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Strategic Advisory Group of Experts
(SAGE) on Immunization

E Principal advisory group to WHO
for vaccines and immunization

E Membership

E Meetings and operational
procedures
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Updating Vaccine Position Papers

B Position papers = Key reference
documents

E Developmental and review process

E Format
F Weekly Epidemiological Record

E Current structure (Intro,
background (Disease epidemiology,
the pathogen, disease), info on
vaccines (composition, safety,
Immune response, efficacy and
effectiveness, cost effectiveness and
any other relevant issue), WHO
position on vaccine use

Immunization, Yaccines and Biologicals

WHZ > Programmies and projects > Immnunization, Vaccines and Biologicals

) printable version

Vaccine Position Papers

BCG

- Position paper (January 20043 Original English and French versions [pdf ¢
- Arabic translation [pdf 174kb]

- Chinese translation [pdf 267kb]

- Russian translation [pdf 2689khb]

- Spanish translation [pdf 142khb]

- References [pdf 83kb]

- Revised BCGE vacoination gquidelines for infants at risk for HIW infection (M
- Chinese translation [pdf 190kb]

- Russian translation [pdf 267khb]

- Spanish translation [pdf 43kb]

CHOLERA

- Position paper (April 20010 Original English and French versions [pdf 159)
- Arabic translation [pdf 196khb]

- Chinese translation [pdf 155khb]

- Russian translation [pdf 171kb]

- Spanish translation [pdf 44khb]

- References [pdf 109kh]

DIPHTHERIA

- Position paper (January 20063 Original English and French versions [pdf 2
- Arabic translation [pdf 138kb]

- Chinese translation [pdf 210khb]

- Russian translation [pdf 184 khb]

- Spanish translation [pdf S0kb]
- Referenres Tndf EEL-RT
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Updating Vaccine Position Papers

E Additional posting of information on the
web:
Grading of Recommendations
Assessment, Development and Evaluatiol
(GRADE) tables, references, summaries
(one pager and PowerPoint presentation)
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- Chinese translation [pdf 267kb]

- Russian translation [pdf 2689khb]

- Spanish translation [pdf 142khb]

- References [pdf 83kb]

- Revised BCGE vacoination gquidelines for infants at risk for HIW infection (M
- Chinese translation [pdf 190kb]

- Russian translation [pdf 267khb]

- Spanish translation [pdf 43kb]

CHOLERA
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Sources used to inform policies (N=99)
Global survey of NITAGs

0O WHO vaccine position

100 _ papers
920 O Intercountry meeting
90 _ reports
80 ] B Published studies
Percentage 70 - B Government reports
of 1
countries 60 @ National committee
(%) 50 ] statements
0 B Country level ICC
30 _ B National institutions
20 7 O Unpublished research
10 | B Other countries'
0 decisions
@ Other
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Updating position papers - SAGE
working groups

SAGE Working Group on influenza vaccdnes and immunization

EStab“Shment and TORS deClded (established August 2010)

TERMS OF REFERENCE

by WHO and SAGE members Objectives of the Working Group:

1. Frepare for a SAGE evidence-based review and updating of WHO recommendations on the
of seaszonal influenza vaccine (e.g. priority target groups) with a particular focus on low and
middle-income countries and with a view to update the 2005 WHO influenza vaccine position

ngn papers.
Com pOSItlon 2. Prepare for a SAGE discussion on coverage geals for seascnal influenza vaccination to be
proposed to the WHA to update the coverage goals contained in the 2003 rezolution.

3. Identify es=zential gaps in evidence that may impede SAGE's ability to update the
recommendations on the use of influenza vaccines and propose coverage targets.

4. Provide advice about pandemic vaccine preparedness.

In depth review of evidence and <o

SAGE Members

related issues in preparation for + B i, Cha
SAGE discussion/decision

+ Claire-4nne Siegrist
Experts

William Kwabena Ampofo, Noguchi Memorial Institute for Medical Research, Ghana

loseph Bresee, Centers of Disease Control, United States of America

lanet Englund, Seattle Children’s Hospital, United States of America

Randeep Guleria, &ll India Institute of Medical Sciences, India

Yu Hongjie, Chinese Center for Disease Control and Prevention, Feople's Republic of China
Michael Pfleiderer, Paul-Ehrlich-Institut, Germany

David Salisbury, Department of Health, United Kingdom

Barry Schoub, Mational Institute for Communicable Diseazes, South Africa

Not permitted to make decisions
or speak on behalf of SAGE

WHO Secretariat

Marie-Faule Kiemy
Fhilippe Duclos
Cuauhtémoc Ruiz-Matus
Mahoko Shindo

Time limited

DECLARATIOMN OF INTERESTS FOR. WHO EXPERTS
All Working Group members completed a declaration of interests.

Four members reported relevant interests. &l interestzs were assezzed not to constitute a conflict o
interest, It was concluded that all members could take part in full in all of the discussions. The
reported relevant interests are summarized below:

Janet Englund:

+ Her department received funding from MedImmuns, Novartis, Adamas, ADMA Eio,
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Issues taken into consideration by SAGE in
developing recommendations

B Epidemiologic features of the disease
B Clinical characteristics
B Vaccine and immunization characteristics

B Economic considerations
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Issues taken into consideration by SAGE in
developing recommendations

B Health system opportunities and existence of, and
iInteraction with, other existing intervention and control
strategies

B Social impacts
B Legal considerations

B Ethical considerations
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Challenges of using GRADE

Since 2008, GRADE tables produced in support of key
recommendations in WHO vaccine position papers

Concern expressed by SAGE working groups

Limitations for public health interventions, particularly
Immunisation programmes

SAGE established a Discussion Group

Revolution or Constructive Engagement?




