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Evidence to decision and making recommendations

Ensuring guideline development groups follow a systematic and transparent
approach to making recommendations from a body of evidence.

Contents

OV EIVIBW ..ttt b bt s bR E AR h bt e 8 eH R e 8 E bt S e R bR et e bbbt an e nen e 1

WNAT O GOt bbb b bbbttt 3
1. Set up an EtD framework to document diSCUSSION.......oveeeeeicivececece e 3
2. Decide on the process for using the EtD to make recommendations............ 10

3. Draft content for the EtD framework(s) with a summary of evidence for
LY=o a T [N T3] A o] o 13

4. Use the EtD framework to structure discussion and decide whether the net
consequences favour the intervention or the alternative......cceieicecece, 16

5. Make clear, concise and actionable recommendation(s) and/or good
PraCEICE SEATEMIENTS ..o ettt sbe et st 18

6. Finalise, review and publish the EtD content and recommendations(s)...... 26

RS LT 1oL I TR 27

Overview

The recommendations of a guideline are the key actionable statements that, if
implemented appropriately, will achieve the objectives of the guideline'. This may
be a recommendation to do something (e.g. wash your hands), to stop something
(e.g. de-prescribing a medication) or in some cases to choose the option
preferred by those affected by the recommendation (where there is a close
balance between pros and cons of options). For most decision-makers, having
recommendations from a group who can systematically consider the evidence
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and that is well placed to make judgements, is preferable to having no
recommendation at all?3.

Systematic reviews can provide a comprehensive summary of the evidence
addressing each guideline question but they do not include recommendations.
Many factors must be considered when making a recommendation, and the
systematic judgement of the guideline development group is crucial in this
process. Following a structured process, guideline development groups must
weigh up the evidence and other relevant information to decide on the
recommended course of action.

Guideline development groups can find the process of moving from the evidence
to a recommendation challenging, especially if the evidence base is uncertain or
direct evidence is lacking. Given the many factors that can influence a
recommendation, it is important that guideline development groups use a
predetermined framework that enables a structured and transparent process to
make decisions. A summary of the evidence, the information considered, and the
judgments made should be published alongside each recommendation®.

‘Evidence to Decision’ (EtD) frameworks (arising from the GRADE Working Group
and related work, and the work of the World Health Organisation (WHO) and the
National Institute for Health and Care Excellence (NICE) were developed to help
guideline development groups use evidence to make recommendations in a
systematic and transparent way. These frameworks prompt the guideline
development group to consider and document all relevant factors (criteria) and
their judgements in order to make recommendations. The factors considered
include whether the desirable effects of an option outweigh the undesirable
effects (i.e. benefits versus harms), how much people value the main outcomes of
an intervention or exposure, the feasibility and acceptability of different options,
the impact on health equity, and resource requirements.

EtD frameworks have been tailored for diverse types of evidence and guideline
guestions. Some agencies have developed EtD frameworks that are structured to
support their own norms and values such as the WHO-integrate framework. Given
NHMRC advises developers to use the GRADE framework, this module will focus
on those elements covered in GRADE EtD frameworks which are available for
making decisions about interventions®®, diagnostic tests’, coverage decisions®,
health system and public health decisions®, and environmental and occupational
health?®.

GRADE EtD frameworks are a good practice model, developed through an
iterative process and evaluated in a wide range of guidelines internationally’™!. A
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key feature of the EtD frameworks is that they include criteria shown in existing
guidelines to be important for determining the direction or strength of
recommendations. The criteria are deliberately broad to allow guideline
developers to focus on factors that are most relevant to their guideline. The
widespread use of GRADE EtD frameworks internationally means that they
provide a familiar format and standard terminology, making guidelines easier for
decision-makers to use.

For those planning to adopt or adapt recommendations from an existing
guideline, it is still necessary to follow an EtD process, even if the evidence
synthesis is current and relevant and the GRADE-ADOLOPMENT methods assists
guidelines developers to do this™'? (see the Adopt, adapt or start from scratch
module). Doing so is particularly important if an EtD process was not used in the
existing guideline or if there are contextual differences that need to be
considered. Several approaches are possible, the choice of which involve
balancing the need for context-specific judgements in the new guideline with
efficiency and resource constraints®.

What to do

EtD frameworks were intended to help structure the process by which
recommendations are made in guideline meetings. The steps guideline groups can
take to prepare for and implement the EtD process are described in the sections
that follow and outlined in a checklist appended to this module. For simplicity,
GRADE terminology is used throughout because this is the most widely used
framework. Software platforms like MAGICapp and GRADEpro provide templates
for preparing and publishing GRADE EtD frameworks. The software includes
functionality to facilitate decision-making at different stages of the development
process, including voting ahead of and during meetings. If there is a circumstance
where GRADE or current frameworks are not appropriate for your guideline, it is
still important to plan and use a structured, explicit and transparent approach
when making recommendations. The factors considered in your decision making,
judgements made for each and the evidence supporting the judgements must be
reported.

1. Set up an EtD framework to document discussion

As with the other methods used in the guideline development process, the
framework used to go from the evidence to making a recommendation should be
planned in advance and outlined in a protocol. At the planning stage, guideline
developers need to set up EtD framework templates suitable for their guideline
guestions. This involves deciding on the factors (criteria) to include in the EtD
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framework and what evidence will be sought to inform judgement about each
criterion. The first step is to identify the perspective that will be taken when
making recommendations and any groups or settings for which decisions may
differ.

