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Disclaimer 

This Project Plan was produced under the Third EU Health Programme through a service contract with 

the European Health and Digital Executive Agency (HaDEA) acting under the mandate from the 
European Commission. The information and views set out in this Project Plan are those of the author(s) 
and do not necessarily reflect the official opinion of the Commission/ Executive Agency. The 

Commission/Executive Agency do not guarantee the accuracy of the data included in this study. Neither 
the Commission /Executive Agency nor any person acting on the Commission’s / Executive Agency’s 
behalf may be held responsible for the use which may be made of the information contained therein.  
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deliverable, the entire EUnetHTA 21 consortium is involved in its production throughout various stages. This means that the 
Committee for Scientif ic Consistency and Quality (CSCQ) w ill review  and discuss several drafts of the deliverable prior to 
validation. Afterwards the Consortium Executive Board (CEB) w ill endorse the f inal deliverable prior to publication. For further 

information on stakeholder involvement in this deliverable, please see section 2.2. 
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1 INTRODUCTION 

The starting point for every assessment of a health technology is the scoping phase. During the scoping 
phase, an important goal is the definition of a concise research question that should be answered by 
the assessment. The PICO framework provides a standard format for the definition of a research 

question. Within the PICO framework, research questions are defined using (at minimum) the following 
components: Population (P), Intervention (I), Comparators (C) and Outcomes (O). Countries may differ 
in the exact PICO question they need to be answered. Therefore, during the scoping phase of EUnetHTA 

21 agreement on the PICO questions should be reached.  

In October 2020, EUnetHTA established the PICO concept paper that defined a standardised process 
for development of European PICO question(s) for EUnetHTA assessments. Other objectives of this 

paper were to:  
 

 Conceptualise EUnetHTA’s perspective on the concept and the role of the PICO question(s) for 
EUnetHTA Assessments;  

 Define a standard process on how to develop the European PICO question(s) for these 

assessments. 
 
The PICO concept paper will be used as the starting point for the objectives of the current project.  

 

It was not the objective of the PICO concept paper to provide a practical guidance on how to develop 
the European PICO question(s). This will be taken up in the current project as a first objective 

(D4.2.1). 

 

It has been discussed in the PICO concept paper that the assessments, and therefore the European 

PICO questions, should be driven from policy questions and not be data driven. This has two 
implications: 

 The aim of developing a European PICO is to cover the range of policy needs, but policies 
needs may differ from country to country. For example, some countries have different standard 

of care, or place different value on different outcome measures.  Therefore, European PICO 
questions have to be formulated in a way that it meets the needs of most countries. As a 
consequence, a European assessment might contain information that is relevant for some, but 

not necessarily other countries. National decision making in these latter countries should not be 
impeded as a result of these ‘unneeded’ PICO questions formulated in EUnetHTA reports; 

 It may lead to the situation that the European PICOs and analyses as done in the original studies 
may not fully overlap. Guidance on how to report the data in assessment reports is desired.  

 

Those implications form the second objective for the current work: D4.2.2 Check existing guidelines  

(GL) (in particular the GL on “criteria for the choice of most appropriate comparator(s)”) for consistency 
with these recommendations and update to be considered and D4.2.3 Check existing Standard 
Operating Procedures (SOPs) and revise in accordance with the guideline if needed. 

Following the first objectives, the tasks include to check existing guidelines and SOP’s for consistency 
with the abovementioned products and updates where necessary (Table 1.1).  

Table 1.1. Existing EUnetHTA documents  

Title Scope 

PICO concept paper Provides the conceptual basis for the current work. 

PICO Survey process guidance Annex to the abovementioned product. 
Framework paper on GRADE and common phrases Link with presentation of data 

Comparators & comparisons: criteria for the choice of 
most appropriate comparator(s). 

The guidelines describe scenarios that often occur 
when choosing comparators. Those can be used as a 
starting position for the current project. 
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Endpoints used for relative effectiveness assessment 
(clinical endpoints, composite endpoints, surrogate 
endpoints, safety, health-related quality of life and 
utility measures) 

The guidelines provide recommendations on how to 
select endpoints. These will be used as a starting 
position for the current project. 

