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REGULATIONS 
 

1. The Medical Devices Regulations 2002 (SI No 618), as amended by the 
Medical Devices (Amendment) Regulations 2008, came into force on 13 
June 2002 and implement the provisions of the Medical Devices Directive 
93/42/EEC (as amended by Directive 2007/47/EC), the Active Implantable 
Medical Devices Directive 90/385/EEC (as amended by Directive 
2007/47/EC) and the In Vitro Diagnostic Medical Devices Directive 
98/79/EEC.  These Regulations establish systems under which a 
manufacturer must submit to the UK Competent Authority, information 
about clinical investigations of medical devices to be carried out in the UK. 

 
2. These Notes outline the legal requirements relating to the conduct and 

performance of a clinical investigation as set out in these Regulations.  
They also provide background and guidance to manufacturers on how to 
apply for pre-clinical assessment of a proposed clinical investigation in 
human subjects, involving a device falling within the scope of the 
Regulations.   

 
3. Manufacturers wishing to make an application for pre-clinical assessment 

of a proposed clinical investigation of an active implantable medical device 
or a medical device to be carried out in part or in whole in the UK should 
apply to the Medicines & Healthcare products Regulatory Agency of the 
Department of Health (referred to in this document as the UK Competent 
Authority), in accordance with these Guidance Notes. 

 
4. This guidance is intended as a general explanation of the legislation and 

should not be regarded as an authoritative statement of the law nor as 
having any legal consequence. It follows that manufacturers and others 
should not rely solely on this guidance but should consult the legislation 
referred to and make their own decisions on matters affecting them in 
conjunction with their lawyers and other professional advisers. The MHRA 
does not accept liability for any errors, omissions or other statements in the 
guidance whether negligent or otherwise. An authoritative statement could 
be given only by the courts. Information and assistance in individual cases 
may be sought from the UK Competent Authority whose address and 
telephone number are given on pages 12 – 13 of this document. 
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The Active Implantable Medical Devices Directive 
 

5. This Directive covers all powered medical devices implanted and left in the 
human body, such as pacemakers, implantable defibrillators, implantable 
infusion pumps, cochlear implants and implantable neuromuscular 
stimulators.  The Directive also covers implanted passive parts of active 
devices such as pacemaker leads and adapters, and external parts that are 
an essential part of the systems, e.g. pacemaker programmers.  
Regulations implementing the Directive came fully into force in the United 
Kingdom on 1st January 1995. 

 
Medical Devices Directive 
 

6. This Directive covers most other medical devices over a wide range of 
products from simple bandages to orthopaedic implants and high 
technology radiology equipment.  Regulations implementing the Directive 
came fully into force in the United Kingdom on 13th June 1998. 

 
In Vitro Diagnostic Medical Devices Directive 
 

7. This Directive covers any medical device, reagent, reagent product, kit, 
instrument, apparatus or system which is intended to be used for the in-
vitro examination of substances derived from the human body, such as 
blood grouping reagents, pregnancy testing and Hepatitis B test kits. 
Regulations implementing the Directive came into force in the UK on 7th 
June 2000 with a transitional period until 7th December 2003. There is no 
clinical investigation system for in-vitro diagnostic medical devices.  
Performance evaluations of in vitro diagnostic devices that are performed 
outside the manufacturer's premises, should be notified to the UK 
Competent Authority in accordance with the Medical Devices Regulations 
2002: Section 44. 

 
8. The main purpose of these Directives is to allow free movement of medical 

devices throughout the European Community, whilst at the same time 
ensuring device performance and safety.  The Directives replace any 
existing national systems in each Member State.   

 
9. In summary, these Directives: 

 
• specify the medical devices to which they apply; 
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• specify the Essential Requirements which must be met before any device 
can be placed on the market or put into service and which are 
intended to ensure that: 
 (i) a device does not compromise the clinical condition or 

safety of the patient, the safety and health of users or, where 
applicable, any third party; 

  (ii) a device achieves its intended purpose as designated 
by the manufacturer; and 

 (iii) any risks associated with the use of the device are 
acceptable when weighed against the benefits to the patient 
and compatible with a high level of protection of health and 
safety. 

• introduce controls covering the safety, performance, specification, 
design, manufacture, labelling and packaging of devices; 

• specify the requirements for pre-clinical assessment of clinical 
investigation notifications; 

• specify the action to be taken, if any, following a device-related adverse 
incident; 

• require the Competent Authorities in each Member State of the European 
Union to designate Notified Bodies which are required to check that 
relevant devices conform with the Essential Requirements by setting 
up and carrying out conformity assessment procedures, including 
auditing of quality systems and type testing. 

 
10. These controls are intended to ensure the safety and performance of 

medical devices and to prohibit the marketing of devices which might 
compromise the health and safety of patients, users or any relevant third 
party (where appropriate). 

 
CLINICAL INVESTIGATION IN THE UK: REQUIREMENTS OF THE 
REGULATIONS 
 

11. In order to be able to CE mark any device, a manufacturer must 
demonstrate that the stated device complies with the relevant Essential 
Requirements.  To demonstrate such compliance, it will usually be 
necessary to provide clinical data, clinical data can consist of: 

 
•  either a critical evaluation of the relevant scientific literature currently 

available relating to the safety, performance, design characteristics 
and intended purpose of the device, where there is demonstration of 
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equivalence of the device to the device to which the data relates and 
the data adequately demonstrates compliance with the relevant 
Essential Requirements; or   

• a critical evaluation of the results of all the clinical investigations 
made; or 

• a critical evaluation of the combined data provided from the two 
bullet points above. 

 
12. Critical analysis and evaluation of scientific literature are broad concepts 

which can take account of the experience of the device in question or of an 
established device which is already on the market and used in clinical 
practice and with which equivalence can be demonstrated in terms of 
technology, critical performance, design, principles of operation, biological 
safety, population involved, conditions of use and clinical purpose.  

 
13. However, unless safety and performance can be adequately demonstrated 

by other means, data generated from a specifically designed clinical 
investigation of a medical device is likely to be required, in particular with 
implantable and Class III devices.  Such an investigation must be 
designed: 

  
• to verify that under normal conditions of use the performance 

characteristics of the device are those intended by the manufacturer; 
and 

• to determine any undesirable side effects under normal conditions of use 
and assess whether these constitute risks when weighed against the 
intended performance of the device. 

 
14. Thus a clinical investigation of a non-CE-marked device must be designed 

to establish that the performance claimed by the manufacturer can be 
adequately demonstrated, and that the device is judged to be safe to use 
on patients taking into account any risks associated with the use of the 
device when weighed against the expected benefits.  If the purpose of a 
proposed clinical investigation is other than as outlined above e.g. user 
handling or preference studies, it should not be carried out on a non-CE-
marked device. Such studies should only be performed on CE- marked 
devices unless they form part of a study to investigate safety and 
performance for CE marking purposes. 
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Likewise, any clinical investigation of a medical device that requires the use 
of specially designed accessories (e.g. surgical tools or delivery systems) 
must also be designed to investigate the safety and performance of these 
accessories if they are not CE-marked for the purpose being investigated. 

 
15. Before devices intended for clinical investigation in the UK are made 

available to a medical practitioner for the purposes of clinical investigation, 
the manufacturer of the device (or his authorised representatives in the 
European Union) must give 60 days prior notice to the Secretary of State 
for Health by writing to the UK Competent Authority.  If, within 60 days of 
formal acceptance of the Notice, the UK Competent Authority has not given 
written notice of objection, the clinical investigation may proceed.  The UK 
Competent Authority may give such notice of objection on grounds relating 
to public health or public policy (Medical Devices Regulations 2002 section 
16(4), section 29(3)).    

