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“A WHO guideline is any document, whatever its title,
that contains WHO recommendations about health
interventions, whether they be clinical, public health or
policy interventions.”
”A recommendation provides information about what
policy-makers, health-care providers or patients should
do. It implies a choice between different interventions
that have an impact on health and that have
ramifications for the use of resources.”

WHO guidelines

Why is there a standard process for
guideline development at WHO?
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Oxman et al, Lancet
2007;369:1883-9
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WHO response


Guidelines Review Committee - 2007



Internal and external members



Develop and implement procedures and
standards for WHO guidelines
– consistent with internationally accepted best
practices
– evidence-informed

– transparent explicit processes

• Peer-review feedback
• Quality assurance process
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Types of guidelines at WHO


Standard
–



Compiled or consolidated
–



Include GRC-approved recommendations

Rapid advice guidelines
–



Full systematic review and guideline development process

Compressed and abbreviated process, potential for bias

Interim
–
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Anticipate short shelf-life: follow with standard guideline

WHO guidelines

Required elements of WHO Guidelines
Scope/planning



–

Well-defined scope and target audience

–

Broad and representative guideline development group

–

Disclosure and management of all secondary interests (COI)

Evidence identification and synthesis



–

A priori development of key question for systematic reviews

–

Systematic and comprehensive evidence retrieval, synthesis
•

assessment of certainty of the body of evidence for each question

Formulation of recommendations



–

based on the evidence and other explicit considerations



Adherence to WHO reporting standards



Usable document: relevant, applicable, user-friendly
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WHO Guidelines…
 Must meet the highest quality standards for evidence-based
guidelines

 Must be based on high-quality systematic reviews of all relevant
evidence

 Use GRADE, which provides an explicit approach to:
 Assessing the quality of the evidence across studies and outcomes
 Translating evidence to recommendations

 Incorporate multiple processes to minimize bias and optimize
usability

 Must incorporate transparency in all judgments and decision making
processes
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Contributors to WHO guidelines


WHO Steering Group
–
–
–



Guideline Development Group
–
–
–



Support development of recommendations by the GDG
Draft the guideline document
Are subject to WHO Staff Regulations for COI and confidentiality
Formulate recommendations; approve the final guideline
Complete DOI; COI assessed and managed by WHO staff
Participate as individuals; do not represent institutions

Meeting Observers
–
–
–
–
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Technical consultants: provide information, opinions, guidance
Do not participate in deliberations on recommendations
Provide comments on request
No DOI needed; may represent an institution or group
WHO guidelines

Contributors to WHO guidelines (continued)


Guideline methodologists
–

–

–



Other technical experts: Systematic review team
–
–



Helps the GDG to develop recommendations informed by evidence using a
transparent and explicit process
Technical expertise on systematic review and guideline development
methods
Completes DOI; generally has no COI

Presents the SR; provides technical expertise on review methods
Completes DOI; generally has no COI

External Review Group
–
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Peer review
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Guideline Development Group decision making
Every effort should be made
to achieve consensus!
~ everyone can live with the recommendation
- Recommendation is refined to achieve that
- No minority view
- Everyone’s views are encompassed
- Environment of respect, trust, collegiality
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Susan L. Norris (norriss@who.int)

Guideline development
Scope the guideline

GRC Secretariat support

DOI and COI management
Set up GDG and External Review Group
Formulate PICO questions
Select outcomes

GRC approval - Proposal

Evidence retrieval, assessment, synthesis
GRADE – certainty of the body of evidence
Formulate recommendations
Include explicit consideration of:
- Benefits and harms
- Resource use
- Feasibility, equity, acceptability

Disseminate, implement
Evaluate impact

GRC approval
Final guideline

Formulating questions and choosing
outcomes


Step 1: Generate an initial list of questions



Step 2: Draft PICO questions



Step 3: List relevant outcomes



Step 4: Comment and revise



Step 5: Rate outcomes



Step 6: Prioritize questions
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PICO


Population, Intervention, Comparator, Outcome



Who is targeted; What action is considered; What are
alternatives; What is purpose of recommendation

E.g.: In girls aged 9-13 years (P), does HPV vaccine (I) compared with
no vaccination (C), reduce the incidence of cervical carcinoma (O)
E.g. 2: In an urban population (P), is exposure to an environmental
chemical (I) compared to no exposure (C) , associated with an increase
risk of cancer (O)
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Guideline development
Scope the guideline

