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Description of REQueST

The Registry Evaluation and Quality Standards Tool (REQueST) has been developed to support more systematic and wide-spread use of registry data in HTA and for regulatory purposes. It will
support consistent evaluation of the suitability and reliability of registries for HTA . The tool uses criteria and standards published in existing guidelines, frameworks and projects, as well as
several newly developed criteria. It is designed to be useful in several potential contexts; by registry owners to develop the quality of their registry, and by international organisations (HTA and
regulatory) considering whether to use registry data in evidence development.

The tool is designed to be used in three steps (see 'Instructions for use' worksheet for more information):

A) 'Methodological Information’ - Screening step to identify registries whose data and methodology match the requirements of the HTA/regulatory study or research question(s)

B) 'E: ial Standards' - A of registry governance to assure general data quality and protection
C) 'Additional Requirements' - Specialist requirements for the specific evidence questions
Note: Users may wish to add requirements into sections for their own purposes including for example required file format, timelines for response, content limits, colour coding etc.

Definitions

A patient registry has been defined as an organised system that collects data and information on a group of people defined by a particular disease, condition, exposure or health-related service
and followed over time, and that serves a pre-determined scientific, clinical and/or public health (policy) purpose. Although the terms 'registry' and 'study' are sometimes used interchangeably, it
should be noted that the tool is intended to be used for registries (data collection systems). Registry-based studies will benefit from quality assessment of the registry platform but will have other
specific requirements that need additional review (a registry-based study is an investigation set up to answer a research question that uses data collected in a registry).

Patient registries can be used as a source of real world data for evidence generation for HTA purposes. In addition data from registries can be used for epidemiological and quality control aims
and, if they are (nearly) completely recorded and monitoring is systematic, they can help in recording late-occurring or rare (unintended) events. The specific contribution to HTA of real world
data lies in the potential to measure a technology’s effectiveness (e.g. how well a technology performs as intended in the general population of patients, and in the less controlled environment of
clinical practice), as opposed to clinical studies that measure efficacy (e.g. how well a technology performs in a setting of carefully selected patients and a controlled protocol). The REQueST tool
is designed to support the collection of real world evidence whilst minimising potential bias.

Data from patient registries are used in two main ways. From pre-existing patient registries as a form of secondary data use and, new patient registries as a form of primary data use, in
accordance with the HTA research question.

Although registries have been recognised as an important source of data and information, both during the pre- and post-launch phases of technology lifecycle and related assessments, until now
only limited published examples are available on the use of registries by HTA organisations in Europe.

Development of REQueST

REQueST has been developed by activity centre partners in support of the European network for Health Technology Assessment Joint Action (EUnetHTA JA3) work package 5 strand B2 work. As
part of this work, a survey was conducted to explore the current understanding and use of registries by HTA agencies and the employment of any standards/criteria or other tools to assess the
quality and comparability of registries before their use in HTA. The results showed that the real world data from registries is used more extensively than previously described in the literature, and
for more 'advanced' inputs into the HTA process (effectiveness and safety) than previously described (mostly 'basic' epidemiological data like prevalence and incidence). The results from the
survey strengthen the need for developing a standardised tool to assess governance and data quality of registries before their use in health technology assessment.

This tool is part of the EUnetHTA JA3 project which has received funding from the European Union’s Health Programme (2014-2020).

Disclaimer: The content of this tool represents the views of the authors only and is their responsibility; it cannot be considered to reflect the views of the European Commission and/or the
Consumers, Health, Agriculture and Food Executive Agency or any other body of the European Union. The European Commission and the Agency do not accept any responsibility for use that may
be made of the information it contains.
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Instructions on how to complete the evaluation by section

REQueST is designed to provide a framework for registry owners to demonstrate the quality of their data collection and for HTA/regulatory professionals to transparently a:
The HTA agency/regulatory body may wish to provide an outline of the proposed use of the registry in order to help the registry owner to address the specific needs of the
The registry owner provides the information about the registry, and the HTA/regulatory professional evaluates the information supplied.