 
16. The legal requirements as to methodology and ethical considerations 

relating to clinical investigations are set out in the Medical Devices 
Regulations 2002: section 16 and section 29, the Active Implantable 
Medical Devices Directive, Annexes 6 and 7, and the Medical Devices 
Directive, Annexes VIII and X.  In particular the clinical investigation must: 
• be performed on a basis of an appropriate plan with well-defined aims 

and objectives; 
• make use of procedures appropriate to the device under examination; 
• be performed in circumstances similar to the intended conditions of use; 
• include sufficient devices to reflect the aims of the investigation taking 

into account the potential risk of the device; 
• examine appropriate features involving safety and performance and their 

effects on patients so that the risk/benefit balance can be satisfactorily 
addressed; 

• fully record all adverse events and report serious adverse events to the 
UK Competent Authority; 

• be performed under the responsibility of a medical practitioner or a 
number of medical practitioners; and 

• include the making of a final written report, signed by the medical 
investigator(s) responsible, which must contain a critical evaluation of 
all the data collected during the clinical investigation, with appropriate 
conclusions. 
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17. Additionally, the principles of clinical investigations of medical devices are 
set out in the Standard BS EN ISO 14155; 2002, "Clinical Investigation of 
Medical Devices for Human Subjects-part 1: General Requirements", and 
BS EN ISO 14155-2:2002, “Clinical Investigation of Medical Devices for 
Human Subjects-part 2: Clinical Plan”. These are harmonised Standards 
providing presumption of conformity with Annex 7 of the Active Implantable 
Medical Devices Directive and Annex X of the Medical Devices Directive.  

 
IS A CLINICAL INVESTIGATION REQUIRED: THE PRACTICAL DECISIONS  
 

18. In making a decision as to whether a clinical investigation is required, a 
manufacturer needs to work through a series of decisions in order to reach 
a conclusion. 
• What are the Essential Requirements relevant to the device in question  

with which compliance must be demonstrated? 
• What data is required in order to demonstrate this compliance? 
• What testing is necessary to produce this data e.g. bench testing,  

animal testing?   
•  Is clinical data required to demonstrate compliance? 
• If so, does this clinical data already exist on the device in question 

(published or unpublished) or by analogy with published data 
generated in respect of an equivalent device (see 12 above). 

 
19. A clinical investigation of a non-CE-marked medical device should at least 

be considered in the following circumstances: 
 

• the device is an implantable or Class III medical device 
• the introduction of a completely new concept of device into clinical 

practice where components, features and/or methods of action, are 
previously unknown; 

• where an existing device is modified in such a way that it contains a 
novel feature particularly if such a feature has an important 
physiological effect; or where the modification might significantly 
affect the clinical performance and/or safety of the device; 

• where a device incorporates materials previously untested in humans, 
coming into contact with the human body or where existing materials 
are applied to a new location in the human body or where the 
materials are to be used for a significantly longer time than 
previously, in which case compatibility and biological safety will need 
to be considered; 
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• where a device, either CE-marked or non-CE-marked, is proposed for a 
new purpose or function; 

• where in vitro and/or animal testing of the device cannot mimic the 
clinical situation; 

• where there is a new manufacturer especially of a high-risk device. 
 

20.    In circumstances where it is unclear to the manufacturer whether there are 
sufficient existing clinical data to demonstrate compliance with the 
Essential Requirements in order to obtain the CE marking, discussion with 
the relevant Notified Body, where applicable, may prove helpful before 
embarking on the planning of a clinical investigation 

 
21.  Notification to the UK Competent Authority will not be required if the medical 

device to be used is CE marked for the purpose under investigation 
 
CLINICAL INVESTIGATIONS: SPECIAL CIRCUMSTANCES 
 
Change in the intended use/performance claims of a device 
 

22. Clinical data may be required in the case of a device already authorized to 
carry the CE marking where that device is to be used for a new purpose 
and eventually CE-marked for that new purpose.   These clinical data may 
need to be generated by a specifically designed clinical investigation, in 
which case a notification should be made to the UK Competent Authority. 

 
Comparative studies 
 

23. Notification of a clinical investigation to the UK Competent Authority, is not 
required where a device is CE-marked for the purpose intended or, in the 
case of a comparative study of two devices, where each has obtained prior 
CE marking and each is used for their original purpose.  However, relevant 
Ethics Committee approval would still be required in both cases.  Where at 
least one of the devices under study is not CE-marked, the manufacturer(s) 
of the non-CE marked device(s) must notify the clinical investigation to the 
Competent Authority. 

 
 
Prototype devices 
 

24. It is recognised that a manufacturer may wish to submit a small number of 
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"prototype models" of a device to clinical investigation in order to assess 
safety and/or performance; and that such prototypes may need to undergo 
a number of changes prior to large-scale production.  These changes will 
be regarded as variations included within one application unless, in the 
view of the UK Competent Authority, the risk to patients or users is 
increased by the proposed changes.  Under these circumstances, the UK 
Competent Authority reserves the right to request a new submission in 
order that the safety aspects of the altered device can be given due 
consideration with regard to patient health and safety. 

 
Clinical investigations also submitted to the FDA or other non-EU 
Regulatory Authorities   

25. Manufacturers should clearly indicate whether the European and non-
European protocols are the same.  If not, the areas of difference should be 
referenced and an explanation of the reasons for the differences provided.  
It is recognised that the objectives of a clinical investigation which is also 
being carried out in a country or countries outside the European Union, 
may be wider than those required by the Medical Devices Regulations, for 
example they may include efficacy or effectiveness.  Changes to protocol 
requested by other Regulatory Authorities should be copied to the UK 
Competent Authority for information.  At such times, manufacturers should 
indicate whether the changes instigated by the non-EU Regulatory 
Authority will also be made to the European protocol.  

 
In-house manufactured medical devices 
 

26. Products manufactured in-house in a healthcare establishment and  
undergoing testing for proof of concept are not subject of the provisions of 
the Medical Devices Regulations provided that the device is being 
manufactured and used on patients within the sole legal entity. In 
circumstances where the in-house manufacturer sees and intends a 
commercial medical application in the results generated (irrespective of 
whether the manufacturer and subjects are part of the same legal entity) 
the manufacturer will need to notify the Competent Authority of a proposed 
clinical investigation. If there is any doubt as to the interpretation, the 
Competent Authority should be contacted for clarification. 
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“Off-label” use 
 

27. If a clinician uses a CE-marked device for a new “off-label” purpose which 
is unsupported by the manufacturer, then the clinician and the relevant 
healthcare establishment may take on the responsibilities of “the 
manufacturer” if they see and intend a commercial application, and must 
therefore fulfil all the requirements of a manufacturer as set out in the 
Medical Devices Regulations 2002, including notification of a clinical 
investigation to the UK Competent Authority.  They may also take on 
liability with reference to the device being used “off-label”.  

 
MAKING AN APPLICATION FOR PRE-CLINICAL ASSESSMENT 
 
Prior to making a notification 
 

28. Prior to submitting a notification to the Competent Authority, you are 
advised to ensure that you have the information necessary to demonstrate 
compliance with all the relevant essential requirements except for those 
that are the subject of the investigation. A significant percentage of the 
grounds for objection that have been raised have resulted from the failure 
to supply the necessary data within the 60 day time period allowed by the 
Regulations. Details of the information required are contained within this 
document and Guidance Notes 3, 5 and 17, which are available on the web 
site or can be requested by contacting the details provided on this page. 

 
29. We are happy to answer any questions that you may have about the UK 

regulatory process for clinical investigations, prior to making a notification, 
however, we are not able to perform a full assessment of your proposed 
clinical investigation protocol at this stage. You are therefore advised to 
contact us should you have any concerns prior to making a notification. 
Questions should be directed to Daniella Smolenska at 
daniella.smolenska@mhra.gsi.gov.uk or by telephone on 020 3080 7363 in 
the first instance, or Rob Higgins at rob.higgins@mhra.gsi.gov.uk (020 
3080 7185) when Ms Smolenska is absent. Clinical questions should be 
directed to Dr Susanne Ludgate at susanne.ludgate@mhra.gsi.gov.uk or 
by telephone on 020 3080 6800. In some cases, where specific issues 
cannot be addressed in writing, it may be considered that a pre-submission 
meeting or conference call is necessary, and we will be happy to arrange 
such a meeting if required.  

