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Introduction
The date of application for the IVDR (2017/746) was May 26, 2022

We are now almost 5 months into the new regulation including “Clinical 

Trials” or “Performance Studies”

Just as in the US, a diagnostic with medical objective when used on subjects 

from the Union (27 member EU states or European Economic Area) must be 

either:

• A performance study device (equivalent to IUO in US)

• A CE marked or IVD device (equivalent to IVD in US)

• An in-house device (from a lab within the Union as defined in the 

regulation, like an LDT in US terms, but not the same)

Performance study data is an important aspect of an IVDR dossier.
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Clinical Performance
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Courtesy of QARAD (Maurizio Suppo from RAPS 

Meeting 2021)

• The manufacturer shall specify and justify the level of the clinical 
evidence necessary to demonstrate conformity with the relevant 
GSPR. 

• To that end, manufacturers shall plan, conduct and document a 
performance evaluation in accordance with Article 56 and with Part A 
of Annex XIII. 

• The clinical evidence shall support the intended purpose of the 
device as stated by the manufacturer and be based on a continuous 
process of performance evaluation, following a performance 
evaluation plan.

• All aspects of clinical performance studies will be conducted in 
accordance with recognized ethical principles.



MDCG 2022-2: Clinical Evidence IVD
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Clinical Performance IVD –Chapter VI  
MDCG 2022-2
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Clinical Performance Data
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• Potential sources of clinical performance data:

• Data from scientific peer-reviewed literature

• Data from published experience gained by routine 

diagnostic testing

• Data from clinical performance studies (clinical trials)

• Other sources of clinical performance data



Clinical Performance Studies Art. 57-58

2022-10-20 IVDR in Clinical Trials 9



Important 
References



Reference to Standards
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• ISO14155:2011 Good Clinical Practice for clinical investigations 

• ISO 20916 on Clinical Performance Studies using specimens from human subjects



Guidance Documents MDCG (IVDR)
Reference Title Publication

MDCG 2022-15
Guidance on appropriate surveillance regarding the transitional provisions under Article 110 of the IVDR 

with regard to devices covered by certificates according to the IVDD
Sept 2022

MDCG 2021-22 rev.1

Clarification on “first certification for that type of device” and corresponding procedures to be followed by 

notified bodies, in context of the consultation of the expert panel referred to in Article 48(6) of Regulation 

(EU) 2017/746

Sept 2022

MDCG 2022-10
Q&A on the interface between Regulation (EU) 536/2014 on clinical trials for medicinal products for 

human use (CTR) and Regulation (EU) 2017/746 on in vitro diagnostic medical devices (IVDR)
May 2022

MDCG 2022-9 Summary of safety and performance template May 2022

MDCG 2022-8
Regulation (EU) 2017/746 - application of IVDR requirements to ‘legacy devices’ and to devices placed on 

the market prior to 26 May 2022 in accordance with Directive 98/79/EC
May 2022

MDCG 2022-6 Guidance on significant changes regarding the transitional provision under Article 110(3) of the IVDR May 2022

MDCG 2022-3 Verification of manufactured class D IVDs by notified bodies Feb 2022

MDCG 2022-12
Guidance on harmonised administrative practices and alternative technical solutions until Eudamed is 

fully functional (for Regulation (EU) 2017/746 on in vitro diagnostic medical devices)
July 2022

MDCG 2022-2 Guidance on general principles of clinical evidence for In Vitro Diagnostic medical devices (IVDs) Jan 2022

MDCG 2021-4
Application of transitional provisions for certification of class D in vitro diagnostic medical devices 

according to Regulation (EU) 2017/746
April 2021

MDCG 2020-16 Rev.1 Guidance on Classification Rules for in vitro Diagnostic Medical Devices under Regulation (EU) 2017/746 Jan 2022 12