Identify the perspective

GRADE has EtD templates tailored to the different perspectives that
recommendations can be made from. A guideline panel making recommendations
to help an individual make decisions about their care will need to take a slightly
different perspective from that for a public health, health systems or other
population-level recommendation. For example, at population-level resource
requirements (costs or savings) of a recommendation can be an important
consideration, whereas individuals may only be concerned about out-of-pocket
costs. Guideline development groups will need a clear idea of the perspective
they are taking in order to select a template that prompts them to consider the
factors relevant to their recommendations. This should be stated in the
background to the guideline because the same perspective is usually taken for all
recommendations.

Identify groups or settings for which decisions may differ

Guideline development groups need to consider whether there are specific
considerations for certain populations or settings that could lead to different
judgements. This has implications for the way the EtD framework is set up,
especially when the judgements lead to a different recommendation, so should be
considered at an early stage. In the Australian guidelines to reduce health risks
from drinking alcohol, separate recommendations were made for the general
population, women who are pregnant, and young people. To facilitate the panel’s
decisions and reporting, a separate EtD framework was set up for each
population. In contrast, in the Australian Living Guideline for the Pharmacological
Management of Inflammatory Arthritis, a single recommendation was made to not
routinely use opioids for the treatment of pain in rheumatoid arthritis, with a sub-
recommendation for those with severe pain for whom other analgesic options had
failed. A single EtD was used, and specific populations (such as those at risk of
increased harm) were addressed in the practical information supporting the
recommendation. In making their judgements, the guideline group also noted that
the balance of benefits and harms might be altered for people without access to
comprehensive pain management services. Different perspectives or judgements
can be identified through:

e the guideline development group

e separate panels set up to inform a specific perspective (for example the
EAC Working Group for Aboriginal and Torres Strait Islander Women'’s
Antenatal Care for the Pregnancy Care Guidelines), or

e specific targeted consultation with particular groups.
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It is important to plan for how these perspectives will be presented in the EtD
framework so that they can be integrated in the GDGs deliberations.

Decide on the factors (criteria) to consider

GRADE EtD frameworks are intended to be flexible, rather than a rigid tool that
the GDG must adhere to. The criteria in GRADE EtD frameworks are deliberately
broad to allow guideline developers to focus on factors that are most relevant to
their guideline. Table 1 shows the standard criteria considered in a GRADE EtD for
making recommendations about interventions, and the evidence that can be used
to judge each criterion. Similar criteria are considered for making
recommendations about diagnostic tests, screening and prognosis®'.

Guideline development groups will need to consider whether all criteria are
relevant to the recommendations they intend to make. Factors that are genuinely
not relevant or are outside the remit of a guideline group may be removed. On the
other hand, some GRADE criteria cover factors that are of sufficient importance
for certain decisions that they should be considered separately. For example,
guideline developers making recommendations about psychotropic medicines
may include legal constraints as a separate criterion to ensure consent
requirements are considered.There may be additional unique criteria that need
to be considered by the guideline development group. It is important that these
are specified in your template. For instance, community voice and cultural
considerations were included in the EtD framework used to develop the
Recommendations for culturally safe and clinical kidney care for First Nations
Australians. WHO have integrated human rights and sociocultural acceptability
into a framework (WHO-INTEGRATE) that is fit for purpose for WHO public health
guidelines'®”. GRADEpro software enables guideline developers to use standard
templates for different perspectives (including the WHO Etd), or customise
templates by selecting or adding criteria. If you are using templates in software
like MAGICapp you can use subheadings within the EtD template to differentiate
factors that are important to your decision making.

Table 1. Criteria considered in the GRADE EtD framework

Criterion Explanation Sources of evidence to
inform judgement

Balance of effects Judgement of whether Systematic review of
Does the balance the benefit outweighs studies examining the
between desirable and the harms (most often, effects of the
undesirable effects limited to the effects on intervention or exposure
favour the intervention health outcomes). (or equivalent for

or the alternative? Guideline groups may prognostic or diagnostic

find it easier to make guestions).
separate judgements
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about desirable and
undesirable effects (as
below), before making a
judgement about the
balance of effects.
Certainty and values are
factored into the overall
judgement of whether
there is net benefit.

May include
systematically collected
expert evidence
(especially for rare
conditions).

Desirable effects

How substantial are the
desirable anticipated
effects?

Judgement across all
outcomes for which
there is a desirable effect
(e.g. a reduction in pain,
an increase in function).
Consider the importance
of each outcome to
consumers (value) and
the size of effect.

Undesirable effects
How substantial are the
desirable anticipated
effects?

Judgement across all
outcomes for which
there is an undesirable
effect (e.g. an increase in
pain, a reduction in
function).

Certainty of the
evidence of effects
What is the overall
certainty of the evidence
of effects?

Overall judgement of
certainty across all
outcomes (especially
critical outcomes)

GRADE assessment of
certainty of the evidence
for each outcome
considered in the
systematic review of the
effects of the
intervention (or
equivalent).

Values

Is there important
uncertainty about or
variability in how much
people value the main
outcomes?

Judgement of whether
people receiving the
intervention (patients,
consumers, family
carers) would make
similar choices (to
accept or reject the
intervention) based on

Studies that report direct
measures of the value of
the outcome (health
utilities or disutilities);
indirect measures (e.qg.
health-related quality of
life instruments); other
ratings of the relative
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how they weigh up the
benefits and
harms/burden of the
intervention. Would
recipients of the
intervention have
differing opinions on
how important the main
outcomes are? For
example, would some
accept a moderate
reduction in quality of
life for a small increase in
life expectancy, whereas
others would not.

importance of outcomes
(surveys); and gqualitative
studies'™. If evidence is
unavailable, a panel can
consider their experience
especially that of
members with lived
experience.

Cost effectiveness
Does the cost-

effectiveness of the
intervention favour the
intervention or the
alternative?

Judgement of whether
the net benefits are
worth the incremental
cost (consider balance of
effects, resources,
certainty of evidence)

Outputs of de novo
economic evaluations;
implicit value judgement
of the trade-offs by the
guideline development

group.

