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Paediatric Investigation Plans
•

Beclometasone dipropionate / formoterol fumarate dihydrate:
Pressurised inhalation, solution; Inhalation powder

•

Benralizumab/Lebrikizumab/Dupilumab
Solution for injection Subcutaneous use
Mepolizumab
Powder for solution for injection / infusion: Intravenous use, Subcutaneous use
Budesonide
Nebuliser suspension

•
•

•

Fluticasone propionate / formoterol fumarate
Pressurised inhalation, suspension: Inhalation use

•

Indacaterol (acetate) / mometasone (furoate)
Inhalation powder; Hard capsule: Inhalation use

•

Lumacaftor / ivacaftor
Film-coated tablet; Age appropriate oral solid formulation: Oral use

•

Mometasone furoate, Formoterol fumarate dihydrate
Pressurised metered dose inhaler (MDI) with HFA-227 as propellant, suspension:
Inhalation use

• ..when using inhalers, inhalers technique and
adherence to treatment and time of dosing should ne
optimised. This is particularly important for children

7.5. Selection of inhalation delivery devices
Particular attention should be paid to the effects of age on the adequate function of
inhalation delivery devices.
For children under 4 years of age corticosteroid and bronchodilator therapy should
be routinely delivered via a pressurised metered-dose inhaler (pMDI) and a
specific named spacer device for use with the particular pMDI and with a
facemask where necessary.
For children aged 4 years and older a dry powder inhaler (DPI) may be
considered although special attention should be paid on whether children aged 4 to 6
years have the ability to use the device appropriately. Therefore, characterisation of
flow rate dependency in the range of flows/pressure drops of the patient
populations in whom the DPI is to be used should be presented.
• It is important to use an inhaler device which is appropriate for the age group
concerned.
• Both the child and the caregiver should be trained to use the inhalation devices
correctly. Patients should demonstrate their inhalation technique, and relevant
instructions and corrections should be provided at every visit.

Nebulizer/Inhaler
Children < 6 years:
Nebulizer
pressurized Metered-Dose Inhaler (pMDI)
Spacer/Mask

Children > 6years:
pMDI or Dry Powder Inhaler (DPI)

Inhaler
&
Legal Requirements
Fixed combination =
inhaler & medicinal product = Directive 2001/83/EC

Non fixed combination =
for the medical devices
= Directive 93/42/EC
for the medicinal product
= Directive 2001/83/EC

Consultation
procedure

Consultation procedure

MEDDEV 2.1/3 rev.3
Borderline products, drug-delivery products and medical devices
incorporating, as integral part, an ancillary medicinal substance
or an ancillary human blood derivative
December 2009

Medical Devices

European Union
Medical Devices
Legislation in force
Proposal for new legislation

Europe – legislation in force
Legal framework consists of 3 directives:
 Directive 90/385/EEC regarding active implantable medical devices,
 Directive 93/42/EEC regarding medical devices
 Directive 98/79/EC regarding in vitro diagnostic medical devices.
 Directive 2007/47/EC amending above mentioned directive in respect to technical
revison

•

Guidance documents MEDDEV (legally non-binding) = consensus
statements and interpretative documents pursue the objective of
ensuring uniform application of the relevant provisions of the
directives within the EU.

Classification of Medicines
Medical Device

Any instrument, apparatus, appliance, material or other article, including
the software necessary for its proper application, for the purpose of:
 diagnosis, prevention, monitoring, treatment or alleviation of disease
 diagnosis, monitoring, treatment, alleviation or compensation for an injury
or handicap
 investigation, replacement or modification of the anatomy or of a
physiological process
 control of conception
The principal intended action...
 ...must not be achieved by pharmacological, immunological or metabolic
means,
 ...but may be assisted in its function by such means

DIRECTIVE 2001/83/EC OF THE EUROPEAN PARLIAMENT AND OF THE
COUNCIL OF 6 NOVEMBER 2001 ON THE COMMUNITY CODE RELATING
TO MEDICINAL PRODUCTS FOR HUMAN USE

Article 1
(2.) Medicinal product:
(a) Any substance or combination of substances presented as having properties for
treating or preventing disease in human beings;
or
(b) Any substance or combination of substances which may be used in or administered
to human beings either with a view to restoring, correcting or modifying physiological
functions by exerting a pharmacological, immunological or metabolic action, or to making a
medical diagnosis.
Article 2
1. This Directive shall apply to medicinalproducts for human use intended to be placed on

the market in Member States and either prepared industrially or manufactured by a
method involving an industrial process.
2. In cases of doubt, where, taking into account all its characteristics, a product may fall
within the definition of a “medicinal product” and within the definition of a product covered
by other Community legislation the provisions of this Directive shall apply.
Presentation: ‚by function & by presentation‘

