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Regulatory Strategy Forum for 
Medical Devices

Hot Topics - Europe

1–2 March•  Memphis, TN  •  
Inmotion Musculoskeletal Institute

Patrick Johnson
Medtronic Neuromodulation

Outline

• General EU Information
• Clinical Evidence• Clinical Evidence
• Additional Changes

– SAE Reporting
– eLabeling
– RoHSRoHS
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European 
Union

27 countries

Austria Latvia

Belgium*

Bulgaria

Cyprus

Czech Republic

Denmark

Estonia

Finland

France*

Lithuania

Luxembourg*

Malta

Netherlands*

Poland

Portugal

Romania

Slovakia

Germany*

Greece

Hungary

Ireland

Italy*

Slovenia

Spain

Sweden

United Kingdom

* Founding members of European 
(Economic) Community (EC or EEC)

EU ≠ € European Economic 
Area (EEA) = 

EU, EEA, and EFTA

Iceland 
Liechtenstein
Norway 
Switzerland 

EU + EFTA - Switzerland

Switzerland has several bilateral agreements with EU
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More general EU information

European Commission
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European Legislation

• Regulations: similar to a national law with 
the difference that it is applicable in all EU pp
countries

• Directives: general rules to be transferred 
into national law by each country as they 
deem appropriate

• Decisions: only deal with a particular issue 
and specifically mentioned persons or 
organizations 

There are many Directives...
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There are many Notified 
Bodies...

European Medical Device 
Directives

• 90/385/EEC AIMD Council Directive
• 93/42/EEC MDD Council Directive• 93/42/EEC MDD Council Directive
• 98/79/EC In Vitro Diagnostic Directive
NEW: 2007/47/EC Council Directive 

amending AIMD and MDD Directives
became effective March 21 2010- became effective March 21, 2010
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Clinical Evaluation - Guidance 
Documents

Guidance on Clinical Evaluation
•MEDDEV 2.7.1 Evaluation of Clinical Data
•GHTF SG5/N2R8:2007 Clinical Evaluation

Essential Requirements 
Annex 1

Annex 1, section 1 – General 
Requirements:Requirements:

• MDD ER 6a
• AIMD ER 5a

“Demonstration of conformity with 
the essential requirements mustthe essential requirements must 
include a clinical evaluation in 

accordance with Annex X (MDD) / 
Annex 7 (AIMD)”
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Annex X / Annex 7 - Clinical 
Evaluation

• Conformity to Essential Requirements must be based 
on clinical data (1 1)on clinical data (1.1)
– Focus on risk management and risk/benefit ratio

• Clinical evaluation must follow a methodologically 
sound procedure (1.1)
– A critical evaluation of scientific literature (1.1.1)
or
– A critical evaluation of the results of a clinical InvestigationA critical evaluation of the results of a clinical Investigation 

(1.1.2)
or
– Or a critical evaluation of combined literature and clinical 

investigation data (1.1.3)

Annex X / Annex 7 - Clinical 
Evaluation

• Clinical Investigations shall be performed for Class III and 
implantable devices, unless duly justified (1.2)p y j ( )

• Clinical evaluation shall be documented and 
included/referenced in device technical documentation 
(1.3)

• Clinical Evaluation must be actively updated with PMS 
data justification if Post-Market Clinical Follow-up not 
deemed necessary (1.4)

• If clinical data not deemed necessary justification 
based on risk management output (1.5)
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Technical 
documentation

The directives require that any risks associated with the use of the device 
are acceptable when weighed against benefits to patients and are 
compatible with a high level of protection of health and safety (Annex I)

AIMD/MDD concepts for clinical 
evaluation

CLINICAL EVALUATION (NEW)

Safety and / or performance information that is generated from the use of 
the device

Demonstration of equivalence to the device in question is required for 
data obtained with a similar device 

(NEW)

Clinical data

Relevant 
scientific 
literature

Results of all 
clinical 

investigations

Clinical investigations

Required for demonstration of conformity 
with the ERs (NEW) 

