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Background
• May 5, 2017 – IVDR Regulation 2017/746 is published in the Official Journal of the

European Union
• May 26, 2022 – IVDR Regulation 2017/746 enters into force and repeals Directive

98/79/EC
• Present – we are in the transitional period, which allows the marketing of devices

placed on the market before May 26, 2022, as long as they comply with the provisions of
Art. 110 - Transitional Provisions (IVDR 2017/746). Marketing is still allowed until certain
deadlines, depending on the new risk class of the device



Purpose of IVDR implementation
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Legislation
Guidelines and standards
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Regulation (EU) 
2017/746 of the 
European 
Parliament and of 
the Council of 5 
April 2017 on in 
vitro diagnostic 
medical devices, 
as amended
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Law No. 95/2006 on health 
reform, republished, with 
subsequent amendments and 
additions
EMERGENCY ORDINANCE No.
137 of October 12, 2022
establishing the institutional 
framework and the measures 
necessary for implementing 
Regulation (EU) 2017/746 of the 
European Parliament and of the 
Council of 5 April 2017 on in vitro 
diagnostic medical devices 
repealing Directive 98/79/EC and 
Commission Decision 
2010/227/EU
Law No. 289/2023 for the 
approval of Government 
Emergency Ordinance No.
137/2022 
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Guidelines approved by 
the Medical Device 
Coordination Group 
(MDCG) under Art. 99 of 
Regulation (EU) 
2017/746
Harmonized standards



Harmonized Standards
Reference number of the standard Title of the standard

EN ISO 11135:2014, 
EN ISO 11135:2014/A1:2019

Sterilization of health-care products - Ethylene oxide - Requirements for the development, validation and routine control of a sterilization process for medical 
devices (ISO 11135:2014)

EN ISO 11137-1:2015, 
EN ISO 11137-1:2015/A2:2019

Sterilization of health care products - Radiation - Part 1: Requirements for development, validation and routine control of a sterilization process for medical devices 
(ISO 11137-1:2006, including Amd 1:2013)

EN ISO 11137-2:2015, 
EN ISO 11137-2:2015/A1:2023 Sterilization of health care products - Radiation - Part 2: Establishing the sterilization dose (ISO 11137-2:2013)

EN ISO 11607-1:2020, 
EN ISO 11607-1:2020/A1:2023 Packaging for terminally sterilized medical devices - Part 1: Requirements for materials, sterile barrier systems and packaging systems (ISO 11607-1:2019)

EN ISO 11607-2:2020, 
EN ISO 11607-2:2020/A1:2023 Packaging for terminally sterilized medical devices - Part 2: Validation requirements for forming, sealing and assembly processes (ISO 11607-2:2019)

EN ISO 11737-1:2018, 
EN ISO 11737-1:2018/A1:2021 Sterilization of health care products - Microbiological methods - Part 1: Determination of a population of microorganisms on products (ISO 11737-1:2018)

EN ISO 11737-2:2020 Sterilization of health care products - Microbiological methods - Part 2: Tests of sterility performed in the definition, validation and maintenance of a sterilization 
process (ISO 11737-2:2019)

EN ISO 13408-1:2024 Aseptic processing of health care products - Part 1: General requirements (ISO 13408-1:2023)
EN ISO 13408-6:2021 Aseptic processing of health care products - Part 6: Isolator systems (ISO 13408-6:2021)
EN ISO 13485:2016, 
EN ISO 13485:2016/AC:2018, 
EN ISO 13485:2016/A11:2021

Medical devices - Quality management systems - Requirements for regulatory purposes (ISO 13485:2016)

EN ISO 14971:2019, 
EN ISO 14971:2019/A11:2021 Medical devices - Application of risk management to medical devices (ISO 14971:2019)

EN ISO 15223-1:2021 Medical devices - Symbols to be used with information to be supplied by the manufacturer - Part 1: General requirements (ISO 15223-1:2021)

EN ISO 17511:2021 In vitro diagnostic medical devices - Requirements for establishing metrological traceability of values assigned to calibrators, trueness control materials 
and human samples (ISO 17511:2020)

EN ISO 20916:2024 In vitro diagnostic medical devices - Clinical performance studies using specimens from human subjects - Good study practice (ISO 20916:2019)

EN ISO 25424:2019 Sterilization of health care products - Low temperature steam and formaldehyde - Requirements for development, validation and routine control of a sterilization 
process for medical devices (ISO 25424:2018)

EN ISO 25424:2019, 
EN ISO 25424:2019/A1:2022

Sterilization of health care products - Low temperature steam and formaldehyde - Requirements for development, validation and routine control of a sterilization 
process for medical devices (ISO 25424:2018)

Source: https://single-market-economy.ec.europa.eu/single-market/european-standards/harmonised-standards/iv-diagnostic-medical-devices_en

Notified Body

• Notified Body
- a key pillar of the health 
technology regulatory 
system
• Current situation 
- 17 Notified Bodies 
designated for the 
evaluation of in vitro 
diagnostic medical devices 