Resources

How large are the
resource requirements
(costs)?

Judgement of the
difference in cost (or
savings) between the
intervention and
alternative. May include
consideration of health
care, non-health care,
and patient and informal
caregiver resource use.

Studies measuring
differences in critical
resource use. ldeally,
randomised trials,
reporting in natural units
(e.g. days in hospital)?°.

Certainty of evidence of
required resources

Overall judgement of
certainty across resource
use outcomes

GRADE assessment of

certainty of evidence for
resources use outcomes
(domains as per effects)

Equity
What would be the
impact on health equity?

Judgement of whether
recommending the
intervention could
increase (or decrease)
inequities (differences in
health that are avoidable
and unfair) due to

Equity-sensitive
evidence: consider
PROGRESS-plus
elements and patient
important outcomes
relevant to equity (e.g.
access) when
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differences in
intervention effects,
baseline risk of adverse
outcomes (affecting
absolute effectiveness),
or priority of the
problem among groups
that experience inequity.
For example, inequity
may increase if some
groups cannot access
the recommended
intervention or face
barriers to access (such
as transport and
accommodation).

synthesising evidence?,
data on baseline risk for
groups experiencing
inequities??; qualitative or
mixed-methods evidence
synthesis (or studies) for
other EtD factors?3.

Acceptability
Is the intervention
acceptable to key
stakeholders?

Judgement of
acceptability to patients,
caregivers, healthcare
providers, policy makers
(as relevant to the
decision). Considering
who benefits (or is
harmed) and who pays
(or saves), are there
stakeholders that would
not accept the
distribution of benefits,
harms and costs (e.g. for
a therapy under private
health insurance; costs or
harms in the short term
for future benefit). Could
the intervention
adversely affect people’s
autonomy. Is the
intervention culturally
acceptable? Are there
moral objections (e.g. in
relation to ethical
principles)?

Outcomes related to
acceptability (e.g.
program completion,
withdrawals due to
inefficacy or undesirable
effects); qualitative or
mixed-methods evidence
synthesis (or studies)?324

Surveys, interviews or
other consultation
undertaken by the GDG
as part of engagement
with interest holders
including people with
lived experience, health
service providers, policy
makers.

Feasibility

Judgement of whether
the intervention is

Qualitative, quantitative
or mixed-methods




Evidence to decision v1

Australian Government

National Health and Medical Research Council

5 December 2024

NHMRC

Is the intervention
feasible to implement?

feasible to implement for
patients, caregivers,
healthcare providers
(and other as relevant).
Includes sustainability,
access, availability,
implementation barriers,
legal constraints,
regulatory requirements,
workforce availability
and skills.

evidence synthesis (or
studies) examining
factors that may
influence the feasibility
of implementing the
intervention?%25,
Surveys, interviews or
other consultation
undertaken by the GDG
as part of engagement
with interest holders
including people with
lived experience, health
service providers, policy
makers.

Decide on what evidence will be sought to inform judgements for each

criterion

NHMRC Standard 6 requires guidelines to be evidence informed. For questions
about the desirable and undesirable effects of an intervention on health outcomes
(benefit and harms), it is best practice to use well-conducted systematic reviews
as the source of evidence. Similar expectations apply to questions about
prognosis and the accuracy of diagnostic, screening and other tests. Systematic
reviews can also be used to inform judgements for most other criteria, however
the extent to which this is done varies. In many guidelines, developers take a

pragmatic approach such as using a systematic review or study identified through
an ad hoc process. Other sources of evidence are listed in Table 1. Those adopting
or adapting existing recommendations may use evidence presented in the EtD
from the source guideline(s), alongside contextual evidence from local studies or
solicited from the GDG'".

Equity-related evidence is a special case. Equity can be addressed systematically
for each EtD criterion (Box 1)?%%’. Doing so may enable better integration of equity
considerations in deliberations?8.

Box 1. Examples of equity-related evidence for each EtD criterion

Desirable and undesirable effects
« Addressing equity-sensitive outcomes such as access, burden of care and
stigma
¢ Presenting absolute effects separately for groups that may experience
greater benefit or harm from a treatment option because they have a
high baseline risk for certain outcomes




Evidence to decision v1 5 December 2024

Australian Government
National Health and Medical Research Council

NHMRC

Values
« Examining whether some groups weigh the benefits and harms of an
option differently leading them to make different choices because they
place more value on certain outcomes

Resources
* Presenting additional out of pocket costs required to access care, such as
travel or accommodation for people in regional, rural or remote areas

Acceptability
« Examining whether an option is culturally safe and appropriate

Feasibility
« |dentifying barriers that must be addressed to ensure equitable access to
an option

For all criteria, additional considerations can inform judgements'™. This may
include local data, collected from administrative sources or specifically for the
guideline. Such data may help understand equity implications, the acceptability of
options, and factors that influence the feasibility of implementing
recommendations. It may also include what the GDG considers to be plausible
reasons for why options may not be acceptable, feasible or would lead to
inequity. Panel members will bring knowledge and experience that should be
captured in the EtD if it influences the recommendation. Methods have been
developed for systematically gathering this ‘expert evidence’ from consumers and
health professionals??3°,

2. Decide on the process for using the EtD to make
recommendations

The EtD framework is a tool for group-decision making, facilitating structured
discussion and explicit judgements about the evidence considered when making a
recommendation. Guideline groups vary in how they use the EtD to make
recommendations. When the EtD is fully implemented, the GDG makes
judgements for each EtD criterion based on discussion of the evidence and
additional considerations, and then decides on the recommendation. In more
streamlined processes, some steps are undertaken by the technical team that
prepares the evidence or by a smaller working group comprised of members of
the GDG (e.g. co-chairs). The process used will depend largely on the preferences
and circumstances of the guideline development group. You do however have to
document the method you used to finalise the recommendations.

