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01. 

 

There are a number of challenges surrounding the development of CPGs and CDSTs for Rare 
Diseases. One of the most relevant barriers is the lack of high-quality evidence, which cutting-edge 
methodological frameworks like GRADE1 rely on.  

Therefore, there is a need for specific methodological approaches that can provide reliable and 
useful Clinical Practice Guidelines (CPGs) and Clinical Decision Support Tools (CDSTs) for rare 
diseases. The project also aims to provide a common methodology in order to harmonise the 
process for developing CPGs and CDSTs. 

  

BACKGROUND 
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03. 

 

The Adaptation and Adoption of CPGs and CDSTs for Rare Diseases handbook is based on well-
founded and internationally recognised adaptation methodologies and resources, notably the 
ADAPTE process2 and GRADE ADOLOPMENT3. 

The ADAPTE collaboration is an international group of researchers, guideline developers, and 
guideline implementers who proposed a framework and a systematic methodology for the 
adaptation of existing Clinical Practical Guidelines (CPGs), in order to promote the development and 
use of high-quality CPGs. The adaptation process described in the manual and toolkit were designed 
to ensure that the final recommendations address specific clinical questions relevant to the context 
of use and address the needs, priorities, legislation, policies, and resources in the target setting, 
without determining the validity of the resulting recommendations 2, 4.  

The ADAPTE process has multiple applications. It was designed to be flexible, and not all chapters 
may be relevant to the users. The rationale behind the development of this Adaptation and Adoption 
of CPGs and CDSTs for Rare Diseases handbook is to facilitate the application of the ADAPTE 
process in the adoption or adaptation of a single CPG. It also offers guidance for the adoption and 
adaptation of CDSTs based on the ADAPTE process. 

The GRADE-ADOLOPMENT approach was also considered for CPGs or CDSTs originally developed 
using GRADE (Grading of Recommendations Assessment, development and Evaluation) 3. The use 
of GRADE Evidence to decision (EtD) frameworks facilitates the adoption or adaptation of 
documents to the setting, context, and culture of a specific region or country 3. The most important 
basis for updating is the existence of a trustworthy systematic review that can then be used for 
judgement purposes by the working group. In addition, evidence and the associated judgements are 
presented transparently, allowing the adaptation working group to draw up recommendations 
appropriate to the ERN context. 

 
  

METHOD 









https://en.wikipedia.org/wiki/Clinical_laboratory




16 

 
DIRECTORATE-GENERAL FOR HEALTH AND FOOD SAFETY 

  
 

 

 

06. 

 

Determining whether recommendations, activities or procedures are valid involves two phases: 
assessment and decision-making. The aim of the assessment phase is to provide the adaptation 
working group with enough information to make a decision on whether to adopt or adapt a single 
CPG or a CDST (Figure 2).  

Figure 2. Assessment and decision-making phases  

 

Once the assessment has been completed, with the results of the assessment with regards to 
currency, consistency, acceptability/applicability and clarity of presentation in hand, the working 
group should consider all the factors, discuss and reach a consensus decision. Precise rules and 
firm solutions to this assessment cannot be provided. Working group members should undertake 
an analysis and make their own judgements, discussing the issues and the appropriateness of the 
conclusions (e.g. the group may consider that certain factors have a stronger influence and impact 
on their final decision). Above all, the process should be transparent and judgements involved 
explicit (see Annex 1).  

ASSESSMENT &  
DECISION-MAKING 
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Figure 3. Decision making algorithm for the acceptance of a recommendation or set of 
recommendations of an existing CPG for rare diseases 

 

 

6.2 I Clinical Consensus Statements 
Clinical consensus statements offer specific recommendations on a topic. They reflect opinions 
reached by consensus, using an explicit methodology to identify areas of agreement and 
disagreement. Clinical consensus statements are more applicable to situations where evidence is 
limited or lacking, yet there are still opportunities to reduce uncertainty and improve quality of 
care11.  

