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WHO Evidence-Informed Guideline
Development Process

e WHO continually provide health recommendations

e Many concerns were raised related with the variety of
methods, format of presentation and type of
recommendations
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WHO Evidence-Informed Guideline

Development Process

Use of evidence in WHO recommendations

A ndrewe D Cecrman, John N Lavis, AH e Fretheinm

Summary

Background WHO regulations, dating back to 1951, emphasise the role of expert opinion in the development of
recommendations. However, the organisation’s guidelines, approved in 2003, emphasise the use of systematic reviews
for evidence of effects, processes that allow for the explicit incorporation of other types of information (including
values), and evidence-informed dissemination and implementation strategies. We examined the use of evidence,
particularly evidence of effects, in recommendations developed by WHO departments.

Methods We interviewed departiment direckors (or their delegabes) at W HO headquarters in Geneva, Switzerland, and
reviewed a sample of the recommendation-containing reports that were discussed in the interviews (as well as related
background documentation). Two individuals independently analysed the interviews and reviewed key features of the
reports and background documentation.

Findings Systematic reviews and concise summaries of findings are rarely wsed for developing recommmendations.
Instead, processes usually rely heavily on experts in a particular specialty, rather than representatives of those who
will have to live with the recommendations or on experts in particular methodological areas.

Interpretation Progress in the development, adaptation, dissemination, and implementation of recommendations for
member stakes will need leadership, the resources necessary for WHO to undertake these processes in a transparent
and defensible way, and cdlose attention to the current and emerging research likerature related to these processes.

Introduction collection, amalysis, and interpretation of the results.

Every year, WHO develops a large number of However, systematic reviews are only as good as the
recommendations  aimed at many different target evidence that they summarise. There might be no
audiences, including the general public, healthcare evidence. When there is evidence, judgments are stll

professionals, managers working in health facilities (eg,
hospitals) or regions (ep, districts), and public

policymakers in member states. These recommendations
address a wide range of clinical, public health, and health
policy topics related to achieving health goals. WHO's
regulations emphasise the role of expert opinion in the

needed about the gquality and, espedally for public
health and health policy topics, its applicability in
different cortexts. =

Evidence of effects nesds to be complementsd by
information about needs, factors that could affectwhether
efectiveness will be realised in the field, such as the
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WHO Evidence-Informed Guideline
Development Process

WORLD HEALTH ORGANIZATION

Subject: Establishment of a WHO Information Note 16/2007
Guidelines Review Committee

Distribution: All Staff Date: 09 May 2007

In response to concerns about the quality of WHO guidelines, and following up on
recommendations by The Advisory Committee on Health Research (ACHR) and
resolution EB120.R15 of the 120" Session of the Executive Board, this note announces the
establishment of a WHO Guidelines Review Committee (GRC). The GRC will develop
and implement standards and procedures for guideline development that ensure that WHO
guidelines are consistent with internationally accepted best practice, including appropriate

use of evidence.




GRC: Terms of Reference

1. Defining appropriate and standardized processes related to
guideline development

2. Ensuring that all guidelines prepared by WHO comply with
the WHO Handbook for Guideline Development

3. Developing and implementing a plan to build capacity of
WHO staff to develop guidelines

4. Develop collaboration and cooperation with other
organizations and international networks that have
methodological expertise




Quality: 123 WHO Guidelines
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WHO Guidelines Production
Process

A WHO
department

The guideline is produced

Initial
nita by the WHO department

Final Relevant

Initial

decidesto e approval for (i.e. from a few months SRR approva SR
producea GRC development to 2-3 years time frame) GRC obtained
guideline (ADG or DGO)

from from from from from

GRC GRC WHO GRC through external
Secretariat members Collaborating WHO lists of experts on