Planning who will be responsible for each step, and how decisions will be made,
can ensure that the implications of different approaches are understood. The

10
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process used may influence the quality of decisions, have resource implications,
and influence the time required of GDG members ahead of and at meetings.

Decide on the process for discussing evidence and making judgments
about each criterion

The process used to make these decisions should capture the views of all GDG
members, and surface divergent perspectives and interpretations of the evidence
about each criterion®!. These are essential inputs for informing the
recommendation. Ideally, GDG members will have opportunity to make initial
judgements prior to hearing other perspectives, so that the full diversity of views
is captured. There should then be opportunity for GDG members to consider the
perspectives of other members and reach a decision, using a collaborative
approach that supports balanced representation of different interests.

A possible process that involves iterations of feedback is as follows:

Ahead of the GDG meeting

» Circulate the draft EtD to GDG members

* GDG members review the evidence and make an independent judgement
for each EtD criterion (i.e. unaware of decisions made by other members)

« GDG members have the option to provide comments and additional
considerations

At the GDG meeting

* Briefly present the evidence and comments/additional considerations

* Present the judgements for each EtD criterion

» Discuss points of disagreement identified from the judgments or
comments, encouraging those with divergent views to share the reasons
for their judgement

 Poll GDG members privately to determine if there is sufficient consensus to
proceed to the next EtD criterion or recommendation

At this stage, polling is used to gauge agreement and identify where to focus
discussion. Polling can be a fast way to give all members an equal say and gauge
their views. Both GRADEpro and MAGICapp have survey functions that enable
distribution of the draft EtD and voting (polling) on each EtD criterion. Results
can be shared at meetings (anonymously, if preferred) and polling repeated to
support iterative decision-making.

In streamlined processes, the EtD may include a proposed judgement on which
the GDG’s agreement is sought. This approach is more common when a

11
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recommendation from an existing guideline is considered for adoption or
adaption’.

Decide on the process for agreeing on the direction and strength of
recommendations

The judgements made for the EtD criteria should guide the GDG’s decision-
making, but a process will be needed to agree on the direction and strength of the
recommendation (see Section 5 for explanation of types of recommendations). In
some cases, the EtD judgements will clearly favour one option. Where there is a
close balance, the GDG must consider the implications and importance of each of
the EtD judgments. Note that the importance of EtD criteria may vary across
recommendations.

Typically, the GDG will vote on the direction and strength of a recommendation,
although some groups use more informal approaches to reach consensus. Voting
may be anonymous or non-anonymous. As with EtD decisions, a recommendation
may be proposed by the technical team or a subgroup of the GDG and the GDG’s
agreement with the proposal sought.

Irrespective of whether voting is used, recommendations should be made through
consensus decision-making whereby the aim is to achieve consent from all
members?'. It is not a requirement in GRADE or the NHMRC standards to achieve
100% agreement on a recommendation; however, the proportion who disagree
should be recorded alongside reasons for the opposing views. What counts as
consensus should be predefined (e.g. unanimity, supermajority based on a
specified decision threshold, simply majority). Using decision thresholds for
consensus rather than seeking unanimity may enable the GDG to better reflect the
diversity of views. The WHO handbook provides a more detailed critique of
decision-making methods and decision-rules for reaching consensus®.

Decide on the process for writing recommendations

As with the preceding steps, it is sensible to decide who will draft the
recommendation, and whether this will be done ahead of, during or after the
guideline meeting. Some groups prefer not to pre-empt the GDG decision on a
recommendation, whereas others find that providing a draft recommendation can
help the panel reach consensus on direction and strength, particularly for more
borderline decisions. The precise wording of recommendations may need to be
developed and agreed after the meeting.

In addition to the recommendation (i.e. the actionable statement), health
professionals and others will need practical information to apply the
recommendation (see for example the ‘practical information’ tab in a

12
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recommendation on the use of opioids for pain in rheumatoid arthritis).
Discussions at the meeting can inform the content of this practical information, so
it may be helpful to plan for how this can be addressed at meetings.

3. Draft content for the EtD framework(s) with a summary of

evidence for each question
At this stage of guideline development, the EtD framework is a working document
intended to inform and capture panel discussions and decision-making. The draft
EtD framework should include a brief summary of research evidence and
additional information for the GDG to consider. It may also include questions (or
prompts) to elicit the GDG perspectives and experience during the GDG
meeting'.

Prepare a summary of findings for each question addressed by systematic
review, reporting certainty of the evidence for critical and important
outcomes

Standard tables are available in MAGICapp and GRADEpro for summarising
findings from systematic reviews of intervention effects. These concise, structured
summaries (or ‘evidence profiles’) are designed to support decision-making at
GDG meetings. The results in the evidence profile can be briefly presented at a
GDG meeting, with the aim of reaching agreement on the interpretation of the
effects of the intervention on each outcome.

The evidence profile should include results for all outcomes agreed as critical and
important for making the recommendation, irrespective of whether evidence was
found. A GRADE plain language statement can be used to interpret each result
(implemented in MAGICapp and GRADEpro)32. The statements provide
standardised phrasing to describe the effect on the outcome (beneficial or
harmful), the size of the effect (e.g. large enough to be of importance to patients
or not), and how certain the evidence is (e.g. “Perioperative discontinuation of
DMARDs may increase the risk of flare”). Using these phrases helps the GDG
agree on and communicate their interpretation of findings. Details on how to
prepare an evidence profile are in the module on Assessing certainty of evidence.
For an example, see the ‘research evidence’ tab for recommendations on second
generation antipsychotics for people living with dementia.

