, whereas in other approaches such as meta-
ethnography or grounded theory, critical appraisal is
less important.** The overall consensus is that some
form of critical appraisal should be conducted that
appraises the methodological conduct of the study.
Methods for assessing the content and validity of data
are discussed in section 3.3.8.

3.3.5 | Methods of synthesis: General
approaches

Much of the description of methods for the synthesis of
findings from primary qualitative studies was presented
as methods for specific QES methodologies. These spe-
cific approaches will be discussed after an outline of the
generic methods referred to by other authors.

The Swedish HTA handbook for evaluation of quali-
tative studies®’ describes the evidence synthesis process
as having four discrete stages. First, papers are read to
give an overview of themes, then the papers are re-read
and coded. No detail is given on the method of coding,
but the manner in which it is described implies a process
of emergent coding where codes are allowed to emerge
from the included papers. As a second stage these “first
level themes” are “distilled to form the second level
theme.” This appears to be an aggregative coding process
of drawing together similar codes. Third, an interpretive
coding phase is performed, described by the paper as
follows—"“Related second level themes are finally
synthesised to an overall third level theme. Important
patterns and associations among the second level themes
are interpreted and problematised. The process is
repeated until third level themes are set.” The final stage
in their synthesis process is “a general assessment of the
scientific basis is made. Thereafter evidence graded
results and conclusions are formulated,” which appears
to describe some assessment of review findings, like
GRADE or GRADE CERQual.

While there is agreement that findings should be
“added up” or compared and contrasted, the process of
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doing so inevitably masks their variability. This makes it
easy to lose sight of the individuality of participants and
their context that are the very heart of qualitative
research. Two included papers highlighted how reviewers
should strive to avoid this” and need to find the balance
between splitting themes emerging from synthesis to the
point that they are no longer useful, or lumping data
together into themes that oversimplify or lose variation
in the data.”

This need for descriptive or interpretive themes is
driven by the nature and purpose of the QES, which is in
turn dependent on the nature of the guideline being devel-
oped.* The outputs from framework syntheses or thematic
syntheses are often as simple as a list of themes identified
across included studies, with little or no interpretation, that
can be used to “detail the needs, values, perceptions, behav-
iours and experiences of stakeholders within the guide-
line”.* On a related note, it is suggested that QES used in
guidelines tends to focus either on people’s views about the
interventions under scrutiny by the guideline, or it relates
more widely to people's views and experiences of the condi-
tion underlying/addressed by the intervention(s) that the
guideline is examining.” If interpretive findings are being
produced then there is a need for transparency on the part
of the reviewers to ensure that the interpretations are plau-
sible and to show how they were arrived at.**

The use of Evidence to Decision frameworks (EtD)
can be a driver for the style of the QES**:

The main purpose of an EtD-orientated QES is to gen-
erate a series of findings from the included data, which
are directly focused on interventions addressed in the
guideline, assessed for confidence and tailored toward
acceptability, feasibility and equity, and the values that
stakeholders attribute to the outcomes associated with
the intervention. The findings are then added to the
guideline EtD frameworks, prior to guideline panel con-
sideration, (p. 8).

Infographics and logic models can also be incorpo-
rated into EtD frameworks in cases where the synthesis
is intended to be explanatory or theory building.”

Overall, discussion about the general methods to be
used for synthesis focuses on the continua between
aggregative or integrative coding and more interpretive
coding, and between the lumping and splitting of themes.
This depends to some extent on the methodology used
for the synthesis described in the next section.

3.3.6 | Methods of synthesis: Specific
methodologies

Several authors provide brief (or occasionally in-depth)
descriptions of methods of synthesis that can be used. It
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is not the remit of this paper to reproduce general meth-
odological detail about the various methods, but where
authors have made comment on what makes a method
suitable or unsuitable to produce a QES for a guideline
development process, that has been included here.