Centres technical guideline
experts production




WHO Evidence-Informed Guideline
Development Process

Table 1.2. Characteristics of the types of guidelines produced by WHO

Type of guideline Purpose Scope Developer New orexisting recommendations Development
period
Primary types of guidelines
Standard Ta prondde recomene nd atians on 35 pedic 1opi Focused or WHD technicall stall Usually i may conain existing maommenda- 6 mantfs 1o
arcandison camgehensive tices i 1hey hawe Deen evaluated and updated 2 yean
a5 agnmpriiaie
Consolidated To aggregate all the exising quidance on Comgeehemsive WHD techmical staff  Existing recommendations thathavebeen evalu- 110 2years
disease ar condition ated and found 1o beup to date; maycon tain
same new recammendations
Imtesim To provide guidance when new inferveniions, Focused WHO technical staff — Mew 610 9months
exposures ordiseases aris e or when new evi-
dence becomes available ar data are Wely 10 be
incomplete
Guidelines produced in To meetan emergent or wrgent public healih Focused WHO technical staff  Usually new; may contain existing meommenda- 110 3manths
FESPANGE 10 an emer- need when the short timelinem andates a modi- fians if they hawe been evaluated and updated
gency arusgentneed fied process a5 appopriaie
Other types of guidelines
Devebopedin cllabora-  To providerecommendaiions on aspedfictope Focused or WHO texchni- Usually new; may contain existing mcommenda- 110 2 years
tion with (an) extemal arcandison when arganizations hawe a shared comgeEnenshe cal staff and s ff tions if they hawe been evaluated and updated
organization(s) intemst or remit fram the exemal 35 3P0 iate
i anization (5]
Developed by bn) exter-  To providerecommendaions on aspedfic 1opic Focused ar External Exdsting recommenchtions; may be updated 110 Smonths
nal arganization 5] arcondiBon when a quideline pmduced by an comgrehensine ) anization (5]
exiemal organization abready exis s
Adaptation of existing Ta devebap recommend ations specific tathe bocal  Focused ar Policy-makers and Reflect the comtent of #he ariginal guideline 1% Imanths
WHO quidefines cantext wherethey willl be implemenied amgehensive I T T ] -
ers in WHO Member
Sates
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WHO Guidelines...

e Must meet the highest quality standards for evidence-informed
guidelines

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

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

— Translating evidence to recommendations

e |ncorporate multiple processes to minimize bias and optimize
usability

e Must incorporate transparency in all judgments and decision
making processes

060



. . SETTING UP OF WHO STEERING GROUP '

WHO Evidence-Informed -
[ ] [ ] 4

Guideline Development

Process

. AND CHOICE OF THE RELEVANT OUTCOMES ._

\ AND SYNTHESIS GRADE - PROFILES J

. FORMULATION OF THE
RECOMMENDATIONS (GRADE)
INCLUDING EXPLICIT CONSIDERATION OF:
BENEFITS AND HARMS

VALUES AND PREFERENCES

WHO

Handbook

~Guideline
Development

RESOURCE USE

DISSEMINATION, IMPLEMENTATION \
(ADAPTATION)
. EVALUATION
. PLANS FOR UPDATING

WHO handbook for guideline development. 2 edition (2014)




WHO Evidence-Informed Guideline
Development Process
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Slide Content provided by Dr Juan Pablo Pefia-Rosas.
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Evidence Retrieval, Assessment and
Synthesis [Systematic Review(s)]

WHO has followed four approaches to retrieve, assess and
synthesise the evidence:

1. Use of existing systematic reviews, and contact authors if

not current 0. International Clinical Trials
"'"\Ll Registry Platform
& ¢ Search Portal

2. Build on the systematic reviews developed by other
groups

3. Commission "tailored" systematic reviews

4. Lead review teams to undertake the systematic reviews




The Grading of Recommendations Assessment,
Development and Evaluation Approach

Clear separation of two issues:

1) Quality of the evidence (high, moderate, low, very low)
— methodological quality of evidence
— likelihood of bias

— by outcome

e |deally, people who grade evidence should have available to
them systematic reviews of the evidence regarding the
benefits and risks of the alternative management strategies

they are considering
e Better research gives better confidence in the evidence (and
the following decisions)
Slide Content provided by Dr Juan Pablo Pefa-Rosas.