The EtD framework includes a section for summarising the desirable (beneficial)
and undesirable (harmful) effects. This section should address the outcomes
presented in the evidence profile, but can also include additional considerations. A
version of the evidence profile can be inserted into the EtD (an option in
GRADEpro or word formats). Alternatively, the EtD summary may be based on

13
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the plain language interpretation of each result (see Box 2). This latter approach
may help the GDG make their judgement about how substantial the overall
desirable and undesirable effects are (i.e. trivial, small, moderate, large) if they
have previously agreed on thresholds for interpreting the effect estimates and
assessing certainty of the evidence. Ideally, thresholds will have been agreed after
rating the importance of outcomes but before reviewing evidence*3. The overall
certainty of evidence is reported separately in the evidence profile.

Box 2. Example summary of beneficial and harmful effects in the EtD based
on the evidence profile

Desirable (beneficial) effects with treatment X compared to usual care (up to
6 weeks)
¢ moderate improvement in pain
« small but important increase in the proportion of people who report
treatment success
¢ little or no effect on function

Undesirable (harmful) effects with treatment X compared to usual care (up
to 6 weeks)
¢ asmall but important reduction in quality of life [important]
¢ little to no effect on the proportion of people who experience an adverse
event
¢ uncertain effects on serious adverse effects

No studies reported on withdrawals from treatment due to inefficacy or adverse
effects

Prepare a concise summary of evidence and additional considerations for
other EtD criteria

GDG groups vary in the extent to which they have evidence and additional
considerations to inform other EtD criteria. While systematic reviews provide the
best evidence for most criteria, it is common that pragmatic approaches are used.
Nonetheless, it is important to summarise any information that the GDG should
consider and include prompts to capture their perspectives during discussion. The
summary should be designed to support decision-making at GDG meetings.

Tips for presenting a summary of evidence and additional considerations for
other EtD criteria include:

¢ begin with key points so that the GDG can focus on the most important
considerations

14
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e structure information using subheadings, dot points and formatting (e.g.
bolding)

« keep text concise, writing in a style that facilitates presentation at the
meeting

¢ include prompts to get input from the panel where evidence is lacking or
additional contextual information is sought (e.g. “panel to consider if there
are barriers that must be addressed to ensure equitable access”)

e consider using tables and figures for more efficient presentation

* report the source of evidence (i.e. the reference for a systematic review or
primary study)

« if a non-systematic approach was used to gather evidence, note this as a
limitation

* consider if the same summary can be used in different EtDs because the
evidence applies to multiple questions

If you have results from an evidence synthesis for other EtD factors, GRADE
summary of findings table templates are available for evidence about values and
cost effectiveness'®3435 There is an online tool for preparing a summary of
findings from a qualitative evidence synthesis in which GRADE CERQual has been
used: iSoQ. This may be useful for summarising a synthesis of evidence about
equity implications, acceptability or feasibility of intervention options.

Link to more detailed information as required

The content of an EtD is usually based on more detailed evidence and other
information. It is preferable to link to supporting information, rather than present
lengthy text in the EtD itself. Both MAGICapp and GRADEpro have the option to
link out to documents and websites.

Examples of more detailed information to which links can be provided include:

» full systematic reviews (prepared by the technical team or existing reviews)

» tables reporting characteristics and methodological quality of studies

« forest plots and results from additional analyses

e overarching documents examining equity or implementation considerations
for the guideline as a whole

» data from surveys of GDG members, advisory groups or other interest
holds

» related clinical practice guidelines or resources.
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4. Use the EtD framework to structure discussion and decide
whether the net consequences favour the intervention or the

alternative
To make a recommendation, the GDG must decide whether the evidence and
additional information favours the intervention, favours the alternative option (the
comparator), indicates a close balance between options, or is uncertain. All EtD
criteria are usually considered when deciding on ‘net consequences’, not just the
desirable and undesirable effects on health outcomes.

Discuss and make a judgement about whether the balance between the
desirable and undesirable effects (‘net benefit’) favours the intervention or
the alternative option

A useful first step is for the GDG to review the content of the evidence profile and
agree on the interpretation of each outcome. Once agreement is reached on the
interpretation of each outcome, the panel must make a judgement about whether
the desirable effects of the option being considered outweigh the undesirable
effects.

This judgement requires the GDG to consider:

1. How substantial are the desirable anticipated effects of the intervention
option compared to the alternative (trivial, small, moderate or large)?

2. How substantial are the undesirable effects (trivial, small, moderate or
large)?

3. What is the overall certainty of evidence of effects (generally the lowest
certainty on any of the outcomes deemed to be critical for decision-
making)

4. |s there important uncertainty or variability in how people value the main
outcomes (e.g. would some accept the small risk of serious side-effects for
a moderate reduction in their pain, whereas others would not)

The GDG then makes an overall judgement about the balance between the
desirable and undesirable effects (Table 2 shows judgements implemented in
GRADEpro and MAGICapp). If the balance clearly favours one option over the
other, this judgement is likely to be instrumental in determining the direction of
the recommendation. More often, there will be trade-offs because the option has
both desirable and undesirable effects?.

Table 2. Judgements of the balance between desirable and undesirable effects

| In GRADEpro (full EtD) | In MAGICapp’ | Implications for recommendations
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Favours the comparator Important harms Recommend against the
intervention

Probably favours the
comparator

The close balance means that the
direction of the recommendation
may depend on other factors.

If other factors do not indicate a
clear direction, then a
recommendation for either option
may be appropriate (e.g. if both
options are existing treatments).
Less often, a GDG may choose to
make no recommendation.