https://health.ec.europa.eu/document/download/9518a759-24ce-4e15-83a5-e7b383911000_en?filename=mdcg_2022-15_en.pdf
https://health.ec.europa.eu/document/download/98db0ec5-306f-4a0d-8bc9-5724f5d48942_en?filename=mdcg_2021-22_en.pdf
https://health.ec.europa.eu/document/download/59abcc81-fd32-4546-a340-24c8fad4e2ac_en?filename=mdcg_2022-10_en.pdf
https://health.ec.europa.eu/document/download/b7cf356f-733f-4dce-9800-0933ff73622a_en?filename=mdcg_2022-9_en.pdf
https://health.ec.europa.eu/document/download/76f9983e-164c-45f1-b2b9-c9e5050cefe9_en?filename=mdcg_2022-8_en.pdf
https://health.ec.europa.eu/document/download/14c2d8dd-8489-4db5-b035-1c174f17fb54_en?filename=mdcg_2022-6.pdf
https://health.ec.europa.eu/document/download/ebbc4f6a-4945-4d5d-9c22-9bc1aafc5532_en?filename=mdcg_2022-3_en.pdf
https://health.ec.europa.eu/document/download/c9008091-8ad7-4449-af75-f4f5a6abc761_en?filename=md_mdcg_2022-12_guidance-admpractice_techsol_eudamed_en_0.pdf
https://health.ec.europa.eu/document/download/f373538f-939c-472f-9536-436b6ddac085_en?filename=mdcg_2022-2_en.pdf
https://health.ec.europa.eu/document/download/9f23fca0-f407-4e45-a464-2d71b575d1fe_en?filename=mdcg_2021-4_en.pdf
https://health.ec.europa.eu/document/download/12f9756a-1e0d-4aed-9783-d948553f1705_en?filename=md_mdcg_2020_guidance_classification_ivd-md_en.pdf


Guidance Documents (MDR)
Reference Title Publication

MDCG 2021-28 Substantial modification of clinical investigation under Medical Device Regulation (MDR) Dec 2021

MDCG 2021-20 Instructions for generating CIV-ID for MDR Clinical Investigations (union wide Single ID#) July 2021

MDCG 2021-8 Clinical investigation application/notification documents (MDR) May 2021

MDCG 2021-6 Regulation (EU) 2017/745 (MDR) – Questions & Answers regarding clinical investigation April 2021

MDCG 2020-13 Clinical evaluation assessment report template  (MDR) July 2020

MDCG 2020-10/1

MDCG 2020-10/2

Guidance on safety reporting in clinical investigations (MDR)

Appendix: Clinical investigation summary safety report form (MDR)

May 2020

May 2020

MDCG 2020-8 Guidance on PMCF evaluation report template (MDR) April 2020

MDCG 2020-7 Guidance on PMCF plan template (MDR) April 2020

MDCG 2020-6

Guidance on sufficient clinical evidence for legacy devices (MDR)

Background note on the relationship between MDCG 2020-6 and MEDDEV 2.7/1 rev.4 on 

clinical evaluation

April 2020

MDCG 2020-5 Guidance on clinical evaluation – Equivalence (MDR) April 2020

MDCG 2019-9 -Rev.1 Summary of safety and clinical performance (MDR) March 2022
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https://health.ec.europa.eu/document/download/ba8069a1-6881-4360-b52b-6cab048aee43_en?filename=mdcg_2021-28_en.pdf
https://health.ec.europa.eu/document/download/54d417c4-df69-416f-a2bd-7a5de8cba611_en?filename=mdcg_2021-20_en.pdf
https://health.ec.europa.eu/document/download/13265ec7-1776-41af-afb6-e0a64bc407b5_en?filename=mdcg_2021-8_en.pdf
https://health.ec.europa.eu/document/download/f124f630-389e-4c45-90dc-24ec0a707838_en?filename=mdcg_2021-6_en.pdf
https://health.ec.europa.eu/document/download/02f50abc-91db-4ad9-b137-6ffedb690716_en?filename=md_2020-13-cea-report-template_en.pdf
https://health.ec.europa.eu/document/download/0537d335-7eed-4087-b65d-3c2bd8c72c1a_en?filename=md_mdcg_2020-10-1_guidance_safety_reporting_en.pdf
https://health.ec.europa.eu/document/download/bf136f27-27da-4a31-97c2-a5de741c3493_en?filename=md_mdcg_2020-10-2_guidance_safety_report_form_en.xlsx
https://health.ec.europa.eu/document/download/11121036-696a-4589-a311-c5525bd84df3_en?filename=md_mdcg_2020_8_guidance_pmcf_evaluation_report_en.pdf
https://health.ec.europa.eu/document/download/a5cdb303-c782-4010-8723-7d389af678f7_en?filename=md_mdcg_2020_7_guidance_pmcf_plan_template_en.pdf
https://health.ec.europa.eu/document/download/a6d29444-b5d5-4afb-8024-10be85256aa7_en?filename=md_mdcg_2020_6_guidance_sufficient_clinical_evidence_en.pdf
https://health.ec.europa.eu/document/download/5ceb9825-f05b-4ad8-9c2e-ee9e37b370c1_en?filename=md_mdcg_2020_6_guidance_sufficient_clinical_evidence-bckgr-note_en.pdf
https://health.ec.europa.eu/document/download/575a0f79-e3a0-4a96-9ce0-930576c12aa2_en?filename=md_mdcg_2020_5_guidance_clinical_evaluation_equivalence_en.pdf
https://health.ec.europa.eu/document/download/5f082b2f-8d51-495c-9ab9-985a9f39ece4_en?filename=md_mdcg_2019_9_sscp_en.pdf


