Whitepaper

EU IVDR 2017/746:
OVERVIEW OF REGULATION
CHANGES

In 1998 the European Community implemented the European
Community Directive 98/79/EC on in vitro medical devices. The In Vitro
Diagnostic Directive (IVDD) 98/79/EC is now repealed to In Vitro
Diagnostic Regulation (IVDR) 2017/746/EU. The Regulations were
formally published in the Official Journal of the European Union (OJEU)
on 5 May 2017, with 25 May 2017 as the official date of entering into
force. The official transition period to full implementation is five years
(26 May 2022).
The existing regulatory framework for in vitro diagnostic medical devices
has demonstrated its merits but has also come under criticism in recent
years. The European Commission in 2008 and 2010, held public
consultations to assess the need for an update to this legislation. Several
weaknesses in the IVDD were identified: new developments regarding
genetic testing and companion diagnostic devices that are not specifically
addressed in the IVDD, the need to better align with international
guidelines–including a risk-based classification system–and the lack of
control over high risk “in-house” tests. At the same time, the Poly
Implant Prothèse (PIP) scandal pointed to weaknesses This revision aims
to overcome these flaws and divergences and to further strengthen
patient safety (FIGURE 1).2,5
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FIGURE 1: Transition Timeline for EU IVDR 2017/746

The IVDR defines an in vitro diagnostic (IVD) medical device as:
“… any medical device which is a reagent, reagent product, calibrator,
control material, kit, instrument, apparatus, equipment, software or
system, whether used alone or in combination, intended by the
manufacturer to be used in vitro for the examination of specimens,
including blood and tissue donations derived from the human body,
solely or principally for providing information on one or more of the
following:
Concerning a physiological or pathological process or
state
Concerning congenital physical or mental impairments
Concerning the predisposition to a medical condition
or a disease
To determine the safety and compatibility with potential
recipients
To predict treatment response or reactions
To define or monitor therapeutic measures.”
The IVDR reinforces key elements of existing regulatory
requirements for the supervision of Notified Bodies (NBs), risk
classification, conformity assessment procedures, performance
evaluation, vigilance, and post-market surveillance (PMS) of all IVDs.
In addition, the IVDR introduces important provisions to ensure
transparency and traceability of these devices in the diagnosis and
management of many diseases and medical conditions.
The IVDR is a complex and lengthy document and the changes
embodied therein are significant (TABLE 1).
TABLE 1 : Structural Changes to IVDR
Words
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Pages

Articles Annexes

IVDD
19,127
(98/79/EC)

43

24

10

IVDR
(2017/746) 85,639

157

113

15

The present white paper discusses these aspects with respect to
IVDR: firstly it analyses the most influential changes, and secondly,
highlights their implications not only to regulated companies, but
those companies who, for the first time, must comply with IVDR. This
white paper aims to provide practical steps that manufacturers
should take as early as possible to prepare for this substantial and
unprecedented change in the EU IVDR.5,6,8

NOTICEABLE CHANGES TO THE IN VITRO
DIAGNOSTIC MEDICAL DEVICE REGULATION
(IVDR)
Scope and Definitions
The number of definitions of an IVD has been expanded to 74 and the
text is now more specific in defining different types of diagnostic
procedures, such as:
Genetic tests: Tests providing information about the
predisposition of a medical condition or a disease.
Companion diagnostics: Tests providing information to predict
treatment responses to medicines.
Single use devices: Device intended to be used during a single
procedure.
Medical Software as part of IVD instruments, SaMD (Software as
a Medical Device), and apps are now included.2,5,8
The IVD manufacturers need to review the scope and definitions in
relation with the classification rules to understand what conformity
assessment route they will need to apply.
Classification and Conformity Assessments
Requirements
The IVDR implements a new risk-based classification system adopted by
the Global Harmonization Task Force (GHTF) [implemented under the
International Medical Devices Regulators Forum (IMDRF)] in
combination with increased NB oversight. This replaces the general IVD
category and uses seven implementing rules, according to Annex VII, to
divide IVDs into four classes, with A being the lowest risk and D being
the highest. The IVD manufacturers must determine classification by
reviewing all rules, and the rule deemed to have the highest risk class
applies. For IVDs with multiple intended uses, all uses must be classified,
and the highest risk class is applicable.
Under the new scheme, the vast majority of IVD’s that will require NB
intervention will fall under Classes B and C. Class D IVDs are quite
limited in number, as is the case with Class III devices under the MDR.
However sterile IVDs in Class A will also require NB assessment,
although only pertaining to the sterilization aspects. The classification
rules also bring companion diagnostics (CDx), genetic testing, and
stand-alone software under the IVDR (TABLE 2).2,5,6,8,9
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TABLE 2 : Device Classification Under IVDR
Annex VIII Classification
Class A Low personal
risk, low public
health risk

