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EuroGentest Workshop on Genetic Testing and the In vitro Diagnostic Devices Directive 

1. Introduction 

A workshop was held under the auspices of the EuroGentest Network of Excellence to explore issues 
around the provisions of Directive 98/79/EC of the European Parliament and of the Council, on in vitro 
diagnostic medical devices (the IVD Directive or IVDD), and how they might impact on the practice of 
genetic testing. 

Participants included representatives of the major stakeholders in genetic testing: directors of molecular 
genetics diagnostic laboratories, diagnostic device manufacturers, the European Commission (DG 
Enterprise, DG Research and DG Health), regulatory authorities, reference material producers and 
public health experts. 

It was agreed by all that there were no issues around the IVDD which were unique to genetic testing, but 
it was also agreed that genetic testing brought to light issues which affected specialist testing in general, 
and that the special focus on all matters involving genetic testing served as a useful channel for 
discussion of such issues.  

Such a discussion is particularly timely because the Commission is considering future approaches to the 
medical devices directives, including the possibility of a proposal in 2008 to simplify and strengthen all 
the medical device directives, possibly amalgamating them into a single Directive. 

 

2. Key issues 

The meeting considered a range of issues pertaining to the Directive and how it relates to genetic 
testing. The main issues are set out in this section, along with a description of the Directive’s 
requirements, a summary of the issues raised  in discussion and the possible actions arising which were 
identified in the meeting. 

 

a) Background  

The IVD Directive was published in 1998 and came into full force in 2003 in all EU states. The purpose 
of the directive is to ensure that in vitro diagnostic devices are safe and effective, and that any device 
which has been shown to meet the prescribed levels of safety and effectiveness may be sold freely in 
any member state of the EU. The main focus of the IVDD is as a free-market instrument rather than as a 
healthcare-promotion instrument.  The Directive was introduced to harmonised existing regulatory 
requirements for IVDs in different member states, thus facilitating free trade whilst protecting public 
health. Recital 3 of the Directive states that the IVDD lays down “only such requirements as are 
necessary and sufficient to ensure, under the best safety conditions, free movement of the in vitro 
diagnostic medical devices to which it applies” (see Annex N).  The IVDD is administered in the 
European Commission by the Directorate-General for Enterprise (DG Enterprise). DG Enterprise 
oversees the IVDD and other medical devices directives with three objectives:   

– Access to a common internal market 

– Trade facilitation and regulatory convergence 

– Competitiveness of industry 

These three strands are underpinned by the provision of Article 152 of the Treaty on European Union, 
which directs that a “high level of human health protection shall be ensured in the definition and 
implementation of all Community policies and activities”. 

The IVDD provides a regulatory framework for all IVDs which are to be sold or used within the EU. While 
the Directive applies throughout the EU, it is implemented by Competent Authorities and Notified Bodies 
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within each individual member state. Some member states have multiple competent authorities and 
notified bodies. The basic regulatory framework consists of certain mandatory Essential Requirements, 
but does not specify what technology should be used to meet these requirements. Specific classes of 
IVD are subject to Common Technical Specifications laid down and reviewed on a regular basis by a 
committee of experts. Once a device is found to comply with the Essential Requirements and the CTS, it 
is assumed to conform to the requirements of the IVDD and may carry the CE mark and be marketed in 
any state in the EU.  

 

b) In-house tests and the Health Institution (HI) e xemption  

i) introduction 

The IVDD is designed to cover all diagnostic devices in commercial use, including in-house tests (also 
known as laboratory-developed tests or home-brew tests), but there is an important exemption for 
devices developed and used within the same “Health Institution”. Such devices are not covered by the 
Directive, and Member States are thus free to regulate them (or not) as they see fit.  

 

ii) discussion - issues arising 

The exemption is significant because genetic testing is heavily reliant on laboratory-developed tests 
which are delivered within ‘health institutions’. 

Some confusion has arisen because the term Health Institution is not defined in the Directive. There has 
been much debate about the scope of this exemption, and some Member States hold the view that the 
exemption does not apply if specimens from outside the health institution are tested with the device. 
However, DG Enterprise has issued an opinion (attached in Annex 3) indicating that the origin of 
specimens tested is not relevant to the exemption. There was discussion about whether commercial 
pathology laboratories could fall under the HI exemption; DG Enterprise said that they were not covered 
by the exemption. However, there is concern that some member states may have allowed such an 
exemption. This is particularly important given that some new genomic tests are being delivered as in-
house tests provided by a single reference laboratory. 