Notified Body Documents (NBOG)
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https://www.nbog.eu/nbog-documents/ https://www.nbog.eu/nbog-reports-and-news/



Team NB (Notified Body) Papers
• https://www.team-nb.org/all-news/
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https://www.team-nb.org/all-news/


MedTech Europe & Other Resources
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https://www.medtecheurope.org/resource-library/



Definitions - Article 2 
(7) ‘companion diagnostic’ means a device which is essential for the safe and effective use of a 
corresponding medicinal product to: 

(a) identify, before and/or during treatment, patients who are most likely to benefit from the 
corresponding medicinal product; or 

(b) identify, before and/or during treatment, patients likely to be at increased risk of serious adverse 
reactions as a result of treatment with the corresponding medicinal product; 

(46) ‘interventional clinical performance study’ means a clinical performance study where the test results 
may influence patient management decisions and/or may be used to guide treatment; 

By definition, companion diagnostic performance studies (result of test guides 
selection or exclusion of patients who will receive an investigational medicinal 

product) are an interventional clinical performance study.
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Article 58: Authorization or Notification
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• If Sponsor is not in Union,

• Then a natural or legal person 

established in the Union must be 

appointed and utilized as their legal 

representative

• All communications will be with 

the Legal Representative of the 

Sponsor in this case.
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• Article 59: Informed Consent

• Article 60: Performance Studies on Incapacitated Subjects

• Article 61: Performance Studies on Minors

• Article 62: Performance Studies on Pregnant or Breastfeeding Women

• Article 63: Additional National Measures

• Article 64: Performance Studies in Emergency Situations

• Article 65: Damage Compensation

• Article 66: Application for Performance Studies



Draft Clinical Trial Application Docs
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DRAFT Forms (A through G), 

Part A has 21 pages to complete



Documents Required marked with X

21

Just as US FDA expects an 

IDE for certain studies, 

European Commission and 

National Competent 

Authorities expect to 

review and authorize 

certain diagnostic studies 

(i.e. as defined in Article 58 

and Article 70).

These submissions for 

clinical trial authorization to 

use the performance study 

device require inclusion of 

DATA to support use of 

the product in the study 

for the intended use 

population.



Some docs you may not realize (XIV)
• Sponsor shall ensure an agreement is in place to ensure that any serious adverse events or any other event as referred to 

in Article 76(2) are reported by the investigator or investigators to the sponsor in a timely manner 

• Record retention period: at least 10 years after the clinical performance study with the device in question has ended, or, in 
the event that the device is subsequently placed on the market, for at least 10 years after the last device has been placed 
on the market. 

• Proof of insurance cover or indemnification of subjects in case of injury, pursuant to Article 65 and the corresponding 
national law. 

• Description of the arrangements to comply with the applicable rules on the protection and confidentiality of personal data, 
in particular: 

• organisational and technical arrangements that will be implemented to avoid unauthorised access, disclosure, dissemination, alteration or loss of 
information and personal data processed; 

• a description of measures that will be implemented to ensure confidentiality of records and personal data of subjects;

• a description of measures that will be implemented in case of a data security breach in order to mitigate the possible adverse effects. 

• A signed statement by the natural or legal person responsible for the manufacture of the device for performance study 
that the device in question conforms to the general safety and performance requirements laid down in Annex I apart from 
the aspects covered by the clinical performance study and that, with regard to those aspects, every precaution has been 
taken to protect the health and safety of the subject. 

• Summary of the benefit-risk analysis and the risk management, including information regarding known or foreseeable risks 
and warnings 
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Result of Clinical Trial Application
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Example Review Times (Authorization)
Country CPS (CTA) Review Duration Anticipated Ethics Review Duration Anticipated

Belgium 55 days (additional 20 days could be added) EC review combined with CTA review

Czech Republic 60 days 60 days

France 60 days 45-60 days

Germany 55 days (additional 20 days could be added) EC approval required prior to submitting CPS 
clinical trial application to CA

Hungary 75 days EC review combined with CTA review

Italy 15-35 days (additional 20 days could be added) No timeline specified in National Law

Netherlands 56 days EC review combined with CTA review

Portugal 30 days EC review combined with CTA review

Poland 60 days 45 days

Spain 45 days 60 days
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Review Time (Notification)
• Member States have 10 days from the receipt of the application dossier to notify the sponsor 

that the application is: 

a) within the scope of the IVDR regulations, and 

b) is considered to be a complete application. 