Does not favour either the | Small net benefit or
intervention or the little difference
comparator between alternatives

Probably favours the
intervention

Favours the intervention Substantial net benefits | More likely to recommend the
of the recommended intervention if there are no other
alternative important issues

"Note that the wording in MAGICapp implies that the option to be recommended
is known (‘of the recommended alternative’). This differs from GRADEpro, where
the responses lead to a recommendation.

Discuss and make a judgement about whether other criteria (impact on
resources and equity, acceptability, feasibility) favour the intervention or
the alternative

In some instances, the recommendation will be clear from the net effects and
other EtD criteria need not be considered. For instance, where there is high
certainty evidence of large undesirable effects (harm) the GDG need not consider
other criteria to recommend against the intervention. Most often, the panel will
consider all criteria in their framework, although some EtD criteria may be more
important than others for a particular recommendation. Slightly different response
options are used to judge the other EtD criteria, but all judgments are intended to
help the GDG decide whether the evidence and other considerations favour the
intervention or the alternative option.

Record each judgement and the basis for the judgement

During the meeting, each judgment made by the GDG and the factors that
influenced the judgements should be recorded. Where there is substantive
disagreement about the evidence, the different viewpoints should be recorded
even if consensus was subsequently reached. If additional considerations raised
during the meeting influenced the GDG judgements, these considerations should
be documented in the EtD.
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5. Make clear, concise and actionable recommendation(s)

and/or good practice statements
As a final step in the GDG meetings, the group should use the judgements made in
their EtD framework to decide on their recommendation. The GDG may also
decide to include good practice statements (GPS) in the guideline. As with
recommendations, these actionable statements should be developed through a
systematic and transparent process. What differentiates these two types of
actionable statements is that recommendations are based on systematic review
and assessment of the certainty of evidence (for desirable and undesirable effects
at a minimum) whereas good practice statements are not. Specific criteria must
be met for a GPS (described below).

Weigh up the judgements across the EtD criteria to decide on the direction
and strength of the recommendation

Formal recommendations should provide “an actionable statement about the
choice between two or more management or policy options (interventions) in a
specific population and, if relevant, in a specific setting”3®. It follows that each
recommendation has a direction - the GDG must recommend for or against the
intervention. GRADE recommendations have one of two strengths, strong or
conditional. Table 3 shows the interpretation of strong and conditional
recommendations, and the circumstances in which each can be used*?’.

Different terminology has been used for conditional recommendations (including
‘weak’), however conditional conveys that the recommendation is subject to one
or more conditions that may be unrelated to certainty in the evidence. For
example, a conditional recommendation would be warranted when we have high
certainty in the benefit and harms of an option, but know that some patients
would decline the option whereas other would not. Strong recommendations are
mainly used where the desirable consequences clearly outweigh undesirable;
however, there are some exceptions such as where there is uncertain benefit but
certain harm?®”.

Other recommendations implemented in MAGICapp are in Table 3, including
public health recommendations, statutory requirements and research only
recommendations.

GRADEpro includes an overview of judgements that the GDG may find helps
guide their overall judgement. Having deliberated over the body of evidence for
each criterion, the overall judgement can be relatively straightforward.
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Table 3. Types of formal recommendations and their features.

Type of
recommendation

Description and features

Example(s)

Strong
recommendation
(GRADE option)

Interpretation: All or
almost all informed
people would choose the
recommended option.

Used when: high or
moderate certainty that
the effects clearly favour
the recommended option,
little variability in how
effects are valued, other
consequences favour the
option.

Wording: ‘should’, ‘should
not’, ‘offer’, ‘do’, ‘do not’,
‘The GDG recommends’

Australian and New Zealand

Living Clinical Guidelines for
Stroke Management

When TIA patients present to
primary care, the use of TIA
electronic decision support,
when available, is recommended
to improve diagnostic and
triage decisions.

Recommendations for culturally
safe and clinical kidney care for
First Nations Australians

We recommend that the family
and community of First Nations
Australians with chronic kidney
disease are actively involved in
all clinical appointments
according to individual
preferences.

Conditional
recommendation
(GRADE option)

Interpretation: Most
informed people would
choose the
recommended option but
a substantial number
would not. Shared
decision making is
needed to ensure that
those receiving care can
make an informed values-
based choice.

May be conditional on
values and preferences,
resources, setting, or
other conditions

Used when: either close
balance between
desirable and undesirable

Australian living guideline for
the pharmacological
management of inflammatory
arthritis

Do not routinely use opioids for
the treatment of pain in
rheumatoid arthritis. A brief
course of a short-acting opioid
may be considered for severe
pain when other analgesic
options have failed.

Clinical Practice Guidelines for
the Appropriate Use of
Psychotropic Medications in
People Living with Dementia
and in Residential Aged Care
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Type of
recommendation

Description and features

Example(s)

effects of the options, low
or very low certainty,
variable values (or
uncertain) such that
informed patients would
make different choices, or
other issues

Wording: ‘consider’, ‘The
GDG suggests’

For people living with dementia
using an antidepressant for
agitation, without evidence of
concomitant major depressive
disorder or another appropriate
indication, the Guideline
Development Group
recommends that
discontinuation be considered.

Public health
recommendation

The recommended action
is expected to
substantially improve
health of a population
(large net benefit at a
population-level).
Recommendation might
apply to high risk
situations where there is a
likelihood of death,
severe disability or other
serious harm.

Australian guidelines to reduce
the health risks from drinking
alcohol

To reduce the risk of harm from
alcohol-related disease or injury,
healthy men and women should
drink no more than 10 standard
drinks a week and no more than
4 standard drinks on any one
day.

Australian Immunisation
Handbook recommendations for
vaccination (herpes zoster)

For immunocompetent adults
aged =50 years Shingrix
recombinant herpes zoster (HZ)
vaccine is preferred over
Zostavax for the prevention of
HZ and associated
complications.

