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The regulation

• Published on May 5, 2017

• In force since May 25, 2017

• Transition period 3 years



Purpose of the regulation

Empowerment of free trade of medical devices:

• within the EU

• some countries (Switzerland, Norway,…) with the 
correct agreement

Protect the patient in the member states 



Purpose of the regulation

• Seen as a barrier to trade

– Seen as a high jump

• Opportunity to arrange your activities
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Medical Device

‘medical device’ means any instrument, apparatus, appliance, software, implant, reagent, material or 
other article intended by the manufacturer to be used, alone or in combination, for human beings for 
one or more of the following specific medical purposes: — diagnosis, prevention, monitoring, 
prediction, prognosis, treatment or alleviation of disease, 

— diagnosis, monitoring, treatment, alleviation of, or compensation for, an injury or disability, 

— investigation, replacement or modification of the anatomy or of a physiological or pathological 
process or state, 

— providing information by means of in vitro examination of specimens derived from the human body, 
including organ, blood and tissue donations, 

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



Implantable Device

‘implantable device’ means any device, including those that are 
partially or wholly absorbed, which is intended: 

— to be totally introduced into the human body, or 

— to replace an epithelial surface or the surface of the eye,

by clinical intervention and which is intended to remain in place after 
the procedure. 

Any device intended to be partially introduced into the human body by 
clinical intervention and intended to remain in place after the 
procedure for at least 30 days shall also be deemed to be an 
implantable device; 



Accessory old

• ‘accessory’ means an article which whilst not being a 

device is intended specifically by its manufacturer to 

be used together with a device to enable it to be 

used in accordance with the use of the device 

intended by the manufacturer of the device;



Accessory new

• ‘accessory for a medical device’ means an article which, 

whilst not being itself a medical device, is intended by its 

manufacturer to be used together with one or several 

particular medical device(s) to specifically enable the 

medical device(s) to be used in accordance with its/their 

intended purpose(s) or to specifically and directly assist 

the medical functionality of the medical device(s) in 

terms of its/their intended purpose(s); 



METC: Please

• A medical device is not a pharmaceutical product

• Ein Medizinprodukt ist kein Arzneimittel

• Een medisch hulpmiddel is geen geneesmiddel

Accept, try to understand

• Knowledge about pharma does not mean knowledge 
about medical devices



Purpose of clinical investigation 1

• To validate the design and the production of a device



Purpose of clinical investigation 2

• to establish and verify the clinical benefits of a device 

as specified by its manufacturer; 



Purpose of clinical investigation 3

• to establish and verify the clinical safety of the device 

and

• to determine any undesirable side-effects, under 

normal conditions of use of the device, and 

• assess whether they constitute acceptable risks 

when weighed against the benefits to be achieved by 

the device. 



Clinical investigation a

• an appropriate plan of investigation reflecting

– the latest scientific and technical knowledge and 

– to confirm or refute the manufacturer's claims regarding the safety, 

performance and aspects relating to benefit-risk of devices 

• the clinical investigations shall include an adequate number of 

observations to guarantee the scientific validity of the 

conclusions. 



Clinical investigation b

• All the appropriate technical and functional features 

of the device, 

– in particular those involving safety and performance, and 

– their expected clinical outcomes 

shall be appropriately addressed in the investigational 

design. 



Clinical investigation c

• The endpoints of the clinical investigation shall 

address 

– the intended purpose, 

– clinical benefits, 

– performance, 

– safety of the device. 



Clinical investigation d

• Investigators shall have access to the technical and 

clinical data regarding the device. 



In the investigator’s brochure

• Pre-clinical evaluation based on relevant pre-clinical 

testing and experimental data, in particular regarding 

in- design calculations, in vitro tests, ex vivo tests, 

animal tests, mechanical or electrical tests, reliability 

tests, sterilization validation, software verification 

and validation, performance tests, evaluation of 

biocompatibility and biological safety, as applicable. 



Technical documentation

• Device description and specification, including variants 
and accessories

• Complete set of labels and instruction for use

• Design and manufacturing information

• General safety and performance requirements

• Benefit-risk analysis and risk management

• Product verification and validation

– Preclinical and clinical data



Requirements for the device

• Compliance with the general safety and performance 

requirements

– General requirements ( 1-9)

– Requirements regarding design and manufacturing ( 10 -

22)

– Requirements regarding the information supplied  with the 

device ( 23)



General requirement 1 

• Devices shall achieve the performance intended by their 
manufacturer and shall be designed and manufactured in such a 
way that, during normal conditions of use, they are suitable for 
their intended purpose. They shall be safe and effective and shall 
not compromise the clinical condition or the safety of patients, or 
the safety and health of users or, where applicable, other persons, 
provided that any risks which may be associated with their use 
constitute acceptable risks when weighed against the benefits to 
the patient and are compatible with a high level of protection of 
health and safety, taking into account the generally acknowledged 
state of the art. 



General requirement 4 1

Risk control measures adopted by manufacturers for 

the design and manufacture of the devices shall 

conform to safety principles, taking account of the 

generally acknowledged state of the art. 

(a) eliminate or reduce risks as far as possible through 

safe design and manufacture; 



General requirement 4 2

• (b) where appropriate, take adequate protection 
measures, including alarms if necessary, in relation to 
risks that cannot be eliminated; and 

• (c) provide information for safety 
(warnings/precautions/contra-indications) and, where 
appropriate, training to users. 

