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EXECUTIVE SUMMARY

The Harmonised approach to Early Feasibility Studies for Medical Devices in the European Union
(HEU-EFS) project aims to develop a sound, widely applicable, and harmonised framework for EFS
implementation at the EU level. Within the scope of the HEU-EFS project, this methodological
framework is tested through pilot use-cases to validate the processes, procedures, actors involved,
timelines of the phases, templates, performance monitoring defined in WP3, WP4, WP5 and WP6.
The pilot use cases also aim to provide feedback and recommend any necessary adjustments needed

to improve the methodology.

The pilots are key step to gain real-life experience of a new EU EFS pathway to help inform, refine
and validate the framework. They leverage the results of the developed HEU-EFS eligibility criteria
and methodological framework (WP3), template for clinical investigational plan (CIP) for EFS and CIP
EFS checklist (WP4), metrics for performance monitoring of the EFS project (WP5), and a set of
standard templates for the EU EFS Program, including Informed Consent Form, Master Clinical Trial
Agreement, and Insurance Agreement (WP6), and take into considerations the recommendations
from WP1 and WP2.
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1. Introduction

Deliverable 7.2 Recommendations for the selection of pilot use cases is a part of Task T7.1
Undertaking of preliminary activities in preparation for pilot use-cases, the aim of which is to prepare
for the submission of pilot use cases and enable a smooth and timely execution of the pilots. As such,
the deliverable summarizes key elements and strategies that guided development of a system for

selection of use cases, including:

e Summary of processes, templates and checklist defined in WP3 Methodology development:
rationale, processes, and procedure, WP4 Methodology development: evidence
requirements, data, and statistical tools, WP5 Methodology development: EU EFS program
monitoring system and WP6 Methodology development: ethical and legal aspects reflected in

the self-evaluation checklist and guidelines.

o Self-evaluation checklist which was developed as a tool to ensure alignment of proposed pilots

with HEU-EFS methodologies and templates.
e Submission procedure.

In the next step and within the scope of Task 7.2 Undertaking of EFS use-cases to test the

methodology, the pilots will test the:

e Process defined in Task 3.3 Development of processes, procedures, actors, and timelines.

e Templates and checklists defined in WP4 Methodology development: evidence requirements,
data, and statistical tools, and WP6 Methodology development: ethical and legal aspects.

o Key performance metrics and dashboard defined in WP5 Methodology development: EU EFS

program monitoring system.
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2. Methods

To launch the validation of the HEU-EFS eligibility criteria, methodological framework, process, and

templates, within the Task T7.1, a two-fold approach was undertaken:

1. Development of a confidential survey for pilot use-case submitters to pre-identify types of
technologies, medical conditions (based on deliverable D3.1 Eligibility criteria and patient
contribution to EFS) and prioritised member states where the future EFS may be undertaken.
This survey was developed by WP7 leaders (EDWARDS, ABBOTT, MEDTRONIC, and
GEMELLI) in close alignment with WP3 leaders (NIPH and UB). The aim of the survey was to
enable other WPs - particularly WP3 - to consider those results in further WP development
and during the interview process with NCA.

2. Development of a self-evaluation checklist together with a process for its submission by the
pilot proposers. The purpose of the self-evaluation checklist was to provide pilot proposers
with a tool to self-assess consistency of the pilots with eligibility criteria defined in Task 3.1
Identification of eligibility criteria for the EU EFS Program as a gateway to qualify pilots for the
validation process. Pilot submissions are based on self-evaluation rather than consortium
assessment to ensure complete confidentiality. The checklist was co-developed by WP7
leaders (EDWARDS, ABBOTT, MEDTRONIC, and GEMELLI), with continuous input by the
leaders of WP3 (NIPH and UB) and of WP5 and 6 (UB). Further information about the self-
evaluation checklist methodology is provided below in chapters 2.1. Self-evaluation checklist

inputs; 2.2. Self-evaluation checklist and 2.3. Submission process.

