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“Any medical device which is 
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 
state of health or disease or 
congenital abnormality or 
to determine the safety and 
compatibility with potential 
recipients.”

Guidance on the In Vitro Diagnostic 
Medical Devices Directive 98/79/EC, MHRA

August 2013



In vitro diagnostic
device regulation
Are you prepared for
the changes?
The forthcoming in-vitro diagnostic (IVD) device 
regulation is approaching the fi nal stages before 
being published and becoming law, currently 
estimated for Q1 in 2016.

  

The IVD regulation intends to strengthen 
the current approval system for in-vitro 
diagnostics, with the main changes 
being around the classifi cation rules and 
requirements for conformity assessment.

Introduction to the IVD regulation 
The current EU regulatory framework 
for IVD medical devices currently 
consists of the IVD directive, 98/79/EC.  

Due to constant scientific and 
technological progress, substantial 
deviations in the interpretation and 
application of the rules have emerged, 
thus undermining the main objectives 
of the directive.

The proposed revision, published by the 
European Commission on 26 September 
2012, aims to provide a robust, 
transparent and sustainable regulatory 
framework for IVD medical devices that 
is ‘fit-for-purpose’.

The regulation imposes clear and 
detailed rules which do not give room 
for different interpretations by member 
states.  Moreover, the regulation 
ensures that legal requirements 
are implemented at the same time 
throughout the union.

New requirements 
Annex II in the current IVD directive 
addresses the level of risk posed 
by IVD medical devices by means 
of a positive list system.  While this 
system was adapted to scientific and 
technological development at the time 
the IVD directive was written, today 
it can no longer keep up with the fast 
pace environment of scientific and 
technological progress.  

The proposed regulation introduces a 
new risk-rule based classification system 
based on the Global Harmonization 
Task Force (GHTF) classification rules.

This change to the classification 
system will have an impact on all 
manufacturers of IVDs.  The majority 
of IVDs that currently self-certify now 
require the services of a notified body 
in the conformity assessment process to 
help ensure the safety and performance 
of IVDs placed on the EU market.

Scope of regulated IVD products
The regulation clarifies and expands 
the scope of regulated IVD devices 
to include:
 – tests providing information about the 

predisposition of a medical condition 
or disease, such as genetic tests

 – tests providing information to predict 
treatment response or reactions, such 
as companion diagnostics

 – medical software, which is explicitly 
mentioned in the defi nition of IVDs. 

Devices manufactured and used within 
a health institution are also required to 
demonstrate that their devices meet the 
essential requirements.  



Classifi cation and conformity assessment 
The current positive listing or self-
testing for classifying devices is to 
be changed for a new risk-based 
classification system that follows the 
GHTF rules for classification.

The new classification system uses 
the seven implementation rules to 
divide the devices into four classes of 
increasing risk that will dictate notified 
body involvement: A (lowest risk), B, C 
and D (highest risk).  

Class A devices don’t necessarily require 
notified body involvement and will 
become the sole responsibility of the 
manufacturer.  The exception to the 
rule is where devices are intended for 
self-testing, near-patient testing, or 
are sold sterile and a notified body 
is required to verify the design, or 
sterilisation process.  

Class B, C, and D devices are 
characterised by increasing risk levels 
and will all require notified body 
involvement.

Under the existing directive 
approximately 80% of IVD’s on the EU 
market self-declare devices where the 
manufacturer has sole responsibility 
for meeting the requirements of the 

directive.  Under the new regulation 
80% of IVD’s will require some form 
of conformity assessment by a 
notified body.

Person responsible for regulatory 
compliance
It will be a requirement that 
manufacturers have available within 
their organisation at least one 
responsible person accountable for 
regulatory compliance who possesses 
expert knowledge in the field of in-vitro 
diagnostic medical devices.

The expert knowledge can be 
demonstrated by either of the following 
qualifications: 
a. diploma, certificate or other evidence 

of formal qualification awarded on 
completion of a university degree 
or equivalent course of study, in a 
relevant discipline.  Additionally, 
at least two years of professional 
experience in regulatory affairs or in 
quality management systems relating 
to IVD medical devices is required. 

b. five years of professional 
experience in regulatory affairs or in 
quality management systems relating 
to IVD medical devices.  

The qualified person will be responsible 
for ensuring that conformity of IVD 
medical devices is appropriately 
assessed before a batch is released.  
They must also ensure the technical 
documentation and declaration of 
conformity are prepared and kept up-
to-date, and that vigilance reporting 
obligations are fulfilled.

Identifi cation and traceability 
Manufacturers must fit their devices 
with an unique device identification 
(UDI) that should be implemented 
gradually and be proportionate to the 
risk class of the device.  

There is also a requirement for 
economic operators to identify their 
suppliers and who they supply IVD 
devices.  Additionally, manufacturers of 
high-risk devices need to make publicly 
available a summary of safety and 
performance with key elements of the 
supporting clinical data.



Performance evaluation report 
For an IVD device to demonstrate 
conformity with the general safety 
and performance requirements, 
a performance evaluation report 
proportionate to the risk class is 
required.  The report is required to 
contain a summary of the scientific 
validity data, the analytical performance 
data and clinical performance data.