For evidence-based policy, is an RCT
always best or necessary?

Parachute use to prevent death and major trauma related

to gravitational challenge: systematic review of
randomised controlled trials

Gordon C S Smith, Jill P Pell BMJ 2003;327:1450-61

Parachutes reduce the risk of injury after gravitational challenge, but their effectiveness has
not been proved with randomised controlled trials

Results We were unable to id entify any randomised
controlled trials of parachute intervention.
Conclusions As with many interventions intended to
prevent ill health, the ettectiveness of parachutes has
not been subjected to rigorous evaluation by using
randomised controlled trials. Advocates of evidence
based medicine have criticised the adoption of
interventions evaluated by using only observational
data. We think that everyone might benefit if the most
radical protagonists of evidence based medicine
organised and participated in a double blind,
randomised, placebo controlled, crossover trial of the
parachute.




How is Grading of Recommendations Assessment, Development and
Evaluation (GRADE) rating of quality of evidence scheme suited to public
health interventions? Score from 1 (very problematic) to 5 (ideally suited)

1. Very problematic
2. Quite problematic

3. Neither problematic nor well
suited

4. Quite well suited
5. ldeally suited



SAGE decision 2011

B Extensive productive interactions with members of ACIP, ECDC,
STIKO, GACVS, GRADE working group

B GRADE adjusted to accommodate vaccine-relevant evidence,
particularly vaccine population effects and surveillance data.



[Quality of evidence

lQuality starting
factor is first
assigned base on
Study Design

Quality score is
lowered’ if

lQuality score is raised’ if

|[We are very confident that

the true effect lies close to
that of the estimate of effect
lon health outcome (4)

Randomised trials

1)Limitation of
|[design:?

-1 Serious

-2 Very serious

We are moderately confident
in the estimate of effect on
health outcome. The true effect
is likely to be close to the
lestimate of the effect, but there
is a possibility that it is
substantially different (3)

2)Inconsistency:
-1 Serious
-2 Very serious

3)Indirectness:?
-1 Serious

Our confidence in the
lestimate of the effect on the
health outcome is limited. The
true effect may be substantially
|[different from the estimate of
the effect (2)

IObservational
studies, disease
surveillance and
post marketing
safety
surveillance data

-2 Very serious

4)Imprecision:
-1 Serious
-2 Very serious

\We have very little
confidence in the estimate of
the effect on the health
loutcome. The true effect is
likely to be substantially
different from the estimate of
effect (1)

5)Publication
[Bias:

-1 Likely

-2 Very likely

1)Strength of association:
+1 RR or OR>2 (or <0.5) in 2+ studies
+2 RR or OR >5 (or <0.2) in 2+ studies

2)Dose response (population based):

+1 Evidence of decreased risk with
increased vaccine coverage including
levidence of reversal at population level
(disease returns when vaccine coverage
IS decreased) population based dose
response

+2 Very strong evidence of decreased
risk with increased coverage

3)Antagonistic bias and confounding:
+1 All major confounders would have
reduced the effect

|or +1 Ability of design to control for
confounding and avoid biases

+2 If in addition to design, consistency
across different settings, different
investigators, and possibly different
[designs

1= move up or down one grade (for example from high to intermediate), 2= move up or down two grades (for example from low to high)

2Should be commensurate with study design




GRADE and Q.l.

“All scientific work is incomplete—whether it be observational or
experimental. All scientific work is liable to be upset or modified
by advancing knowledge.

That does not confer upon us a freedom to ignore the
knowledge we already have, or to postpone the action that it
appears to demand at a given time.

Who knows, asked Robert Browning, but the world may end
tonight? True, but on available evidence most of us make ready
to commute on the 8:30 next day.” Austin Bradford Hill, 1965
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Guidance for the development of evidence-based
vaccine related recommendations: Content

1. Introduction
1.1 Background
1.2 Past use of GRADE in WHO vaccine position papers

2. SAGE process for reviewing the evidence
2.1 Definition of questions to inform recommendations
2.2 Idelntié‘ication of critical questions to which the GRADE approach should be
applie
2.3 Systematic review of the literature and of unpublished data
2.4 |dentifying study limitations through risk of bias
2.5 Scoring of the quality of evidence

2.6 Discussion and deliberation leading to the development of proposed
recommendations

2.7 Presentation of proposed recommendations to SAGE along with the supporting
evidence

2.8 SAGE discussion, deliberation and ultimate decision regarding the proposed
recommendations to WHO
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Guidance for the development of evidence-based
vaccine related recommendations: content

3. Scoring of the quality of evidence
3.1 Categorization of studies
3.2 GRADE quality assessment criteria
3.3 Quality of evidence rating
3.4 Application of GRADE to recommendations
3.5 Presentation of GRADE tables

4. Vaccine recommendation development — beyond scoring
the evidence
4.1 Other considerations when making recommendations
4.2 Updating recommendations
4.3 Emergency situations

5. Conclusions
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Guidance for the development of evidence-based
vaccine related recommendations: content
Appendices

1 Draft data extraction tool
2 Checklists for reviewing study quality

2a Checklist for RCTs

2b Checklist for case-control studies

2¢ Checklist for cohort studies

2d Checklist for systematic reviews

2e Checklist for controlled before-after studies

2f Checklist for interrupted time series studies
3 Draft summary table for evidence review
4 Rating the quality of the evidence
5a Template of a GRADE table used to score the quality of evidence
5b Example of a completed GRADE table

References

Additional useful references
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