The Quality of the Evidence

The extent to which one can be confident that an estimate of
effect or association is correct.

Further research is very unlikely to
High change our confidence in the estimate | ®®®®
of effect

Further research is likely to have an
important impact on our confidence in
the estimate of effect and may change
the estimate.

Moderate PeP0O

Further research is very likely to have

an important impact on our confidence
In the estimate of effect and is likely to
change the estimate

Low ®PO0O

Any estimate of effect is very
uncertain

Very low @000




The Quality of the Evidence

Author(s): Ignacio Meumann, Luz M Letelier, Gabriel Rada, Juan Carlos Claro, Janet Martin, Calin W Howden, Yuhong Yuan, Grigorios | Leontiadis

Date: 2013-08-11

Question: Should High dose regimen vs Non-high dose regimen be used for Acute peptic ulcer bleeding?

Settings: Hospital

Bibliography: Meumann |, Letelier LM, Rada G, Claro JC, Martin J, Howden CW, Yuan Y, Leontiadis GI. Comparison of different regimens of proton pump inhibitors for acute peptic ulcer bleeding. Cochrane Database of
Systematic Reviews [Year], Issue [Ilssue].

Quality assessment No of patients Effect
No of ‘ Risk of c . oy Other High dose | Non-high dose Relative Quali Importance
studies Design bias Inconsistency Indirectness Imprecision considerations rggimen regligmen (95% Cl) Absolute ty pe

Mortality

12 randomised  |garigys! [NO serious no serious serious? none 22/854 24/813 RR 0.85 (0.48 | 4 fewer per 1000 (from 15 2500 CRITICAL
trials inconsistency indirectness (2.6%) (3%) to 1.52) fewer to 15 mare) LOW

Rebleeding

13 randomised  |sargys! [NO serious no serious serious? none 102/867 76/349 RR 1.27 (0.96 | 24 more per 1000 (from4 | ©&00 CRITICAL
trials inconsistency indirectness (11.8%) (9%) to 1.67) fewer to 60 more) LOW

Surgery

9 randomised  |garigys! |NO serious no serious serious? none 16/648 114622 RR 1.33 (0.63 | 6 more per 1000 {from 7 2200 |IMPORTANT
trials inconsistency indirectness (2.5%) (1.8%) to 2.77) fewer to 31 more) LOW

Further EHT

] randomised  |garigus! [0 serious no serious serious? none 417441 30/461 RR 1.39(0.88 | 25 more per 1000 (from & 2800 |IMPORTANT
trials inconsistency indirectness (9.3%) (6.5%) to 2.18) fewer to 77 more) LOW

Length of hospital stay (Better indicated by lower values)

6 randomised  |garigus! [no serious no serious no serious none 540 529 - MD 0.26 higher (0.08 lower| &&80 |IMPORTANT)
trials inconsistency indirectness imprecision to 0.6 higher) MODERATE]

Blood transfusions (Better indicated by lower values)

] randomised  |garigys! [0 Serious no serious no serious none 540 529 . MD 0.05 higher (0.21 lower| &&20 |[IMPORTANT
trials inconsistency indirectness imprecision to 0.3 higher) MODERATE|

1 Of the 22 trials included in this review, 17 had high risk of bias, 5 unclear risk of bias and none low risk of bias. The main limitation was the lack of blinding in 16 trials.

?ltis not possible to exclude a clinically relevant benefit or harm.