If after conducting the following analysis the working group considers that a recommendation or 
set of recommendations of the clinical consensus statements cannot be directly adopted and 
implemented in the ERN context, the working group should consider whether the rest of the 
document can be adopted or whether a de novo document would be preferable. To do this, the 
group should consider the degree to which the document is affected. If it is significantly affected, 
a de novo process is suggested. In that case, the retrieved clinical consensus can be used as one of 
the base documents for further development. Hence, no guidance is given to adapt clinical 
consensus statements. 

6.2.1 I Assessment phase 

The assessment of a Clinical Consensus Statement is performed by analysing the 
recommendations, one by one, with regards to the following aspects : 

6.2.1.1 I Quality appraisal  

Handbook #2: Appraisal of Existing CPGs and CDSTs for Rare Diseases sets out the criteria for 
assessing the methodological quality of Clinical Consensus Statements for Rare Diseases. 
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Patient perspectives  

Does the recommendation meet patient views and preferences in the context of use (acceptable)? 

The working group should consider whether each recommendation is compatible with patient 
preferences and values in the ERN context.  

Ideally patients and/or carers will have been included in the group entrusted with developing the 
clinical consensus statements (see Handbook #5: Methodology for the Development of Clinical 
Consensus Statements for Rare Diseases). 

Intervention/ resources available  

Are the intervention and/or equipment addressed in the recommendation available in the context of 
use (applicable)? 

A recommendation should improve access to care, so the working group should consider whether 
the intervention is available in the ERN context (e.g. equipment, diagnostic tests and/or treatments).  

If a recommendation is finally adopted, the availability of the intervention/resource should be 
evaluated by a specialised committee for local implementation. 

Expertise (knowledge and skills) available  

Is there the necessary expertise (knowledge and skills) available in the context of use (applicable)? 

It is necessary to determine whether health professionals involved in the treatment of patients in 
the given context have the necessary technical expertise. If not, it should be considered whether 
specific training is feasible and under what conditions it should be provided.  

Barriers (legislation, organization, policies)  

Are there any constraints, organisational barriers, legislation, policies, and/or resources in the health 
care setting of use that would impede the implementation of the recommendation (applicable)? 

The potential organisational barriers (e.g. resistance due to available resources, perception of 
effectiveness, etc.) to the implementation of a recommendation should be described. If the working 
group is not aware of this information, management experts could be consulted.  

If there are legislative or regulatory barriers at European level, policy/decision makers and 
management experts can inform accordingly. In the subsequent implementation phase, the 
existence of barriers in local settings that would impede the implementation of the proposed 
interventions should be considered. 

Compatible with the cu lture  

Is the recommendation compatible with the culture and values in the setting where it is to be used 
(acceptable and applicable)? 

Cultural and ethical differences can be decisive for the proper implementation of a recommendation 
in the European context. Consequently, recommendations should represent the norms and values 
of specific groups, communities or populations to ensure their relevance to local practice. The 
adaptation group should consider whether a recommendation addresses this factor correctly in 
order to accept or reject it. 
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procedure, the adaptation working group should consider the relevance of addressing the broader 
definition of the population. If the adaptation working group does not consider it necessary to 
broaden the population, only the activity or procedure addressed for the initially defined 
population would be considered. 

Patient perspectives  

Does the intervention meet patient views and preferences in the context of use (acceptable)? 

The working group should consider whether each activity or procedure is compatible with patient 
preferences and values in the setting where it is to be used.  

Patient perspectives may have been considered in different approaches. Values and preferences 
may have been reflected in the evidence on which the activity or procedures is based, e.g. when an 
activity or procedure is based on one or more CPGs, it should be noted whether patient perspectives 
have been considered. Patients may also have been involved as developers in the working group 
entrusted with developing the diagnostic, monitoring and therapeutic pathway/evidence-based 
protocol or as reviewers of the draft, and/or clinicians may have made a subjective judgement 
based on their personal experience in the management and interaction with patients. 

Intervention/ resources available  

Are the intervention and/or equipment addressed in the activity or procedure available in the context 
of use (applicable)? 

The working group should assess whether each intervention targeted in an activity or procedure is 
available in the ERN context or whether it could be available in the near future (e.g. equipment, 
diagnostic tests and/or treatments).  