Source: https://www.qbdgroup.com/en/blog/ivdr-classification-of-in-vitro-diagnostic-medical-devices-guide



Device classification
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- high 
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and moderate 
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Source: https://laegemiddelstyrelsen.dk/en/

Performance evaluation 

Scientific 
validity

• association of an analyte with a clinical or physiologic 
state

Analytical 
performance

• ability of a device to correctly detect or measure a 
particular analyte

Clinical 
performance

• ability of a device to yield results that are correlated 
with a particular clinical condition or physiologic or 
pathologic process or state in accordance with the 
intended target population and intended user



Analytical performance
Analytical sensitivity 

Analytical specificity 

Trueness (bias)

Precision (repeatability and reproducibility)

Accuracy (resulting from trueness and precision)

Limits of detection and quantification

Measuring range

Linearity 

Control of known relevant endogenous and exogenous interference 

Cross-reactivity 

Standardization importance
Common specifications

Source: Commission Implementing Regulation (EU) No 2022/1107 of July 4, 2022 laying down common specifications for certain Class D in vitro 
diagnostic medical devices in vitro diagnostics in accordance with Regulation (EU) 2017/746 of the European Parliament and of the Council 



WHO guidelines

Case study - Performance reports
COVID-19 Antigen Rapid Test (Nasal Swab) 
for self-testing
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Stability studies:

•Sample stored in 
VTM

•Accelerated 
stability

•Open pouch 
stability

•Real-time stability
•Simulated shipping
•Stability in provided 

buffer

Clinical performance 
studies:

• Sample correlation 
study

•Lay user study



Case study
Detection limit determination – Initial assessment

Nucleoprotein
concentration

(ng/mL)

COVID-19 Antigen Rapid Test (Nasal Swab) 
for self-testing

Batch 1 Batch 2 Batch 3
15 minutes 15 minutes 15 minutes

14.8 + + + + + + + + +

7.4 + + + + + + + + +

3.7 + + + + + + + + +

1.85 + + - + - - + + +

0.93 - + - - + + - - +

0.46 - - - - - - - - -

0.23 - - - - - - - - -

0.11 - - - - - - - - -

Table 1: Initial Detection Limit Determination of 
COVID-19 Antigen Rapid Test (Nasal Swab) for self-testing

Case study
Detection limit determination – Notified Body Requests

Figure 1 RT-PCR result for the matrix

Concentration
(ng/mL)

Batch 1

1 2 3 4 5 6 7 8 9 10
3.0 +++ +++ +++ +++ +++ +++ +++ +++ +++ +++
2.8 +++ +++ +++ +++ +++ +++ +++ +++ +++ +++
2.6 +++ +++ +++ +++ +++ +++ +++ +++ +++ +++
2.4 +++ +++ +++ +++ +++ +++ +++ +++ +++ +++
2.2 ++ ++ ++ ++ ++ ++ ++ ++ ++ ++
2.0 ++ ++ ++ ++ ++ ++ ++ ++ ++ ++
1.8 + + + + + + + + + +
1.6 + + + + + + + + + +
1.4 + + + + + + + + + +
1.2 + + + + + + + + + +
1.0 +/- +/- +/- +/- +/- +/- +/- +/- +/- +/-

Table 2: Reworked Study for Detection Limit Determination of 
COVID-19 Antigen Rapid Test (Nasal Swab) for self-testing

Figure 2 Replicates for the final concentration set for the 
limit of detection: 2.4 ng/mL



Case study
EU Common list of COVID-19 antigen tests
January 
2021

Member States have agreed to establish a common framework 
for the use of rapid antigen tests within the European Union

September 
2021

The Working Group agreed on additional definitions, scope, 
considerations and criteria to be used in validation studies 
assessing the performance of these tests

February 
2022

Publication of the MDCG 2021-21 guideline on rapid antigen-type 
tests for the detection of SARS-CoV-2

Case study
EU Common list of COVID-19 antigen tests



Case study
EU Common list of COVID-19 antigen tests

Case study
EU Common list of COVID-19 antigen tests



Conclusions
IVDR 2017/746 establishes a robust, transparent, and sustainable regulatory framework that improves product safety and 
establishes fair market access for manufacturers and healthcare professionals.

IVDR 2017/746 introduces new obligations for Notified Bodies and involves the assessment of a larger number of 
products than before. In vitro diagnostic medical devices are subject to a major change for certification in Europe.

The new requirements introduce a series of changes, including the introduction of a risk-based classification 
system with four risk classes for in vitro diagnostic medical devices.

Pre-clinical performance assessment under IVDR 2017/746 is much stricter and introduces new challenges for 
European manufacturers.

Guidelines, common specifications, and international standards are a building block for harmonized regulatory 
processes to ensure the safety, quality, and performance of medical devices. 

The introduction of common requirements in the conduct of a pre-clinical study could contribute significantly to the quality 
assurance of medical devices.  

Thank you for your 
attention!


