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43a
(S. 18)
	
Rules applied to invasive devices did not sufficiently consider the level of invasiveness and potential toxicity of products which were introduced into the human body. In order to achieve a suitable risk based classification of substance-based medical devices, it is necessary to introduce specific classification rules for these types of devices. The classification criteria should take into account the place where the device performs its action in or on the human body or is introduced or applied and cases where a systemic absorption of the substance, or the product(s) of its metabolism, is present.

	

	
Chapter I: Scope and definitions


	

Art. 1.2 (f)
(S.29)
	
products, other than those referred to in points (c), (e) and (ea), that contain or consist of viable biological substances or organisms, including living micro-organisms, bacteria, fungi or virus in order to achieve or support the intended purpose of the product;

	

	

Art. 3
(S. 44)
	
Regulatory status of products
1. Without prejudice to Article 2(2) of Directive 2001/83 at a duly substantiated request of a Member State, the Commission shall, after consulting the MDCG, by means of implementing acts, determine whether or not a specific product, or category or group of products, falls within the definitions of medical device' or 'accessory to a medical device'. Those implementing acts shall be adopted in accordance with the examination procedure referred to in Article 88(3).

1a. The Commission may also, on its own initiative, after consulting the MDCG, decide, by means of implementing acts, on the issues referred to in paragraph 1.



2. The Commission shall ensure the sharing of expertise between Member States, in the fields of medical devices, in vitro diagnostic medical devices, medicinal products, human tissues and cells, cosmetics, biocides, food and, if necessary, other products in order to determine the appropriate regulatory status of a product, or category or group of products.

2a. When deliberating the regulatory status of products involving medicinal products, human tissues and cells, biocides or food products, the Commission shall ensure an appropriate level of consultation of the EMA, the ECHA and the EFSA, as relevant.

	

	
Chapter III: Identification and traceability of devices, registration of devices and of economic operators, summary of safety and clinical performance, European databank on medical devices


	

Art. 24 (3)
(S. 77)
	
Before placing a device, other than a custom made device, on the market, the manufacturer shall assign to the device and – if applicable – to all higher levels of packaging a UDI created in compliance with the rules of an entity designated by the Commission in accordance with paragraph 2.

	
Ausnahme in Annex V, Point 4.4 (S. 248):
For devices exclusively intended for retail Point of Sale (POS) the Production Identifiers in AIDC shall not be required to appear on the point of sale package.


	
Chapter VI: Clinical evaluation and clinical investigation


	

Art. 49 (2a)
(S. 124)
	
In the case of implantable devices and devices falling within class III, clinical investigations shall be performed, except if:
· the device has been designed by modifications of a device already marketed by the same manufacturer,
the modified device has been demonstrated by the manufacturer to be equivalent to the marketed device, in accordance with Section 4a of Part A of Annex XIII and this demonstration has been endorsed by the notified body,
and
· the clinical evaluation of the marketed device is sufficient to demonstrate conformity of the modified device with the relevant safety and performance requirements.

In this case the notified body shall check that the PMCF plan is appropriate and includes post market studies to demonstrate the safety and performance of the device.

In addition, clinical investigations need not be performed in the cases referred to in paragraph 2ab.

	

	

Art. 49 (2aa)
(S. 125)
	
A manufacturer of a device demonstrated to be equivalent to an already marketed device not manufactured by him, may also rely on paragraph 2a in order not to perform a clinical investigation provided that the following conditions are fulfilled in addition to what is required in that paragraph:
· the two manufacturers have a contract in place that explicitly allows the manufacturer of the second device full access to the technical documentation on an ongoing basis,
and
· the original clinical evaluation has been performed in compliance with the requirements of this Regulation,
and the manufacturer of the second device provides clear evidence thereof to the notified body.

	

	

Art. 49 (2ab)
(S. 125)
	
The requirement to perform clinical investigations pursuant to paragraph 2a shall not apply to implantable devices and devices falling into class III:

(a) which have been lawfully placed on the market or put into service in accordance with Directive 90/385/EEC or Directive 93/42/EEC and for which the clinical evaluation
· is based on sufficient clinical data
and
· is in compliance with the relevant product-specific common specification for the clinical evaluation of that kind of device, where such a common specification is available;
or

(b) that are sutures, staples, dental fillings, dental braces, tooth crowns, screws, wedges, plates, wires, pins, clips or connectors for which the clinical evaluation is based on sufficient clinical data and is in compliance with the relevant product-specific common specification, where such a common specification is available.

