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WHA Resolution on WHO 
Expanded Programme on Immunization (EPI)

WHA Resolution on WHO 
Expanded Programme on Immunization (EPI)

The twenty-seventh World Health 
Assembly

– Recognizing immense contribution of 
immunization…

– …

1. Recommends
that Member States develop or maintain 
immunization and surveillance programmes.. 
according to the epidemiological situation in 
their respective countries

2. Requests the WHO DG
– To assist member states (i) in developing 

suitable programmes by providing 
technical advice on the use of vaccines 
and (ii) in assuring availability of good quality 
vaccinesat reasonable costs

WHA27.57, Fourteen Plenary meeting – 23 May 1974
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Immunization 
Policy Advisory Framework

Immunization 
Policy Advisory Framework

Countries

Other WHO Technical
Advisory Committees

•Global policy
recommendations &
strategies

•Support regional/national
challenges

Regional Technical
Advisory Group

Strategic Advisory
Group of Experts 

(SAGE)

•Regional policies
& strategies

•Identify & set 
regional priorities

•Monitor regional progress

•National Policies & Strategies
•Prioritize problems & define

optimal solutions 
•Implement national programme &

monitor impact

National Technical Advisory
Group on Immunization

•Safety
•Standards
•Practice
•Burden assessment/

modelling
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What is needed?What is needed?
1. Best evidence-based recommendations

2. Impact 
 usefulness
 communication and access
 credibility

Continuous enhancement of processes
as a result of feed-back and external reviews
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Strategic Advisory Group of Experts
(SAGE)

Strategic Advisory Group of Experts
(SAGE)

Principal advisory group to WHO for vaccines and 
immunization (from research to delivery of immunization 
and linkages with other health interventions - all vaccines, 
all ages)  reports directly to DG and involves all relevant 
WHO departments

Clear terms of reference and standard operating practices

Membership -15 members
Nomination process
Declaration of interests and public disclosure
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Strategic Advisory Group of Experts
(SAGE)

Strategic Advisory Group of Experts
(SAGE)

Meetings and operational procedures
Two meetings a year (April and Nov)
Only plenary sessions – transparent process
Extensive representation from
partner organizations
Experts invited as needed
Evidence-based
Working groups

Neutral forum

Strong links with Regional and other key 
Technical Advisory Groups

Report and communications  

http://www.who.int/immunization/sage/en/index.html
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SAGE working groupsSAGE working groups

Establishment and ToRs decided by WHO 
and SAGE members

Composition
Public call for nominations
At least two SAGE members & additional experts  
Declaration of interests

To review evidence and address specific
issues in great depth and prepare for fruitful 
discussions at SAGE when issue is 
complex

Not allowed to make decisions or speak on 
behalf of SAGE 

Time limited
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Issues taken into consideration by SAGEIssues taken into consideration by SAGE

Disease epidemiology
disease burden including age specific mortality, morbidity, and 
societal impact; projections for future disease burden; specific
risk groups; epidemic potential; disease occurrence over time; 
serogroup or serotype distribution; and changes in epidemiology 
over time 

Clinical characteristics 
clinical management of disease, disease severity, 
primary/secondary/tertiary care implications, long term 
complications of disease and medical requirements
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Issues taken into consideration by SAGEIssues taken into consideration by SAGE

Vaccine and immunization characteristics
efficacy, effectiveness and population impact of vaccine; indirect effects; 
vaccine safety; cold chain and logistics concerns; vaccine availability; vaccine 
schedules; schedules acceptability and ability to deliver

Economic considerations
disease, vaccine and vaccine delivery costs, perspective for vaccine price 
reduction, vaccine cost and cost-effectiveness of immunization programmes 
and affordability of immunization

Health system opportunities and existence of 
and interaction with other existing intervention 
and control strategies 
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Pathways for WHO recommendations on 
vaccine use

Pathways for WHO recommendations on 
vaccine use

SAGE

Relevant  existing 
technical advisory 
committee

Background 
Paper

Global Advisory 
Committee  on 
Vaccine Safety

Expert committee 
on Biological  
Standardization

Regional TAGS

Regional 
consultations

WHO 
Position 

Paper
WHO DG

Secretariat

SAGE 
working group

Input
Request for review of 
evidence 

Country
Decision
making

Recommendations

Other relevant non immunization 
related WHO policy 
recommendation making body

Quantitative 
Immunization and 
Vaccines related 
Research Advisory 
Committee

Industry and other 
partners

Immunization 
Practices Advisory 
Committee
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WHO vaccine position papersWHO vaccine position papers

Position papers = Key reference documents
Available in all official languages
Convergence of other WHO documents 
(International Travel and Health, Essential 
Drugs List, …)

Developmental and review process (SAGE, 
extensive peer review, evidence-base, periodic 
updating)

Format 
Weekly Epidemiological Record 
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)

Additional posting of information on the web: 
GRADing tables, references, 
summaries (one pager and PowerPoint 
presentation)
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HPV Vaccine Position PaperHPV Vaccine Position Paper

“WHO. . . recommends that routine HPV vaccination 
should be included in national immunization 
programmes, . . .”