Manufacturers shall inform users of any residual risks. 



Requirement 5

• In eliminating or reducing risks related to use error, the 
manufacturer shall: 

• (a) reduce as far as possible the risks related to the ergonomic 
features of the device and the environment in which the 
device is intended to be used (design for patient safety), and 

• (b) give consideration to the technical knowledge, experience, 
education, training and use environment, where applicable, 
and the medical and physical conditions of intended users 
(design for lay, professional, disabled or other users). 



Requirement 6

• The characteristics and performance of a device shall not 
be adversely affected to such a degree that the health or 
safety of the patient or the user and, where applicable, 
of other persons are compromised during the lifetime of 
the device, as indicated by the manufacturer, when the 
device is subjected to the stresses which can occur 
during normal conditions of use and has been properly 
maintained in accordance with the manufacturer's 
instructions. 



Requirement 8

• All known and foreseeable risks, and any undesirable 

effects shall be minimized and be acceptable when 

weighed against the evaluated potential benefits to 

the patients and/or the user arising from the 

intended performance of the device during normal 

conditions of use. 



Requirements regarding design and

manufacturing

10. chemical, physical and biological properties

11. infection and microbial contamination

12. devices incorporating a substance considered to be 

a medicinal product and devices composed of 

substances or combination of substances that are 

absorbed by or locally dispersed in the human body



Requirements regarding design and

manufacturing

13. devices incorporating materials of biological origin

14. construction of devices and interaction with their 

environment

15. devices with a diagnostic or measuring function

16. protection against radiation



Requirements regarding design and

manufacturing

17. electronic programmable systems

18. active devices and devices connected to them

19. particular requirements for active implantable  devices 

20. protection against mechanical and thermal risks

21. protection against the risk to the patient or user by 
supplied energy or substances

22. protection against the risks posed by medical devices 
intended by the manufacturer for use by lay persons



Requirements regarding the information 

supplied with the device

23. label and instruction for use

Instruction for use:

• where applicable a specification of clinical benefits to 

be expected

• where applicable, links to the summary of safety and 

clinical performance



NEN-EN 13795 OR clothing

EN ISO 16061

Surgical instrumentation

EN ISO 21536 

Knee joint 

replacement implant

NEN-EN-ISO 10993

Biological evaluation

NEN-EN 14683

Surgical masks
NEN-EN 14155

Clinical Investigation
33



For me

• the clinical investigation has been designed to 

involve as little pain, discomfort, fear and any other 

foreseeable risk as possible for the subjects, and 

both the risk threshold and the degree of distress are 

specifically defined in the clinical investigation plan 

and constantly monitored; 



Voor mij

• het klinisch onderzoek is zodanig opgezet dat pijn, 

ongemak, angst en elk ander voorzienbaar risico voor 

de proefpersonen zo veel mogelijk worden beperkt 

en zowel de risicodrempel als de belastinggraad 

specifiek in het plan voor klinisch onderzoek wordt 

gedefinieerd en permanent wordt gemonitord; 



Clinical investigation

The sponsor shall report, without delay to all Member States in which the 

clinical investigation is being conducted, all of the following by means of the 

electronic system :

(a)  any serious adverse event that has a causal relationship with the 

investigational device, the comparator or the investigation procedure or 

where such causal relationship is reasonably possible

(b)  any device deficiency that might have led to a serious adverse event if 

appropriate action had not been taken, intervention had not occurred, or 

circumstances had been less fortunate; 

(c)  any new findings in relation to any event referred to in points (a) and (b).



In the regulation

• Requirements for the manufacturer

• Requirements for the device

• Requirements for the processes

– to show compliance

– to get access to the market

– to keep access on the market



Tasks for the manufacturer

• Implement a quality management system
• requirements : (see annex IX  and ISO 13485)

• Find a principal investigator
• requirements  (see annex XV )

– Prepare the technical documentation

• content   (see annex II)

• use harmonized standards   (see Eur. Journal)

– Organize clinical evaluation and/or clinical investigation

• requirements (see annex XV)



Tasks for the investigator

• Comply with the qualifications for yourself and your 

team 

• Let the site have a quality management system in 

place

• Understand and comply with requirements for the 

investigation protocol (see annex XV  and ISO 14155)

• Comply with local legislation



At the end

• Final report from Sponsor to

– Notified Body

– Competent Authority 

• Summary prepared for the final user/ patient

• Results input for post market clinical follow up



Summary for the user

The manufacturer shall provide for the lay person a 
summary about:

• Intended purpose, indications 

• Possible diagnostic or therapeutic alternatives

• Summary of clinical evaluation and post market clinical 
follow up

• Risks, warnings etc.

• Suggested profile  and training for users



The process

• Approval before clinical investigation

– Principal investigator

– Ethical committee (s)

– Competent Authority (ies)



The process

Approval after the cilinical investigation:

• The Sponsor

• The Notified Body

• EMA

• European expert panel

• The Notified Body



My suggestion

• Before the clinical investigation:

• Consultation of expert panel

• Notified Body
– approves preclinical evidence of safety

– approves the investigation plan in the same flow as 
• Principal investigator

• Ethical committee (s)

• Competent authority (ies)



Implementing acts
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