There was also concern that the HI exemption may allow unsafe tests to be put into service, in countries 
where member states have not enacted alternative regulatory mechanisms.  However, there was also 
concern that laboratories which, at least in some countries, are already subject to accreditation 
requirements might become subject to two overlapping regulatory domains, having to fulfil the same 
requirements twice but in different ways, thus increasing the regulatory burden with no improvement in 
patient safety. It was suggested that compliance with an appropriate laboratory accreditation standard 
such as ISO 15189 would ensure that in-house assays were properly validated and could be accepted 
as a standard demonstrating conformity with the Directive where necessary or acting as an alternative 
form of regulation where the HI exemption applies. 

There was general acceptance that the HI exemption performs an important role in allowing the 
availability of highly-specialized and “orphan” assays for which a commercial market may never exist. 
This classification depends on test complexity and volume of requests. A related category of tests which 
may be more significant in other areas (e.g. infectious disease) are new targets (e.g. SARS) for which 
assays must be developed at short notice. 

The Swiss government have transposed the Directive into Swiss law and have applied aspects of the 
regulation to in-house tests developed within health institutions. There is no requirement for notification 
of new tests but test developers must prepare a technical file on their tests which can be inspected by 
the regulator should the need arise. 
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iii) possible actions 

It is possible that changes to the HI exemption could be part of a broader revision of the IVD Directive. 

DG Health feels that if appropriate supports for orphan diseases/tests were in place, the HI exemption 
would no longer be required. DG Health also expressed the view that the exemption would not be 
included in the Directive if it were formulated today, because of the provisions of Article 95.  

Meanwhile, member states are free to take any additional measures they see fit to deal with this issue 
domestically.  

Clarification of the definition of the term “Health Institution” could help to ensure uniform interpretation 
across the EU. DG Enterprise has requested opinions on an appropriate definition from EuroGentest. 

The implementation by Member States of measures to ensure that clinical laboratories are accredited to 
recognised international (or equivalent) standards would ensure that all tests, including in-house tests, 
were appropriately validated. 

 

c) Risk classification and conformity assessment 

i) introduction 
The IVDD is predicated on risk classification. The level of oversight required for a given diagnostic 
device is determined by its risk classification; the greater the risks posed by the test, then the higher the 
level of scrutiny. The Directive sets out a variety of conformity assessment procedures related to various 
classes of risks; Immediate and serious risk to the patient (Annex II List A), Moderate risk (Annex II List 
B), devices for performance evaluation, devices for self-testing.  
 

Manufacturers of IVDs not listed in Annex II are required to prepare technical documentation sufficient to 
demonstrate the conformity of their product, to implement manufacturing quality systems, and to 
implement a system for post-market review and corrective action. Such devices may be placed on the 
market after notification is made to the relevant Competent Authority. However, there is no requirement 
to submit technical document to a Notified Body.  Only devices considered to be higher risk (Annex II, 
Lists A and B) have to undergo pre-market assessment by a Notified Body 
 
Of interest to genetics, ABO and Rhesus typing are listed in List A, while devices for PKU diagnosis and 
evaluating the risk of trisomy 21 (but no other genetic tests) are included in List B.   Member states can 
request that new tests be added to List A or List B, using procedures outlined in Article 14. However, the 
existing lists have not changed since the Directive was issued in 1998 (one request for an addition to 
List A/B has recently been received). Such requests are then considered by the Commission. 
Experience with the other Directives would suggest that this would take at least 18 months.  

 

ii)) discussion - issues arising 

Whilst there was general support for a risk-based approach to regulation, there was concern that Europe 
has the lowest risk classification of genetic tests in developed world, since new genetic tests do not 
undergo any independent pre-market assessment. Industry would favour risk-based classification of 
IVDs i.e. actions taken on genetic tests should be proportionate to the risks they pose. 

The current system poses a number of problems: the current group of tests classed as moderate risk is 
inconsistent and there is no clear rationale for the classification of some tests as moderate risk but not 
others. Updating the lists would appear to be a lengthy process. DG Enterprise accepted that a list 
based system is more problematic than the approach to risk classification in the other two medical 
devices directives. 