The evaluation should be done in 3 steps, in a consecutive manner:

A) 'Methodological Information' - Screen for registries whose data and methodology match the requirements of the HTA/regulatory study or research question(s)
'Methodological Information' refers to the methodology used and the data contained in the registry. This section provides an opportunity for the HTA or regulatory body to

data collected by the registry. Providing methodological information demonstrates a registry’s transparency and readiness, and the ability of the registry to answer a specifi

This information should be assessed by the HTA agency or regulatory body to make sure the data and methodology match the requirements of the HTA's evidence question
methodology of the registry meet the user's needs, the registry quality should be evaluated against the essential standards.

B) 'Essential Standards' - Assessment of registry governance to assure general data quality and protection

'Essential Standards' are the minimum requirements for every registry. They are universal and essential elements of good practice and evidence quality. Unless all essential
demonstrated to be met, the HTA should not use the registry for evidence development.

In this section the evaluation is done by comparing the information provided by the registry to the minimum essential standard.

C) 'Additional Requirements' - Specific requirements for the evidence questions

'Additional Requirements' are elements of good practice and evidence quality which are not always practical, feasible or necessary to achieve, but may be important to spe:
Evaluation of the 'Additional Requirements depends on the requirements of an individual HTA agency or regulatory body. Suggested basic standards are described here for
meet the HTA agency or regulatory body's needs.

In this section the HTA agency or regulatory body judges whether the level of evidence provided is sufficient and whether the information meets the requirements of that

Evaluation results are automatically generated by the tool and can be found in the 'Output' worksheet.
The definitions of the tool items as well as further explanation of how to use the tool for specific items are to be found in the 'Glossary and explanations' worksheet.
Implementation of this tool requires an infrastructure a 'vision' for which has been set out in an accompanying paper. Sections 19 to 23 of the vision paper describe sev¢

delivery, use and sustainability of REQueST. Different organisations may complete the various sections of the tool, depending on the phase of the tool’s implementatior
will be developed to provide greater detail on requirements as the later phases of the vision are implemented.
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in the registry. it should be used by the HTA agency or regulator, to make sure the methodology and data match the requirements of the evidence gap or research
question(s). Although the questions do not provide insight into the quality of the registry, they should be answered in order to allow the HTA agency/regulator to decide whether or not the registry is suitable for the evidence development required.

- " Avea Item and format required P = - {Select one option) - m_A
with 116 and vendor (Il b i
1 Type of registry memmmmw Disease Registry: Patients with PNH confirmed by flow
i N P N cytometry who do not currently participate in an ) N
registry and the registry objectives (primary and V- | - ical trial. All patients with PNH Satisf: "T&:‘;'::::"_h“‘m
Free text/short summary + online fink will be eligible, regardiess of the type of therapy they Registry Protocol
are receiving.
2 Use for registry-based studies |Can the registry be used as a platform for prospective registry-
and previous publications mdm?wm:;*mnuazus Yes, access to data for patients treated with PNH- Access may only be provided to data for
Free text/short summary + online link specific therapies may be pr 7 satisfactory patients treated with MAH's own product,
MAH:s ("product-spedific silo”) ‘comparative studies not possible
3 d ify the ical area of the registry and Further countries may be added. |
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has changed in any significant way over time) however, each patient is expected to be followed up to conduct a safety study
Numeric and free text for upto s years
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Numeric and date Some concerns exist on how this number is
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meriamdwho“w in the registry. total entollment: 2000 / illmlmiswenim?sﬂ?\md_mpk
Percentage and free text explanation if necessary needs further darification
6 Indlusion and exclusion criteria mm.mwmm PNH confirmed by flow cytometry, signed ICF. ) 8road inclusion ariteria to maximise
Free text/short summary + online link Exclusion: participation in an PNH dlinical trial. Y patient population
7 Follow-up the for the follow-up. What is the i o
Wfﬂw—wperhdpupﬁanhnw\s?mdnvw Study visits exp tobe i v6 i Dﬂ"ﬂm‘iwwww
predict and prevent loss to follow-up? months; follow up for up to 5 years Satisfactory c!l!ssol‘rmus_aq)e_ﬁadnbeardm
Free text minor issue
8 Confounders Are data relating to potential confounders collected and
identified for a specific registry use as appropriate. Specify ~ . All key variables relevant to PNH history and
techniques to prevent or control the potential confounders. MMW,MWIM,M satisfactory as well as the are
Free text history is collected collected in the registry
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REQueST output results