Statutory
requirement

There is a legal
requirement for the
action

Australian Guidelines for the
Prevention and Control of
Infection in Healthcare (2019)

It is good practice that alcohol-
based hand rubs that meet the
requirements of European

Standard EN 1500 are used for
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Type of Description and features
recommendation

Example(s)

all routine hand hygiene
practices.

This advice aligns with
mandatory requirements as set
by Australia’s Therapeutic
Goods Administration regarding
testing standards for
bactericidal effect (Therapeutic
Goods Act 1989).

Research only Limits use of an option in

recommendation | a specific population to a

research setting because

of uncertainty about

desirable/undesirable

effects

e Research must have
real potential to
reduce uncertainty, be
feasible, acceptable,
and good value

e May be accompanied
by a strong
recommendation: “Do
not use option outside

research context”

Australian guidelines for the
clinical care of people with
COVID-19 - drug treatments not
recommended outside of clinical
trials

Do not use molnupiravir for the
treatment of COVID-19 in
children and adolescents
outside of randomised trials
with appropriate ethical
approval.

Write the recommendation as a concise, clear and actionable statement
Recommendations should be specific and practical with a concise, clear and
actionable statement of what needs to be done. Table 3 contains some examples
of recommendations from NHMRC approved guidelines (for others, see
MAGICapp and https://guidelines.gradepro.org/search).

The recommendation must:

e state what the action is and be limited to one main action
e have a clear direction (for or against the option in the recommendation

guestion)
e state the population and setting (if relevant)

e state the comparator (unless the alternative option is obvious)
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¢ include sufficient detail for those responsible to carry out the action (do not
assume the action is self-explanatory or the steps are obvious)

In addition, when writing recommendations:

e use consistent words and phrasing to convey the strength of the
recommendation (for example, NICE in the UK uses the word ‘offer’ for strong
recommendations and ‘consider’ for conditional®®.

e consider using symbols and words for strength to avoid misinterpretation

e write in the active voice wherever possible

e avoid using acronymes, jargon, abbreviations and unnecessary technical
language

e use shorter, plain English words over longer forms and minimise punctuation

Choose action-orientated verbs to convey the strength and urgency of a

HIENTi

recommendation. For example, “listen for rhonchi”, “remove dressing after three
days”, “stop blood transfusion immediately”, “eat a variety of nutritious foods
from the five food groups” and “issue a boiled water advisory.” Resist the
temptation to vary the verbs you use simply to avoid repetition. Guidelines that
have a consistent nomenclature are often far easier to navigate. They are also
more suitable for electronic implementation - for example decision support or

automated data linkage.

Provide a justification (rationale) for the recommendation based on how
the guideline group weighed the criteria

The final EtD must include a justification (rationale) for the recommendation made
by the GDG. The justification should convey how the panel weighed up evidence
and other information, focusing on what drove their decision. It is not a
restatement of the evidence (this is summarised within the EtD), rather it should
convey the GDG’s overall interpretation of the evidence, focusing on final
deliberations and any points of disagreement. An example is provided below on
tranexamic acid.

EXAMPLE. Tranexamic acid for postpartum haemorrhage in women with
von Willebrand disease (VWD)

Justification. The recommendation for using tranexamic acid in women with
VWD during the postpartum period places a high value on the benefits of
prevention and treatment during significant life-threatening hemorrhages and
the small harms of the intervention. The intervention is not costly, and it is
acceptable to key stakeholders and feasible to implement.

The panel deliberated as to whether this recommendation should be a strong
recommendation, given the possibility of preventing life-threatening bleeding in
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the setting of very minimal risk. However, a majority could not agree on a strong
recommendation because of the lack of high-certainty evidence.

In the EtD, the GDG provided further explanation for making a conditional
recommendation

“There was a vote among panel members to make this recommendation a
strong recommendation, based on the large body of indirect evidence showing
benefits on postpartum hemorrhage, and the potentially catastrophic
consequences of this outcome in women with VWD. Out of the 13 panel
members who voted (those without conflicts of interest), 7 panel members
voted to make this a strong recommendation. This did not meet the threshold of
80% necessary to make this a strong recommendation.”

Use the EtD process to develop good practice statements

In certain circumstances, a GDG may develop actionable statements without a
systematic review of evidence. GRADE provides criteria and a proposed process
for developing these good practice statements (GPS) (Box 3).

If the criteria for a GPS are met (Box 3), then it is inappropriate to use GRADE
methods for developing a formal recommendation®®. The certainty of evidence is
not graded and the GPS must be clearly labelled as a ‘good practice statement’
(not a ‘recommendation’). The converse is also true, a question addressed by
systematic review should be developed as a formal recommendation using
GRADE methods even if only very low certainty indirect evidence was found“°. An
actionable statement developed after systematic review should not be presented
as a good practice statement (or other type of ‘statement’) simply because the
evidence is of low or very low certainty.

The basis for a good practice statement can vary. Table 4 summarises the
requirements with examples*°.

Box 3. Definition, process and criteria for developing GRADE good
practice’?®
“Good practice statements (GPSs) are developed when there is high certainty
that the desirable effects of an intervention clearly outweigh its undesirable

effects, but the body of supportive evidence is indirect and other criteria for
their development are fulfilled.”3°

As with other actionable statements, the GPS should address a prioritised
guestion framed as a PICO question, with clear population and intervention
components (may be a stand-alone question or part of a recommendation
question)

Criteria to be fulfilled:
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1. Ensure that the statement is necessary to healthcare practice (provide the
rationale, e.g. doing the alternative would be inappropriate because it would not
conform to ethical norms)

2. Assess the potential consequences of implementing the statement using EtD
criteria (should result in large positive net consequences)

3. Confirm that collecting and summarising the evidence is a poor use of a
guideline panel’s time, energy, or resources (may require a scoping search)

GRADE guidance has been approved (forthcoming) to elaborate further on this
process.