As mentioned previously, since the implementation of the diagnostic, monitoring and therapeutic 
pathway/evidence-based protocol is local, if the activity or procedure is finally adopted or adapted, 
the availability of the intervention/resource will be evaluated by a specialised local committee.  

Expertise (knowledge and skills) available  

Is there the necessary expertise (knowledge and skills) available in the context of use (applicable)? 

As mentioned previously with regard to CPGs, it is necessary to determine whether the required 
expertise exists among health professionals involved in patient management in the ERN context, in 
order to carry out the proposed activity or procedure. When the technical expertise does not yet 
exist, the working group should consider whether specific training is possible and under what 
circumstances it should take place in the ERN context.  

Barriers (legislation, organisation, policies)  

Are there any constraints, organisational barriers, legislation, policies, and/or resources in the health 
care setting of use that would impede the implementation of the recommendation (applicable)? 

The working group should identify potential barriers to the implementation of an activity or 
procedure. If the adaptation working group is not aware of this information, management experts 
should be consulted to better understand the situation.  

It is very important to analyse whether there are organisational barriers to implementing an activity 
or a procedure (e.g. resistance due to available resources, perception of effectiveness, etc.) for it to 
be accepted by health professionals. 

At this point, ppolicy makers and management experts can advise the working group on European 
legislation and regulatory matters. It should be noted that the existence of constraints in legislation, 





32 

 
DIRECTORATE-GENERAL FOR HEALTH AND FOOD SAFETY 

  
 

 

development, update or review of the document or new evidence has been 
detected, and this is likely to affect the validity of the activities or procedures, the 
working group should update them. 

o Based on the acceptability/applicability assessment, and taking into consideration 
the ERN context, the adaptation to the context should be carried out (based on an 
adaptation plan). 

o Based on the clarity assessment, it may be necessary to check the wording of the 
activities and/or procedures, and especially their integration in the 
algorithm/diagram, making it easier to read and/or more concise. 

 

Figure 5. Decision-making algorithm for the acceptance of an activity or procedure of an existing 
Diagnostic, Monitoring and Therapeutic Pathway or an Evidence-Based Protocol for Rare Diseases. 

 

6.5 I Quality measures 

6.5.1 I Assessment phase 

The retrieved Quality Measure (QM) tools is assessed by analysing them with regards to the 
following aspects 2: 
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07. 

 

Once the decision to adopt the CPG or CDST has been made, the panel will proceed to the 
implementation phase (see Handbook #12: Implementation and Evaluation of the Uptake of CPGs 
and CDSTs for Rare Diseases) (Figure 7).  

Figure 7. Adoption phase 

  

 
  

ADOPTION 
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08. 

 

If the working group considers that a recommendation, an activity or procedure, an indicator or set 
of indicators need to undergo an adaptation process (Figure 8), a decision should be taken on the 
extent to which they should be reviewed. When modifying an existing CPG or CDST, caution should 
always be taken not to modify recommendations to the extent that they no longer conform to the 
evidence on which they are based.  

Figure 8. Adaptation phase 

 

This information will be included in a plan, which will comprise details of the topic, membership of 
the working group, declaration of competing interests and a proposed timeline. It is desirable to set 
a standard of transparency, rigour and reproducibility. The adaptation plan shall be annexed to the 
draft of the adapted document, providing a detailed explanation of the process used to derive 

ADAPTATION 
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09. 

 

After the adaptation process, both adapted CPGs and CDSTs must undergo an external review by 
recognised experts in the field and patient representatives to ensure their quality, validity and 
applicability, in order to guarantee the support of stakeholders.  

In the case of adapted diagnostic, monitoring and therapeutic pathways and evidence-based 
protocols, diagrams or algorithms describing the sequence of established activities or procedures 
must be included. 

If the document has been adopted or adapted, the format and style of the CPG or CDST should be 
considered. Final documents should be easily accessible to end-users, and it is desirable for a 
patient version to be provided. Final versions should also include a plan for future updates.  

For further information on these aspects, please consult the respective chapters of Handbooks #4-
11: Methodology for the Development of CPGs and CDSTs. 