GRC Secretariat support

DOI and COI management
Set up GDG and External Review Group
Formulate PICO questions
Select outcomes

GRC approval - Proposal

Evidence retrieval, assessment, synthesis
GRADE – certainty of the body of evidence
Formulate recommendations
Include explicit consideration of:
- Benefits and harms
- Resource use
- Feasibility, equity, acceptability

Disseminate, implement
Evaluate impact

GRC approval
Final guideline

Grades of Recommendation Assessment,
Development and Evaluation

www.gradeworkinggroup.org
2008 BMJ series
2011 JCE series
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GRADE: Grades of Recommendation
Assessment, Development and Evaluation


Aim: to develop a common, transparent and sensible
system for grading the quality of evidence and the
strength of recommendations (over 100 systems)



International group of guideline developers,
methodologists, and clinicians from around the world
(>100 contributors) – since 2000



International group: ACCP, AHRQ, Australian NMRC,
BMJ Clinical Evidence, CC, CDC, McMaster Uni., NICE,
Oxford CEBM, SIGN, UpToDate, USPSTF, WHO
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GRADE: Grades of Recommendation
Assessment, Development and Evaluation
Involves two fundamental determinations:


Quality/certainty of evidence: reflects the extent of our
confidence that the estimates of an effect are adequate
to support a particular decision or recommendation.



Strength of recommendation: reflects the extent to which
we can, across the range of patients for whom the
recommendations are intended, be confident that
desirable effects of a management strategy outweigh
undesirable effects.
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Certainty/quality of the body of evidence
for each outcome
1.
Establish initial
level of confidence
Study design

Randomized
trials

Initial confidence
in an estimate of
effect
High
confidence

2.
Consider lowering or raising
level of confidence

3.
Final level of
confidence rating

Reasons for considering lowering
or raising confidence

Confidence
in an estimate of effect
across those considerations

 Lower if

 Higher if

Risk of Bias

Large effect

Inconsistency

Dose response

Indirectness
Observational
studies

Low
confidence

All plausible
confounding & bias
Imprecision
 would reduce a
Publication bias
demonstrated
effect
or
 would suggest a
spurious effect if
no effect was
observed
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High

Moderate

Low


Very low


Definition of certainty/quality
of evidence
 High: Further research is very unlikely to change
confidence in the estimate of effect.

 Moderate: Further research is likely to have an
important impact on confidence in the estimate of effect
and may change the estimate.
 Low: Further research is very likely to have an important
impact on confidence in the estimate of effect and is
likely to change the estimate.
 Very low: We have very little confidence in the effect
estimate: Any estimate of effect is very uncertain.
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Evidence-to-decision table
Recommendation:
Population:
Intervention:
Factor
Quality of the evidence

Decision
□ High
□ Moderate
□ Low
□ Very low
Balance of benefits versus harms □ Benefits clearly outweigh harms
□ Benefits and harms are balanced
□ Potential harms clearly outweigh potential benefits
□ No major variability
□ Major variability
Resource use
□ Less resource-intensive
□ More resource-intensive
Overall strength of the recommendation: (strong or conditional)
Research gaps:
Values and preferences
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Strength of recommendation
“The strength of a recommendation reflects the extent to
which we can, across the range of patients for whom the
recommendations are intended, be confident that
desirable effects of a management strategy outweigh
undesirable effects.”

• Strong
• Conditional
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Implications of
a strong recommendation


Patients: Most people in this situation would want the
recommended course of action and only a small
proportion would not



Clinicians: Most patients should receive the
recommended course of action



Policy makers: The recommendation can be adapted
as a policy in most situations
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Example: strong recommendation
 An alcohol intake assessment is recommended for all
persons with HCV infection followed by the offer of a
behavioural alcohol reduction intervention for persons
with moderate-to-high alcohol intake.
 (Strong recommendation, moderate quality of evidence)
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Example: conditional recommendation
 In resource-limited settings with high TB incidence…
adults… living with HIV… with a positive tuberculin skin
test and active TB has been ruled out, should receive 36
months of INH…
 Conditional recommendation, low quality evidence.