“The primary target population is likely to be girls within 
the age range of 9 or 10 years through to 13 years.”

WER 15; 10 April 2009
Footnote
“Moderate quality of scientific evidence to support HPV vaccination 
of young adolescent girls to prevent cervical cancer later in life.”
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RecommendationsRecommendations

No formal scoring

Weak recommendations are of little value to 
country immunization programs (different from 
conditional recommendations)

Need consistent and clear wording
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Perceived challenges to using GRADE 
when assessing vaccines

Perceived challenges to using GRADE 
when assessing vaccines

Poor quality of many early studies of existing vaccines 
(e.g. tetanus)

Ethical inhibitions to conducting additional RCT’s

Lack of consistency of biological products (e.g. BCG)

Inability to examine safety vis-à-vis rare AEFI’s in 
RCT’s and reliance on post-marketing surveillance

Difficulty of factoring in indirect effects (e.g. herd 
immunity)
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Perceived challenges to using GRADE 
when assessing vaccines (cont.)

Perceived challenges to using GRADE 
when assessing vaccines (cont.)

Difficulty of factoring in effects on ecologic niches 
(e.g. serotype replacement)

Different measures of effect (immunogenicity 
with/without surrogates of protection; various clinical 
endpoints)

Duration of protection

Differences in age at vaccination/optimal age for 
immunization

Effects of “natural boosting” (e.g. B. pertussis)
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SAGE - April 2010 meeting: 
Grading and review of evidence

SAGE - April 2010 meeting: 
Grading and review of evidence

Concern that naive use of GRADE scores could lead to undue 
detrimental rankings for effective public-health programmes 
Encouraged a discussion group to develop a communication 
strategy to mitigate any potentially deleterious effects of a narrowly 
applied GRADE approach
Encouraged appropriate adjustments to the process

Focus on clear instruction and minor adjustments (e.g. observational 
studies, population immunity)
Adjusted wording used and proposal for modified format of tables

Supported the development of a paper describing SAGE’s approach 
to reviewing evidence 
Partnership among SAGE and other immunization advisory 
committees to enhance the GRADE approach was encouraged
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Communicating the level of evidenceCommunicating the level of evidence

Level 4: Further research is unlikely to change the estimated 
effect on health outcome

Level 3: Further research may change the estimated effect on 
health outcome

Level 2: Further research is likely to change the estimated effect 
on health outcome

Level 1: Available data are insufficient to provide a reliable 
estimate of the effect on the health outcome
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Uncontrolled 
studies/passive 
surveillance1

Any estimate of effect is very 
uncertain (1)

Observational 
studies

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 
(2)

Self-Controlled 
Case Series 
studies

Further research is likely to 
have an important impact on 
our confidence in the 
estimate of effect and may 
change the estimate (3)

Strong evidence of association with 
absence of major confounders:
+1 RR>2 (0.5) in 2+ studies
+2 RR>5 (0.2) 2+ studies

Strong evidence of population effect
+1 Evidence of reversal at 
population level (disease returns 
when vaccine coverage is 
decreased)

Dose-response gradient:
+1 Evidence of dose-response

Direction of major confounders:
+1 All major confounders would 
have reduced the effect

Consistency across settings: 
+1 Consistency across different 
settings, extended periods of time, 
different investigators

Study limitations:2
-1 Serious limitations
-2 Very serious limitations

Inconsistency:
-1 Important inconsistency of 
results

Indirectness:2
-1 Some uncertainty
-2 Major uncertainty

Imprecision:
-1 Imprecision

Publication Bias:
-1 High probability of publication 
bias

Randomised trialsFurther research is very 
unlikely to change our 
confidence in the estimate of 
effect (4)

Higher ifLower ifStudy DesignQuality of evidence

1Studies without a control/comparison group         2Should be commensurate with study design

Work in progress: Options GRADE scoring with all observational 
studies entering at level 2 or with variable entry

based on observational study design
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4FINAL SCORE

NAEcological Studies

4
Observational 
Controlled Studies

NARCTs

Final Score for 
DesignStudy Design

CriticalImportance

Further research 
is very unlikely to 

change our 
confidence in the 
estimate of effect

Quality

Summary of 
Findings

4Final Score5

+0Not applicable4Population Effect

+1Strong evidence3Consistency across settings

+0Not applicableDirection of Major 
Confounders

+0Not applicableDose-Response

+2Very strong evidence2Strong Evidence of Association

-0None seriousPublication Bias

-0None seriousImprecision

-0None seriousIndirectness

-0None serious1Inconsistency

-0None seriousLimitations

244No of Studies/Starting Score

Quality 
Assessment

Adjustment to 
scoreRating

Evidence of measles effectiveness for preventing measles in young children and 
adolescents after 1 dose: Observational Studies

Potential
adjustment
of presentation:

Example



21

Thank youThank you
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