There is a range of different QES methodologies avail-
able, some more developed than others. They predomi-
nantly reflect methods of primary qualitative research.
The different methodologies sit broadly on a continuum
between aggregative (or integrative) approaches that
summarize themes and interpretive approaches that gen-
erate new interpretations of the data.®® The Cochrane
Qualitative and Implementation Methods Group recom-
mend that the method of synthesis should only be chosen
after the evidence is known and caution against pre-
specifying a methodology.*" Epistemology is particularly
important for some types of synthesis, with commenta-
tors arguing that the method of synthesis should be com-
patible with the epistemology of the included studies.
Other methods may rely less on epistemology—for exam-
ple best fit framework synthesis, narrative synthesis and
thematic synthesis. In health services research and tech-
nology assessment a more pragmatic approach is taken
with it being common to integrate different types of study
within a single synthesis.*

Selection of an appropriate method is seen by authors
as complex and dependent on many factors, especially the
distinction between aggregative methods (where themes
are integrated/aggregated) and interpretive methods
(where the researchers try to add additional layers of inter-
pretation over the data). The philosophical view of the
researcher and purpose of the review can be driving
factors,® as can the need for “pragmatic and relatively rapid
methods of qualitative evidence synthesis” that might fit
better with guideline developers' timelines.® Framework,
narrative, and thematic synthesis are highlighted as partic-
ularly useful for answering questions about the uptake of
interventions and for integrating quantitative and qualita-
tive findings. This may make them particularly useful for
developers of clinical guidelines - NICE already use some
form of thematic synthesis in some of their guidelines.®

This identification of thematic synthesis methods as
highly appropriate to guideline development is in line with
the latest iteration of the NICE methods manual®* which
continues to identify thematic analysis as an appropriate
methodology for analysing qualitative data. It advocates
extracting “first level themes” into evidence tables
(Evidence tables are detailed summaries of the content of
each study included in a review or synthesis. These are nor-
mally incorporated into an appendix of the review or syn-
thesis.). These evidence tables are then used to generate
“second level themes” in the body of the synthesis. The
manual also goes on to discuss (in passing) conceptual

mapping, grounded theory, meta-ethnography and meta-
synthesis, but notes that expertise in their use is
needed (p. 107).

Most of the studies that specify methodologies refer pre-
dominantly to the same pool of synthesis methods: narra-
tive synthesis,"* meta-synthesis,”** “imported concepts,”*?
meta-ethnography,”® meta-study,"® qualitative meta-sum-
mary”"* and framework analysis.” The older Danish HTA
manual'® mentions only meta-ethnography and narrative
synthesis. This is likely because limited QES methodologies
were available at that time. In a 2011 survey of 107 different
QES, reviews using critical interpretive synthesis, meta-
interpretation, qualitative cross-case analysis and grounded
theory synthesis were found infrequently, and therefore
their usefulness as methods of QES for HTA is unknown.®

By far the most comprehensive and well-developed
guidance for selecting an appropriate QES method for
HTAs is a report for the INTEGRATE-HTA project.*
This project develops various criteria for QES and
matches them to 19 different methodologies. Reviewers
can select an appropriate method by aligning their needs
with the various methods for conducting QES as outlined
in the guidance's comprehensive tables that clarify a
diverse range of considerations for each method. The pro-
ject was directed specifically at HTA methods, but there
seems no reason to suppose they would not be equally
applicable to broader health guidelines.

Overall, thematic synthesis is the most frequently
mentioned form of QES in guidelines and seems to be the
most commonly used, with meta-ethnography and frame-
work or best-fit framework synthesis as alternatives. This
is primarily because these are the methods that are easier
to use, and other methods have not been well tested, so
they may be useful or not.® While a broad range of QES
methodologies can be useful, the art is in selecting the
appropriate methodology for the research question and
research context.>® The method of synthesis should only
be chosen after the evidence is known.*

3.3.7 | Reporting standards
Reporting standards for QES were not discussed at great
length in any of the included papers, possibly because dif-
ferent organizations have well established reporting stan-
dards internally. However, *“..generic qualitative
evidence synthesis reporting guidelines exist, others are
being developed for particular methods, and standards
are evolving to establish the level of confidence users can
ascribe to the findings of such syntheses.”®

There is a trend toward systematic review-like trans-
parency in QES.***° Historically, transparency has not
been handled well by people reporting QES but work has
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been undertaken to develop reporting standards for QES,
such as the ENTREQ tool** and the eMERGe tool for
meta-ethnography.”® Newer tools have also emerged,
notably RAMESES for realist synthesis.>*

A useful minimum reporting standard has been used
in work with the WHO.** The standard closely matches
the reporting standards for quantitative systematic
reviews (Cochrane reviews particularly) and suggests the
characteristics and critical appraisal of each study should
be presented in some detail, accompanied by a summary
of themes (summary of qualitative findings) along with
the confidence in those review findings and reasons for
any downgrading. It also suggests providing a list of
excluded studies, along with reasons for exclusion.