'Based on Dewidar, O., Lotfi, T., Langendam, MW., Parmelli, E., Saz Parkinson,
Z., Solo, K., et al. (2022) Good or best practice statements: proposal for the
operationalisation and implementation of GRADE guidance. BMJ Evidence-
Based Medicine, doi:10.1136/bmjebm-2022-111962.

Table 4. Description of different types of good practice statements394°

Basis of Description and Example(s)
statement | requirements

Human Underpinned by Clinical Practice Guidelines for the
rights or e human rights standards, | Appropriate Use of Psychotropic
ethics conventions and Medications in People Living with
principles principles (e.g. equality | Dementia and in Residential Aged
and non- Care
discrimination), o _ .
e ethic principles People living with dementia have the

right to voice their opinions and
make complaints. The process for
making complaints about
prescribing, administration,
dispensing or monitoring of
psychotropic medications should be
explained to the person living with
dementia, their carer(s) and/or
substitute decision-makers.

(beneficence, non-
maleficence, autonomy,
justice), or

e public health principles
(obligation to maximise
health of population)

Requires rationale; does
not require evidence

Recommendations for culturally safe
and clinical kidney care for First
Nations Australians

Health services are responsible for
mandating and delivering effective,
targeted, and sustainable cultural
safety training that actively
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based evidence)

Must be high certainty of
large desirable net
consequences (based on
EtD criteria). Requires
explicit rationale
connecting to indirect
evidence

Basis of Description and Example(s)
statement | requirements
addresses unconscious bias,
interpersonal and systemic racism,
delivered in a non-threatening and
supportive workplace.
Practice Based on professional Australian guidelines for the clinical
principles, responsibilities, ideals or care of people with COVID-19
norms and | standards including
standards Healthcare workers should provide
e professional codes of care that is within their expertise,
practice or conduct (i.e. | knowledge and capabilities, and is
formal norms) the optimal care option for the
e accepted practice in a patient. Seek specialist advice or
health system or in multidisciplinary care arrangements
public health (i.e. where these would benefit the
informal norms) patient. Use of virtual care, including
telehealth, should be considered
Must be hlgh certainty of where appropriate.
[large] desirable net
consequences (based on
EtD criteria). Requires
explicit rationale
connecting to indirect
evidence
Established | Based on scientific Australian Guidelines for the
scientific fundamentals (e.g. from Prevention and Control of Infection
evidence mechanistic, or laboratory in Healthcare (2019)

It is good practice for healthcare
workers and visitors to adhere to
norovirus exclusion periods.
Healthcare workers should not be at
work from symptom onset until 48
hours after symptom resolution. On
returning to the healthcare facility,
healthcare workers should adhere to
appropriate hand hygiene practices.

"Taxonomy based on Norris, SL. (2024) GRADE Good Practice Statements - A time
to say Good-bye? A new typology for normative statements on interventions. J
Clin Epidemiol, 171:111371. doi: 10.1016/}.jclinepi.2024.111371, and Dewidar, O., Lotfi,
T., Langendam, MW., Parmelli, E., Saz Parkinson, Z., Solo, K., et al. (2022) Good or
best practice statements: proposal for the operationalisation and implementation
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of GRADE guidance. BMJ Evidence-Based Medicine, doi:10.1136/bmjebm-2022-
111962.

6. Finalise, review and publish the EtD content and

recommendations(s)
The final version of the EtD should provide a complete and transparent account of
the GDG decisions and the basis for those decisions. In addition to meeting
NHMRC requirements, the GDG should ensure that requirements for reporting
recommendations in their guidelines are met?..

Finalise the wording of each recommendation (including remarks) and any
practical information needed to apply the recommendation

Most GDGs will agree on the direction and strength of a recommendation in
meetings, but the wording of the recommendation usually needs to be finalised
after the meeting.

Those using the guideline will also need practical information to help them
implement the recommendation. MAGICapp includes a section (tab) for ‘practical
information’ related to each recommendation and there are many good examples
on the platform (for example, see the accompanying practical information for the
recommendations in Table 4). This practical information is sometimes referred to
as ‘implementation guidance’, ‘implementation considerations, tools and tips’ or
the ‘how, who, where, what and when’ for applying the recommendation3%4°. This
practical information is intended to support the recommendation (it does not
‘stand-alone’). The GDG has complete discretion to include whatever content they
consider important for the recommendation, but this can include dose and
duration of treatment, how to monitor and discontinue treatment, considerations
for particular groups of patients, and links to external resources (including other
guidelines) and support services.

Any specific considerations for particular population groups (sometimes referred
to as ‘subgroups’) should be summarised, especially if the recommendation is
conditional on population-related characteristics.

Finalise the EtD content and the justification (rationale) for each
recommendation, ensuring these provide a transparent account of all
judgements

The final EtD should include explicit and direct links to the evidence that
underpinned each decision. Any new evidence or additional considerations that
was influential should be addressed in the framework (directly or via linked
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sources). For each EtD criterion, the GDGs judgement should be presented. It
should be clear how the GDG weighed up the evidence to reach these judgements
and the overall decision about the direction and strength of the recommendation.

Some EtD templates, such as those in GRADEpro, also have sections that address
implementation (e.g. facilitators of equitable access, health professional skill
development), monitoring and evaluation, and research priorities.

Have the GDG review the draft recommendations and supporting
information (including EtDs)

It is critical that the GDG has opportunity to review and comment on any changes
to the EtD, practical information, and in particular the recommendation prior to
publication. At a minimum, all GDG members should approve the final wording of
the recommendation.
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