 

mailto:daniella.smolenska@mhra.gsi.gov.uk
mailto:rob.higgins@mhra.gsi.gov.uk
mailto:susanne.ludgate@mhra.gsi.gov.uk
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How to apply 
 

30. Application for assessment of a proposed clinical investigation of a medical 
device should be made via the Integrated Research Application System 
(IRAS) which is accessed via the website 
https://www.myresearchproject.org.uk/. IRAS captures the information 
needed by MHRA offering the facility for users to print out the completed 
PCA1 and PCA2 forms and sterilization pro-forma for signing before 
making a notification to MHRA. The completed forms should be sent to 
MHRA with the supporting information requested on these forms.  The 
relevant fee as detailed in section 36 below must also be received by 
MHRA before the notification can be accepted. The 60 day assessment 
period will commence on the day both payment (i.e. the date a BACS transfer 
or cheque is received) and valid notification forms and documentation is 
received by MHRA. Further Guidance Notes on the clinical investigation 
process are available from the Competent Authority or from the MHRA 
website 
(http://www.mhra.gov.uk/Howweregulate/Devices/Clinicaltrials/index.htm). 
Blank PCA1 and PCA2 forms and the sterilization pro-forma can be viewed 
on the IRAS website by selecting ‘Help’, ‘Example Application Forms’ and 
then under the heading MHRA Devices select ‘Clinical investigation of a 
medical device’. 

 
31. All documentation should be clearly labelled “documentation only” and sent 

by recorded delivery. 
 

32. A total of eight copies of each full submission is required and must be 
presented with all pages in their correct numbered sequence, including 
reprints, diagrams, tables and other data.  The method of reproduction 
used must allow for legible presentation of the text and any relevant 
drawings with their captions.   

 
33. All information must be in English.  If any part of the supporting data 

consists of material in another language, this must be translated.  One 
copy of the original document in its original language should accompany 
the application. 

 
34. Notifications submitted on rewritable CD-ROM are preferred. However all 

documents must be arranged on the CD in such a way that they can be 
easily identified by title alone. Therefore it is recommended that on each 

http://www.myresearchproject.org.uk/
http://www.myresearchproject.org.uk/
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CD a document index be included and all documents be named 
appropriately e.g. Clinical Investigation Plan, Investigator’s Brochure, 
Sterilization Validation Report etc.  Please provide: 

 
- 8 rewritable CD-ROMS, each containing a full set of the supporting 

documentation 
- 1 hard copy of the full set of supporting documentation   

 
Where to apply 
 

35. Application for pre-clinical assessment or any queries regarding an 
application should be directed to: 

 
Mrs Daniella Smolenska 
Medicines & Healthcare products Regulatory Agency (MHRA) 
European and Regulatory Affairs 
5 Magenta 
151 Buckingham Palace Road 
Victoria 
London 
SW1W 9SZ 
Tel: 020 3080 7363   
 
Email Daniella.Smolenska@mhra.gsi.gov.uk  

 
Charging 
 

36. A charge will be made by the UK Competent Authority to the manufacturer 
for the assessment of a proposed clinical investigation as detailed in the 
Medical Devices Regulations 2002: section 56. The relevant fee must be 
received by MHRA before the notification to conduct a clinical investigation 
can be accepted. 
Devices are categorised according to risk as a group A or B device (see 
below). 
• group A (class I, IIa, and IIb other than implantable/long term invasive)  
• group B (class IIb implantable/ long term invasive, class III, active 

implantable) 
 

mailto:Daniella.Smolenska@mhra.gsi.gov.uk
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Fees for Group A (low risk) devices are £3,020 (initial application) or 
£2,120 (resubmission). Fees for Group B (high-risk) devices are £4,240 
(initial application) or £2,770 (resubmission).  
Manufacturers should note that if a notification for a clinical investigation is 
withdrawn within 5 days from the date of receipt by the UK Competent 
Authority, 50% of the relevant fee will be charged. Otherwise a full fee will 
be charged on withdrawal. 

 
COMPETENT AUTHORITY PROCESSING OF THE CLINICAL INVESTIGATION 
 

37. In devising its policy for the handling of clinical investigations under the 
provisions of the Medical Devices Directives within the UK, the aim of the 
UK Competent Authority is to handle all applications in the shortest time 
possible, whilst at the same time ensuring that any risk to the patient and 
user is minimised and also justified by the potential benefit to the subjects 
entered into the proposed clinical investigation.   

 
38. If further information is required during the course of a clinical investigation 

assessment, a letter will be sent to the manufacturer requesting this 
information. Should the nature of the requested information be unclear, it is 
essential that the manufacturer contacts the Competent Authority as soon 
as possible to request clarification, or a meeting, conference call or 
videoconference if preferred.  The 60-day clock does not stop when 
additional information is requested.  This applies in all circumstances, 
including notifications made that cover prolonged holiday periods such as 
Christmas/New Year. 

 
General requirements 
 

39. Manufacturers (or their authorised representative in the Community) are 
required to submit initially certain information and to undertake to make 
available subsequently, if requested by the UK Competent Authority, 
information as specified in the Medical Devices Regulations 2002: Section 
16 and Section 29, the Active Implantable Medical Devices Directive 
Annexes 6 and 7, and the Medical Devices Directive Annexes VIII and X. 

 
40. Form PCA1 has been designed as a computer input form to help the UK 

Competent Authority record the applications and accompanying 
documentation.  Form PCA2 has been designed as a reference index in 
order to help manufacturers ensure that all required information is available 
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and referenced appropriately. Blank PCA1 and PCA2 forms can be viewed 
on the IRAS website by selecting ‘Help’, ‘Example Application Forms’ and 
then ‘Clinical investigation of a medical device’ 

 
 
DOCUMENTATION REQUIRED FOR ALL SUBMISSIONS:  
Signed statement 
 

41. All applications must contain a statement (Active Implantable Medical 
Devices Directive: Annex 6,2.2; Medical Devices Directive: Annex VIII, 2.2): 
 
that the device in question conforms to the Essential Requirements except 
with regard to those aspects of the device that are to be investigated and 
that in respect of those aspects, every precaution has been taken to protect 
the health and safety of the patient.  
 
By signing this statement the manufacturer is declaring that the device 
meets all of the relevant Essential Requirements, other than those subject 
to the investigation. Manufacturers must therefore ensure that at the time a 
notification is made to the Competent Authority, they have all 
documentation required to demonstrate conformity with the relevant 
Essential Requirements available for submission to the Competent 
Authority when requested. 

 
42. All applications must contain a statement (Active Implantable Medical 

Devices Directive: Annex 6,2.2; Medical Devices Directive: Annex VIII, 2.2) 
indicating; 

- whether or not the device incorporates, as an integral part, a 
substance or human blood derivative referred to in Section 7.4 of 
Annex I of the Medical Devices Directive and Section 10 of the 
Active Implantable Medical Devices Directive 

 
43. All applications submitted under the Medical Devices Directive 93/42/EEC 

must contain a statement (Medical Devices Directive: Annex VIII, 2.2) 
indicating; 

 
- whether or not the device is manufactured utilising tissues of animal 

origin as referred to in Directive 2003/32/EC 
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44. General Information 
 

•  Date of submission 
•  Applicant's name/address/telephone number/fax number and contact 

name for communication 
•  Whether first submission or re-submission 
•  If re-submission with regard to the same device, previous date(s) and 

reference number(s) of earlier submission(s) 
• list other Member States participating in the clinical investigation as 

part of a multi-centre/multinational study, details of applications to 
other Competent Authorities in the EC  

•  Details of any approval or audit by a Notified Body or other third party 
of manufacturing processes at the site(s) where the device is 
manufactured and, if applicable, a copy of the quality certificate 
covering  the manufacturing site 

• Confirmation of insurance of subjects 
 

45. Details allowing device to be identified 
 

•      Generic name of device 
•  Model name 
•  Model number(s), if any 
• Name and address of Manufacturer. 

 
46. Other device details  

 
•  Classification of device 
•  Brief description of device and its intended use together with other 

devices designed to be used in combination with it. 
• Design drawings, diagrams of operation and diagrams of 

components, sub-assemblies, circuits etc., including descriptions and 
explanations necessary to understand the aforementioned 
drawings/diagrams. 

•  Identification of any features of design that are different from a 
previously similar marketed product (if relevant). 

•  Details of any new or previously untested features of the device 
including where applicable, function and principles of operation. 
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•  Summary of experience with any similar devices manufactured by the 
company including length of time on the market and a review of 
performance related complaints. 

•  Risk benefit analysis to include identification of hazards and 
estimated risks associated with the manufacture (including factors 
relating to device design, choice of materials, software) and the use 
of the device (ISO 14971), together with a description of what actions 
have been taken to minimise or eliminate the identified risk. 