The guideline handbooks also briefly recommend
approaches to reporting, with the WHO handbook® rec-
ommending the use of a summary of qualitative findings
table that includes CERQual assessment (if there is one).
SBU?! also recommends the use of tabulation and the use
of illustrative quotes where possible. The NICE manual®
is more prescriptive and requires researchers to provide
extensive evidence tables for all included studies con-
taining the key information about the study. When
CERQual is not being used, the NICE manual requires
the production of evidence statements that summarize
the evidence, its context and quality, and the consistency
of key findings and themes across studies (meta-themes).

3.3.8 | Moving from evidence to
recommendations

Papers discussed various aspects of the process of
evidence-based recommendation making that fall gener-
ally into four categories—certainty in findings (including
CERQual); frameworks (including evidence-to-decision
frameworks); committees; and making recommendations
from the evidence.

Certainty in findings from QES

Many guideline development agencies, including WHO
and NICE require information on the confidence of find-
ings that are used to underpin recommendations.”*?
Since its publication in 2015, use of GRADE-CERQual
has become the most common tool used as a summary
measure when evaluating qualitative evidence for guide-
line development. A series of papers based on a WHO
guideline were written by members of the original team
who authored and devised the CERQual system for
assessing the certainty in findings of qualitative evidence,
and in the WHO papers they recommend the use of
CERQual in guideline development.*”*> The earliest
mention of CERQual in the included papers is in the
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WHO guideline handbook qualitative chapter,” which
contains a brief description of the components of
CERQual as a tool to measure the level of confidence, in
each of the findings of the QES. It also notes its similarity
to GRADE for quantitative studies.

NICE recommend the use of CERQual somewhat
more robustly. The manual notes that unless the qualita-
tive evidence is very sparse or disparate (in which case a
narrative approach is appropriate), the results of QES
should be presented as summaries (“at outcome level”)
and should be assessed with GRADE CERQual. They pre-
sent “evidence statements” (narrative summaries) as a
less preferred alternative.*

Frameworks
The three papers in the recent WHO series*”** discuss at
some length the use of EtD, an approach developed by the
GRADE working group to increase transparency in mov-
ing from evidence and contextual considerations to
implementable recommendations.'”® These EtD frame-
works take the form of tables that draw together the key
information necessary for guideline committees to make
recommendations, including the PICO for the research
question, summaries of the evidence, details of equality
issues, feasibility issues, implementation consideration,
and so on. They contribute to the overall transparency of
the movement from evidence through discussion by a
guideline committee or similar into recommendations but
are not specific to QES. The evidence from QES can be
added to the evidence section of the EtD framework along-
side any quantitative evidence, along with its CERQual
assessment,® Qualitative evidence does not always fit well
within the “summary-based and compartmentalised struc-
ture” of the EtD framework. There are also implementa-
tion issues related to clinical guidelines and it is possible
that evidence from QES that does not make it into the evi-
dence section of the EtD framework can often be rewritten
a little and turned into an implementation consideration.*
The only paper outside of the three WHO papers that
discussed EtD frameworks stated that “[a] QES can be con-
ducted separately or can be integrated with some form of
quantitative synthesis. Within a guideline development
process, findings from a QES will often be integrated with
evidence of effectiveness in an evidence to decision (EtD)
framework, used to formulate recommendations.”*® In
another paper, a broader discussion about frameworks gen-
erally, the usefulness of frameworks in organizing data for
a QES, and also for identifying gaps in qualitative data is
highlighted.*

Committees
There was little discussion of the role of any kind of
guideline or oversight committee in interpreting the
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Areas of agreement and opportunities for further development

TABLE 2

Areas of agreement
Protocol development

« Review protocols are important, using
SPICE, PerSPEecTiF or SPIDER*®
rather than PICO formats

+ Beneficial to involve lay people and
experts in protocol development, but
this is resource intensive and time
consuming

« Different frameworks for formulating
research questions/protocols are
developing, for example recent work
on the PerSPECTIF framework™!