A risk-based system would be better, but this would involve consideration of intended clinical use (a 
more complex concept than analytical validity) as risk would depend on the precise clinical application. 
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iii) possible actions 

DG Enterprise explained that the issue might be addressed through the work of the Global 
Harmonisation Task Force (GHTF), a forum where regulators from across the world meet with industry 
to develop more harmonised approaches to device regulation. GHTF Study Group 1 are working on the 
regulation of IVDs, and have developed a harmonised risk classification system, linked to a harmonised 
approach to conformity assessment (see http://www.ghtf.org/sg1/sg1-proposed.html). The proposed 
model would place some genetic tests in Class C (subject to pre-market evaluation) and some in Class 
B (not subject to pre-market evaluation). Adoption of this model would be one way to address some of 
the limitations of the current approach and this is being considered by the Commission. 

EuroGentest will make itself available to comment on GHTF documents in this area, to ensure that the 
point of view of the genetic testing community is adequately reflected in discussions. 

 

d) Vigilance procedures  

Whilst most tests are not subject to pre-market assessment, the IVDD provides for intervention by 
relevant national authorities where non-conformity is suspected or where adverse incidents are 
reported. 

There is only one special mention for genetic testing in the Directive, in recital 30:  

“Whereas it is essential that manufacturers notify the competent authorities of the placing on the market 
of 'new products` with regard both to the technology used and the substances to be analysed or other 
parameters; whereas this is true in particular of high-density DNA probe devices (known as micro-chips) 
used in genetic screening”.  

The motivation for the insertion of this clause is unclear. The wording is confusing, as multiplex testing 
technologies which are not based on chips can perform exactly the same genetic tests as chip-based 
devices. Logically, this recital is unsound in any case, as it seems to create two classes of “essential”. 

i) Issues arising 

Since market surveillance is carried out at MS level , there is no transparency about what surveillance (if 
any) is being carried out. There is no requirement for reporting of surveillance activities and actions, 
except when a CE-marked device is found not conform with the Essential Requirements, or an adverse 
incident sis recorded. 

ii) possible actions 

There may be moves to centralise some aspects of market surveillance in the pipeline at DG Enterprise. 

 

e) Scope of the Directive 

i) Introduction 
The general requirements which must be met by all IVD devices are set out in Annex I of the Directive. 
Performance criteria listed include “analytical sensitivity, diagnostic sensitivity, analytical specificity, 
diagnostic specificity”. These must be met “where appropriate”. This has generally been understood to 
require manufacturers to provide data on the analytic validity of their devices but not on their clinical 
validity. Data on clinical validity is only required should a manufacturer make clinical claims. 

 

ii) issues raised 

It is not clear from these requirements whether manufacturers are obliged to provide performance data 
on both analytic validity and clinical validity. Whilst the terms diagnostic sensitivity and diagnostic 
specificity would generally be understood to refer to clinical validity, the terms are not defined within the 
Directive. The terms are defined in the Common Technical Specifications but the definition is not 
consistent with general usage.  
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Furthermore 2004 guidance on research use only IVDs states that an IVD test with no intended medical 
purpose is not a test under the IVD Directive, it is simply an RUO product:   
“In summary for a product to be categorized as an RUO product it must have no intended medical 
purpose or objective. … When a medical purpose has been established based on sufficient and broadly 
agreed upon scientific, diagnostic and clinical evidence, then the product must comply with the 
requirements of the Directive before the manufacturer can place it on the market with an intended IVD 
use.”1 

 

iii) Possible actions 

DG Enterprise acknowledged there is a gap which needs to be filled.  Further guidance on the current 
requirements could be helpful, but in the longer term, a move to a risk-based classification system 
compatible with that being developed by the GHTF, supported by appropriate verification of claims of 
analytical and clinical validity, would best serve the interests of public health. 

 

Reference Materials 

Reference Materials (RMs) are covered by the Directive as IVDs. Recital 9 states: 

“Whereas, although internationally certified reference materials and materials used for external quality 
assessment schemes are not covered by this Directive, calibrators and control materials needed by the 
user to establish or verify performances of devices are in vitro diagnostic medical devices.” 

And Article 1.2 states: 

“(b) 'in vitro diagnostic medical device` means any medical device which is a reagent, reagent product, 
calibrator, control material,....” 