 
  

EDITION OF THE FINAL 
ADOPTED OR ADAPTED 
DOCUMENT 
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11. 

 

 

 

Type of document: Clinical Practice Gui deline 
Name of the document  

ERN  

Working group  

Assessment Phase 

 Notes (recommendation, clinical question, section 
affected, proposed changes, etc.) 

Currency Have more than 3 years passed since the document was 
developed/reviewed/updated? 
 
Are you aware of any relevant new evidence which could affect 
a recommendation or set of recommendations? If so, please 
provide a reference for this new evidence. 
 
Is there any new evidence to invalidate any of the 
recommendations comprising the CPG? 
 

Consistency Has the evidence been generated via a systematic review? 
 
Is the selected evidence reported? Is the way in which the 
evidence has been summarised and interpreted reported? 
 
Is the interpretation of the evidence consistent with the 
formulation of recommendations? 
 

Acceptability/Applicability Please indicate which recommendations are affected 

Worth Does the benefit to be gained from implementing the 
recommendation make it worth implementing (acceptable)? 

ANNEX 11.1 I Assessment and Decision-Making Phase Checklist 

ANNEXES 
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Population Does the population described for eligibility match the 
population to which the recommendation is targeted in ERN 
context (acceptable)? 
 

Patient perspective Does the intervention meet patient views and preferences in 
the ERN context (acceptable)? 
 

Intervention/resources 
available 

Are the intervention and/or equipment addressed in the 
recommendation available in the ERN context (applicable)? 
 

Expertise (knowledge 
and skills) available 

Is the necessary expertise (knowledge and skills) available in 
the ERN context (applicable)? 
 

Barriers (legislation, 
organization, policies) 

Are there any constraints, organisational barriers, legislation, 
policies, and/or resources in the ERN context that would impede 
the implementation of the recommendation (applicable)? 
 

Compatible with the 
culture 

Is the recommendation compatible with the culture and values 
in the ERN context (acceptable and applicable)? 
 

Decision-Making Phase 

Based on the consistency assessment, 
which recommendations need to be 
updated or adapted? 
 

 

Based on the currency assessment, 
which recommendations need to be 
updated? 

 

Based on the 
acceptability/applicability assessment, 
which recommendations need to be 
adapted? 
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Type of document: Clinical Consensus Statements  
Name of the document  

ERN  

Working group  

Assessment Phase 

 Notes (recommendation, clinical question, section 
affected, proposed changes, etc.) 

Currency Have more than 3 years passed since the document was 
developed/reviewed/updated? 
 
Are you aware of any relevant new evidence which could affect 
a recommendation or set of recommendations? If so, please 
provide a reference for this new evidence. 
 
Is there any new evidence to invalidate any of the 
recommendations? 
 

Consistency Is the method used to reach consensus described? 
 
Is the process used to define the clinical question and 
recommendation described? 
 
Has the evidence been generated via a systematic review? Is 
the selected evidence reported? 
 
Is the level of consensus revealed?  
 
Is there an explicit relationship between each recommendation 
and the evidence on which it is based or the degree of 
agreement of the expert consensus? 
 

Acceptability/Applicability Please indicate which recommendations are affected 

Worth Does the benefit to be gained from implementing the 
recommendation make it worth implementing (acceptable)? 
 

Population Does the population described for eligibility match the 
population to which the recommendation is targeted in the ERN 
context (acceptable)? 
 

Patient perspective Does the intervention meet patient views and preferences in 
the ERN context (acceptable)? 
 

Intervention/resources 
available 

Are the intervention and/or equipment addressed in the 
recommendation available in the ERN context (applicable)? 
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Expertise (knowledge 
and skills) available 

Is there the necessary expertise (knowledge and skills) available 
in the ERN context (applicable)? 
 

Barriers (legislation, 
organization, policies) 

Are there any constraints, organisational barriers, legislation, 
policies, and/or resources in the ERN context that would impede 
the implementation of the recommendation (applicable)? 
 

Compatible with the 
culture 

Is the recommendation compatible with the culture and values 
in the ERN context (acceptable and applicable)? 
 

Decision-Making Phase 

Based on the consistency assessment, 
which recommendations would be 
adopted? 