Identifying literature

« structured searching using validated
qualitative filters

« some kind of supplementary searching

is also common—reference list
searching, citation searching, asking
experts, or trawling gray literature

« some support for introducing a
concept of theoretical saturation to
prevent searching becoming too
onerous

Study selection

 process mirrors quantitative—studies
are matched against inclusion and
exclusion criteria in the review
protocol, usually in a two-stage
process, firstly based on title and
abstract, and then for papers that are
not obviously excludable, at full text.

Quality appraisal

« researchers undertaking QES for the
purposes of guideline development are
more often in favor of transparent and
systematic methods than researchers
with a more pluralist approach to QES

« agreement about the importance of
using some kind of transparent
process for quality appraisal is greater
within the QES for guidelines
literature reviewed for this study than
among the general QES literature

« CASP most commonly used tool
though over 100 tools in circulation

Synthesizing findings

« the most common (and probably the
most accessible) form of synthesis is a
thematic analysis that goes through a
process of aggregative coding,
sometimes followed by interpretive
coding

CARMONA ET AL.

Gaps/assumptions

« The role of tertiary reviews (“reviews of
reviews”) is established in the
quantitative literature (for example, the
Cochrane manual,?’ chapter 22), and is
often used for scoping reviews or
mapping reviews to provide an overview
of the field. There is no discussion of
tertiary QES.

+ There is an unspoken assumption that a
single QES would underpin an entire
guideline

Relevant data may be included in studies
that are not directly relevant to the
research question at hand

Assumes that standardized pre-specified

protocol methods are superior to
iterative, emergent qualitative methods.

« little agreement about the best way to
measure the quality of a qualitative
study because of methodological
variation and differing views about what
a “good” quality study looks like

« Itis uncertain whether some methods
are more appropriate than others for
particular types of question

» most methods of QES have not been
used often in guideline processes, and
therefore it is unclear whether they are
useful

Development opportunities

« What is the value (if any) of syntheses
of existing QES?

« How useful is a single generic QES for
a guideline compared to specific QES
for different elements of the guideline.

What is the optimum balance between
inclusive searching and specific
searching and sifting to identify
relevant themes for QES?

Can an iterative approach to study
selection be transparent enough to
meet the transparency requirements
for health guidelines?

« CAMELOT critical appraisal tool in
development

« Should studies of very low quality be
excluded from any analysis or can
they contribute to the overall analysis?

Continuing evaluations of different QES
methods used to underpin health
guidelines.
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TABLE 2 (Continued)

Areas of agreement Gaps/assumptions Development opportunities

Reporting

« How well do different reporting
standards from major QES producers
differ, and how can the differences be
resolved?

« Lack of detailed discussion of
reporting standards

« The ENTREQ tool is commonly used
as is some adaptation of the PRISMA
standards for quantitative reviews. The
Cochrane Effective Practice and
Organisation of Care (EPOC) group
have recently released a template for
QES*

« Different organizations have their own
in-house reporting standards. It is
uncertain to what extent these overlap.

Recommendations

+ GRADE and GRADE-CERQual have « It remains unclear how guideline How do guideline producing committees

been a valuable addition to the
decision-making process, but there is
often no obvious link between the
review findings (and any other
information considered by the
guideline producing bodies as
evidence) and recommendations made
by the committee (and the relative

committees/panels move from QES
findings to making recommendations
lack of understanding about the
processes by which committees use
evidence to generate recommendations
- no clear insight into committee use of
different types of evidence (quantitative,
qualitative) to approach different types

engage with different types of evidence
(alongside their own beliefs,
knowledge and experience), and how
do they use that evidence to form
recommendations?

strength of the recommendation)
+ only WHO seem committed to using
EtD frameworks

feasibility, etc.)

evidence generated by QES and using it to develop rec-
ommendations, beyond the discussion reported above in
relation to EtD frameworks. One example described is a
process undertaken in the production of a social care
focussed guideline (on dementia) where the evidence was
searched for and reviewed by an academic review team,
but the “weighting and synthesis” of evidence was done
jointly with a guideline committee that included patients
and carers.>

During the process of guideline production in com-
mittees, members may need to be reminded of relevant
qualitative evidence, and this “champion” role might
more easily be taken up by the producer of the synthesis,
the methodologist or patient representatives.’