Vigilance and market surveillance 
The EU commission proposes to set 
up and manage an electronic system 
to collate and process reports by 
manufacturers on serious incidents, field 
safety corrective actions, field safety 
notices and periodic summary reports.  

Manufacturers of devices classified in 
class C or D will also have to report 
any statistically significant increase in 
the frequency or severity of incidents 
that are not individually serious 
incidents, but have an impact on the 
risk-benefit analysis.

Notifi ed bodies 
The position of notified bodies in 
relation to manufacturers will be 
significantly strengthened.  They will 
have a right and duty to carry out 
unannounced factory inspections and 
to conduct physical or laboratory tests 
on devices.  

The proposal also requires rotation of 
the notified body’s personnel involved
in the assessment of IVDs at appropriate 
intervals to strike a reasonable balance 
between the knowledge and experience 
required to carry out thorough 
assessments.

Timetable for introduction and transition
The new regulation is expected 
for publication by the European 
Commission in Q1 of 2016.  The 
regulation will become applicable five 
years after its entry into force, to take 
into account the significant changes to 
the classification system for IVDs and to 
the conformity assessment procedures.  

The current proposal does allow 
notified bodies to be designated and 
manufacturers to be assessed under 
the new regulation prior to the date of 
application.  This may be one year after 
its entry into force.  

What you should do next
No one disputes that the proposed 
changes will be of benefit long-term, 
especially the risk-based classification 
system which, for the first time, actually 
takes patient impact into consideration, 
but the ease of introduction and long 
term effect is harder to establish at 
this point.

However, even before the regulation 
becomes law, you should be proactive 
as there are certain measures that you 
can start putting into place now to 
ease the introduction of, and transition 
to, the new regulation once it comes 
into effect.

Plan for signifi cant increases in both 
personnel and fi nancial resource 
Develop a bespoke action plan to cover 
the increase in both personnel and 
financial resource, to include securing 
regulatory affairs resources, such as 
the person responsible for regulatory 
compliance.

There is also significant increase in 
workload required under the new 
regulation, such as maintaining 
a summary safety and clinical 
performance report, plus keeping 
clinical evidence updated throughout 
the product lifecycle.

As well as updating technical files to 
meet the more stringent requirements 
of the new regulation, time will need 
to be put aside to ensure that all 
devices meet the new requirements for 
performance evaluation and clinical 
evidence as there is no ‘grandfathering’ 
clause in the new regulation.

There is also training resource (time 
and cost) to consider, both internal and 
external, to ensure compliance to the 
more stringent requirements under the 
regulation, including those related to 
material safety.  

You also need to create standard 
operating procedures (SOPs) 
and training on how to handle 
unannounced notified body 
inspections of your business and 
your critical suppliers.

Realise the increased role of notifi ed 
bodies under the regulation will extend 
approval times and costs
Only 20% or so of IVD devices in the EU 
are currently subject to notified body 
approval, but this will increase four 
fold under the proposed regulation.  
This will mean a massively increased 
workload for notified bodies and 
approval times may consequently 
increase as assessor diaries fill.

Costs will also increase due to longer 
review times for all devices (particularly 
class D & C devices, companion 
diagnostics & novel devices) and 
submission fees.

Look to transition your current devices to 
new certifi cates
As the regulation will not just affect 
new devices, all of your current devices 
will need to be re-evaluated and 
certified when the existing directive 
certificates expire.

Maintain an up-to-date quality 
management system
Implement and maintain an up-to-
date quality management system 
(QMS) to demonstrate your ability to 
provide IVD devices that consistently 
meet both customer and regulatory 
requirements.  ISO 13845 is the most 
common harmonised standard used by 
IVD manufacturers to prove compliance.



Class C

Except

Class C

Rule 1
– Detection of transmissible agents in blood, tissues or organs intended for 

transfusion or transplantation
– Detection of a transmissible reagent that causes a life-threatening disease with a 

high or currently undefined risk of propagation

Class D

Class D

Class B

Class A

Class B

Class B

Rule 3
– Detection of sexually transmitted agents
– Detection of infectious agents with a risk of limited propagation, or where erroneous 

results could cause disability or death
– Pre-natal screening to determine immune status
– Selection of patients e.g., companion diagnostics
– Determination of infective disease or immune status where erroneous results could lead 

to a life threatening situation
– Human genetic testing
– Monitoring of medicinal products, substances or biological components where 

erroneous results could lead to a life threatening situation
– Management of patients suffering from a life threatening infectious disease
– Screening for congenital disorders in the foetus

Rule 5
– Reagents which possess specific characteristics to make them suitable for IVD 

procedures related to a specific examination
– Instruments used in IVD procedures
– Specimen receptacles

Rule 6
– Devices not covered elsewhere in the classification rules

Rule 7
– Devices which are controls without a quantitative or qualitative assigned value