Notified Body
Audit?
Accessories
Wash buffers
Specimen receptacles
Instruments
Culture media

No

Class B Moderate to low
personal risk, low
public health risk

Thyroid function
Clinical chemistry
Self-test devices listed as not
Class C
Pregnancy, Fertility, Cholesterol
tests and detection of glucose,
erythrocytes, leucocytes and
bacteria in urine

Yes

Class C High personal
risk, moderate to
low public health
risk

Syphillis (diagnosis only)
Neonatal screening for metabolic
disorders e.g. PKI
Rubella
Cancer test
Companion diagnostics
Blood glucose meters/strips
Blood gas analysers
Self tests

Yes

Class D High
personal
risk, high
public health
risk

HIV ½
Hepatitis B & C virus
HTLV I/II
Blood grouping ABO, Rhesus
(including RHW1), Kell, Kidd
and Duffy systems
CHAGAS
Syphillis (used to screen blood
donations)

Yes

Market Access of Legacy Products
There are no grandfathering provisions – all IVDs must be
Conformité Européene (CE) marked to meet the new IVDR 2017/746
Regulation by May 2022 in order to be placed on the market or put
into service (Article 5), after the transition period.
IVD manufacturers need to put a comprehensive plan in place to
ensure that all products that have access to the EU market are CE
marked in accordance with the new IVDR requirements.5,8
Technical Documentation Requirement
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The IVDR is significantly more prescriptive about the required
content of technical documentation (Annex II and Annex III). Most
manufacturers of Class B, C, and D devices will generally need to
provide the following information for NB review in order to obtain CE
marking. Manufacturers of Class A devices also need to compile this
information, but it will not be reviewed by a NB prior to those devices
being placed on the EU market. Technical documentation includes

Device specification, including intended purpose/use,
principles of method/operation, etc.
Overview of previous and similar generations of the device
Design and manufacturing information
General safety and performance requirements
Risk-benefit analysis
Product verification and validation
Additionally, there are more detailed requirements for Quality
Management Systems (QMS) (Annex IX). EN ISO 13485:2016, which
is not an absolute requirement, but there will be a general expectation
that this standard will be used.
The technical file/design dossier documentation requirements are
heavily based on the current GHTF & Summary Technical
Documentation (STED) guidance document reflecting the
harmonisation intent of global regulators. Accordingly, the continuing
sufficiency of the technical file including associated checklists will
need to be checked in detail.5,8

Clinical Evidence, Performance Evaluation, and
Performance Studies
The IVDR mandates clinical evidence and Post-market Performance
Follow-Up (PMPF), therefore providing a life-cycle approach
(Chapter VI & Annexes II, XIII, & XIV). For the same, will require a
performance evaluation plan and performance evaluation report
(PER), and will describe how to demonstrate scientific validity,
analytic performance, and clinical performance.
The clinical evidence shall support the intended purpose, and is to be
based on a continuous process of performance evaluation. This needs
to be planned in a performance evaluation plan (Article 56(2)) which
ensures identification of outdated and underperforming devices for
noncompliance, which may stimulate innovation. The performance
evaluation plan will describe how to demonstrate:
Scientific validity (“Scientific Validity Report”);
Analytic performance (“Analytical Performance Report”);
Clinical performance (“Clinical Performance Report”);
Performance evaluation (“Performance Evaluation Report”);
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For Class C and D IVDs, PERs must be updated annually as part of their
PMS plans, while for Class A and B IVDs PERs are mandatory but not
required to be updated annually. This may require manufacturers to
obtain additional clinical data from clinical studies. There will be
scrutiny of PERs by NBs and this will be a new experience for many
manufacturers.
The IVDR makes it clear and expect device manufacturers to update PER
throughout the entire life-cycle with data from their PMPF plan. 2,5,8

Vigilance and Post-Market Surveillance
Under the new IVDR Regulation, medical device manufacturers will be
required to collect post-market clinical data as part of their ongoing
assessment of potential safety risks. Through European Data Bank on
Medical Devices (EUDAMED), manufacturers can report serious
incidents, safety corrective actions, field safety notices and periodic
summary reports.
The IVDR describes type of data, sources, and analysis methods
manufacturers must collect as part of ongoing efforts related to
post-market activities (Chapter VII). The intent is to gather post-market
data as part of a manufacturer’s continuing review of risk versus clinical
benefit for their products. Annex III also directs manufacturers to
prepare a PMPF plan.
The IVD manufacturers of Class C and Class D devices must create
Periodic Safety Update Reports (PSUR), and update those at least
annually (Article 81) while Class D IVDs must submit these annual
updates to EUDAMED and get them reviewed by their NBs.2,5,8