• verify that, under normal conditions of use, the 
performance of the devices conform to those intended by 
the manufacturer

• determine any undesirable side-effects, under normal 
conditions of use

• assess whether they constitute risks when weighed 
against the intended performance of the device

Must be fully documented and 
actively updated with post-market 
data (NEW) 

MEDDEV 2.7.1 Rev 3: Scope

Scope of the clinical evaluation: 
• comprehensive analysis of available pre-and 

post market clinical data relevant to the intended 
use of the device in question, including clinical 
performance data and safety data, including:
1. data specific to the device in question 
2 d t l ti t d i l i d i l t2. any data relating to devices claimed as equivalent 

by the manufacturer
3. any clinical claims made
4. adequacy of product labeling/suitability of 

instructions for use
28.02.2011Abteilung: 16
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Items to be evaluated from a clinical perspective:
• any design features of the device or target treatment 

MEDDEV 2.7.1 Rev 3: Scope

populations that require specific attention
– intended purpose and application of the device (e.g., target 

treatment group and disease, proposed warnings, 
contraindications and method of application)

– specific claims about clinical performance and  safety

• whether data from equivalent devices can be used
d t ( ) d t ( ) f d t t b d i l di• data source(s) and type(s) of data to be used, including:
– design,  intended use, risks of the device, developmental context 

of the technology (i.e., novelty).

- All these aspects shall be defined prior to starting the 
evaluation

- „The manufacturer will need to give consideration to the 
d t d li it ti f h d t t “

28.02.2011Abteilung: 17

What is Clinical Data

Scientific
literature

In-vitro 
tests

28.02.2011Abteilung: 18

Pre-clinical
tests

Clinical
studies
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• No clinical data
– Adequate justification, based on risk management, 

assessment of device body interaction Intended Use

Clinical Evidence

assessment of device-body interaction, Intended Use, 
claims

• Demonstration of conformity to harmonized 
performance standards

• Literature
• Bench testing• Bench-testing
• Animal studies

– Transferability of data to the intended use in humans
• Clinical studies

28.02.2011Abteilung: 19

Equivalence

Equivalence approach
• Evaluation of usability of data from equivalentEvaluation of usability of data from equivalent 

devices:
– same Intended Use,
– technical and biological equivalence, and
– no clinically significant difference regarding safety 

and performance
• Assessment must address:

– Evaluation of any equivalence aspect
– Evaluation of degree of transferability of any data
– Availability of adequate data for the predecessor 

device 28.02.2011Abteilung: 20



2/28/2011

11

Equivalence aspects

Intended Use
Cli i l diti b i

Technical characteristics
D i• Clinical condition being 

treated
• Severity and stage of 

disease
• Site of application to/ in the 

body + patient population

• Design
• Specifications
• Physicochemical properties
• Deployment methods
• Critical performance 

requirements
• Principles of operation

Biological characteristics • Conditions of use

28.02.2011Abteilung: 21

Biological characteristics
• Biocompatibility of materials in 

contact with same body fluids/ 
tissues

e.g. PU material of Ascenda catheter ↔ SCS lead: 
intrathecal ↔ epidural use

Demonstration of equivalence in practice

Via comparing In-vitro/ in vivo Tests

New device In-vitro/ in-vivo test
New device

? Comparing
Tests

28.02.2011Abteilung: 22

Published data on
Established device

In-vitro/ in-vivo test
Established device
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Demonstration of equivalence in practice

Via comparing In-vitro/ in vivo Tests

New device In-vitro/ in-vivo Test
New device

? Comparing
Tests

28.02.2011Abteilung: 23

No
published data on 
established device

In-vitro/ in-vivo test
Established device

Demonstration of equivalence in practice

New device In-vitro/ in-vivo Test
New device

? „similar“
tests

28.02.2011Abteilung: 24

Published data on 
established device

In-vitro/ in-vivo test
Established device
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Product development