Europe – legislation in force
DIRECTIVE 93/42/EEC medical devices
Article 1
Definitions, Scope
(2) For the purposes of this Directive, the following definitions shall apply:
‘medical device’ means any instrument, apparatus, appliance, software, material or other article, whether
used alone or in combination, including the software intended by its manufacturer to be used specifically
for diagnostic and/or therapeutic purposes and 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 or an injury or handicap,
— investigation, replacement or modification of the anatomy or of a physiological process,
— control of conception,
and which does not achieve its principal intended action in or on the human body by pharmacological,
immunological or metabolic means, but which may be assisted in its function by such means
•

Note: It must be noted that for the purposes of determining whether a product falls within the definition
of a medicinal product by function, the national authorities must decide on a case by-case basis,
taking account of all the characteristics of the product, in particular ist composition, its pharmacological
properties to the extent to which they can be established in the present state of scientific knowledge,
the manner in which it is used, the extent of ist distribution, its familiarity to consumers and the risks
which its use may entail.

MANUAL ON BORDERLINE AND CLASSIFICATION IN THE COMMUNITY
REGULATORY FRAMEWORK FOR MEDICAL DEVICES
Version 1.10 (08-2011)
Released 23 August 2011
Reference Annex IX Directive 93/42/EEC

Risk based approach – basic principles:
Class I - generally regarded as low risk
Class IIa - generally regarded as medium riskClass IIb - generally regarded as medium risk
Class III - generally regarded as high risk

EXAMPLE:
All non-invasive devices which come into contact with injured skin in:
- Class I if they are intended to be used as a mechanical barrier, for compression or for
absorption of exudates,
- Class IIb if they are intended to be used principally with wounds which have breached the
dermis and can only heal by secondary intent,
- Class IIa in all other cases, including devices principally intended to manage the microenvironment of a wound
Class III All implantable devices and long-term surgically invasive devices to be used in direct
contact with the heart, the central circulatory system or the central nervous system.

http://ec.europa.eu/health/medical-devices/index_en.htm

Medical Products & risk approach
MEDDEV
Definition
 Risk class (I, IIa, IIb, III; depending on the vulnerability of the human body with
respect to the use of the device) has to be determined (rules: Annex IX of MDD)
 Risk class defines the modul(s) that the manufacturer may use within the
conformity assessment procedure


Class I The manufacturer is responsible for ensuring that their product complies with all the relevant essential
requirements of the MDD and must draw up a written statement to this effect (self-declaration)

Notified Bodies:
 For medical devices belonging to class IIa, IIb, III = conformity assessment
procedure = certificate

Manufacturer
CE-marks the device

20

COMMISSION IMPLEMENTING REGULATION (EU) No 920/2013 of 24 September
2013 on the designation and the supervision of notified bodies under Council
Directive 90/385/EEC on active implantable medical devices and Council Directive
93/42/EEC on medical devices
Article 1
Definitions
• ‘device’ means active implantable medical devices as defined in Article 1(2)(c) of Directive
90/385/EEC or medical devices and their accessories as defined in Article 1(2) of Directive
93/42/EEC
• ‘conformity assessment body’ means a body which performs calibration, testing,
certification and inspection activities under Article R1(13) in Annex I to Decision No
768/2008/EC of the European Parliament and of the Council
• ‘notified body’ means a conformity assessment body which has been notified by a Member
State in accordance with Article 11 of Directive 90/385/EEC or Article 16 of Directive
93/42/EEC;
• ‘accreditation body’ means the sole body in a Member State that performs accreditation
with authority derived from the State as laid down by Article 2(10) of Regulation (EC) No
765/2008;
• ‘designating authority’ means the authority(ies) entrusted by a Member State to assess,
designate, notify and monitor notified bodies under Directive 90/385/EEC or Directive
93/42/EEC;
• ‘competent authority’ means the authority(ies) in charge of market surveillance and/or of
vigilance for devices;

Responsibilities
Notified Bodies
 certifier for active and non-active
medical devices
National Competent Authorities
• Incident reports
• Clinical trials

Central Authority of the Länder for Health
Protection with regard to Medicinal Products
and Medical Devices

Procedure for the designation of the notified body
 Conformity assessment body – application (- to become notified body)
 The designating authority of the Member State where the conformity assessment
body is established shall assess that body


Representatives of designating authorities of two other Member States shall, in
coordination with the designating authority of the Member State in which the
conformity assessment body is established and together with a representative of
the Commission, participate to the assessment of the conformity assessment
body.