Development of the survey for pilot use-case submitters, the self-evaluation checklist and the checklist
submission process were a key step to transition from the methodology development to validation by

pilot use-cases (Figure 1).

All documents were developed and discussed through regular working meetings (average every two-
week meetings). The process for development of both the survey and the self-evaluation checklist
was presented to the Steering Committee of the HEU-EFS consortium, as well as to the private
consortium so as to ensure alignment. A separate meeting with patient organisations was held to
ensure planning of engagement with the Patient Advisory Group (PAG) and to ensure that patient
feedback is sought at the right points of the validation process. A plan was made to seek PAG
feedback to patient specific documents and comments to be prepared as a part of Task 7.2, which

will implement the pilots.
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Figure 1: Self-evaluation checklist and pilot submission process as a step to transition from methodology

development to validation by pilot use-cases.

Methodology development Methodology validation
WP3: Eligibility criteria for the 17 A4 T7.2 Pilot
EU EFS Program i i
g Confidential survey for pre- » implementation
WP4: Clinical Investigation Plan » identification of pilots ‘
WP35: EU EFS program Self-evaluation checklist for
monitoring system pilot identification by pilot T7.3 Evaluation and
WPé6: Informed Consent Form, proposers assessment
Master Clinical Trial Agreement,

and Insurance Agreement I

2.1. Self-evaluation checklist inputs

The self-evaluation checklist was developed based on inputs from WP3 — 6 and the confidential

survey for pilot use-case submitters which pre-identified possible pilots and key stakeholders and
supported activities of other WPs by providing key pilot insights. Moreover, with the checklist
submission, was a step for proceeding with pilot preparation during absence of inputs from other WPs

and the pilot proposers tested the online Qualtrics submission format.

The baseline for the development of the self-evaluation checklist (T7.1) were eligibility criteria defined
in Deliverable D3.1.The D3.1 eligibility criteria informed the structure and content of the checklist.
Specifically, the self-evaluation checklist adopted the key characteristics of technologies proposed to
undergo an EFS, patient engagement and population to be recruited for EFS, requirements and types
of tests to be conducted prior to initiating an EFS, and requirements that should be met by clinical
sites selected for EFS. Any adaptations or feedback given on D3.1 have continuously been captured
to ensure a continuous feedback mechanism in view of developing final recommendations towards

the methodology.
Further to D3.1, the following documents have informed the design of the pilot self-evaluation process:

o D3.2 HEU-EFS methodological framework which defines the regulatory pathway to be tested
in the pilots (T7.2).

e D4.2 Template for a Clinical Investigation Plan for EFS clinical investigations involving Medical
Devices, which defines the clinical information to be included in the document (T7.2).

o WP4 CIP EFS Checklist to be tested during implementation of the pilots (T7.2).
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e D5.1 Measuring the EU EFS Performance, which defines the metrics to monitor EFS
performance as a part of T7.2.

o D6.2 Set of templates for the EU EFS Programs - methodological document, which defines
the templates — Informed Consent Form, Master Clinical Trial Agreement, Insurance

Agreement — to be tested during implementation of the pilots (T7.2).

2.2.Self-evaluation checklist

To assess consistency of the proposed pilots with eligibility criteria for EFS defined in D3.1, a self-
assessment by the pilot proposers was chosen as a preferred pilot selection methodology over

evaluation conducted by the consortium in order to ensure confidentiality of the proposed pilots.

The checklist was developed as an online document placed on the HEU-EFS Share Point. Comments
and feedback were gathered directly via the online document and during regular WP7 leader calls, to
which WP3 leaders were consistently invited. All comments and suggestions have been addressed
and iteratively implemented. Draft of the checklist was also presented to the Steering Committee as

well as during plenary meeting of the consortium.

For the self-evaluation checklist submission, there was no prescriptive list of disease areas provided.