The Directive requires (Annex 1, Essential Requirements) that  

"the traceability of values assigned to calibrators and/or control materials must be assured through 
available reference measurement procedures and/or through available reference materials of higher 
order". 

The substances which are used to obtain traceability through time, distances and different measurement 
procedures are reference materials. The main elements describing a RM of higher order (as listed in 
ISO 15194) were described by JRC-IRMM. ISO 17511 also contains useful information on the 
traceability of IVD calibrators. The process of nominations of higher order reference materials and 
procedures by JCTLM (Joint Committee for Traceability in Laboratory Medicine) was also described. 

The Reference Materials "family" and the use thereof (ISO 15194 In Vitro Diagnostic Systems-
Measurement quantities in samples of biological origin - Description of Reference Materials) were 
presented by JRC-IRMM.  RMs can be used for calibration of values indicated by a measuring system 
or of another reference material, for validation or control of trueness of measured values in laboratories 
and for evaluation of the performance of a new measurement procedure.  

DG Enterprise has issued guidance on various scenarios in which reference materials may or may not 
require CE marking, summarised in the table below. The full advice is attached as Annex 4. 

 

 Situation CE Label Remarks 

Calibrators/Controls included in kit Part of kit 
Calibrators/controls with assigned values 
must be traceable 

Standing alone calibrators CE Label 
Calibrators/controls with assigned values 
must be traceable 

                                                      
1 MEDDEV. 2.14/2 rev.1, February 2004 IVD Guidance: Research Use Only products. A guide for manufacturers 
and notified bodies. 
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 Situation CE Label Remarks 

Specific EQA materials No CE label Reference Recital (9) of 98/79/EC 

Reference materials of higher order No CE label Metrological traceability required 

 

However, concerns still exist that positive control samples sent from one lab to another in the course of 
routine medical genetics laboratory practice could be classed as IVDs and require CE marking.  

EuroGentest submitted a scenario to DG Enterprise describing the transfer of a positive control sample 
from one institution to another to verify the performance of the assay being used by the institution 
receiving the control sample. DG Enterprise was asked to advise whether such a sample should be CE-
marked. A supplementary question asked if CE-marking would be required if the assay being verified 
was subject to the in-house exemption. 

The motivation for this query was that this is a common scenario in medical genetics, where mutations 
are either rare or (in many cases) “private” to a single family.  Members of a family may be tested in 
genetics laboratories in different institutions or even different member states. It is recognised best 
practice to include a positive control in all clinical tests, and the only source of a positive control may be 
the GT laboratory which first identified the mutation in that family. 

The motivation for the supplementary question, asking if CE-marking would be required for such a 
control sample if the assay being verified was subject to the in-house exemption, stems from the 
wording of Recital 9 (see above), which refers to “calibrators and control materials needed by the user to 
establish or verify performances of devices”.  “Devices” in this context could be taken to mean only 
devices covered by the Directive, in which case controls for exempt devices (e.g. in-house assays) 
would themselves be exempt. This interpretation would bring a neat proportionality to the scope of the 
Directive in this area, as it would clearly be impossible to CE-mark a control reagent for use in a single 
family, whereas it should be viable to CE-mark controls for CE-marked assays.  No opinion on the 
submitted scenario has yet been received from DG Enterprise.   

Sets of control materials such as those developed the UK National Genetics Reference Laboratories 
may also be classed as IVDs if distributed beyond the institution that created them. This was the 
essence of an opinion offered by the MHRA, the Competent Authority in the UK, attached as Appendix 
6).  Again, it may be important whether the reagents are used to verify the performance of general 
laboratory technologies (e.g. for mutation scanning) or of CE-marked devices. 

Possible actions: 

Until clarification of the current status of the various types of control materials is clarified, it is premature 
to make any suggestions about amendments to the Directive.  RM producers and genetic testing 
laboratories should seek clarification from the Competent Authority in their own country or region on any 
specific areas of concern. EuroGentest can collate such clarifications for wider dissemination, and can 
conduct surveys to determine if the Directive is being interpreted consistently in different member states. 

 

WORKSHOP SUMMARY 

Industry point of view: 

-  Industry likes the IVDD, feels that system works better than US equivalent. Abbott, for example,  
plans to CE mark many IVDs in Europe, but will submit far fewer to the FDA system – the EU 
system therefore results in better access to low-volume tests. 