Registry Evaluation and Quality Standards Tool (REQueST)

Instructions

Individual scores are automatically copied from the 'Methodological Information', 'Essential Standards' and 'Additional Requirements'

worksheets. The area score is automatically generated by the tool.

Registry name:

IPIG PNH Registry

Needs development / clarification

Date of assessment: 10-Sep-23
I satisfactory
[N ot suitable
Area Item Colour rating
Methodological Information 1. Type of registry
2. Use for registry-based studies and previous publications
3. Geographical and organisational setting
4. Duration
5. Size
6. Inclusion and exclusion criteria
7. Follow-up
8. Confounders
Essential Standards 9. Registry aims and methodology

10. Governance

1

1. Informed consent

1

2. Data dictionary

1

3. Minimum data set

1

4. Standard definitions, terminology and specifications

1

5. Data collection

1

6. Quality assurance

1

7. Data cleaning

1

8. Missing data

1

9. Financing

2|

0. Protection, security and safeguards

Additional Requirements

2

1. Interoperability and readiness for data linkage

2

2. Data sources

2

3. Ethics

for Health Technol | Joint Action 3 2016-2020 | www.eunethta.eu
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FAQs

REQueST output results

Registry Evaluation and Quality Standards Tool (REQueST)

Question

Response

Who by, and for what purposes, is the tool designed to be used?

REQueST is designed to be used by i) registry owners to assess the quality of their registry, and ii) international organisations considering
whether to use registry data in evidence development for HTA and regulatory monitoring. The purpose is to highlight areas of a registry that
need improvement in order to maximise the quality of its data and ensure that those data can be used for HTA and regulatory purposes.

Will REQueST be used to generate evidence for HTA agencies or regulators, or to
evaluate evidence submitted by others to those bodies.

REQueST is designed to enable registry owners to develop robust data collection and analyses for use by HTA agencies and regulators. In line
with this it should be used by HTA agencies and regulators to transparently assess the quality of data from registries.

What should the requirements for acceptance of criteria be?

Evaluation is done by comparing the information provided by the registry to the standard set out in the tool. The rigor of requirements should
be appropriate to the nature of the technology and circumstance. They may increase as the phases of development are implemented. NB the
reader should consult the vision paper for more information on the phases.

Are confounding data considered in REQueST, and how?

It is not possible to identify specific confounders for a whole registry. Confounders apply rather for registry-based studies addressing specific
research questions. However, there may be cases in which confounders can be identified a priori. In registry-based studies, data are needed to
distinguish between objectives of a descriptive nature like treatment patterns or prevalence or incidence of a condition, and studies with
comparative effectiveness purposes where confounding is an important consideration.

Is REQueST evidence based?

PARENT is the main evidence reference for REQueST - further explanations are provided in the 'Glossary and explanations' worksheet.

Is REQueST designed to assess registry-based studies or Registries?

REQueST is designed to assess the quality of registries. Additional work would be required to review a proposed registry based study.

How does REQueST fit into the landscape of emerging guidance on registries?

REQueST is designed to be a simple tool that is based on international published guidance on registry methodology. It provides a transparent,
clear summary of the strengths and weaknesses of a registry that users may wish to approach for purposes such as registry based studies,
audit, simple data collection etc.

The 'Additional Requirements' should be essential. Why are they not all listed
under 'Essential Standards'?

The issues are covered at a basic level in Essential Standards but more, study-specific requirements may be required e.g. not all registry data
are intended to be shared across borders and not all registry data require research ethics approval (if intended for audit purposes only).
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