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EtR	Evidence-to-Recommendation 
MoH	Ministry of Health
NITAG 	National Immunization Technical Advisory Group
SAGE 	WHO Strategic Advisory Group of Experts on Immunization
SOP	Standard Operating Procedures
WG	NITAG working group


[bookmark: _Toc216186926]Preface

A national immunization technical advisory group’s (NITAG) standard operating procedures (SOPs) cover the process it follows in developing recommendations. 

[bookmark: _Hlk143083892]The below template describes the process of developing evidence-based NITAG recommendations using a systematic approach. It is intended to be used by NITAGs and to support in developing or revising their own SOPs. It is indicative only and should be adjusted based on the particular country context. 

This template is based on the Guidance on an adapted evidence to recommendation process for national immunization technical advisory groups (1), developed by the WHO Regional Office for Europe and Robert Koch Institute and on the experiences of NITAGs in using this Guidance. It also incorporates insights from the experiences of the WHO Strategic Advisory Group of Experts on Immunization (SAGE) and long-functioning NITAGs, including the United States Advisory Committee on Immunization Practices (ACIP); the German Standing Committee on Vaccinations (STIKO); and the United Kingdom’s Joint Committee on Vaccination and Immunization (JCVI). 
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Standard Operating Procedures of the
National Immunization Technical Advisory Group
of ______ [country] 
for systematic development of vaccination recommendations 

Version ___ [number] 
_______[date] 
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The World Health Organization (WHO) recommends the use of a systematic process for the development of evidence-based recommendations for immunization policy. Evidence-based methods that systematically synthesize high-quality evidence were first used in clinical medicine and are considered best practice. These methods as applied to public health are defined as the “integration of the best available evidence with the knowledge and considered judgements from stakeholders and experts to benefit the needs of a population” (2).

[bookmark: _Hlk239852096]The use of a systematic, standardized decision-making process, such as the evidence to recommendation (EtR) process ensures that National Immunization Technical Advisory Groups (NITAGs) apply a consistent set of criteria to make transparent, well-documented, and evidence-based recommendations. This approach ensures that recommendations developed by NITAGs and corresponding Ministry of Health (MoH) decisions on the introduction of new vaccines or the adaptation of existing immunization programme are based on the best available evidence.

These standard operating procedures (SOPs) describe the recommendation-making process of ________ [name of NITAG] and serves as a basis for all NITAG recommendations. The SOP reflects the current methodological approach adopted by the NITAG and will be updated as needed to accommodate future developments of refinements.

The recommendation-making process consists of four steps: 
STEP 1: Developing a structured policy question
STEP 2: Identifying elements relevant and important to the policy question to guide data collection
STEP 3: Collecting evidence, considering its quality and synthesizing it within the EtR Framework
STEP 4: Drafting NITAG recommendation and additional considerations.

The responsibility for the EtR process is assigned by the NITAG Chair and Secretariat. The process may be conducted by ___________ [NITAG Secretariat, a designated working group, or external experts] – hereafter referred to as “Assigned Entity”. 

NITAG working groups (WGs) are established to provide technical support to the NITAG in collecting and synthesizing evidence for specific policy question and can be time bound or long standing. NITAG WGs are established if:
· evidence collection and analysis require expertise in areas not represented among the NITAG members;
· the NITAG Secretariat has limited capacity to prepare background materials for NITAG meeting due to other priority commitments.

If a WG is not established, NITAG Secretariat may engage relevant external experts whenever additional expertise is needed.
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NITAG uses the following resources when developing recommendations. 

Generic criteria tables [to be included as an appendix of the SOPs][footnoteRef:1]  [1:  For instructions on developing Generic Criteria Tables specific to the needs of the NITAG, see the Guidance on an adapted evidence to recommendation process for national immunization technical advisory groups [1].] 

The ________ [name of NITAG] uses generic criteria tables to facilitate the collection of evidence for the recommendation-making and ensure consideration of any potential issue relevant for addressing an immunization policy question. The tables are generic (covering aspects of importance for any disease or vaccine) and comprehensive (covering aspects that are relevant for any potential vaccine policy question).

EtR Framework [to be included as an appendix of the SOPs] 
The ________ [name of NITAG] uses the EtR Framework to summarize and synthesize the collected evidence. The EtR Framework provides a structure for the logical progression from the evidence to the decision of whether to recommend the intervention implied by the policy question, and explains the rationale behind the decision. 
The EtR Framework comprises the following sections and subsections:

	1. Summary of evidence to recommendation process
	Provides a brief summary of information needed to understand the policy question and the importance of the recommendation.