The consortium aims to reach a minimum of 3 pilot use cases to test the methodology.
The following topics have defined the structure of the self-assessment checklist:

Pilot overview information
Technology characteristics
Patient engagement

Level of pre-clinical evidence

o b~ wbd =

Clinical expertise and clinical sites

The description of the checklist content is provided in Chapter 3 Results.

2.3. Submission process
Phasing the pilot launch

The submission process was launched in June 2025 with release of the self-evaluation checklist. With
that, Milestone MS5 Launch of submission of technologies for use cases has been achieved. The

submission process has been phased as follows:

10
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1. Phase 1: submission open for private partners who articulated their intention to propose pilots
in the project preparation phase was launched in June 2025.

2. Phase 2: all members of the consortium are invited to propose pilots by submitting completed
self-evaluation checklists. This phase was launched in July 2025.

3. Phase 3: opening the pilots to the public has been identified as a potential risk mitigation
measure of Risk number 10 Limited number of technology proposed to run pilot. The
consortium will discuss whether this mitigation measure needs to be implemented or not.
Decision on the launch of this phase will be made by the consortium upon alignment with the
Innovative Health Initiative (IHI). If implemented, active outreach will be planned for the project
network, including participants in the Survey for health technology developers implemented in
WP1 Research and analysis on state of play of pre-market programs and implementation
barriers to EFS.

Submission format
The final self-evaluation checklist was implemented via an online format using the Qualtrics survey
form developed by UB. This format allows full confidentiality and is also harmonised with other forms
developed in WP5. Deliverable D5.1 Measuring the EU EFS Performance defined a uniform method
for data collection, both for the checklists and for the information required to calculate the Key
Performance Indicators (KPIs). This will allow for consistency and confidentiality in gathering feedback

throughout the submission process.

The online form was designed to collect preliminary data from sponsors participating in the EFS pilot.
For the submission, the pilot proposers are asked to provide only such information that is available or
can be shared. Once submitted, the pilot proposers obtain a summary of provided responses
downloadable in PDF form. Further details can be added by pilot proposers at later stages whenever
they become available. The responses provided via submitted self-evaluation checklist remain
confidential, and no individual sponsors or medical device technologies can be identified. UB is the
only recipient of the submitted information, and the information is not shared with the other consortium
members. For each submitted checklist, the pilot proposers generate a self-selected, 8-digit code that
serves as unique identifier for the EFS pilot. The code may include letters, numbers, and special

characters.

Submission timelines

The pilot submission process is expected to be implemented in two cut-offs:

e Cut-off 1 was launched in June 2025 with release of the self-evaluation checklist. The first

cut-off period is expected to end by 30 September 2025. Pilot proposers have been invited to

11
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regularly inform UB of their intended timing to submit pilots so as to ensure planning for the
overall consortium deliverables.

e Cut-off 2 will be launched in October 2025 and is expected to end at the latest by 31 March
2026.

Cut-off 2 was added as a deviation from the original plan. Firstly, because pilot proposers were in
need of a more solid understanding of the processes, templates and checklists developed in other
Work Packages. In addition, the timelines could maximise appropriate identification of pilots by pilot
submitters in accordance to their internal R&D pipelines. Finally, the additional cut-off (2) also would
facilitate interest from other partners of the consortium and the wider public to submit pilots. This was

therefore to mitigate Risk number 10 Limited number of technology proposed to run pilot.

12
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3. Results

The self-evaluation checklist is the primary outcome of the earlier activities and contains these

sections and details:

Pilot overview information

In this section, the pilot proposers are asked to provide sponsor profile and contact information as
well as an overview of the pilot including the estimated submission timeline, pilot characteristics, target
national competent authorities (NCAs), ethics committees, clinical sites, possible synergies with

coordinated assessment (Figure 2).