•  Description of materials coming into contact with the body, why such 
materials have been chosen, and which Standards apply (if relevant). 

•  Identification of any special manufacturing conditions required and if 
so how such requirements have been met. 

•  A description of the methods of manufacturer, in particular as regards 
sterilization and identification of packaging used for sterilisation of 
device. 

•  A summary of the relevant standards applied in full or in part, and 
where standards have not been applied, descriptions of the solutions 
adopted to satisfy the Essential Requirements specified in the Active 
Implantable Medical Devices Regulations and the Medical Devices 
Regulations, as appropriate. 

• The results of the design calculations and of the inspections and 
technical tests carried out, etc. 

• Instructions for use. 
• What provisions, if any, have been made by the manufacturer for the 

recovery of the device (if applicable) and subsequent prevention of 
unauthorised use? 

• Photograph (preferably in colour)/diagram/sample if appropriate. 
• Identification of any tissues of animal origin, as referred to in Directive 

2003/32/EC, including details of sourcing and collection of the animal 
tissue(s) prior to manufacturing operation; and details with regard to 
validation of manufacturing procedures employed for the reduction or 
inactivation of unconventional agent; and any other risk management 
measures that have been applied to reduce the risk of infection (See 
Annex 2). 

• Identification of a substance (medicinal product) or human blood 
derivative incorporated with the device as an integral part, and the 
data on the tests to be carried out to assess the safety, quality and 
usefulness of that substance or human blood derivative (see Annex 
5). 
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47. Detailed information on the device 
 
The depth of detailed information supplied with the notification should be 
appropriate to the classification of the device, novelty of design, materials used 
and risks associated with the device.  

 
• full description of device, including a list of accessories, principles of 

operation and block or flow diagram of major components. 
• principal design drawings and circuit diagrams, including materials and 

biomaterials, together with a description and explanations necessary for 
the understanding of the said drawings and diagrams. If details of 
materials are requested, information sufficient to characterise fully the 
identity and chemical composition of all materials coming into patient 
contact, including name and address of manufacturer, trade name/code, 
quantitative formulations, results of chemical analyses, assessments of 
the effects of sterilisation or other processes, or other data as 
appropriate, should be included. 

• detailed description of how biocompatibility and biological safety have 
been addressed. The risk assessment should cover the rationale for the 
decisions adopted.  It should be apparent from the risk assessment, how 
hazards were identified and characterised and how the risks arising from 
the identified hazards were estimated and justified in relation to 
anticipated benefits.  Particular attention should be paid to biological 
safety issues, especially for devices containing new materials that will 
come into contact with patients or where established materials are used 
in a situation involving a greater degree of patient contact.  For example, 
where particularly hazardous materials, may be present in the final 
device, the risk assessment should indicate why solutions avoiding the 
hazard have not been adopted.  A description of how the biological 
safety of the device has been evaluated should be included.  This should 
include the identity of the person(s) responsible for the risk assessment, 
a summary of the data examined and the basis for the judgement that 
the materials are suitable for the proposed use. Further details are set 
out in Guidance Document No 5: Guidance on Biocompatibility 
Assessment, available from the Competent Authority. 

• details of the method(s) of sterilisation. If details of sterilisation are 
requested, the following information should be included.  Where this 
information has not been included within the main body of the clinical 
investigation notification the pro-forma contained in Annex 3 should be 
completed. If the chosen sterilization process is by the use of moist heat 
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(steam) then particular attention should be taken with regards to the 
"standard sterilization parameters" applicable within the country where 
the devices are to be processed and sterilized. The appropriate 
sterilization qualification and validation reports should take account of 
these "standard" requirements. 

 
- specification of manufacturing environment used; 
- details of any cleaning process prior to sterilisation; 
- method of sterilisation; 
- parameters of the sterilisation process; 
- site(s) of sterilisation (if different from manufacturing site(s)); 
- packaging materials used; 
- summary of sterilisation validation data; 
- details of routine monitoring of the sterilisation process (see 

annex 3). 
 

• documentation demonstrating compliance of the device with the Essential 
Requirements with regard to electrical safety (see annex 4). 

• description of software, logic and constraints (if relevant).  
• pre-clinical experimental data including results of design calculations and 

of mechanical and electrical tests and reliability checks, and any 
performance tests in animals. 
 

 
CLINICAL INVESTIGATION PLAN  
 

A copy of the Clinical Investigation Plan and the Investigator’s Brochure 
must be provided, which should include the following information; 

 
48. General Information 

 
• Name(s), qualifications, address(es), of clinical investigator(s) and of 

principal clinical investigator for a multi-centre clinical investigation, 
together with summary of experience in the specialist area concerned 
and the necessary training and experience for use of the device in 
question. 

• Name(s), address(es) of the Institution(s) in which the clinical 
investigation will be conducted 
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• Description of intended purpose and mode of action of device 
• A copy of the Ethics Committee opinion, whether fully or partially 

approved,  or approved with conditions 
• Copy of informed consent 
• Reference to important relevant scientific literature (if any) with an 

analysis and bibliography 
• Confirmation of insurance of subjects 
• Copy of Patient Information Sheet 
 

49. Investigation Parameters and Design 
 

• Aims and objectives of clinical investigation (bearing in mind which 
Essential Requirements are being addressed by the Clinical Investigation 
in question). 

• Type of investigation i.e. whether the use of a controlled group of patients 
is planned. 

• Number of patients (with justification); 
• Duration of study with start and finish dates and proposed follow-up 

period, (with justification). 
• Criteria for patient selection; 
• Inclusion and exclusion criteria; 
• Criteria for withdrawal; 
• Description of the generally recognised methods of diagnosis or 

treatment of the medical condition for which the investigational testing is 
being proposed. 

• Details of any proposed post-market clinical follow-up plan 
 

50. Data Collection/Analysis/Statistics 
 

• Description of end points and the data recorded to achieve the end 
points, method of patient follow-up, assessment and monitoring during 
investigation. 

• Description of procedures and details of data to record and report serious 
adverse events and adverse device related incidents. 

• Description and justification of statistical design, method and analytical 
procedures. 
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SPECIAL FEATURES OF CLINICAL INVESTIGATIONS 
 
Number of devices proposed for clinical investigation 
 

51. In assessing risks to health or safety, one of the areas that will be 
particularly considered by the UK Competent Authority is the proposed 
number of devices to be included within a clinical investigation.  The 
number must be sufficient in order to demonstrate performance 
satisfactorily and to reveal significant risks to patients' health and safety.  
At the same time the number should not be so great as to place at risk 
more patients than necessary at a time when third party assessment of 
device-related risks has not been carried out.  The number, therefore, 
should reflect the aims of the investigation, taking into account the 
perceived risk of the device and comply with relevant medical devices 
Standards where appropriate. Guidance on the statistical considerations for 
clinical investigations of medical devices can be found on our website, see 
Guidance Note 17, 
(http://www.mhra.gov.uk/Howweregulate/Devices/index.htm). 

Clinical investigation duration 
 

52. The duration of a clinical investigation of a medical device should be such 
as to permit the demonstration of performance over a period of time 
sufficient to represent a realistic test of the device, and allow identification 
and risk assessment of any associated unacceptable adverse incidents 
over that period of time, allowing conclusions to be drawn as to the likely 
performance in the longer term.  It is neither feasible nor desirable to 
perform a clinical investigation lasting the projected lifespan of many 
devices.  Indeed, it is recognised that for a number of devices, e.g. 
orthopaedic implants and vascular stents, the majority of associated 
adverse incidents may not become clinically obvious for a number of years 
and that the clinical investigation in question will only demonstrate major 
short term safety problems. The duration of a clinical investigation and 
follow up period must be in line with relevant medical device Standards 
where appropriate. 