 Remarks: there is more benefit in 36 months than 6
months treatment.
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Outcome

Critical

Outcome

Critical

Outcome

Important

Outcome

Not

High
Moderate
Low
Very low
Estimate of effect for
each outcome

Grade
up

P
I
C
O

Grade
down

RCTs start high
Observational
studies start low
Risk of bias
Inconsistency
Indirectness
Imprecision
Publication bias
Large effect
Dose response
Confounders

Systematic review
Guideline development
Formulate recommendations:
• For or against (direction)
• Strong or conditional (strength)
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By considering:
 Quality of evidence
 Balance benefits/harms
 Acceptability/feasibility
 Equity
 Resource use
WHO guidelines

Grade
overall quality of evidence
across outcomes:
High, moderate, low, very low
“We recommend X …”
“We suggest X…”
“We recommend against X …”
“We suggest against X …”

GRC members
 30 in total: 6 regional offices, 5 external, 11 HQ
– Wide recruitment; making selections now

 Technical appointments made by the DG
 Nominations to the DG based on cluster distribution,
technical expertise, gender balance
 Represent themselves as individuals, NOT their cluster
or organization

 Meetings are confidential
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Declaration of interests
WHO revised policy in 2014


Declaration of interests:
–
–
–
–
–
–
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Employment, consulting
Research support
Investment interests
Intellectual property
Intellectual interests
Public statements and positions



Public comment period (bios posted for 14 days)



Internet search (due diligence)
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13th General Programme of Work
Based on the recommendations of the evaluation of WHO’s
normative work, WHO will…
 “establish guiding principles and quality assurance
procedures for the design, formulation and
dissemination/follow-up of all normative products (all
normative products, including strategies, road maps and
global action plans will be based on agreed standards and
reviewed independently, as is the case for technical
guidelines)”
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Key messages for senior management
1. Guidelines by any other name…are still guidelines.
a.
b.

Same principles and basic methods
Includes emergency guidelines

2. The GRC and its Secretariat add value for technical normative guidance.
a.

Not every information product benefits from GRC processes/methods.

3. Recommendations are formulated by individuals external to WHO/UN.

4. Critical issues for trustworthiness and impact:
a.
b.
c.
d.

5.

Scope: realistic, focused on uncertainties, esp. intervention effectiveness
Takes resources to do well
DOI must be collected; COI must be managed for ALL information products
Consider the end-user throughout; derivative products

Clearance process: Director to GRC to ADG
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Disposition of 1st submissions guidelines
to the GRC 2012-2017
N=127
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Reasons for initial non-approval* 1st submissions of
guidelines to the GRC (2014-17)
N=65
Suboptimal composition or inadequate description
of the guideline contributor groups
Concerns regarding reporting/ assessment of DOI,
COI or funding sources
Inappropriate methods for systematic review(s) or
inadequate description
Inadequate information on quality assessment of
the evidence
Problems with recommendations

*Includes conditional approval
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n (%)
39 (60)

39 (60)

58 (89)

54 (83)

65 (100)

Challenges




Identifying/meeting Member States’ needs
Prioritizing guideline topics across technical units
Global guidelines, local implementation
–







Providing sufficient information for local use/adaptation

Efficiency in guideline development
–

Decentralized, external development

–

Using guidelines developed by other entities

Quality assurance for all technical normative guidance
Resource constraints: guideline developers, GRC Secretariat
Guideline methods: unique needs
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WHO guidelines quality

Burda et al. Public Health 2014
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WHO guidelines quality

Burda et al. Public Health 2014
37 |

WHO guidelines

Data-to-outcomes continuum:
Many types of ‘guidelines’ at WHO

Data
Collection

Primary research

Evidence selection
& synthesis

Recommendations

Uptake
(research & recommendations)

Guidelines
Health Technology Assessment
Essential Medicines/devices Lists
EVIPNET
Alliance for Health Policy and Research
Health Evidence Networks
IARC
Policy briefs
Global action plans
Etc.
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Evaluate

Improved
outcomes

Determinants of quality
 RCTs start at “high quality”
 Observational studies start at “low quality”

 5 factors that can lower quality
1.
2.
3.
4.
5.

limitations in detailed design and execution (risk of bias criteria)
Inconsistency (or heterogeneity)
Indirectness (PICO and applicability)
Imprecision (number of events and confidence intervals)
Publication bias

 3 factors can increase quality
1.
2.
3.
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large magnitude of effect
all plausible residual confounding may be working to reduce the
demonstrated effect or increase the effect if no effect was observed
dose-response gradient

WHO guidelines