Technology characteristics
In this section, the pilot proposers are asked to provide information on the device therapeutic area,
device risk classification and its breakthrough character (as specified in Deliverable D3.1), technology
specific purposes of the EFS pilot study, a description of why the study is considered EFS, expected
number of subjects to be enrolled within EU, characteristics of the target patient population, and

confirmation that the study includes phased or iterative enrolment (Figure 3).

Patient engagement
This section focuses on confirming whether patients / patient representatives have been consulted
during the study design and justifying the inclusion, where applicable, of any vulnerable patient groups

relevant to the health condition (Figure 4).

Level of pre-clinical evidence

In this section, pilot proposers are asked to complete information on pre-clinical evidence including
confirmation of compliance to GSPR, with relevant ISO/ASTM (or other) standards, confirmation of
prior generation of pre-clinical evidence and possibility to consult/leverage data from similar devices
and previous versions (Figure 5). The pilot proposers have an option to add references to the Clinical
Investigational Plan (CIP) or indicate if the data is not available or if the pilot proposers are not ready

to disclose them.

Clinical expertise and clinical sites

In this section, pilot proposers are asked to provide information confirming that the clinical sites ensure
compliance with ICH-GCP and ISO 14155 standard, whether the personnel to be involved in EFS
have an extensive understanding of reporting of serious adverse events, whether the clinical sites

have the capacity and equipment to offer adequate emergency care and support during and after

13
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EFS, whether the clinical site staff have the needed experience and access to the patient population,
confirm that there is a developed EFS technology-specific training program for the involved clinical
personnel and whether proctors and clinical specialists are involved in the clinical staff training
activities, and whether the sponsor will make staff available to support clinical staff during the
procedures (Figure 6). As above, the pilot proposers have an option to add reference to the Clinical
Investigational Plan or indicate if the data is not available or if the pilot proposers are not ready to

disclose them.

14
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Figure 2: Self-evaluation checklist - pilot overview information

Pilot overview infermation

Ql. Does the sponsor of the EFS identify itself os o SME?

() ves

0 wo

S P
Q2. Company namea kD|IIDr‘CI|:|

3. Representative name (optional)

Q4. Represantative contacts (cm'mul}

Q5. When are you planning to submit the EFS applicotion?

Q6. Please select the option that describes the pilot EFS based on
the number of countries and clinical sites involved:

O single -country, single-cenire
I:I Singgle -country, mMulli -cente

(0 Mumiple-country, rulli-cenire
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Q7. Which of the following EUJ EEA NCAs do you plan to submit tha
EFS application to? Please check all that apply.

O Austrio {Austrion Agency for Health and Food Satety {AGES)
[0 c2ech Repubic (State Institute tor Drug Contoal)
[ Denmark (Danish Health and Medicines Authority)

France i;gEﬁCé‘ Mationake de SAcuritd du Médcoment e des Procduile de Sante
N

[ Germony (Federal institute for Drugs ond Medicd Devices (Bam) )
O iretand (Health Procucts Reguiatony Authority)

[ ttaky (Miristens delia Solute)

[ Netherands (Heolth and Youth Care inspectarate )

D Poland l,'(_r‘ice Tor Regisnu[ian of Medicinal Products, Medioal Devices and
Biocidal Products)

[0 spain {Spanish Agency for Medicines and Medical Devices)

QB. If there were o coordinated assessment option under the EF5
pilot, which MCA would you prioritize oz the lead NCA?

Z4

Q9. Please list the ethics committees (£C) to be involved in the
EFS pilot if known.

4

0. Please list the clinical sites to be involved in the EFS pilot if
known.

4

Q1. wWhich of the following non I:U,l':l-_r\ NCAs have you, or plan to,
submit the EFS application to? Flease check all that apply. If none,
please select "None of the cloove.”