The Member State shall notify to the Commission its decision on the designation
of a conformity assessment body … Information System.
The validity of the designation shall be limited up to a maximum of five years.



Germany
•

Designating authority

ZLG: Central Authority of the Länder for Health Protection with regard to
Medicinal Products and Medical Devices
ZLS: Central Office of the Federal States for Safety Engineering

• Accreditation body
DAkkS: Germany's National Accreditation Body
As government-appointed accreditation body - provide
accreditation of conformity assessment bodies.
• Competent Authority
BfArM: Federal Institute for Drugs and Medical Devices (Devison 9)

BfArM
Incidents Report
• Risks reported on products already on the market received from operators
(physicians, hospitals) - initation of a Risk assessment procedure - a
recommendation for the manufacturer and/or the competent supervisory
authority of the "Land". The legal instruments for implementing these
recommendations lie with those authorities.
Clinical trials
• Authorisation of clinical investigations of medical devices (10/30 days)
Consultation – decision on classification
• Upon request by the competent authority of the "Land", a notified body, or the
manufacturer, decides on the classification of individual medical devices and
their demarcation from other products.

Further information:
www.bfarm.de/EN
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Dr.-Ing. Wolfgang Lauer
Head of Medical Devices Division
Tel.:
Fax:
Mail:

+49 (0)228 / 99-307-5355
+49 (0)228 / 99-307-3894
wolfgang.lauer@bfarm.de

Federal Institute for Drugs
and Medical Devices (BfArM)
Kurt-Georg-Kiesinger-Allee 3,
53175 Bonn, www.bfarm.de
www.bfarm.de

32

Adverse incidents are evaluated and, where appropriate,
information is disseminated in the form of a National Competent
Authority Report (NCAR)

AMID = 90/385/EEC, MDD = 93/42/EEC

European Union
Medical Devices
Legislation in force
Proposal for new legislation

Medical Devices

Access to market &
monitoring

Medical devices
Product which are used for medical
purposes in patients (human/vet)
The principal mode of action is not
pharmacological, immunological
or metabolic
90/385/EWG (active implantats)
93/42/EWG (other medical devices )
98/79/EG (in-vitro diagnostics)

Clinical assessment based
on clinical Data e.g: from
clinical trials

The certificates by notified bodies
for example the
Technical Control Board (Tüv)
for medical devices > class 1

Medicinal products
substances or preparations for human or
vet use classifications
-defined by presentation
- defined by function

Medical purposes
Regulations / legal basis

NEW
REGULATION

2001/83/EG (human drugs )
2001/82/EG (veterinary drugs)
(EG) 726/2004 (centralized & Agency)
2001/20/EG (clinical trials)

European
legislation

Basic requirements for safety,
performance, design and
manufacturing process

Legal requirements for quality,
safety efficacy and
manufacturing process

Conformity assessment procedures
depending on the risk category of a
product by the manufacturer
(modular system)

National and European
procedures for marketing
authorisation (MA)

Clinical trials or demonstration of
well established use or
“generic applications”.

assessment and approval by
competent authorities

Marketing Authorisation

-mark
marketability in the EEA

Mandatory reporting
(Pharmacovigilance system)

Mandatory Incident Reporting
& Recalls
(medical devices - vigilance system)

Registry?
Monitoring?
Inspections?
MEDDEV classification?

EU economics
• 500,000 products (simple bandage to
sophisiticated life-supporting devices)

• 25,000 companies – more than 500,00
employees = 80% SMEs
• Annual sales 2009 (EU&EFTA)
– EUR 95 billion
• Germany: 23,17billion (21 medical devices,
2.17 billion in vitro diagnostic medical devices)

Proposal for a Regulation of the European
Parliament and of the Council on medical
devices, and amending Directive 2001/83/EC,
Regulation (EC) No 178/2002 and Regulation
(EC) No 1223/2009.