	2. The “Criteria” section 
	· Defines the criteria considered in the development of any NITAG recommendation.
· Provides a summary of the evidence and expert judgment for each criterion question.
· Assesses the overall balance of the intervention advantageous and disadvantageous consequences.

	3. Draft NITAG recommendation developed by WG/Secretariat
	Provides a draft NITAG decision on recommendation, text of the draft recommendation and optional additional considerations.

	4. Final NITAG deliberation and Decision by the NITAG 
	Provides the final NITAG decision on recommendation, text of the final recommendation and optional additional considerations.



This EtR Framework is used for policy questions on the introduction of a new intervention if no comparable intervention is in place. For the policy questions that compare the intervention with the existing prevention measures or with different intervention options (such as different vaccine formulations, dosages, schedules) the criteria questions and the judgements in the EtR Framework will be adapted accordingly. 


[bookmark: _Toc216186930]Step 1: Developing a structured policy question

For any recommendation-making process, the Assigned Entity develops a structured policy question to guide the collection of evidence. 
The structured policy question includes the following aspects:

	Intervention
	Includes a new vaccine proposed for the introduction or replacement of existing one, as well as new schedule, formulation, or dosage of existing vaccine. 

	Population
	The population targeted to receive the intervention and/or those impacted by the intervention.

	Goal of the intervention
	The goal that should be reached with the intervention. 
The goal might be measurable (such as reduction of a certain disease) to allow for later evaluation of the impact of the recommendation, but not necessarily.



In addition, some structured policy questions may also include a comparison or different options:

	Comparison
	If a new intervention is being evaluated compared to an existing one, the policy question includes a comparison (for example, to a formulation, dosage and/or schedule of the existing vaccine). 

	Options
	If NITAG discusses several options of an intervention (such as different vaccine formulations, dosages or schedules), the policy question includes the different options.



Synthesizing the policy question into the EtR Framework
The structured policy question is entered in the “Introduction” section of the EtR Framework. 
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Using the Generic Criteria Tables as a foundation, the Assigned Entity develops Criteria Tables tailored to the structured policy question by:

a) Selecting relevant elements from the Generic Criteria Tables

b) Adapting them to reflect specific disease, intervention and population, and 

c) Prioritizing the elements that are important to the policy question under consideration.
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The Assigned Entity collects evidence based on the elements outlined in the Criteria Tables, considers its quality, synthesizes the evidence, and assesses the balance of the intervention’s consequences. 

Collection of evidence 
Evidence is gathered for all elements outlined in the Criteria Tables. If NITAG compares a new intervention with an existing one or considers different available options of a new intervention, evidence is gathered both for the intervention and the comparison or the options discussed. 

Evidence is gathered from different sources and platforms, depending on the element. The possible sources of evidence include _______________________________ [e.g., literature (published or unpublished), statistical data or surveillance records, e.g., national surveillance data systems, and further data sources/evidence relevant for the NITAG or the country context, such as documents/publications and/or recommendations from WHO, SAGE, Regional Immunization Technical Advisory Groups such as the European Technical Advisory Group of Experts on Immunization or other NITAGs; NITAG Resource Centre: provides various documents relevant for NITAGs including published recommendations from different NITAGs and SAGE, as well as the registry on systematic reviews on immunization topics (SYSVAC); Experiences from countries that have already implemented the discussed intervention might be taken into account]. 

The primary source of evidence for elements related to the benefits and harms of the intervention are systematic literature reviews. When time, resources and expertise permit, the Assigned Entity may conduct these reviews independently. Otherwise, it uses existing systematic literature reviews conducted by others (e.g., WHO, SAGE, other NITAGs) to collect the necessary evidence. 

If local evidence for certain elements is unavailable and data from other countries is not applicable to the local context, the Assigned Entity may recommend conducting a study or survey to obtain the necessary evidence. 

Assessment of the quality of collected evidence 
The quality of evidence related to the benefits and harms of the intervention is evaluated using methods that assess the level of confidence in whether the reported effects reflect the true effects, such as the GRADE approach. If the Assigned Entity relies on evidence from existing systematic literature reviews, it applies the quality assessment provided in these reviews. 

For evidence collected on other criteria, its quality is considered based on its reliability (i.e., completeness, transferability, bias). If there are concerns about the reliability of locally collected evidence, alternative sources can be considered (e.g. estimates from WHO or data from other countries). Any limitations in data quality or availability are outlined in EtR Framework and are taken into account when developing draft recommendation.