Scoping and Developing Project Plan (PT-02-
ScoDevPP) 
 

Describes the process steps and responsibilities 
related to developing the scope of the project and 
writing the 1st draft of the Project Plan during 
EUnetHTA Pharmaceutical Technologies (PT) Joint 
Assessments (JA). 

Scoping and Developing Project Plan (OT-02-
ScoDevPPSubDos) 
 

Describes the process steps and responsibilities 
related to developing the scope of the project and 
writing the 1st draft of the Project Plan during 
EUnetHTA Other Technologies (OT) Joint 
Assessments (JA). 

Healthcare Professional Involvement in Relative 
Effectiveness Assessments 

Recommendations/Guidance 

Patient Input in Relative Effectiveness Assessments Recommendations/Guidance 

QMS-00-MaintainSOP How to maintain a SOP 

QMS-00-GuideDev How to create and maintain a methodological 
guideline 

 

2 OBJECTIVE AND METHODS 

For all of the objectives below the future EU HTA regulation will serve as the basis and the past JA3 
experiences will be taken into account. 

The work will be divided in two phases. In the first phase, the practical guideline and its underlyin g 

objectives will be produced (D4.2.1). The second phase uses the outcome of the first phase to analyse 
and update existing guidelines and SOP’s where necessary  (D4.2.2 and D4.2.3). Therefore, the second 
phase will be described in more detail following the completion of the first phase. 

The objective of deliverable D4.2.1 is to develop a practical guideline for:  

1. Development of PICO question(s); 

2. The impact of original study’s statistical analyses plan vs. PICO on evidence assessment in HTA 

report; 

3. How to reach a suitable presentation of the data in the JCA/CA report? 

The methodological concepts for Medical devices (MD) and Medicinal products (MP) to derive the PICO 

question should in principle be similar. However, the process and context may differ between the two 
strands, leading to potential differences that will be described in the guideline.  

2.1 Methods to achieve the objectives    

2.1.1 Objective 1: development of European PICO question(s) 

This objective will build upon the work described in the PICO concept paper. The process steps to derive 
the European PICO questions were as an objective addressed in the PICO concept paper and will not 
be repeated here. A key step in order to derive the European PICO question is the use of the EUnetHTA  

21 PICO survey. In order to be able to submit a PICO at the PICO survey, each country will have to 
prepare their own PICO beforehand. For this it is assumed that each country has their own, national 
guidelines and procedures on how to develop PICO questions relevant for their setting/country. No 

EUnetHTA methodological nor procedural guidance for this is therefore needed and the focus of the 
current work is mainly on the process of developing a European PICO.  

Process elements that do need to addressed are: 

 Development of first draft by author team as basis for PICO survey; 

https://companionguide.eunethta.be/doku.php?id=pharma:sop:pt-02-scodevpp
https://companionguide.eunethta.be/doku.php?id=pharma:sop:pt-02-scodevpp
https://companionguide.eunethta.be/doku.php?id=pharma:sop:pt-02-scodevpp
https://companionguide.eunethta.be/doku.php?id=pharma:sop:pt-02-scodevpp
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o P: detailed in concept paper, should minimally cover the (expected) licensed indication 

(PT); 

o I: detailed in concept paper; 

o C: Basis in existing guideline (Comparators & comparisons: criteria for the choice of most 

appropriate comparator(s)). Questions to be tackled in the project amongst other: off-label 
comparisons (PT), international guidelines vs regional. Task for the current project is to 
check whether any updated guidance is necessary, considering the above; 

o O: Basis in existing guideline  (Endpoints used for relative effectiveness assessment 
(clinical endpoints, composite endpoints, surrogate endpoints, safety, health-related 
quality of life and utility measures)) and some details in concept paper. 