Proposal for a Regulation of the European
Parliament and of the Council on in vitro
diagnostic medical devices

Proposal for a Regulation of the European
Parliament and of the Council on medical devices,
and amending Directive 2001/83/EC, Regulation (EC)
No 178/2002 and Regulation (EC) No 1223/2009
Chapter I – Scope and Definitions;
Chapter II – Traceability, Registration and European databank;
Chapter III – Obligations of economic operators and CE-marking;
Chapter IV – Notified Bodies;
Chapter V – Classification and Conformity Assessment;
Chapter VII – Vigilance and Market surveillance;
Chapter VIII - Cooperation between Member States,
Medical Device Coordination Group, EU Reference Laboratories;
Chapters IX – Confidentiality, data protection, funding, penalties;
Chapter X – Final provisions

AND Annexes I - XVI

Proposal for a Regulation of the European
Parliament and of the Council on medical
devices
Scope and definitions
Article 1
Scope
1. This Regulation establishes rules to be complied with by medical
devices and accessories to medical devices that are placed on the
market or put into service in the Union for human use.
For the purposes of this Regulation, medical devices and accessories to
medical devices shall hereinafter be referred to as ‘devices’.

Proposal for a Regulation of the European Parliament
and of the Council on medical devices
Scope cont.‘

2. This Regulation shall not apply to:
(a) in vitro diagnostic medical devices covered by Regulation (EU) […/…];
(b) medicinal products covered by Directive 2001/83/EC and advanced therapy medicinal products covered
by Regulation (EC) No 1394/2007. In deciding whether a product falls under Directive 2001/83/EC or
Regulation (EC) No 1394/2007 or under this Regulation, particular account shall be taken of the principal
mode of action of the product;
(c) human blood, blood products, plasma or blood cells of human origin or devices which incorporate, when
placed on the market or used in accordance with the manufacturer's instructions, such blood products,
plasma or cells, except for devices referred to in paragraph 4;
(d) cosmetic products covered by Regulation (EC) No 1223/2009;
(e) transplants, tissues or cells of human or animal origin or their derivatives, or products containing or
consisting of them, unless a device is manufactured utilising tissues or cells of human or animal origin, or
their derivatives, which are non-viable or are rendered non-viable. However, human tissues and cells that
are non-viable or are rendered nonviable and that have undergone only non-substantial manipulation, in
particular those listed in Annex I of Regulation (EC) No 1394/2007, and products derived from such tissues
and cells, shall not be considered devices manufactured utilising tissues or cells of human origin or their
derivatives;
(f) products that contain or consist of biological substances or organisms other than those referred to in
points (c) and (e) that are viable, including living micro-organisms, bacteria, fungi or virus;
(g) food covered by Regulation (EC) No 178/2002.

Medical devices - responsibilites

Peer Review Assessment (Commission & MSs)
National authority responsible for notifed bodies
National accreditation body
Notified bodies
Conformatory assessment body
Medical Device Coordination Group (MDCG)

Proposal for a Regulation of the European
Parliament and of the Council on medical
devices

Annexes I – XVI
• Annex IV CE mark
• Annex VI Minimum requirements to be met by notified bodies
• Annex VII Classification Criteria (Rules 1 – 21)
– Duration of use
– Invasive and active devices
• Classification (class I – III)
– Class I = non-invasive devices
– Class II = Invasive devices
» Class IIa = active devices (eg. in the theeth)
» Class IIb =
– Class III = surgical invasive, implantable devices
– & Special Rules
» Rule 13 = combination with medicinal product = Class III
» Rule 19 = incoperating or consiting of nanomaterial = class III unless encapsulated…

Council discusses safety of medical devices
Meeting on 19 and 20 June in Luxembourg, the Employment, Social Policy, Health and Consumer Affairs Council looked at
ways of improving the safety of medical and in vitro devices in the EU.

Medical devices
Ministers discussed ongoing work on changes to the draft legislative package on medical
devices and in vitro diagnostic medical devices. The proposed law seeks to modernise
the current rules to make sure that the devices are safe and can be traded across the EU. It
aims to step up scrutiny of products before they enter the market and tighten
surveillance after they become available. The draft legislation covers a broad range of
products: from plasters and pregnancy tests to state-of-the-art pacemakers, X-ray machines
and in vitro diagnostic products.
Ministers exchanged views on 3 issues:
• the designation and monitoring by EU countries of the so-called "notified bodies" in
charge of certifying certain medical and in vitro devices before they enter the market
• the participation of businesses in the surveillance of the safety of devices placed on the
market
• the responsibilities of the medical devices coordination group
Following the discussion, the Council asked its preparatory bodies to continue work in order
to establish a Council position on the package.

Medical Devices

Thank you for your attention
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