Synthesis into the EtR Framework
The collected evidence is summarized in the “Criteria” section of the EtR Framework, where the Assigned Entity makes evidence-based judgements on each criteria question. 

The following criteria and related criteria questions are considered during the recommendation-making process and are included in the EtR Framework: 

Criterion 1: Problem
This criterion determines whether the problem (i.e. disease or other public health problem) is of public health importance and to what extent.
Related criterion question: 
· Is the problem of public health importance?

Criterion 2: Benefits and harms of the intervention
This criterion describes and compares the desirable and undesirable effects (“outcomes”) of the intervention. “Benefits” refer to the desirable outcomes of the intervention, meaning the efficacy, effectiveness and duration of protection of an intervention. The “harms” refer to the anticipated undesirable outcomes, addressing the overall safety of an intervention (e.g. adverse events following immunization).
Related criterion questions: 
· How substantial are the benefits of the intervention?
· How substantial are the harms of the intervention?
· What is the balance between the benefits and harms of the intervention?
· What is the overall quality of the evidence (meaning here: certainty/confidence) for the benefits (e.g., efficacy/effectiveness, immunogenicity)?
· What is the overall quality of the evidence (meaning here: certainty/confidence) for the harms (e.g., safety, age-shift of disease, changes in serotype-distribution)?

Criterion 3: Values and preferences of the target population
This criterion relates to the values and preferences of the target population regarding the benefits and harms of the intervention. The target population may include not only people directly targeted by the intervention, but also their caregivers and/or others who may be indirectly impacted. 
Related criterion questions: 
· Does the target population feel that the benefits of the intervention are large relative to the harms of the intervention?
· Is there important uncertainty about or variability in how people value the benefits and harms of the intervention?

Criterion 4: Acceptability to stakeholders
This criterion assesses the acceptability of the intervention to key stakeholders which may impact their buy-in and cooperation in implementation. Stakeholders include relevant government agencies, professional associations, liaison organizations, service providers, pharmaceutical companies, advocacy groups, and the general public. As key stakeholders may differ depending on the intervention under discussion, the Assigned Entity defines the stakeholders for every specific recommendation.
Related criterion question: 
· Is the intervention acceptable to key stakeholders?

Criterion 5: Resources use 
This criterion assesses whether the intervention under consideration is cost-effective. The criterion considers the relative value of the intervention and identify additional factors that may affect its cost-effectiveness profile.   
Related criterion question: 
· Is the intervention a reasonable and efficient allocation of resources?

Criterion 6: Equity
This criterion focuses on the impact of the intervention on health equity. It facilitates transparent and explicit consideration of the impact of the intervention on the target population, including any groups or settings that would be disadvantaged as a result.
Related criterion question: 
· What would be the impact of the intervention on health equity?

Criterion 7: Feasibility
This criterion determines whether the intervention is feasible to implement from programmatic point of view. 
Related criterion question: 
· Is the intervention feasible to implement?

Balance of consequences
After summarizing the collected evidence for all criteria and making expert judgment on each criterion question, the Assigned Entity evaluates the overall balance of the advantages and disadvantageous consequences of the intervention. 
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Synthesizing the draft recommendation into the EtR Framework
Based on the evaluation of balance of consequences, the Assign Entity drafts NITAG recommendation on the policy question along with additional considerations (if applicable) in the relevant section of the EtR Framework. 

The completed EtR Framework, which summarizes the evidence and demonstrates the systematic, evidence-based process leading to the recommendation, is shared with NITAG members at least two weeks prior to the NITAG meeting. The Assigned Entity responds to any questions or requests for additional information from NITAG members. 

Discussing the draft recommendation at NITAG meeting and developing the final recommendation
During the meeting, NITAG reviews the summarized evidence and the draft recommendation, engages in deliberation, and then develops and votes on final recommendation. 

Policy brief
After the NITAG meeting the Assign Entity prepares a policy brief to inform the _________ [ministry of health or other respective authorities] about the NITAG recommendation. 

The policy brief includes the following sections:
· Introduction (including policy question)
· Problem (e.g. disease burden)
· Benefits and harms of the intervention (e.g. vaccine efficacy and effectiveness and risk of serious complications following immunization)
· Balance of benefits versus harms of the intervention
· [if within the NITAG’s remit:] Cost-effectiveness of the intervention 
· Values and preferences of target population
· Acceptability to stakeholder
· Equity
· Feasibility
· Recommended strategy (specified intervention, including dosage, schedule, formulation; population, including age groups, sex, and the goal of the intervention)
· Implementation aspects
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