 
Post Market Clinical Follow-up 
 

53. The Medical Devices Directive (Annex X) and Active Implantable Medical 
Devices Directive (Annex 7) require manufacturers to actively update their 

http://www.mhra.gov.uk/Howweregulate/Devices/index.htm
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clinical evaluation with data obtained from post market surveillance. It is 
intended that long-term safety problems be identified either under Medical 
Devices Vigilance or through a means of specifically designed post market 
clinical studies, either extending the pre-market clinical investigation; or by 
studying a relevant and identified cohort of patients over a defined period 
of time; or through means of a specifically designed registry.  Where post 
market clinical follow-up is not deemed necessary, this must be duly 
justified and documented. In general, devices should follow a post market 
clinical follow-up when one or more of the following criteria are identified: 

 
• Innovation, where the design of the device, the material, the principles 

of operation, the technology or the medical indication is new; 
• Severity of the disease; 
• Sensitive target population; 
• Risky anatomical location; 
• Well-known risks associated with a similar marketed device; 
• Well-known risks identified from the literature; 
• Identification of an acceptable risk during pre market clinical evaluation, 

which should be monitored in a longer term and/or through a larger 
population; 

• Identification of emerging risks in similar products; 
• Obvious discrepancy between the pre-market follow-up windows and 

the expected life of the product. 
 
Type of investigation 
 

54. The majority of clinical investigations of medical devices under the 
provisions of the Medical Devices Regulations 2002 will not include a 
control group. The decision as to whether a control group is necessary 
however, will depend on the aims of the investigation.  For some devices it 
would only be possible to demonstrate claims adequately by comparison 
with a separate or untreated group. If control groups are necessary 
however, these should be randomised and prospective, except in 
exceptional and justifiable circumstances.    

 
End Points 
 

55. Care should be taken in choosing endpoints to ensure that this will support 
the stated aims and objectives of the clinical investigation under normal 
conditions of use.  Methods of supporting the demonstration of these 
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endpoints should, as far as possible, be objective, e.g. derived from the 
results of diagnostic or in vitro diagnostic tests, rather than be subjective, 
e.g. severity of symptoms. 

 
Labelling 
 

56. All devices intended for clinical investigation must bear the wording 
"exclusively for clinical investigation" (Medical Devices Directive: Annex 1, 
para 13.3(H) and the Active Implantable Medical Devices Directive: Annex 
1, 14.1).  It is recognised that such wording may cause confusion to clinical 
staff in that it may be thought that the clinical investigation being referred to 
is of a patient rather than the device.  It is therefore recommended that 
manufacturers draw this requirement to the attention of all clinical 
investigators, requesting that such investigators ensure that the meaning of 
this wording is clearly understood by all staff using or coming into contact 
with the device being investigated and that the device under investigation 
is segregated, where possible, from any similar devices in routine use.  If a 
device under clinical investigation has been CE-marked for another 
purpose, explanatory labelling to this effect should be attached to the 
device under investigation. 

 
Research Ethics Committee Opinions 
 

57. For all clinical investigations of devices falling within the scope of the 
Medical Devices Regulations, a relevant Research Ethics Committee 
(REC) opinion is required (Medical Devices Regulations 2002: Paragraph 
16(3), section 29(2)).  This opinion may be obtained in parallel with the 
Competent Authority notification.  If the REC opinion is not provided at 
least 60 days prior to the intended clinical investigation, it should be 
forwarded to the UK Competent Authority as soon as it becomes available.  
No clinical investigation of a non-CE-marked device should be started until 
both the relevant REC opinion and the Competent Authority have raised no 
grounds for objection.  

 
58. The UK Competent Authority does not accept approvals from independent 

ethics committees. Manufacturers should seek the opinion of a National 
Research Ethics Service (NRES) appointed ethics committee in all cases 
unless they can demonstrate a reason why NRES appointed committees 
would not assess their clinical investigation. In such cases the 
manufacturer will need to demonstrate that any independent ethics 
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committee appointed was constituted in line with NRES guidelines. 
However please note that NRES will review all clinical investigations due to 
be conducted outside of the NHS and therefore situations where an 
independent ethics committee is required are not foreseen. 

 
59. REC approval is now required from just one REC, irrespective of the 

number of centres participating in the clinical investigation.  Further advice 
on how to apply for a REC opinion can be obtained from the National 
Research Ethics Service (NRES) at the website: 
http://www.nres.npsa.nhs.uk/applications/.  There is also specific guidance 
for applicants at: 
http://www.nres.npsa.nhs.uk/applications/guidance/. If you require further 
advice email NRES Queries Line on queries@nationalres.org.uk.  
 
When your application is complete, it is recommended that you book a 
REC which is trained to review medical device applications via the NRES 
Central Allocation System (CAS) Tel: 0845 270 4400.  Manufacturers 
should make it clear, when contacting NRES, that the investigation involves 
a non-CE marked medical device.  
 
Where the Competent Authority raises no grounds for objection to the 
investigation in question proceeding, the investigation may only commence 
once REC approval has been granted, and a copy of the REC approval 
letter is sent by the manufacturer to the Competent Authority. 

 
60. On occasions it may be helpful for the UK Competent Authority to liaise 

with the relevant ethics committee concerning notifications. Additionally, it 
can also be helpful for the Competent Authority to send the Ethics 
Committee a copy of their final decision for information purposes. The 
PCA1 form has space for the manufacturer to provide signed authorisation 
allowing such communication. 

 
 
HOW YOUR APPLICATION WILL BE HANDLED BY THE UK COMPETENT 
AUTHORITY 
 
Initial receipt of documentation 
 

61. On receipt of the documentation and the relevant fee, the UK Competent 
Authority will take action as shown in the flow chart at annex 1. 

http://www.nres.npsa.nhs.uk/applications/
http://www.nres.npsa.nhs.uk/applications/guidance/
mailto:queries@nationalres.org.uk
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62. If all the necessary documentation required as part of the original 

submission is complete and the fee has been received by MHRA, a letter 
will be sent to the manufacturer including the following:  

 
• an acknowledgement of receipt of the notice 
• a reference number for the notice which should be quoted in all 

communications made to the UK Competent Authority pertaining to that 
application 

• the starting date for the notification period 
 

63. If the necessary documentation is incomplete or payment of the fee has not 
been received, the manufacturer will be contacted as soon as possible so 
that the missing information can be forwarded to the UK Competent 
Authority. The sixty-day assessment clock will start from the date of the 
formal acknowledgement of receipt of the complete notice. 

 
Expert Assessors 
 

64. Copies of the documentation pertaining to a proposed clinical investigation, 
will then be sent to one or more assessors who have expert knowledge of 
aspects of clinical investigation of devices which may include clinical 
aspects, biocompatibility, biological safety, clinical research, immunology, 
pharmacology, statistics, sterilisation, technology of the device, toxicology, 
etc. 

 
65. Assessors from outside the MHRA will have signed a statement of 

confidentiality incorporating a declaration of any conflict(s) of interest.  In 
addition, every effort will be made to ensure that no conflict of interest will 
arise for an expert assessor in relation to any aspect of the clinical 
investigation that he/she is asked to assess by the UK Competent 
Authority.  In the interests of confidentiality however, manufacturers may, at 
the time of the original submission, name the institutions/individuals whom 
they may not wish to act as assessors for the investigation in question. The 
UK Competent Authority will, so far as possible, bear such views in mind 
when appointing assessors. All assessors will be required to return to the 
UK Competent Authority all submitted documentation which they have 
received and to retain no copies.  The UK Competent Authority will then 
return the documentation to the manufacturer, or destroy all documentation 
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on the manufacturer's wishes, except for one copy which will be retained 
for record purposes. 

 
Additional information 
 

66. Each expert assessor will be allowed 14 days in which he/she will be able 
to request, through the UK Competent Authority, any further information 
that he/she thinks necessary in order for a proper assessment of the 
proposed clinical investigation to be made with regard to his/her area of 
expertise.  This additional information may comprise either part or the 
whole of the information which the manufacturer must undertake to keep 
available for the UK Competent Authority (Medical Devices Regulations 
2002: Section 16 and Section 29, The Active Implantable Medical Devices 
Directive, annexes 6 and 7, and the Medical Devices Directive, annexes 
VIII and X).  It is in the interests of the manufacturer to supply this 
additional information as soon as possible if it is requested, so that an 
adequate assessment of all relevant data can be completed.   The 60 day 
clock will not stop whilst this requested information is being assembled. 

 
UK Competent Authority Decision 
 

67. If, after consideration of all the evidence provided, the UK Competent 
Authority considers that there are no grounds relating to health or safety or 
public policy whereby the proposed clinical investigation should not 
proceed, the UK Competent Authority will notify the applicant of this 
decision.   