 

Based on the currency assessment, 
which recommendations would be 
adopted? 

 

Based on the 
acceptability/applicability assessment, 
which recommendations would be 
adopted? 
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Type of document : Diagnostic, Monitoring and Therapeutic  
Pathwa 
Name of the document  

ERN  

Working group  

Assessment Phase 

 Notes (recommendation, clinical question, section 
affected, proposed changes, etc.) 

Currency Have more than 3 years passed since the document was 
developed/reviewed/updated? 
 
Are you aware of any relevant new evidence which could affect 
an activity or a procedure? If so, please provide a reference for 
this new evidence. 
 
Is there any new evidence to invalidate any of the activities or 
procedures comprising the Diagnostic, Monitoring and 
Therapeutic Pathway? 
 

Consistency Has the evidence been generated via a systematic review? 
 
Is the selected evidence reported? Is the way in which the 
evidence has been summarised and interpreted reported? 
 
Does the algorithm, diagram or supporting tool properly reflect 
the activities or procedures? 
 
Have indicators been established? 
 

Acceptability/Applicability Please indicate which recommendations are affected 

Worth Does the benefit to be gained from implementing an activity or 
a procedure make it worth implementing (acceptable)? 
 

Population Does the population described for eligibility match the 
population to which an activity or a procedure is targeted in the 
ERN context (acceptable)? 
 

Patient perspective Does the intervention meet patient views and preferences in 
the ERN context (acceptable)? 
 

Intervention/resources 
available 

Are the intervention and/or equipment addressed in the 
recommendation available in the ERN context (applicable)? 
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Expertise (knowledge 
and skills) available 

Is the necessary expertise (knowledge and skills) available in 
the ERN context (applicable)? 
 

Barriers (legislation, 
organization, policies) 

Are there any constraints, organisational barriers, legislation, 
policies, and/or resources in the ERN context that would impede 
the implementation of the activity or procedure (applicable)? 
 

Compatible with the 
culture 

Is the activity or procedure compatible with the culture and 
values in the ERN context (acceptable and applicable)? 
 

Clarity of presentation Are activities and procedures properly reflected in the 
algorithm, diagram of supporting tool provided? 

Decision-Making Phase 

Based on the consistency assessment, 
which activities or recommendations 
need to be updated or adapted? 
 

 

Based on the currency assessment, 
which activities or recommendations 
need to be updated? 

 

Based on the 
acceptability/applicability assessment, 
which activities or recommendations 
need to be adapted? 

 

Based on the clarity of presentation 
assessment, which activities or 
recommendations need their wording 
to be reviewed? Does the algorithm, 
diagram or supporting tool need to be 
reviewed? 
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Type of document: Evidence-Based Protocol 
Name of the document  

ERN  

Working group  

Assessment Phase 

 Notes (recommendation, clinical question, section 
affected, proposed changes, etc.) 

Currency Have more than 3 years passed since the document was 
developed/reviewed/updated? 
 
Are you aware of any relevant new evidence which could affect 
an activity or a procedure? If so, please provide a reference for 
this new evidence. 
 
Is there any new evidence to invalidate any of the activities or 
procedures comprising the evidence-based protocol? 
 

Consistency Has the evidence been generated via a systematic review? 
 
Is the selected evidence reported? Is the way in which the 
evidence has been summarised and interpreted reported? 
 
Does the algorithm, diagram or supporting tool properly reflect 
the activities or procedures? 
 
Have indicators been established? 
 

Acceptability/Applicability Please indicate which recommendations are affected 

Worth Does the benefit to be gained from implementing an activity or 
a procedure make it worth implementing (acceptable)? 
 

Population Does the population described for eligibility match the 
population to which an activity or a procedure is targeted in the 
ERN context (acceptable)? 
 

Patient perspective Does the intervention meet patient views and preferences in 
the ERN context (acceptable)? 
 

Intervention/resources 
available 

Are the intervention and/or equipment addressed in the 
recommendation available in the ERN context (applicable)? 
 