Self management for patients with chronic obstructive pulmonary disease

Patient or population: patients with chronic obstructive pulmonary disease

Settings: primary care, community, outpatient

Intervention: self management’

Comparison: usual care

Nlustrative comparative risks™

(95% CI)

Assumed risk Cormresponding risk

usual care self management

Quality of Life The mean quality of The mean quality of 693 S2S50 Lower score indicates

St George's life ranged across Life in the (s} moderate® better quality of life. A
Respiratory control groups from intervention groups change of less than 4
Questicnnaire. 38 to 60 points was points is not shown to
Scale from: O to 2.58 lower be important to
100. (S.14 to 0.02 lower) patients.
(follow-up: 3 to 12
months)
Dyspnoea The mean The mean dyspnoea 144 800 Lower score indicates
Borg Scale. Scale dyspnoea ranged in the intervention (2) low>* improvement
from: O to 10. across control groups was
(follow-up: 3 0 6 groups from 0.53 lower
months) 1.2 to 4.1 points (0.96 to 0.1 lower)
Number and See comment See comment Not 591 See Effect is uncertain
severity of estimable® (3) comment
exacerbations®
Respiratory- Low risk population® OR 0.64 966 2S80 .
related hospital (0.47 to (8) moderate
afg;'l:zaion; - $epesa00 :'5‘::,‘9.;‘” 0.89)
-up: 3 1o 1
ey, High risk population®
50 per 100 39 per 100
(32t0 47)
Emergency The mean The mean 328 220
department visits emergency emergency (4) moderate”
for lung diseases department visits department visits for
(follow-up: 6 to 12 for lung diseases lung diseases in the
months) ranged across intervention groups
control groups from was
0.2 to 0.7 visits per 0.1 higher
person per year (0.2 lower to 0.3
higher)
Doctor and nurse The mean doctor The mean doctor 629 o220
visits and nurse visits and nurse visits in (8) moderate®
(follow-up: € to 12 ranged across the intervention
months) control groups from groups was

1 to 5 vists per 0.02 higher

person per year (1 lower to 1 higher)
*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The
corresponding risk (and its 95% confidence interval) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% CI).

Cl: Confidence interval, OR: Odds ratio,




The Grading of Recommendations Assessment,
Development and Evaluation Approach

2) Two grades of recommendation: strong

or conditional (for or against)
: : Disease burden
— Quality of evidence only one factor

. uality of evidence
— Considers values and preferences, Q y

trade-off of harms and benefits and Balance
feasibility of implementation benefits/harms
— Evidence alone is never sufficient to Acceptability
make a clinical or public health D -
decision Feasibility

— One qualifier per recommendation

over critical outcomes Equity

Slide Content provided by Dr Juan Pablo Pefia-Rosas.



Recommendation 1

The expert panel recommends cryotherapy over no treatment for women who have histologically confirmed CIN2+ disease

(strong recommendation, #0006 evidence)

Remarks: This recommendation is strong, although the available evidence was very low quality. The expected benefit of cervical cancer prevention is very high and
outweighs harms and any use of resources, but there is uncertainty related to preterm delivery in future pregnancies. However, the panel felt that women would prefer to be
treated despite the uncertainty of these risks. This recommendation applies to women regardless of HIV status.

Evidence-to-recommendation table

Decision domain Judgement Summary of reason for judgement

Quality of evidence There is low- to very-low-guality evidence from non-randomized studies with no independent control. There was also
Is there high or moderate qualty evidence? Yes | No | [imprecision as a result of few events or participants in the studies, inconsistency, and/or risk of bias as a result of selective
0 | m | |reporting of complications.
Balance of benefits versus harms and burdens Residual/recurrence rates of CIN2+ are probably lower with cryotherapy resulting in lower risk of cervical cancer and related
Are you confident that the benefits outweigh the harms and | | Yes | No | {mortality compared to no treatment. These benefits outweigh the low risk of major bleeding and infection with cryotherapy, and
burdens for the recommended strategy? ® | o | |the unclear risk of premature delivery or spontaneous abortion.
Values and preferences A high value was placed on the risk of cervical cancer and mortality with no treatment. The panel felt that women would prefer
Are you confident about the assumed or identified relative | | Yes | No | |tobe treated despite the uncertainty of the risks related to reproductive outcomes.
values and are they similar across the farget population? | O
Resource implications The resources for cryotherapy when no other treatments are available are worth the net benefits.
Is the cost small relative to the net benefits for the Yes | No
recommended strategy? | O

2014 WHO guideline




Challenges

Paucity of evidence: especially o
policy and health system °
interventions in LMIC

Low quality evidence, weak
study designs

Diverse user needs: applicability
and implementation °
Identifying and building capacity
for methodological expertise

Remaining culture of expert
opinion

Guideline dissemination

Creating global guidelines
based on (nonlocal) evidence

Guideline adoption and
adaptation (contextualization)

Implementation into policy into
actions

Process evaluation 2013:

— Are WHO evidence-informed
nutrition guidelines credible,
useful and feasible to implement?