	

	

Art. 49 (2ad)
(S.125)
	
Where justified in view of similar well-established technologies compared to those used in the devices in the list in Article 49(2ab) point (b) being used or where justified in order to protect the health and safety of patients, users or other persons or other aspects of public health, the Commission shall be empowered to adopt delegated acts in accordance with Article 89 to amend the list in Articles 42(3) and 49(2ab) point (b), by adding other types of implantable or class III devices to the list or removing devices therefrom.

	

	
Chapter VII: Post-market surveillance, vigilance and market surveillance


	

Art. 60 c
(S.159)
	
Periodic safety update report
1. Per device and where relevant per category or group of devices, manufacturers of devices in class IIa, IIb and III shall prepare a periodic safety update report summarising the results and conclusions of the analyses of the gathered post-market surveillance data according to Annex IIa together with a rationale and description of any preventive and corrective actions taken. 

Throughout the lifetime of the device concerned this report shall set out:
(a) the conclusion of the benefit risk determination;
(b) the main findings of the Post Market Clinical Follow-up Report and
(c) the volume of sales of devices and an estimate of the population that use the device involved and, where practicable, the usage frequency of the device.
Manufacturers of class IIb and III devices shall update the report at least annually and it shall, except in the case of custom made medical devices, be part of the technical documentation as specified in Annexes II and IIa.
Manufacturers of class IIa devices shall update the report when necessary and at least every two years; and it shall, except in the case of custom made medical devices, be part of the technical documentation as specified in Annexes II and IIa.
For custom-made devices the report shall be part of the documentation referred to in Section 2 of Annex XI.

2. Manufacturers of devices in class III or implantable devices shall submit reports by means of the electronic system referred to in Article 66a to the notified body involved in the conformity assessment in accordance with Article 42. The notified body shall review the report and add its evaluation to the database with details of any action taken. Such reports and the notified body evaluation shall be available to competent authorities through the electronic system.

3. Manufacturers of devices other than those referred to in paragraph 2, shall make reports available to the notified body involved in the conformity assessment and, upon request, to competent authorities.



	

	
Annex I: General Safety and Performance Requirements


	

9.2
(S. 211)
	
Devices that are composed of substances or combinations of substances that are intended to be introduced into the human body, and that are absorbed by or locally dispersed in the human body shall comply, where applicable and limited to the aspects not covered by this Regulation , with the relevant requirements laid down in Annex I to Directive 2001/83/EC for the evaluation of absorption, distribution, metabolism, excretion, local tolerance, toxicity, interaction with other devices, medicinal products or other substances and potential for adverse reactions, as laid down in the applicable conformity assessment procedure in this Regulation.

	

	
Annex II: Technical Documentation


	

6.2
(S.234 f.)
	
Additional information in specific cases
(a) Where a device incorporates, as an integral part, a substance which, if used separately, may be considered to be a medicinal product within the meaning of Article 1 of Directive 2001/83/EC, including a medicinal product derived from human blood or human plasma, referred to in the first subparagraph of Article 1(4), a statement indicating this fact. In this case, the documentation shall identify the source of that substance and contain the data of the tests conducted to assess its safety, quality and usefulness, taking account of the intended purpose of the device.

(b) Where a device is manufactured utilising tissues or cells of human or animal origin, or their derivatives, that are covered by this Regulation in accordance with points (e) and (ea) of Article 1(2), a statement indicating this fact. In this case, the documentation shall identify all materials of human or animal origin used and provide detailed information concerning the conformity with Sections 10.1. or 10.2., respectively, of Annex I.

(ba) in the case of devices that are composed of substances or combination of substances that are intended to be introduced into the human body and that are absorbed by or locally dispersed in the human body, detailed information regarding test design, complete test or study protocols, methods of data analysis, in addition to data summaries and test conclusions, or otherwise justification for the absence of such studies, regarding:
- absorption, distribution, metabolism and excretion;
- possible interactions, or of their products of metabolism, with other devices, medicinal products or other substances, considering the target population, and their associated medical conditions;
- local tolerance;
- toxicity, including single-dose toxicity, repeat-dose toxicity, genotoxicity, carcinogenicity and reproductive and developmental toxicity, as applicable according to total exposure to the device.