• If the sponsor is not notified by the Member State by day 10, the sponsor may consider their 
application to be within the scope of the IVDR regulations and complete. Whichever is the 
case, the ‘validation date’ of the application is either the date on which the sponsor is notified 
by the Member State that their study is within the IVDR scope and is complete, or the last day 
of the designated waiting period if the sponsor does not get a response from the Member 
State.

• Worst case is 10 days past the date the Member State receives the application to be able to 
consider the study application as ‘valid’. 
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References: IVDR 2017/746, Article 66(1) and 66(5).



Article 70 (PMPF)

2022-10-20 IVDR in Clinical Trials 26



2022-10-20 IVDR in Clinical Trials 27

• Annex I: GSPR (General Safety & Performance 

Requirements)

• Annex XIII: Performance Evaluation, Performance 

Studies & Post market Performance Follow-Up

• Annex XIV: Interventional Clinical Performance 

Studies & Certain Other Studies

• Are you planning a Significant Modification to Study?



What to Do?



What to Do
1. Determine if study requires authorization or notification before it can begin

2. Follow IVDR, GCP, ISO Standards, and relevant MDCG Documents
• Annex I General Safety & Performance Requirements
• Annex XIII
• Annex XIV
• AE (PS) and Vigilance Reporting (PMPF)

3. Generate Documents Needed: Study Protocol, Investigator Brochure, Instructions 
for Use, Informed Consent Form, Product Labels etc.

4. Determine Clinical Trial Sites (and countries), investigator agreements, CVs, install 
performance evaluation study device(s), train site operator(s)

5. File - Obtain Country Authorization(s) or File Notifications & Obtain Country & 
Site Ethics Approval(s)

6. Execute Study (Study & Site Monitoring, Update Risk, AE)

7. Report
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Determine Study Requirements
• Does this clinical study on human subjects require an authorization or notification 

before it can start?
• Is it a performance study device?

• Will the data from the study be needed to support a device dossier?

• Is it a CE marked device that has been significantly changed for use in the study?

• Is  it a CE marked device that is used on label in the study?

• Is it an interventional clinical performance study?
• Are you using prospectively collected samples?

• Are you using banked specimens?

• Is the collection of samples from the human subject for testing with the performance study device 
surgically invasive?

• Is the collection of samples from the human subject for testing invasive and 

• Is the study a pre-market study or a post market performance follow-up study?
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EUDAMED Timeline
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EUDAMED Playground Module CPS

• Due to technical reasons, we are forced to postpone the 
Playground – release 3.2 that was scheduled for 10/13/2022.

• At the moment, there is no specific date available for the 
coming release therefore we will return with an email to inform 
you about the final date and any other changes, if applicable. 

• We apologize for any inconveniences generated and we thank 
you for your continuous support and interest in testing 
Eudamed.
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In Absence of EUDAMED
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Example Spain 
(AEMPS)



Spain National Competent Authority AEMPS

2022-10-20 IVDR in Clinical Trials 35

Studies started before 

date of application of the 

IVDR i.e. May 26, 2022 

can continue.

Serious adverse event 

reporting notification 

should begin from date 

of application of the 

regulation.

“Start of Study” means 

the act of selection of 

the first possible subject 

OR the date of 

registration of the first 

investigator center where 

everything is ready to 

start recruiting.



Example – Spain continued
• For new clinical studies that require authorization per Article 58(1), i.e. for example samples 

where surgically invasive sampling is carried out solely for the purpose of the study, and where 
the collection of samples does not pose a significant clinical risk to the subject. 

• The evaluation period will be 45 days, from the date of validation, for all products. This will be 
reflected in new legislation to be published at national level. 

• In Spain, a favorable opinion issued by a Research Ethics Committee of Medicines (CEIm) will 
be required, as well as the agreement of the management of the participating centers for the 
initiation of the same.

• The new royal decree on in vitro diagnostic medical devices, which is currently under 
development, will require certain documentation to be submitted at least in Spanish. However, 
in order to facilitate and promote research in Spain, and provided that the CEIm has no 
objection in this regard, the study plan of the operation and the researcher's manual, could be 
accepted in English.