-  Industry feels that (specialist) labs do not have the facilities or resources to produce IVDs of the 
same quality as CE-marked devices. 

-  Industry feels that the in-house exemption may be too broad, and may be allowing the use of 
poorly-manufactured or inadequately-validated assays in health institution laboratories. 
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Public Health point of view: 

-  “Truth in labelling” required both of CE-marked IVDs and in-house assays 

o How is the term “promotional materials” as used in the IVDD to be defined? 

o What is the “label” for an in-house assay? 

-  Tests for common complex disorders will be much more difficult to regulate than those for single-
gene disorders 

-  The directive focuses on non-maleficience, needs to focus more on beneficience 

-  need to balance evaluation, innovation and access 

-  Mandatory laboratory accreditation, or national regulation of in-house assays equivalent to IVDD 
is required to protect the public. 
 

Diagnostic Laboratory point of view: 

-  Directors of diagnostic laboratories are not well acquainted with the implications of the IVDD for 
their own work 

-  Most rely on the in-house exemption to allow them to disregard the IVDD in their day-to-day work 

-  Accredited laboratories are required to validate their in-house assays and to document such 
validation; this provides an adequate level of assurance that such assays are reliable 

-  Regulation should not restrict the availability of tests or control samples for rare diseases 

 

Addendum: Services delivered from outside the EU 

An important issue related to the topic of the workshop arose from a query received after the workshop, 
at the EuroGentest booth at the European Human Genetics Conference in June 2007.  It was felt 
appropriate to include discussion of this issue in this report because of its relevance to the IVDD. 

The query, passed on to DG Enterprise, was “What is the regulatory situation for a laboratory outside 
the EU which is providing a testing service using assays which are not CE marked, through an agent in 
the EU?” There are many examples of this kind of activity, such as: 

-  Cancer testing services provided by Myriad Diagnostics (Utah, USA) are marketed in Europe by 
Lab21 in the UK and Ireland, and by Bioscientia GmbH in Germany, Austria and Malta (source: Myriad 
web site) 

-  Gendia in Belgium offers genetic tests from “��������	�
����
�������������������������������
����
���	����������� ” (source: Gendia web site) 

-  Opaldia in the UK offers Integrated Genetics’ OncoVue test, which has approval for 
investigational use only in the USA (source: Opaldia and Integrated Genetics websites) 

 

The query sent to DG Enterprise was 

What is the regulatory situation for a laboratory o utside the EU which is providing a testing service 
using assays which are not CE marked, through an ag ent in the EU? 

See http://www.lab-21.com/lab21/clinical_diagnostics/brac.html for an example - there are many more. 

It seems that the device is certainly being used "in a professional and commercial context for the purposes 
of medical analysis without being marketed", but not being used in the EU. The EU-based agent is not 
using or marketing the device, they are forwarding patient samples to the testing lab outside the EU and 
returning results to doctors. 

 

The response (From DG MARKT to DG Enterprise) received was: 
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First e-mail 
Your question related to the internet sales of  laboratory testing services in Europe and possible 
applicable European legislation has been forwarded to unit E2 since it might be more question 
related to the application of the e-commerce directive then the services directive (our colleagues 
from E1 who deal with the directive hadn't find the issue being covered). 
<promise to follow up edited out> 

Second e-mail 
Referring to your question concerning the internet sales of the in vitro diagnostic (laboratory) 
testing services in Europe and possible applicable European legislation I would like to inform you 
about our findings. 

As I already wrote to you in my previous email I had to check with colleagues working on e-
commerce to what extent we had been dealing with similar issues in order to be able to provide 
you with an answer. 

We have analysed the request in view of the e-commerce directive, the distance selling directive 
(falling under SANCO's competence) and Article 49. However, although we have and will 
continue to evaluate such cross-brooder restrictions within the EU we have no competence to 
assess such restrictions when imposed on a  third country supplier. The legislation that applies in 
such a case is that of the relevant Member State. This may well differ from the legislation that the 
MS applies to suppliers form other European based suppliers (due to harmonisation etc) but it 
will have to be GAT and GATS compatible. 

Colleagues in DG SANCO or TRADE may have a database with national regulatory provisions in 
this field and may also be aware of our GATS commitments (if any) in this area. I am sorry that 
we cannot be of more assistance. 