 
68. If, after consideration of all the evidence provided, the UK Competent 

Authority considers that the proposed clinical investigation may present 
unjustifiable risks to public health or safety, the UK Competent Authority 
will notify the applicant of its objection to the commencement of the 
proposed clinical investigation. 

 
69. Unjustifiable risks to public health or safety may include the following 

circumstances: 
 

• where there are reasonable grounds to suspect that a device does not 
satisfy relevant Essential Requirements; or 
• where there are reasonable grounds to suspect that the clinical 
investigation is not subject to controls equivalent to the requirements of the 
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relevant European Standard (ISO 14155 parts 1 and 2); or 
• where there exists expert professional opinion on the proposed clinical 
investigation that the risk benefit analysis given by or on behalf of the 
manufacturer is inaccurate and that, were the investigation to take place, 
there would be a significant probability of serious illness, injury or death to 
the patient or user; or 
• where there is inadequate/incomplete pre-clinical or animal data in order 
to make it reasonable for clinical testing to commence, or 
• where insufficient information has been submitted to enable a proper 
assessment of the safety aspects of the proposed clinical investigation to 
be made; or 
• where the manufacturer has delivered any documentation necessary for 
the assessment so late that insufficient time remains within the 60-day 
notification period for the UK Competent Authority to complete its 
assessment.  

 
70. If the UK Competent Authority raises grounds for objection, it will notify 

other EU Competent Authorities and the European Commission of the 
decision and grounds for objection. The grounds for objection will otherwise 
remain confidential between the expert assessors, the manufacturer, and 
the ethics committee if authorisation has been given for the latter case by 
the manufacturer. 

 
71. The applicant may re-submit revised documentation pertaining to the 

proposed clinical investigation, provided the reason for refusal of the 
original application has been addressed. An appropriate fee, as defined in 
the Medical Devices Regulations 2002 ( SI No 618) will need to accompany 
the subsequent notice addressing the grounds for objection and 8 copies of 
the full documentation along with completed PCA 1 and 2 forms via IRAS 
should be provided.  Any further questions or issues raised by MHRA will 
only be in relation to the information supplied to address the original 
grounds for objection.  This, however, is only valid provided the 
documentation remains the same with the exception of that addressing the 
grounds for objection, unless the further information raises safety issues or 
a significant change to the risk/benefit analysis which impinge on the 
original protocol. Therefore, a covering letter should be provided with the 
resubmission stating that the documentation does not differ from that 
provided with the original submission or as amended during the 60 days, 
except in sections that address the original grounds for objection.  
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72. Manufacturers are advised to arrange a meeting or conference call with the 
UK Competent Authority prior to re-drafting a clinical investigation 
resubmission to ensure that they understand the original concerns.  This 
provides an opportunity to discuss possible means of addressing the 
grounds of objection.  

 
73. Fees for resubmission are set out in Section 36 of this document (Medical 

Devices Regulations 2002: Section 56) 
 
 
AMENDMENTS 
 
74. All proposed changes to the investigation whether relating to the device, 

aspects of the clinical investigation plan, investigators or investigating 
institutions must be notified to the Competent Authority and not 
implemented until a letter of agreement has been obtained from the 
Competent Authority. All requests for amendments should include the 
following information: 

 
• the MHRA reference number. 
• the proposed change(s) to the clinical investigation plan/design of 

device/other study documentation. 
• the reason for the change(s). 
• a signed statement by or on behalf of the manufacturer that the proposed 

change(s) do not predictably increase the risk to the patient, user or third 
party. 

 
75. The Competent Authority retains the right to request a new clinical      

investigation notification if the amendments are thought to increase the risk 
to either the patient or the user, or if the Competent Authority considers 
that the amendments constitute a new investigation in accordance with 
Regulation 56(3) (Medical Devices Regulations 2002). 

 
FINAL WRITTEN REPORT 

 
76. Manufacturers are required to notify the UK Competent Authority when a 

clinical investigation comes to an end (Medical Device Regulations 2002: 
Section 16(11) and Section 29(10)). The UK Competent Authority may 
request a copy of the final written report of a clinical investigation of a 
device falling within the scope of the Medical Devices Directive (Medical 
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Devices Regulations 2002: Section 16(10) and Section 29(9)).  It is likely 
that a copy would particularly be requested under certain circumstances, 
e.g. where a serious adverse event has occurred associated with a CE-
marked device which had undergone clinical investigation authorised by 
the UK Competent Authority, or where a novel technology has been 
investigated. 

 
 
EARLY TERMINATION OF CLINICAL INVESTIGATION 
 

77. Manufacturers are required to notify the UK Competent Authority of the 
early termination of a clinical investigation and provide a justification for the 
early termination (Medical Device Regulations 2002: Section 16(10) and 
Section 29(9)). The UK Competent Authority may request a copy of the 
final written report of a clinical investigation of a device falling within the 
scope of the Medical Devices Directive (Medical Devices Regulations 
2002: Section 16(10) and Section 29(9)).   

 
 

ADVERSE INCIDENTS INVOLVING DEVICES UNDERGOING CLINICAL 
INVESTIGATION 
 

78. Regulation 16(10)(a) of the Medical Devices Regulations 2002 (SI 618) and 
Annex X of the Medical Devices Directive 93/42 requires a manufacturer to 
record fully all adverse incidents that occur during a clinical investigation 
and report all serious adverse incidents occurring in the UK to the 
Competent Authority. 

 
A “serious adverse incident” is one which: 

 
• led to a death 
• led to a serious deterioration in the health of the patient, user or 

others and includes: 
• a life threatening illness or injury 
• a permanent impairment to a body structure or function 
• a condition requiring hospitalisation or increased length of 

existing hospitalisation 
• a condition requiring otherwise unnecessary medical or surgical 

intervention and which might have led to death or serious 
deterioration in health had suitable action or intervention not 
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taken place. This includes a malfunction of the device such that it 
has to be monitored more closely or temporarily or permanently 
taken out of service 

• led to foetal distress, foetal death or a congenital abnormality or birth 
defect 

• might have led to any of the above 
 

79. All serious adverse incidents, whether initially considered to be device 
related or not, involving a device under clinical investigation coming within 
the scope of the Medical Devices Directive and undergoing clinical 
investigation, should be reported to the UK Competent Authority (Medical 
Devices Directive: Annex X, Para 2.3.5 and Active Implantable Medical 
Devices Directive: Annex 7, Para 2.3.5).  Such incidents also include those 
arising out of the same investigation being carried out in other countries 
since such events may have a direct influence on the status of the UK 
investigation. These reports should initially be made as soon as possible 
and should not be delayed while the manufacturer attempts to gain access 
to, or test, the device or make a full investigation. The UK Competent 
Authority will specify in their letter of No Objection whether incidents 
occurring outside of the UK should be reported immediately or via 
summary reports on a 3 monthly basis. The results of the full investigation 
should be made available later as appropriate. 

 
80. In the case of a blinded control clinical investigation using a CE marked 

device as control, all adverse incidents should be reported to MHRA in line 
with the requirements above.   

 
Where an un-blinded controlled clinical investigation is being carried out 
using a CE marked device as the control, adverse incidents involving the 
CE marked devices should be reported to the competent authority in line 
with vigilance guidelines.  

 
81. The Competent Authority has the right to withdraw a written notice of no 

objection if, in its opinion, the serious adverse incidents give rise to issues 
of public health (Medical Devices Regulations 2002: Section 16(7) and 
Section 29(6)). 
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HUMANITARIAN USE OF NON-CE-MARKED DEVICES 
 

82. The use of individual non-CE-marked devices falling within the scope of the 
Medical Devices Regulations may be authorised by the UK Competent 
Authority on humanitarian grounds, provided that the UK Competent 
Authority is satisfied that this would be in the interests of the patient and 
the protection of health.  In such cases, the device may not be used until 
an application requesting such use has been made by the manufacturer 
and due authorisation has been given by the UK Competent Authority.  The 
UK Competent Authority's authorisation applies only to the use of the 
individual device for a named individual within the United Kingdom.  Failure 
to comply with these requirements constitutes a criminal offence.   Further 
information on humanitarian use of non-CE marked devices, together with 
the relevant forms may be found on the MHRA website www.mhra.gov.uk 
or obtained from the Medical Director. 