Making recommendations from the evidence

The process of making recommendations using the results of
QES was not discussed in depth in any of the papers, with
those that mention it mostly reporting that it is difficult to
capture by simple steps and rules.” Normally, committees
(in whatever form they take) make recommendations based
on one or more systematic reviews, including any QES,
alongside any other information that the committee consider
to constitute “evidence” (e.g., EtD frameworks). However,
this is not always the case and points out that sometimes con-
fidence in QES or other types of evidence based on published

of questions (effectiveness,

studies may be overridden, for example, by human rights
considerations or other overarching principles or normative
values.*

So, although the evidence is primary, it is not the only
consideration for guideline committees, and that is true of
both quantitative systematic reviews and QES. The amount
that any kind of evidence drives a decision about a particu-
lar recommendation should depend on the question being
considered, and the judgements made should be supported
by clear and transparent justifications.® There is little con-
tained in the included papers to explain or clarify the pro-
cess of using QES to inform recommendations.

4 | DISCUSSION

Overall, the literature relating to the use of QES within the
context of guideline development seems to mirror large
parts of the more general literature on QES, and this is of
little surprise since the key people driving the development
of QES methods in health and social care are also often the
same people who are driving the agenda for using QES in
guideline development processes.

In a world where evidence-based healthcare is domi-
nated by the systematic review of randomized controlled tri-
als (RCTs) by organizations such as NICE, Cochrane, WHO,
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and so on, a model of QES that matches their already exis-
ting methods of standardization is likely to be more accept-
able to them (and to fit better with their existing methods of
interrogating evidence) and standardization of QES methods
may be, in part, a strategic move by their advocates to make
the methods more acceptable to organizations that have tra-
ditionally been sceptical of qualitative research. The
Cochrane qualitative and implementation methods group
(QIMP) have been instrumental in increasing the standardi-
zation of QES, most notably by supporting the development
of GRADE—CERQual for assessing the level of confidence
in summary qualitative findings in a way that clearly (and
purposefully) matches the process of using the GRADE tool
on quantitative pooled outcomes, and also by supporting
methods of QES that can be integrated into or presented
alongside Cochrane systematic reviews.

There are some sections of the review process where
much of the literature was silent, for example, only three
papers discussed study selection. It is unclear whether this
was because they regarded it as less important, but none
advocated a more traditional, emergent qualitative approach.

Overall, in this included literature, there is a level of
excitement about the possibilities of using syntheses of
qualitative evidence alongside traditional quantitative
evidence, leading authors to cautiously proclaim a “new
era” for qualitative research, supported by recent devel-
opments in QES methodologies, such as standardized
methods for synthesis and for assessing the confidence
that can be placed in the findings.*®

In spite of this enthusiasm, there is still not universal
agreement that qualitative evidence can be synthesized in a
way that is meaningful or useful, or that standardization of
methods of QES to make them more acceptable to the evi-
dence based medicine movement is the best way to synthe-
size qualitative evidence. None of the included studies
commented on the usefulness of more traditional reviews of
qualitative evidence in developing guidelines. In large part,
disagreements stem from the fact that primary qualitative
evidence makes no claim to be generalizable, yet for a QES to
be useful to a guideline producing committee, the committee
needs to be able to argue that the evidence speaks to common
experience. Although these arguments seem to be broadly
ignored by researchers producing QES currently, the early
days of QES were dogged by these arguments®’ since it “has
emerged from the confluence of conventional systematic
review methods with methods for primary qualitative
research. With such a mixed heritage, and the juxtaposition
of quite different epistemological positions, it is inevitable
that the resultant tensions have generated considerable crea-
tive energy and significant methodological frictions.”*®

Once past the epistemological arguments about the
philosophical feasibility of QES, the practical methods of
performing a QES seem to have converged, in terms of

their applicability to guidelines at least, over the past
decade. There seems to be broad agreement over most
stages of producing a QES to inform a guideline, even if
the fine detail is not always consistent. Table 2 highlights
similarities and areas of agreement in the reviewed litera-
ture as well as some differences and gaps where further
investigation could be fruitful.