 

We have requested clarification of what restrictions (if any) GAT or GATS may impose on such 
activities, and this request has been forwarded to DG MARKT. However, there appears to be a large 
hole here in the regulatory framework, whereby any lab operating outside the EU can potentially market 
its testing service in the EU, yet avoid the requirement for compliance with the requirements of the 
IVDD. Such activity, according to the response from DG MARKT, is only governed by the laws of the 
Member State where the agent is based. While there is no suggestion that any of the high-profile 
examples cited above pose any immediate danger to patient welfare, there is clearly a danger that 
services could be supplied from poorly-run laboratories outside the EU and marketed using an agent 
based in any MS which does not have adequate national legislation to prevent such activity. 

 

Possible actions  

Concerned parties may of course draw such testing and marketing activities to the attention of the 
Competent Authority in the relevant MS. Depending on national legislation, the CA may be able to 
intervene. However, this would not achieve the harmonised oversight of internationally-marketed IVDDs 
envisaged by the Directive. It is clearly not possible for the EU to regulate directly the activities of 
laboratories outside its borders, but it would be possible to establish a regime similar to that in place in 
the USA, which dictates that all tests for clinical use must be carried out in (CLIA-)approved laboratories, 
wherever they are located. 

 

Concluding Remarks  

EuroGentest will continue its work to clarify the IVD Directive and its implications for genetic testing 
laboratories and other stakeholders.  The actions outlined above will be prioritized and discussions held 
with the Commission, Competent Authorities and other interested parties.  A further workshop is 
envisaged to focus on the highest-priority action items, with the ultimate aim of increasing patient safety 
while ensuring the widest possible availability of genetic testing to those who really need it. 



EuroGentest Workshop on Genetic Testing and the In Vitro Diagnostic Devices Directive 

9 

 

Appendix 1: Workshop Participants 

 
Name Organization Country  e-mail 
David Barton EuroGentest, Dublin IRL david.barton@olchc.ie 

John Brennan DG Enterprise CEC john.brennan@ec.europa.eu 

Patrick Buckley Irish Medicines Board IRL patrick.buckley@imb.ie 

Jean-Jacques Cassiman EuroGentest, Leuven BE jean-jacques.cassiman@med.kuleuven.be 

Mark Dobson SNiP2CHIP STREP IRL mark.dobson@ucd.ie 

Karl Freese DG Health CEC karl.freese@ec.europa.eu 

David Gancberg JRC-IRMM BE david.gancberg@ec.europa.eu 

Ross Hawkins NIBSC/WHO UK rhawkins@nibsc.ac.uk 

Stuart Hogarth University of Cambridge UK sh339@medschl.cam.ac.uk 

Karen Howes EDMA BE k.howes@edma-ivd.be 

Dolores Ibarreta DG Research CEC dolores.ibarreta@ec.europa.eu 

Mike Morris EuroGentest, Geneva CH michael.morris@medcli.unige.ch 

Clemens Mueller EuroGentest, Würzburg DE crm@biozentrum.uni-wuerzburg.de 

Varsha Patel NIBSC/WHO UK vpatel@nibsc.ac.uk 

Jean-Luc Sanne DG Research CEC jean-luc.sanne@ec.europa.eu 

Andreas Schlegel Swissmedic CH andreas.schlegel@swissmedic.ch 

Tobias Schulte in den Baeumen PHGEN Network DE tobias.schulte_in_den_baeumen@fh-
bielefeld.de 

Tim Stenzel Abbott Molecular USA ��������
�����
����������� �

Evelyn Tait SAFE NoE UK e.j.a.tait@abdn.ac.uk 

Apologies received:  Els Dequeker, EuroGentest, Leuven, BE 

 

Appendix 2:  Key Definitions  (taken from IVDD) 

1(a) Medical Device  means any instrument, apparatus, appliance, material or other article, whether 
used alone or in combination, including the software necessary for its proper application, intended by 
the manufacturer to be used for human beings for the purpose of: 

- diagnosis, prevention, monitoring, treatment or alleviation of disease, 

- diagnosis, monitoring, treatment, alleviation or compensation for an injury or handicap, 

- investigation, replacement or modification of the anatomy or of a physiological process, 

- control of conception, 

and which does not achieve its principal intended action in or on the human body by pharmacological, 
immunological or metabolic means, but which may be assisted in its function by such means; 

(b) in vitro  diagnostic medical device  means any medical device which is a reagent, reagent product, 
calibrator, control material, kit, instrument, apparatus, equipment, 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 the purpose 
of providing information: 

- concerning a physiological or pathological state, or 

- concerning a congenital abnormality, or 

- to determine the safety and compatibility with potential recipients, or 

- to monitor therapeutic measures. 