 
GUIDANCE NOTES FOR CLINICAL INVESTIGATORS 
 

83. Copies of two further short papers relevant to clinical investigations and 
which highlight information for clinical investigators (Guidance Notes 3) and 
special statistical considerations (Guidance Notes 17) are available from 
our web site or by contacting Dr Ludgate on the details provided below. 

 
Any queries regarding this document or the clinical investigation procedure 
should be addressed to: 

 
Dr S Ludgate (Clinical Aspects) 
Medicines & Healthcare products Regulatory Agency 
4 Yellow 
151 Buckingham Palace Road 
Victoria 
London 
SW1W 9SZ 
Tel: 020 3080 6800    
 
 
 
 
 
 

http://www.mhra.gov.uk/
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Mrs Daniella Smolenska (for technical and administrative matters) 
European and Regulatory Affairs 
Medicines & Healthcare products Regulatory Agency 
5 Magenta 
151 Buckingham Palace Road 
Victoria 
London 
SW1W 9SZ 
Tel: 020 3080 7363      
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GLOSSARY OF TERMS 
 

84. ACTIVE IMPLANTABLE MEDICAL DEVICE 
means any active medical device which is intended to be totally or partially 
introduced, surgically or medically, into the human body or by medical 
intervention into a natural orifice, and which is intended to remain after the 
procedure. 

 
85. ACTIVE MEDICAL DEVICE 

means any medical device relying for its functioning on a source of 
electrical energy or any source of power other than that directly generated 
by the human body or gravity. 

 
86. ADVERSE DEVICE EVENT 

means a device-related adverse incident. 
 

87. ADVERSE INCIDENT 
means any undesirable clinical occurrence in a subject whether it is 
considered to be device-related or not. 

 
88. CLINICAL INVESTIGATION 

means any systematic investigation or study in human subjects, 
undertaken to verify the safety and performance of a device, under normal 
conditions of use. 

 
89. CLINICAL INVESTIGATION PLAN 

means a document that includes detailed information on the rationale, aims 
and objectives, design and proposed analyses, methodology, and conduct 
of the clinical investigation. 

 
90. CLINICAL INVESTIGATOR 

means the person responsible for the conduct of a clinical investigation and 
who takes the responsibility for the health and safety of the subjects 
involved.  
 

91. DEVICE INTENDED FOR CLINICAL INVESTIGATION 
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means, within the context of this document, any device intended for use by 
an appropriately qualified practitioner when conducting clinical 
investigations in an adequate clinical environment. 

 
92. IMPLANTABLE DEVICE 

means any device which is intended to be totally introduced into the human 
body, or to replace an epithelial surface or the surface of the eye, by 
surgical intervention and which is intended to remain in place after the 
procedure.  Any device intended to be partially introduced into the human 
body through surgical intervention and intended to remain in place after the 
procedure for at least thirty days is also considered an implantable device. 

 
93. INVASIVE DEVICE 

means a device which, in whole or in part, penetrates inside the body, 
either through a body orifice or through the surface of the body.  A body 
orifice includes any natural opening in the body, as well as the external 
surface of the eyeball, or any permanent artificial opening such as a stoma. 

 
 

94. RESEARCH ETHICS COMMITTEE 
means an independent and properly constituted body of medical 
professionals and non-medical members whose responsibility is to ensure 
that the health, safety and human rights of the patients participating in a 
particular clinical investigation are protected. 

 
95. MEDICAL DEVICE 

for the purposes of the Active Implantable Medical Devices Directive: 
 

means any instrument, apparatus, appliance, material or other article, 
whether used alone or in combination together with any accessories or 
software necessary for its proper functioning, intended by the manufacturer 
to be used for human beings in the: 

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

injury; 
• investigation, replacement or modification of the anatomy or of a 

physiological process; 
• control of conception; 
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and which does not achieve its principal intended action by 
pharmacological, chemical, immunological or metabolic means, but which 
may be assisted in its function by such means. 

 
96. MEDICAL DEVICES 

for the purposes of the Medical Devices Directive: 
 

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 of or compensation for 

an injury or handicap; 
•  investigation, replacement or modification of the anatomy or of the 

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. 

 
97. MULTICENTRE INVESTIGATION 

means a clinical investigation, conducted according to a single clinical 
investigation plan, which takes place at different investigation sites. 

 
98. PERFORMANCE OF DEVICE 

means the action of a device with reference to its intended use when 
correctly applied to the appropriate subjects. 

 
99. RELEVANT ESSENTIAL REQUIREMENTS 

means such of the Essential Requirements, or such aspects of the 
Essential Requirements as apply to a device, not including, in the case of a 
device intended for clinical investigation, such of those requirements, or 
aspects of them, as are the subject of the investigation. 

 
100. SERIOUS ADVERSE INCIDENT 

Means an adverse incident that: 
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-led to death; 
-led to a serious deterioration in the health of the subject that resulted in life 
threatening injury or illness; resulted in a permanent impairment of a body 
structure or function; required in-patient hospitalisation or prolongation of 
existing hospitalisation; or resulted in medical or surgical intervention to 
prevent permanent impairment to body structure or body function; 
-led to foetal distress, foetal death or a congenital abnormality or birth 
defect. Full definition is given in section 76. 
 

101. SUBJECT 
means a human being, who is either a patient or a non-patient volunteer, 
participating in a clinical investigation. 

 
102. SURGICALLY INVASIVE 

means an invasive device which penetrates inside the body, other than 
through an established body orifice, with the aid or in the context of a 
surgical operation. 



 

Yes 

Yes 

No 

No 

ANNEX 1 
FLOW DIAGRAM OF CLINICAL INVESTIGATION PROCESSING 
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ANNEX 2 
 
GUIDANCE NOTES ON MEDICAL DEVICES INCORPORATING TISSUES OF 
ANIMAL ORIGIN 
 
 
The following additional information should be provided as part of the clinical 
investigation submission. 
 

• A clear justified statement on the decision to use animal tissues or 
derivatives, the expected clinical benefit, the evaluation of similar materials 
of animal origin and other synthetic alternatives that achieve the desired 
product characteristics and intended purpose. 
• An overview and assessment of the key elements adopted in the risk 
management to minimise the risk of infection including: 

- The availability of suitable alternatives 
- The selection procedures and systems for sourcing the tissue/ 

derivative 
- The details of the production processes and animals used 
- The source country including the assessment of geographical risk 
- The nature of the starting materials 
- The systems for inactivation or removal of transmissible agents 
- The quantity of animal starting tissues or derivatives required to 

produce one unit of medical device 
- The tissues or derivatives of animal origin coming into contact 

with the patients and users, and the route of application  
- The practices of post market surveillance system including 

gathering and assessment of new information of the potential 
risks arising from the use of the end product. 



 

 41

ANNEX 3 
 
GUIDANCE NOTES ON MEDICAL DEVICES WHICH REQUIRE 
STERILIZATION 
 
 
MHRA requires manufacturers of sterile devices, which are either provided sterile 
or sterilized at the point of use, to submit suitable documentation to demonstrate 
that the method of sterilization renders the device sterile. 
 
If provided sterile, this should include where appropriate: 
 

• The method of sterilization 
• Details of the sterilization facility, name, location, process 
• Proof of validation to demonstrate that the sterilization process can be 

delivered effectively and reproducibly to the specified devices in the 
sterilization load, e.g. results, certificates and justification for the choice of 
sterilization process 

• Details of the records for product release (indicator testing, dosimetric 
release, parametric release), this should include the results and outcomes 

• Data relating to bioburden, e.g. nature, frequency and outcome 
• Details of any environmental precautions undertaken on the device during 

manufacture or sterilization. Information to include; nature, frequency of 
monitoring and outcome 

• Details of any standards applied to the any of the sterilization processes 
 
If devices are to be sterilized at the point of use, this should include where 
appropriate: 
 

• A copy of the instructions for decontamination (i.e. cleaning, disinfection 
and or sterilization) including details of any special precautions for 
handling.  

• Appropriate validation data to demonstrate that the processes can be 
delivered effectively and reproducibly to the specified devices must be 
provided. 