Product Liability Provision
Under IVDR, device manufacturers must be able to ensure adequate
product liability insurance based on risk class, type of device, and the
size of the enterprise (Article 10.15). They must review their Product
Liability provisions from legal counsel. Measures to claim damage for
defective products are provided in the Product Liability Directive. 2,5
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Transparency: EUDAMED Accessibility
Transparency is one of the guiding principles expounded in the IVDR
preamble, “transparency and adequate access to information,
appropriately presented for the intended user, are essential in the public
interest, to protect public health, to empower patients and healthcare
professionals and to enable them to make informed decisions, to provide
a sound basis for regulatory decision-making and to build confidence in
the regulatory system.” This will eventually take the form of a EUDAMED
(Article 33) which will also be made public for certain devices. On their
part, manufacturers will need to notify all products to EUDAMED
database.
EUDAMED, which will also be used for IVDs, will give European
Competent Authorities in 27 countries a centralized reference to track
serious incidents, field safety notices, corrective actions, and PSUR – all
in the name of greater transparency and patient safety. The database will
also contain data on vigilance and PMS. EUDAMED will be accessible for
economic operators (Eos), NBs, Competent Authorities, and the
European Commission. The Eos will have to apply for a Single
Registration Number (SRN) that is used to uniquely identify the legal
entity and its role. This also means that companies with several roles
(e.g., AR and importer) must have multiple SRNs. These stakeholders
will also upload that information directly into EUDAMED. They will each
have different levels of access to information.
The IVD manufacturers need to closely follow the continuing evolution of
the EUDAMED system and prepare for its implementation to be able to
notify all products to the EUDAMED database.2,5,8
Supply Chain
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Each IVD manufacturer will be required to appoint a Person Responsible
for Regulatory Compliance (PRRC) previously referred to as a “Qualified
Person” (Article 15). The PRRC must have a university degree or
equivalent in a relevant scientific discipline, and at least one year of
professional experience; or four years of professional experience. There
are also more prescriptive and onerous requirements placed on EU
Authorised Representatives (EUAR) (Articles 11 & 28). The IVDR also
states that “the authorised representative should be jointly and severally
liable with the importer and the manufacturer.” The EUAR will also be
required to be registered and must also have a PRRC. Manufacturers
should consider their entire supply chain to ensure that these provisions
are adequately addressed and agreed with their business partners.5,8

Self-declaration & Role of Notified Bodies
The new classification rules will have an impact on manufacturers of
IVDs as it requires some form of NB involvement for about 80% of
IVD devices on the market compared with about 15% under the IVDD.
Under the IVDD, about 80% of IVD’s on the EU market are
self-declared, where the manufacturer takes sole
responsibility for meeting the directive requirements.
The IVDR will require NB intervention and review for 80-90%
of IVDs sold in Europe, compared to 10-20% that were
reviewed under the IVDD.
This means the majority of IVD manufacturers, who have never had
to engage with a NB, will be required to have both their QMS and
technical documentation audited for the first time.1,8

UDI product traceability
Mandatory Unique Device Identification (UDI) is introduced with the
intention of facilitating device traceability. Manufacturers must fit
devices with an UDI to significantly improve the effectiveness of post
market safety related activities for devices (Articles 24, 25, and 26 and
Annex VI). Additionally, manufacturers of high-risk Class C and D
devices should provide a publicly available safety and performance
summary, including the key elements of supporting clinical
performance. Devices will be allocated device identifiers, and batches
or production series will be identified with production identifiers and
this information must be uploaded into EUDAMED. The UDI must be
established before the product is placed on the market, and the UDI
carrier must be provided on the device label/packaging and, in the
case of reusable IVDs, on the device itself. Focus on labeling
identification and UDI product traceability starting in 2023
(Chapter III).2,5,8

Labelling
Under IVDR, requirements for device labelling are more elaborative
than before (Annex I Chapter III). Examples of some requirements
are as below:
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Specific details for labels and for sterile packages.
Inclusion of information on residual risks and shall be included
as limitations, contraindications, precautions or warnings.
For devices that may incorporate dangerous substances or
mixtures, relevant hazard pictograms and labelling requirements
are prescribed.
The IVD manufacturers need to carefully review the adequacy of their
product labelling and ensure same should get reflected on their
websites.5

CONCLUSION
The IVDR entered into force in June 2017. The transition period to full
application for the IVDR is five years. With introduction of IVDR, the
requirements for IVDs such as risk classification, conformity assessment
procedures and clinical evidence requirements which pose a significant
business challenge for device manufacturers that must be overcome in
order to gain continued access to the EU market.
To meet this challenge manufacturers must be proactive, prepared now
as well as should actively identify and contract a qualified NB to perform
the conformity assessment appropriated for the various risk class of the
IVD for their products. For successful IVDR operational and
implementation, manufacturers must closely follow the emerging
regulatory landscape, keeping alert for the detailed and Delegating Acts.
The availability of internal as well as external resources, are likely to
prove rate limiting in this transition period.2,3,5
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