Class C

ExceptRule 2
– Reagents for blood 

grouping or tissue 
typing

Determination of 
ABO, Rh, Kell, Kidd, 
Duffy systems

Rule 4
– Devices for self-testing
– Devices for blood gases 

and blood glucose 
determinations for near 
patient testing

Result is not for 
determining a 
medically critical 
status, or is 
preliminary and 
requires follow-up 
with a laboratory 
test

Classifi cation Rules



Class D

Class B

Class A

Annex VIII: Full Quality Assurance, including Design Dossier Examination and Batch 
Verification

Annex IX: Type Examination
                       +
Annex X: Production Quality Assurance including Batch Verification

OR

Annex VIII: Full Quality Assurance, including assessment of design documentation on a 
representative basis

Supplementary requirements in Section 6.1 for self and near-patient testing devices, 
and Section 6.2 for companion diagnostics

OR

Annex IX: Type Examination
                    +
Annex X: Production Quality Assurance

Supplementary requirements in Annex IX Section 2 for self and near-patient testing 
devices, and Section 3.6 for companion diagnostics

Annex VIII: Full Quality Assurance

Supplementary requirements in Section 6.1 for self and near-patient testing devices

Self-declaration after preparing the technical documentation set out in Annex II

However, if the devices are intended for near-patient testing, supplied sterile, or have a 
measuring function, the manufacturer shall apply the procedures set out in Annex VIII 
or Annex X

Class C

Involvement of a notified body is required for the conformity assessment and CE marking of class D, C & B devices and for class 
A devices that are intended for near-patient testing, are supplied sterile, or have a measuring function.

Conformity Assessment Procedures
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LRQA helps you manage your systems and risks 
to improve and protect the current and future 
performance of your organisation.

About us

Ever tougher stakeholder demands,
changing business conditions and
increased competition means you need
better operational control, performance
and risk management.

To help you, we continue to enhance
our services. We don’t just verify against
the requirements of a standard, but go
even further.

Our fi eld-based business development 
managers tailor our certifi cation, 
validation, verifi cation and training services 
to better meet your needs, giving ‘added 
value’ beyond the traditional assessment 
process. We call this enhanced emphasis 
and approach, ‘Business Assurance’.

Our expertise

With more than 20 years’ experience as 
a notifi ed body for the IVD directive, 
LRQA has established an in-depth level 
of knowledge and understanding of 
certifi cation within the in vitro diagnostic  
devices sector. With our experience of 
quality management systems and CE 
marking, we can help ensure that you 
meet regulatory requirements.

Our involvement in national and 
European working groups gives us access 
to a wealth of information, enabling our 
dedicated product conformity team to 
keep clients up to date with the latest on 
current and future developments. This 
helps you plan for the future and make 
the most of market opportunities.

Our assessors will provide consistent and 
constructive audits to help ensure that 
your system delivers tangible business 
benefi ts, while giving you the confi dence 
that your system meets regulatory 
requirements.

Choosing LRQA means you’ll be working 
with one of the world’s most trusted 
and respected management system 
bodies providing you, your customers, 
prospective customers, trading partners 
and other stakeholders, with business 
assurance. 

Our services

Starting point 
Before making an application you need 
to be able to answer these questions:
 – Are you a manufacturer as defi ned 

in the directive and responsible for  
placing products on the market? 

 – Are your products medical devices?
 – What is the classifi cation and your 

chosen conformity route? 

Our team is on hand to offer support and 
guidance on any of these points. 

Application 
You will need to complete a simple form 
letting us know about your company 
and your products. We will use this 
information to verify the requirements 
relating to your products and to work 
with you to determine the best options 
for conformity assessment including any 
other service we can help you with. 

Ready for assessment? 
Unsure whether you are ready for the 
formal certifi cation? Choosing our 
optional gap analysis will give you the 
confi dence to go for certifi cation. 

Gap analysis 
This assessor-delivered activity offers the 
opportunity to focus on critical, high risk 
or weak areas of your system in order to 
create a certifi able system. It can also look 
at how existing management systems 
or procedures can be used within your 
chosen standard.

Whether you are in the early stages of 
implementing your management system 
or looking to go for a ‘dry run’ before 
the assessment visit, the scope of the 
‘gap analysis’ can be decided with either 
your business development manager or 
assessor and gives you more fl exibility 
in choosing the scope and duration of 
the visit. 

Certifi cation 
The formal two-stage certifi cation process 
for CE marking ensures you have a quality 
system that meets the requirements of 
the conformity annex applied and is 
implemented for manufacture of the 
medical devices concerned. 

In addition, the certifi cation assessment 
can, if requested, be used to assess 
the quality system against recognised 
QMS standards, such as ISO 9001 and 
ISO 13485.

The assessor will establish that you have 
correctly identifi ed which essential 
requirements apply to your products, 
have fully integrated the requirements 
into the QMS system and have taken the 
necessary steps to draw up the technical 
documentation.

Surveillance visits 
Once approved, we will regularly review 
your system and sample your technical 
fi les to ensure its ongoing effectiveness 
and that you remain compliant with 
the requirements of the standard and 
the directive. This gives you, and your 
top management, the assurance the 
management systems are on track and 
continually improving.