(bb) in the case of devices containing substances requiring justification according to Section 7.4.1. in Annex I, the justification pursuant to Section 7.4.2. in that Annex.

	

	
Annex VII: Classification Criteria


	

6.1
(S. 295)

	
Rule 13
All devices incorporating, as an integral part, a substance which, if used separately, can be considered to be a medicinal product, as defined in Article 1 of Directive 2001/83/EC, including a medicinal product derived from human blood or human plasma, with action ancillary to that of the devices, are in class III.

	

	

6.7
(S.296)
	
Rule 19
All devices incorporating or consisting of nanomaterial are:
· in class III if they present a high or medium potential for internal exposure;
· in class IIb if they present a low potential for internal exposure;
· in class IIa if they present a negligible potential for internal exposure.

	

	

6.5
(S. 296)
	
Rule 17
All devices manufactured utilising tissues or cells of human or animal origin, or their derivatives, which are non-viable or rendered non-viable are in class III, unless such devices are manufactured utilising tissues or cells of animal origin, or their derivatives, which are non-viable or rendered non-viable that are intended to come into contact with intact skin only.

	

	

6.9
(S. 296)
	
Rule 21
Devices that are composed of substances or combinations of substances that are intended to be introduced into the human body via a body orifice, or applied on skin and that are absorbed by or locally dispersed in the human body are:
· in class III if they, or their products of metabolism, are systemically absorbed by the human body in order to achieve the intended purpose,
· in class III if they achieve their intended purpose in the stomach or lower gastrointestinal tract and they, or their products of metabolism, are systemically absorbed by the human body,
· in class IIb in all other cases, except if they are applied on skin, in which case they are in class IIa, or
· if they are applied in the nasal or oral cavity as far as the pharynx, and achieve their intended purpose on those cavities, in which case they are in class IIa.

	

	
Annex VIII: Conformity Assessment based on a Quality Management


	

6.3
(S. 315)
	
Procedure in the case of devices that are composed of substances or combinations of substances that are absorbed by or locally dispersed in the human body
(a) For devices that are composed of substances or combinations of substances that are intended to be introduced into the human body via a body orifice, or applied on skin and that are absorbed by or locally dispersed in the human body, the quality and safety of the device shall be verified where applicable and limited to the requirements not covered by this Regulation, in accordance with the relevant requirements laid down in Annex I to Directive 2001/83/EC for the evaluation of absorption, distribution, metabolism, excretion, local tolerance, toxicity, interaction with other devices, medicinal products or other substances and potential for adverse reactions.
(c) In addition, for devices, or their products of metabolism, that are systemically absorbed by the human body in order to achieve their intended purpose, the notified body shall seek a scientific opinion from one of the competent authorities designated by the Member States in accordance with Directive 2001/83/EC (hereinafter referred to as 'medicinal products competent authority') or the European Medicines Agency (hereinafter referred to as ‘EMA’), acting particularly through its Committee on Human Medicinal Products in accordance with Regulation (EC) No 726/2004, on the compliance of the device with the relevant requirements laid down in Annex I to Directive 2001/83/EC.
(d) The opinion of the medicinal products competent authority or the EMA shall be drawn up within 150 days after reception of the valid documentation.
(e) The scientific opinion of the medicinal products competent authority or the EMA, and any possible update, shall be included in the documentation of the notified body concerning the device. The notified body shall give due consideration to the views expressed in the scientific opinion when making its decision. It shall convey its final decision to the medicinal products competent authority concerned or to the EMA.
	


	

	
Annex IX: Conformity Assessment based on Type Examination


	

6
(S.320)
	
Specific procedures
The provisions regarding the specific procedures in the case of implantable devices classified as class III and Class IIb active devices intended to administer and/or remove a medicinal product, as referred to in section 5.3. of Annex VII (Rule 11), or devices incorporating a medicinal substance, or devices manufactured utilising tissues or cells of human or animal origin, or their derivatives, that are non-viable or rendered non-viable, or devices that are composed of substances or combinations of substances that are intended to be introduced into the human body via a body orifice, or applied on skin and that are absorbed by or locally dispersed in the human body set out in Annex VIII, Section 6, apply with the provision that any reference to an EU technical documentation assessment certificate shall be understood as reference to an EU type-examination certificate.
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