Specimen receptacles are considered to be in vitro diagnostic medical devices. ‘Specimen receptacles ’ 
are those devices, whether vacuum-type or not, specifically intended by their manufacturers for the 
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primary containment and preservation of specimens derived from the human body for the purpose of in 
vitro diagnostic examination. 

Products for general laboratory use are not in vitro diagnostic medical devices unless such products, in 
view of their characteristics, are specifically intended by their manufacturer to be used for in vitro 
diagnostic examination; 

(c) ‘accessory ’ means an article which, whilst not being an in vitro diagnostic medical device, is 
intended specifically by its manufacturer to be used together with a device to enable that device to be 
used in accordance with its intended purpose. 

(e) ‘device for performance evaluation ’ means any device intended by the manufacturer to be subject 
to one or more performance evaluation studies in laboratories for medical analyses or in other 
appropriate environments outside his own premises; 

(f) ‘manufacturer ’ means the natural or legal person with responsibility for the design, manufacture, 
packaging and labelling of a device before it is placed on the market under his own name, regardless of 
whether these operations are carried out by that person himself or on his behalf by a third party. 

 

Annex II  (Devices requiring a higher level of scrutiny) 

List A (Immediate and serious risk to health if device mis-performs) 

- Reagents and reagent products, including related calibrators and control materials, for determining the 
following blood groups: ABO system, rhesus (C, c, D, E, e) anti-Kell, 

- reagents and reagent products, including related calibrators and control materials, for the detection, 
confirmation and quantification in human specimens of markers of HIV infection (HIV 1 and 2), HTLV I 
and II, and hepatitis B, C and D. 

 

List B (Moderate risk to health if device mis-performs) 

- Reagents and reagent products, including related calibrators and control materials, for determining the 
following blood groups: anti-Duffy and anti-Kidd, 

- reagents and reagent products, including related calibrators and control materials, for determining 
irregular anti-erythrocytic antibodies, 

- reagents and reagent products, including related calibrators and control materials, for the detection 
and quantification in human samples of the following congenital infections: rubella, toxoplasmosis, 

- reagents and reagent products, including related calibrators and control materials, for diagnosing the 
following hereditary disease: phenylketonuria, 

- reagents and reagent products, including related calibrators and control materials, for determining the 
following human infections: cytomegalovirus, chlamydia, 

- reagents and reagent products, including related calibrators and control materials, for determining the 
following HLA tissue groups: DR, A, B, 

- reagents and reagent products, including related calibrators and control materials, for determining the 
following tumoral marker: PSA, 

- reagents and reagent products, including related calibrators, control materials and software, designed 
specifically for evaluating the risk of trisomy 21, 

- the following device for self-diagnosis, including its related calibrators and control materials: device for 
the measurement of blood sugar. 

 

Appendix 3:  Full text of Directive 98/79/EC of the  European Parliament and of the Council of 27 
October 1998 on in vitro diagnostic medical devices  

Available at http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:1998:331:0001:0037:EN:PDF  
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Appendix 4:  DG Enterprise opinion on In-house exem ption 

Attached as Opinion on in-house tests.pdf 

Appendix 5:  MEDDEV on borderline issues (including  reference materials) 

Attached as 2_14_ivd_borderline_issues_jan2004.pdf 

Appendix 6:  Query from NGRL Wessex to MHRA and res ponse 
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Response from MHRA: 

Attached as MHRA_letter_050606.pdf 
 
 
 

Any enquiries about this report, the workshop or EuroGentest’s work on the regulation of genetic testing should be 
directed to the workshop organiser: 

Dr David Barton,  
National Centre for Medical Genetics,    
Our Lady’s Children’s Hospital,    E-mail: david.barton@olchc.ie 
Crumlin,      Tel: +3531 4096749 
Dublin 12, IRELAND       Fax: +3531 096971 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 