 Integrating PICO survey results; 

o When are separate PICO’s necessary / how to integrate PICO’s; 

o Practical considerations for the MIN-MAX principle, responsibility for authors to include 

more than only their own perspective, upfront knowledge on very limited evidence or 
highly complex comparison.  

 Change of expected vs actual licensed indication, due to CHMP opinion after PICO survey;  

 Consequences for submission dossier requirements to industry; 

 A feedback loop to inform the member states how their answers to the PICO survey have been 
incorporated into the scope of the JCA/CA, and whether it has been received unchanged or 
incorporated in a modified form.  

2.1.2 Objective 2: the impact of the original study’s statistical analysis plan vs PICO 

This objective aims to provide recommendations on:  

 How to avoid that different policy questions addressed in an assessment interfere with national 

decision making; 

 How to deal with primary analyses from studies which have a different research question than the 
PICO question. It is acknowledged that some HTA organizations currently work from a policy 
question perspective and others from a data perspective (as conducted in the studies according 

to the study protocol). The goal of this objective is to align the PICO framework in a way that it is 
not interfering any of those perspectives.  

The PICO concept paper highlights the following: “If the available studies as such do not meet the 

requirements of the PICO questions there are various methodological options to approach an 
assessment of the research question specified by a PICO. In addition to inclusion of complete studies, 
subsets of data from studies (e.g. subpopulations meeting the population definition from the PICO 

question) could be relevant for an assessment. If no direct comparisons of the intervention and 
comparator specified in a PICO question are available, the requirements of the specific PICO might also 
be approached by appropriate indirect comparisons. All these options stand under the reservation of the 

use of consolidated EUnetHTA methodology.”  

2.1.3 Objective 3: Data presentation 

This objective aims to provide recommendations on data presentation. This will be done in accordance 

with the work of the template group and the recommendations on GRADE, where applicable.  

Deliverable D4.2.2 and D4.2.3 

Analyse and update existing guidelines and SOP’s where necessary, based on the work produced in 

deliverable 4.2.1.  
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2.2 Stakeholder inclusion 

EUnetHTA 21 Stakeholder Pool is composed of HTA bodies (HTAb) outside of EUnetHTA 21 

consortium, as well as stakeholder groups on patients, health technology developers (HTD), healthcare 
professionals (HCP), payers, and regulatory agencies from the EU/EEA countries.   

Non-consortium HTAb (i.e. those not part of the EUnetHTA 21 consortium) who will be involved in the 

future subgroups of the HTA Regulation, should participate in the development of this project in order to 
ensure the deliverables are applicable to all European HTAb. They should be consulted at the 
beginning of the project. Additionally, they will be invited to review, at the same time as the Committee 

for Scientific Consistency and Quality (CSCQ), the 1st draft of the deliverable and the pre-final draft that 
will be submitted for public consultation.   

Other members of the EUnetHTA 21 Stakeholder pool will also be involved in this project. Their 

involvement will include, at minimum, participation in an informational kick-off meeting and regular 
stakeholder fora. They will also be invited to contribute to the work through public consultation.   

  

3 ORGANISATION OF THE WORK  

3.1 Mode of collaboration and frequency of meetings 

The work will be distributed evenly between the agencies of the hands-on group (HOG). All HOG 
members will review each other's work prior to review by the CSCQ. The HOG will appoint one agency 
to interact with the three CSCQ configurations and the CEB.   

The HOG will have meetings/email updates when needed, but at least monthly meetings, to update each 
other on the progress. In addition, when needed, the HOG will also have regular meetings with the other 
relevant HOGs.  

3.2 Timelines 

Table 3.1. Timetable 

Milestones  Start date End date 

Project duration 28/09/2021 29/07/2022 

1st Draft deliverable 28/09/2021 26/01/2022 

Public consultation 02/05/2022 31/05/2022 

Validate final version deliverable (CSCQ) 12/07/2022 

Endorsement final version deliverable (CEB) 27/07/2022 

Estimated finalisation date of the deliverable *  29/07/2022 

*publication date may f luctuate depending on the outcome of the Consortium Executive Board endorsement  

 