• For clinical studies that require notification per Article 70(1) for example or per Article 58(2) 
for example (diagnostic tests for therapeutic selection using only surplus samples), until the 
future European EUDAMED database is available, these will be notified through the NEOPS 
platform.
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If this was a CDx Study? Suggestions
• The diagnostic manufacturer of CDx is a Performance Study Sponsor for their 

‘clinical performance study’ device that is used within the investigational medicinal 
product study protocol of the pharma company.

• The diagnostic manufacturer would have a ‘Study Protocol’ for the diagnostic testing

• If using prospective sample collection in the ‘interventional’ study, then the diagnostic 
manufacturer must obtain authorization to use the performance study device.

• The diagnostic manufacturer would have to obtain Ethics approvals to use the 
performance study device in the device study protocol

• The diagnostic manufacturer would cross reference the medicinal product study 
protocol reference number (CTIS or EUDRACT), and pharma company will cross-
reference the SIN (study ID number) from EUDAMED or individual competent 
authority authorization(s)
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Considerations for CDx studies
• Will require either authorization (prospective sample collection for performance 

study device) or notification (use of surplus leftover specimens for CDx study)

• Informed consent (and any updates)

• Study Monitoring

• Investigator Brochure (study test sites)

• What information needs to go to study sites where sample is being collected?

• Adverse Event Tracking and Serious Adverse Event Reporting

• List of participating investigator(s), site(s), countries, planned first patient in (FPI) dates

• Investigator Agreement(s)

• Clear communication (routine meetings) and written agreement between Pharma 
Company and Diagnostic Manufacturer.  

• Process for ‘escalation’ discussions (Steering Committee) i.e. via senior management 
of both companies
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Summary
The intended use of the product drives the 

evidence needed to support the dossier.

Certain types of studies require clinical trial 

authorization or clinical trial notification before 

they can be executed.

The CPSP and CPSR are only one part of the 

overall Clinical Evidence picture!

Plan early, document clearly to support the 

intended use of your product and align timelines 

for Companion Diagnostics (interventional) 

Clinical Performance Studies
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thank you 



plan for clinical study

PLAN Risk assessment, scientific validity, analytical validity, QMS, SVR, AVR, Responsibilities, PEP

DOCUMENT Protocol (CPSP), Informed Consent, Labels, Brochures, CVs, Agreements etc.

FILE Coordinate applications (Authorization/Notification/Ethics)

EXECUTE Studies and monitoring using superior methodologies

REPORT AE, PSUR, Clinical Study Report
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Understand timeline

SEP 20XX
Plan

NOV 20XX
Document

JAN 20XX
File CTA / CTN, Ethics Review Board 

etc.

MAR 20XX
Execute Clinical Study

MAY 20XX
Report



Clinical Performance Report
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Clinical report
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MDCG 2022-2

Figure 2



Definitions from Article 2 (2017/746)
(42) ‘performance study’ means a study undertaken to establish or confirm the analytical or clinical performance of a 
device; 

(43) ‘performance study plan’ means a document that describes the rationale, objectives, design methodology, 
monitoring, statistical considerations, organisation and conduct of a performance study; 

(44) ‘performance evaluation’ means an assessment and analysis of data to establish or verify the scientific validity, the 
analytical and, where applicable, the clinical performance of a device; 

(45) ‘device for performance study’ means a device intended by the manufacturer to be used in a performance study. A 
device intended to be used for research purposes, without any medical objective, shall not be deemed to be a device 
for performance study; 

(47) ‘subject’ means an individual who participates in a performance study and whose specimen(s) undergo in vitro 
examination by a device for performance study and/or by a device used for control purposes; 

(57) ‘sponsor’ means any individual, company, institution or organisation which takes responsibility for the initiation, for 
the management and setting up of the financing of the performance study; 

(58) ‘informed consent’ means a subject's free and voluntary expression of his or her willingness to participate in a 
particular performance study, after having been informed of all aspects of the performance study that are relevant to 
the subject's decision to participate or, in the case of minors and of incapacitated subjects, an authorisation or 
agreement from their legally designated representative to include them in the performance study; 

(59) ‘ethics committee’ means an independent body established in a Member State in accordance with the law of that 
Member State and empowered to give opinions for the purposes of this Regulation, taking into account the views of 
laypersons, in particular patients or patients' organisations; 
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Out of Scope Products MDCG 2022-2
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