 
 
The MHRA application forms (available through IRAS) contain a sterilization pro-
forma. This document has been designed to assist manufacturers in setting out 
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the information required by the Competent Authority as a basis of assessment of 
sterilization of the investigational device(s). 
 
 
Important points to note: 
 
• A separate sterilization pro-forma should be completed for each 

investigation device (non-CE marked) which requires sterilization, this 
includes any instruments or accessories. 

 

• Where devices are sterilized at the point of use, and moist heat (steam) is 
chosen as the method of sterilization, particular attention should be taken 
with regards to the "standard sterilization parameters" applicable within the 
country where the devices are to be processed and sterilized. The 
appropriate sterilization qualification and validation reports should take 
account of these "standard" requirements. 

 
 
In order to access a copy of the sterilization pro-forma please see the IRAS 
website where all the MHRA application forms can be accessed: 
 
https://www.myresearchproject.org.uk/ 
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ANNEX 4 
 
GUIDANCE NOTES ON CLINICAL INVESTIGATIONS OF ACTIVE DEVICES 
 
 
This annex should be read in conjunction with annexes 2,3 and 5 of this 
document and the document ‘Guidance on Biocompatibility Assessment’ available 
from www.mhra.gov.uk  
The following information should be provided as part of the clinical investigation 
submission to support claims of compliance with the Essential Requirements of 
the Council Directive, e.g. 93/42/EEC or 90/385/EEC. It is therefore necessary 
that the device under investigation has been manufactured and tested for safety 
and performance prior to an application being made to the MHRA.  
 
 
General 
 

1. Essential Requirements Checklist detailing how these requirements have 
been addressed, including references to harmonised standards as 
appropriate. 

 
Note: The application of harmonised standards is voluntary and applicants may 
choose alternative methods of demonstrating compliance with the Essential 
Requirements. For example, compliance with international, national or in-house 
standards. This should be supported by a risk benefit analysis, preferably to EN 
ISO 14971.   

 
2. Documentary evidence supporting compliance with any of the standards 

referenced. This may include certification by an independent body, or test 
house. Alternatively, self-certification is acceptable, providing this is 
supported with evidence of design input and subsequent in-house 
verification.  

 
3. For those applicants choosing self-certification against EN 60601-1 (which 

includes protection against electric shock hazards, mechanical hazards, 
fault conditions, constructional requirements, etc) a checklist for that 
standard, or equivalent, should be provided. This should be completed and 
signed by a competent engineer. Where clauses are considered not 
applicable, a justification should be given. Where measurements of 
leakage currents are made, the values should be recorded. 

http://www.mhra.gov.uk/
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4. When the medical device is to be used with other devices as part of a 

system, e.g. connection to laptop computers, etc an additional EN 60601-1-
1 checklist or equivalent covering the whole system under investigation 
should also be provided. 

 
Specialist Technologies including:- infra-red, laser, microwave, MRI, RF 
ultrasound, ultraviolet, X-ray etc. 

 
5. Details of how this technology has been incorporated in the design and 

what steps have been taken to assure the safe application in the device. 
Information pertaining to output power, justification of safety limits used and 
reference to appropriate standards should be included, e.g. the relevant 
part 2 of the EN 60601 series. 

 
Active Implants 
 

6. A summary of the Failure Mode, Effects [and Criticality] Analysis 
(FMEA/FMECA). 

 
7. The results of animal studies. 

 
8. Performance statistics and adverse incident data of earlier model, when 

device is the next generation of an earlier design. 
 
Software and Programmable Devices 
 

9. Where the device includes a software component the following should be      
addressed in the notification: 

 
Standards compliance 

• Describe any standards used in the development of the software (e.g. IEC 
62304, IEC 80002, IEC 80001-1). 
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Describe the role of the software including whether: 
• The normal operation, initial setting up, maintenance, calibration, 

adjustment, or monitoring of the medical device, depend on software; 
• The correct operation of the medical device depends on the execution of 

the software within a limited time i.e real time software is used; 
• Any part of the medical device’s software can be run independently on 

hardware not directly connected to the medical device. 
 
Describe the relationship of software to safety including: 

• Whether essential performance depends on software (essential 
performance is the performance whose absence would pose a threat of 
harm to the patient); 

• Which risk control measures depend on software; 
• What opportunities there are for informed intervention by clinical staff or the 

patient to prevent harm in the event of a software failure. 
 
Describe the risk management of software including: 

• A risk management  process that includes software items; 
• Identification  of causative sequences of events that includes software 

defects;  
• Whether hardware risk control measures are used to prevent the 

consequences of software defects; 
• Whether the software development process is used as a risk control 

measure; 
• Whether software verification or software validation is used as a risk control 

measure (verification = “did we do the thing right”, validation = “did we do 
the right thing?”). 

 
Describe the software development processes including: 

• Whether the system and software architecture is documented in such a 
manner that it is possible to reason about the contribution of each 
component and software item to safety; 

• Whether software units (the lowest level of software decomposition) were 
tested before being integrated into larger software items. 
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Describe the purpose of the clinical investigation with regard to: 
• Whether the clinical investigation is intended to evaluate the fitness for 

clinical purpose of any part of the software and, if so, how this will be done; 
• Detail of any specific protocols designed to evaluate the operation of the 

software in the clinical context. 
 
Describe the human interface including: 

• The user interfaces (mechanisms intended to allow humans to interact with 
the software) that the software has (including user interfaces for the 
patient, clinical technician, physician, service engineer, etc.); 

• The target population for each type of user interface (for example, age, 
expertise, language, etc) and whether this is documented; 

• The tests that have been done prior to the clinical investigation to evaluate 
the effectiveness of the user interfaces for each target population, or how 
this will be evaluated in the study; 

• The measures used to ensure that only appropriate people are allowed to 
operate each different type of user interface. 

 
Describe how the software is protected including: 

• Protection from accidental or unauthorised change; 
• Identification of roles which have the authority to make software changes 

during the clinical trial; 
• The measures that are in place to ensure that software changes do not 

adversely affect the clinical investigation. 
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ANNEX 5 
 
GUIDANCE NOTES ON MEDICAL DEVICES INCORPORATING A MEDICINAL 
SUBSTANCE OR HUMAN BLOOD DERIVATIVE HAVING ANCILLARY 
ACTION 
Additional information required with regard to the medicinal substance 
and/or the human blood derivative; 

• Intended purpose within the context of the device and the risk analysis. 
• Source, product licence (where applicable), quantity/ dosage of the 

medicinal component, and the method by which the substance is 
incorporated into the device. 

• Method of manufacture (solvents/reagents used in processing, residuals). 
• Qualitative and quantitative tests carried out on the medicinal substance. 
• Stability data in relation to the expected shelf-life/ lifetime of the device. 
• Clinical documentation (clinical data demonstrating the usefulness of the 

medicinal substance) 
 
Additional information required with regard to the medicinal substance 
only; 

• Control of the starting materials 
- (medicinal substance specifications e.g. summary of the 

European Drug Master File, reference to European 
Pharmacopoeia or national monograph of a European Member 
State). 

- Manufacturers may wish to cross-reference a granted Clinical 
Trial Authorisation (CTA).  

- Please refer to “The rules governing Medical Products in the 
European Community” volume III, Addendum II. 

• Toxicicological profile (summary of results of toxicity testing / biological 
compatibility).  

- This should include the effect on reproductivity, embryo/foetal and 
perinatal toxicity and the mutagenic / carcinogenic potential of the 
medicinal substance. 

• Pharmacodynamices of the medicinal substance in relation to the device. 
• Pharmokinetic characteristics (local/ systemic exposure patterns, duration 

and maximum exposure and the maximum plasma concentration peak 
taking into account individual variability).  
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- New active substances should address the release of the 
substance from the device, its subsequent distribution and 
elimination. 

• Local tolerance (particularly where the route of exposure is different to 
the conventional application) e.g. the results of EN/ISO 10993 testing, or 
a review of scientific literature. 

 
Additional information required with regard to the human blood derivative 
only; 

• Control of the starting materials 
- control of plasma source e.g. summary of the European Plasma 

Master File, 
- production of the blood derivative  
- Manufacturers may wish to cross-reference a granted Clinical 

Trial Authorisation (CTA) or marketing authorisation for a 
medicinal product.  

• Pharmacodynamices of the medicinal substance in relation to the device. 
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