4.1 | Gaps highlighted by the review
findings

This review has highlighted some areas where there
appears to be enough consistency between different
approaches to give a reasonable level of confidence in them.
In some cases there seems to be better agreement between
authors writing about QES methods for guideline produc-
tion than for QES more generally, for example, in terms of
the level of agreement around searching and around the
need for critical appraisal of qualitative studies, both of
which are contentious in the broader field of QES.*

There are also areas where there is less clarity,
some of which are likely to be quite specific to QES in
the context of guideline production, and therefore
could probably not be resolved by wider searching of
the literature.

As more and more QES are published in health and
medicine, it becomes more likely that reviewers will find
existing QES that wholly or partially answer their
research questions. There is no discussion in the litera-
ture to explore how these may be used. Parallels in quan-
titative systemic reviewing include updating and using
pre-existing reviews as evidence for committees; other
reviewers use the inclusion lists from systematic reviews
as a check that they have identified the relevant litera-
ture. In areas where several very similar systematic
reviews exist a “review of reviews” or tertiary review can
be conducted. None of those things is reported in the
papers included here, but similar methods might be pos-
sible for QES.

Much of the literature included in this review contains
the unspoken assumption that one guideline will require
one QES. Only one included paper moots the possibility of
multiple QES for one guideline,” however it is easy to ima-
gine a guideline that contained questions that could be
informed by several QES. There is no discussion in the
included papers of how this might work in practice.

In terms of producing QES that are useful to guide-
line committees as part of the evidence-base they con-
sider, is a standardized methodology best? Or is
methodological pluralism more useful where the method-
ology can be a more pragmatic choice and take into
account the time, resource and outputs that are wanted?
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There are some 30 methods for conducting a QES,*" and
at least a further 10 methods are in development.*’ Few
of those methods have been used frequently in producing
QES for guideline development and so their utility is
uncertain.

A related gap in this review is an understanding of
the most useful way to provide guideline committees
with the outputs of various reviews, both qualitative and
quantitative alongside other kinds of evidence. Tradition-
ally, guideline producers have prioritized reviews of RCT
evidence to provide evidence of clinical efficacy, but the
hierarchy of evidence for other types of outcome is less
established. As QES become more standardized in their
methods and transparency, can they become the princi-
pal evidence for certain types of guideline question? One
series of papers discusses the use of EtD frameworks in
some depth in one of the papers,” but these have not
been the subject of robust evaluation and it is unknown
how useful they are to committees.

Finally, there is little research, and none in this
review, that explores how committees move from QES
findings (or indeed quantitative systematic review find-
ings) and the other information they are given as
evidence—systematic reviews, expert testimony, real-
world data, and so on, in the context of their own exper-
tise and experience—to making decisions that produce
guideline recommendations, and this is a fundamental
question for guideline producers.

4.2 | Limitations

The content of this review was specifically limited to papers
describing methods for using QES in guideline production.
As a result, it does not cover the large, and growing, corpus
of literature dealing with the topic of QES generally. There
are good published overviews of the development of QES,
notably through leadership from the Cochrane Qualitative
and Implementation Methods Group.'® Fortunately, several
of the key authors writing about the use of QES in guideline
development are also key authors in the field of QES in
health more generally, so to a large extent the literatures
inform and reflect each other.

For the purposes of time and resource, this review did
not consider the implications of the growth in methods
for integrating qualitative and quantitative data to pro-
duce mixed-methods reviews. As technologies for produc-
ing standardized QES and standardized systematic
reviews develop, researchers are becoming interested in
integrating qualitative and quantitative data in the aspi-
ration that the whole may be greater than the sum of the
parts.
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5 | CONCLUSIONS
The use of QES to inform the production of health guide-
lines is growing as the methods for producing them become
more clearly defined and more standardized. Methods for
producing QES for guideline committees tend to be similar
to quantitative systematic review methods in terms of
searching, appraisal of evidence, systematic management of
data and presentation of results. While this allows greater
transparency and greater accountability, it could be argued
that it is less “true” to the principles of being led by the
data, which are fundamental to most qualitative research.
Recent developments in QES mean that there is broad
agreement about how QES can be produced to help
inform guidelines, but further research is needed to
establish whether guideline-producing committees find
QES useful to their deliberations, whether they could be
done or presented differently to make them more useful
and, perhaps most importantly, how committees use QES
to inform their decision making alongside traditional sys-
tematic reviews of effectiveness.
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