— need more translation knowledge
on how to implement and how to
integrate into broader programs

— |s the process followed worthy?

060



Impact of WHO Guidelines

v Uptake of recommendations included in HIV and TB
guidelines issued by WHO from 2009 to 2013 across
guidelines from 20 low- and middle-income countries in Africa
and Southeast Asia

v 82% of strong recommendations and 61% of conditional
recommendations were adopted in national guidelines
(overall 76% of WHO recommendations)

v An association with the strength of recommendation (strong)
and with the higher the level of quality of evidence was found

Nasser SM et al. Strength of recommendations in WHO guidelines using GRADE was associated with uptake in national policy. J Clin
Epidemiol. 2014. pii: S0895-4356(14)00456-9.




Impact of WHO Guidelines

The Joumal of Mutrition F
Supplement: Multiple Micronutrient Nutrition—Evidence from History to Science to Effective Programs hSH i
i J

Translating Research into Action: WHO

Evidence-Informed Guidelines for Safe and :
Effective Micronutrient Interventions’-? _ ;
Juan Pablo Pena-Rosas,** Luz Maria De-Regil® Lisa M. Rogers,* Ameya Bopardikar,® . Ne-t

and Ulysses Panisset” L
EVIDINCEINFORMED POLCY NITWORK
*Micranurriens Unit, Depa romentof Morriton for Health and Develapment, and “Evidence and Memworks for Health - EVTPRer, Warld

Health Organizadaon, Geneva, Switzerland

Abstract

In 2008 WHO adopted a new process by wihich recommenda tions for safe and e ffective micronutrient interventions are
developed, ensuring the use of best practices and available evidence. This process includes nine steps ranging from
establishing steering and guideline groups and priontizing needs to planning the implementation and updating the
guidelines. Systematic reviews of evidence are used to address critical cutcomes for decision making considerning the
balance among risks and bensfits, walues, preferences, and oosts. Grading of Recommerndations Assessment,
Development and Ewvaluation (GRADE) methodology is used to assess the overall evidence quality and establish the
strength of the recommendations. Guidsline development iz underaay for interventions covering iron and vitamin A
supplementation, home fortification with multiple micronutrient powders, and fortification of staple foods. Global

guidelines are disseminated through the WHO slectronic Library of Evidence for Nutition Actions, a resource of the ena-Rosas _]P’ De_Reg” LM, Rogers LM, Bopardikar A,
evidence and tools for scalingup micronutrient interventions. The WHO Department of Mutrition for Health and : . . .
Development and the Evidence-lnformed Policy Network will support countriss 10 scalemup the defivery of micronutrient anisset U. Translating research into action: WHO
Interssnticns El i ewvidencedanfonmmned gui policies ma m context 8 . Thi . . . . .
o T T vidence-informed guidelines for safe and effective
Systems, and Sffecive deivery systems along with aatuning Ihe 151 nowiedgs of the courines’ realiies. Wi 2 icronutrient interventions. J Nutr. 2012
systematic approach that uses the WHO strategy on ressarch for health as the connecting thread, the challenges 1o

suscesafuly implement safe and affective micronutient programs can be addressed. | Mutr. 142 1975S-204S, 2012, an'142(1)197s-204s

Introduction

improved response to them. This definition covers the full

High-quality research and evidence are critical for improving spectrum of research, which spans five generic areas of

global health and equity and. ultimately, for all people to ogiviry: measuring the problem; understanding its cause(s)
and determinants: develonine solutions: wanslatine the solu-

attain the highest possible level of health. For the WHO,
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