O urited States (FOA)

O e (MHRA)

[ switzernand (Swissmedic)

[ hew Zetond (MedSate)

O Geongia (RaMa)

[ caner

[0 Noneaf the cbove
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Figure 3: Self-evaluation checklist - technology characteristics

Technology characteristics

12, What is the therapeutic area of the device?
O Circulatary system (cordiovasculor | ymphatic)

(0 Endocrinology and dobetes

() Gastrosmenalogy and Nepatoiody

O General and plastic surgery, dentistry

l:l Rephachooyy and unoogy

() Meurology

s and gynecology (inciuding reprochuctive health)
(0 Cphihalmalogy

() Orthopecics, traurmataiody, rehabditation

() Respiroiory, onesthesioiogy, intensive core

(D) caner

QI3 What is the highest risk classification of the device?

4. In case the technology is not Class il or Class b device
I':'nc:luciﬁg DH Is:I as per eligibility criteria lfso:' delivercble JS.I},

please provide a justification.

2

(15. Is the technology a breakthrough device and/ or addressing
an unmet need (i.c. no equivalent device exists )} ?

) Yes

) b
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Ql6. Is the technology already CE Morked or previoushy opproved
for clinical investigations such that the EFS pilot will be an
axpansion of the axisting intended use in new patient population
of application?

(0 ves

D) ko

Q7. 15 the purpose of the EFS pilot study to better understand the
device interaction between the technology and physiclogy/
anatormy during development?

D) ves

() W

QI8. Is the purpose of the EFS Pilot study to evaluate o technalogy
enhancament made to an axisting design?

0 ves

0 o

Q19. Please descrioe why you congider this study as an EFS.

Q20. enter the nurmber of subjects to be enrolled within EU.

Q2. In case the estimated enrclment exceeds 15 patients as per
aligibility criteric (sen dofiverabla D31, please justiy.

2
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Q22 What are the characteristics of the target patient
population?

wicle ) Female | ‘

A Onge | ‘

Other | ‘

23, Does the study include phased or iterative enrolment?

() Yes, plecse describe

0 o

Figure 4: Self-evaluation checklist - patient engagement

Patient engagement

(}24. Hove patients | potient representatives been consulted
during the study design?

() Yes, please describe

(0 ho, please describe

(25, In line with section 3 of Annex XV of MDR hawve the vulnerable
patient groups relevant to the health condition been identified,
specifically subjects such as children, pregnant worman,
immuno-comprormised or, elderly subjects, if they are included,
please justify.

%
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Figure 5: Self-evaluation checklist - level of pre-clinical evidence

Level of pre-clinical evidence

Q26. Is the EFS planned to be conducted in accordance with 150
1415520207

() Yes

0 ho

Q27. Is the technology developed utilizing the principles of 150
145717

O ves

0 ho

Q2B. Is the technology under investigation compliant to GSPR for
pra-clinical testing (unless culy _'ustiﬁcd:: ?

(0 Yes

() a=ztaras g
0 ho

(D) Moy the relevant dota is planned 1o be colected during the EFS

(28 Was genaration of pre-clinical evidence possibla?
':' Yo

0 ho

Q3. f available, has data from similar devices or pravious
versions been consulted /leveraged?

(D) Yes

0 ho
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Figure 6: Self-evaluation checklist - clinical expertise and clinical sites

Clinical expertise and clinical sites

Q3Z. Are the clinical sites expected to comply with ICH-GCP
stonclards?

0 ves

O He

Q33. Are the clinical sites expectad to camply with IS0
1H55:20207

0 Yes

0 He

034, Does the personned to be involved in EFS hove an extensive
understanding on how to report serious adverse events in ling
with requirernents of tha MOR and national low?

O Yes

I:l Ho, pledise desciibe which personnel

Q35. Does the clinical site have the copacity and equipment to
offer adequate emergency cara and support systems during
ond, where needed, ofter the EFS?

O Yes

0 e

(36. Does the clinical site staff have experience in the
therapeutic field of the investigotional devices?

() Yes

0 e
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