Expertise (knowledge 
and skills) available 

Is the necessary expertise (knowledge and skills) available in 
the ERN context (applicable)? 
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Barriers (legislation, 
organization, policies) 

Are there any constraints, organisational barriers, legislation, 
policies, and/or resources in the ERN context that would impede 
the implementation of the activity or procedure (applicable)? 
 

Compatible with the 
culture 

Is the activity or procedure compatible with the culture and 
values in the ERN context (acceptable and applicable)? 
 

Clarity of presentation Are activities and procedures properly reflected in the 
algorithm, diagram of supporting tool provided? 

Decision-Making Phase 

Based on the consistency assessment, 
which activities or recommendations 
need to be updated or adapted? 
 

 

Based on the currency assessment, 
which activities or recommendations 
need to be updated? 

 

Based on the 
acceptability/applicability assessment, 
which activities or recommendations 
need to be adapted? 

 

Based on the clarity of presentation 
assessment, which activities or 
recommendations need their wording 
to be reviewed? Does the algorithm, 
diagram or supporting tool need to be 
reviewed? 
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Type of document: Quality Measures 
Name of the document  

ERN  

Adaptation group  

Assessment Phase 

 Notes (recommendation, clinical question, section 
affected, proposed changes, etc.) 

Currency Is the QM tool or set of indicators in current use or has it been 
pilot tested in the last 3 years? 
 
Are you aware of any relevant new evidence which could affect 
an indicator or set of indicators? If so, please provide a 
reference for this new evidence. 
 
Are you aware of any relevant advance in the composition of 
information systems, codification and official standardised 
definitions? 
 
Are you aware of any new methodologies or relevant innovation 
in the development of measurement artefacts? 

Consistency Construct validity: Has a clearly documented scientific basis for 
the QM tool been provided? 
 
Face validity: Does the indicator measure what it is intended to 
measure? Have the methodology and interpretation of the 
mathematical instruments been discussed properly? 
 
Reliability: Have the population and setting of the QM tool been 
adequately discussed and transferred to the indicator? 
 

Acceptability/Applicability Please indicate which recommendations are affected 

Worth Does the benefit to be gained from implementing the indicator 
make it worth implementing (acceptable)? 
 

Population Does the population described for eligibility match the 
population to which the indicator is targeted in the local setting 
(acceptable)? 
 

Patient perspective Does the indicator meet patient views and preferences in the 
context of use (acceptable)? 
 

Intervention/resources 
available 

Are the structural and analytical resources available in the 
context of use (applicable)? 
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Expertise (knowledge 
and skills) available 

Is the necessary expertise (knowledge and skills) available in 
the context of use (applicable)? 
 

Barriers (legislation, 
organization, policies) 

Are there any constraints, organisational barriers, legislation, 
policies, and/or resources in the health care setting of use that 
would impede the implementation of an indicator (applicable)? 
 

Compatible with the 
culture 

Is the indicator compatible with the culture and values in the 
setting in which it is to be implemented (acceptable and 
applicable)? 

Decision-making Phase 

Based on the results of the previous 
assessment of consistency, does the 
QM tool need to be updated or 
adapted? 
 

 

Based on the currency assessment, 
which indicators need to be updated? 

 

Based on the 
acceptability/applicability assessment, 
which indicators need to be adapted? 
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Clinical  Practice Guidelines  

 Yes/No 

Overview material: 
o Structured abstract 
o Date of adaptation 
o Status (original, adapted, revised, updated) 
o Print and electronic sources 

 

List of working group members and their credentials, declaration of 
conflicts of interest  

List of funding source(s)  

Key recommendations  

Introduction and background  

Scope and purpose  

Description of the target audience of the CPG  

Description of the target patients  

Methodology approach  

 

Clinical question(s), including an introduction to the chapter 
 

Recommendations 
o Risks and benefits associated with the recommendations 
o Specific circumstances under which to perform the 

recommendation 
o Strength of recommendation 

 

Supporting evidence and information for the recommendations 
o Rationale behind the recommendations 
o Presentation of additional evidence 
o How and why existing recommendations were modified 

 

Algorithm(s) of diagnostic and therapeutic strategies  

ANNEX 11.2 I Checklist of Adapted Documents Content 


