Compilation of clinical data

Literature Risk analysis

Evaluation of each
relevant item

Risk-to-benefit
assessment

Clinical
Report

+ +
-

-

February_2000

In-vitro
Tests

Pre-clinical 
Tests

Clinical
Study

SAE Reporting in Clinical 
Trials

• MDD/AIMD revisions effective March 21, 
2010 requires all SAEs (regardless of device 
and/or procedure relatedness) be reported to 
CAs in the countries where the study is being 
conducted

• Requirements defined in MEDDEV 2.7/3 
“Clinical Investigations: Serious Adverse 
Event Reporting” December 2010
– Includes SAEs occurring in any country worldwide 

where the study is conducted under the same 
clinical investigation plan
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SAE Reporting Timelines

Sponsor to CA:
≤ 2 calendar days for a SAE with imminent≤ 2 calendar days for a SAE with imminent 
risk of death, serious injury, or serious illness 
that requires prompt remedial action.
≤ 7 calendar days for any other SAE 

Investigator to Sponsor:
≤ 3 calendar days for any SAE 

eLabeling

• Historical wording of directives specified 
provision of IFUs in “leaflet supplied”provision of IFUs in leaflet supplied

• IVD Guidance MEDDEV 2.14.3 
provides for provision of IFU for 
clinicians via

• Different media: other than paper form, e.g. 
CD R DVD tCD-Rom, DVD, etc.

• Different means of supply: provision of IFU by 
sales force, fax, internet, etc, rather than by 
inclusion of paper IFU with the device itself
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eLabeling

• 2007/47/EC revisions to AIMD/MDD 
provides the opportunity for e-labeling ofprovides the opportunity for e-labeling of 
medical devices
– “In the light of technical progress in 

information technology and medical 
devices, a process should be provided to 
allow information supplied by theallow information supplied by the 
manufacturer to be available by other 
means.”

• Guidance currently in development

Removal of Hazardous 
Substances (RoHS)

• Directive Publication: exp. April 2011
• EEE Medical Devices included: 3 yrs thereafter (April y ( p

2014)
• Scope (exemptions incl. AIMD) to be reviewed in 

2014
• Six substances banned
• Time-restricted exemptions for certain applications 

RoHS specific DoC required (lay out defined in• RoHS specific DoC required (lay-out defined in 
Annex VII,      to based on Technical File)

• MDD CE-mark to cover RoHS compliance
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RoHS Scope

In scope:
• ‘Electrical and Electronic Equipment’ (EEE)* means q p ( )

equipment which is 
– dependent on electric currents or electromagnetic fields in 

order to work properly and 
– equipment for the generation, transfer and measurement of 

such currents and fields and 
– designed for use with a voltage rating not exceeding 1000 

volts for alternating current and 1500 volts for direct currentvolts for alternating current and 1500 volts for direct current

* various categories – see Annex 1 – covers basically 
all EEE (No. 8: medical devices)

RoHS Effectiveness Timeline

Effective:
• Placing on the market for the first time:Placing on the market for the first time: 

– Medical devices: 3 years (April 2014)
– Monitoring and control instruments: 3 years (April 

2014)
– IVDs:  5 years (April 2016)

• Placing on the market: April 2019g p
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Back-up Slides

• Conformité Européenne 
• Conformance to a European Directive

CE Mark

• Conformance to a European Directive
• Affixed on products

– Conformity Assessment
• Self assessment
• Technical assessment by authorized third party

– Declaration of Conformity
• Product may be brought onto EEA 

market
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Directive and Guidance development

Directive
93/42/EEC

History

Report 
CETF 
(2000)

MEDDEV 2.7.1Rev. 
3

GHTF SG5
(2007)

Clinical Evaluation

Directive

MEDDEV 2.7.1
(2003)
Clinical 

Evaluation

3
(2009)

Clinical Evaluation

2007/47/EC

MEDDEV 2.12-2
(2004)
PMCF

Some Clinical Definitions
from the Directive and Guidance

Clinical data” is 
NOT restricted 
to a formal 
clinical trial


