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This presentation is based on information available as of today and prepared to my best knowledge.

This presentation presents my personal understanding of the medical device requirements in
Europe.



From 1999: Registries and Research

Background Gerold Labek and References (@

From 2006: EUPHORIC-Project,
QoLA Project

2011: PIP, ASR
=» EU Commission,

 MDR
MEDDEV 2.7.1 and others

: - 7
IMDRF, Registry working Group, 2 Papers %ﬂﬁ P IMDRF (20
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Major Regulatory Updates in EU relevant for Clinical Evaluation

Applicable TImplementation | Start Implementation now
Phase \

2017

2016 .
2010 ‘ ' evice Regulation\
MEDDEY 2.7/1 rev.4 |
2007 o

MEDDEV 2.7/1 rev.3
1993 2007/47/EC | |

\

. /
MDD, AIMDD

http://ec.europa.eu/growth/sectors/medical-devices/guidance/index_en.htm
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Timelines

MDR

TUV SUD

Grace Period _

Publication

0 - 6 Month

Recomm-
6 Month 0 -6 Month endation to

20 Days Entry Allowance to Joint Closure of the EU
into force apply for Assessment potential Non- o
designation Conformities and

. \ designation

Publication on
NANDO
Webpage
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MDR - Art. 61.5 Equivalence

A manufacturer of a device demonstrated to be equivalent to an already
marketed device not manufactured by him, may also rely on paragraph 4 in

order not to perform a clinical investigation provided that the following
conditions are fulfilled in addition to what is required in that paragraph:

N\

* 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

« the original clinical evaluation has been performed in
compliance with the requirements of this regulation

« the manufacturer of the second device provides
clear evidence there of to the notified body
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Equivalence Route

MDD - In the case of implantable devices and devices in Class Il
clinical investigations shall be performed unless it is duly justified
to rely on existing clinical data. If demonstrated, equivalence is

possible.

| NEED:
» full access to your TD M D R

 your clinical investigation
to be reviewed by our

NB
| to sign thisin a

EU Regulation - Article (61)

Device lteration or q P
(
Manufacturer A Manufacturer B

TOV SUD TUV SUD Confidential Presentation - Do not distribute
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EU Regulation - Article (61) 6.a

TUV SUD

A\

The
requirement to
perform
clinical
investigations
pursuant to
previously

presented
requirements
shall not apply
to implantable
devices and
devices falling
into class Il

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

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

Slide 8




Validity of Clinical Studies
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ASR Publications

* 58 Articles with clinical outcome data

14
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Reporting Incidences

Observed Revisions per factor
_ Revision Primary Revision 100 observed Difference to
FUP-periode rate cases cases cﬂm%urgent component cl Register
Ye years 2007
immer-Data post
marketing 1,00 0,63 480 3 480,00 0,63 0,21-1,82 3,2
surveillance
Zimmer
\ponsored study 4 50 0.00 386 0 1737.00 0,00
Total market
monitoring 0,35 o866 3 2217 - 0,05-0.4
Examination
immer USA best 1 0.6 1300 8 1300,00 0,62 0,31-1.21
centres
Examination
Zimmer UsA all 1 1.5 1300 20 1300,00 1,0-2,36
centres
ustralian Arthroplasty Register 2007 2.3 341 8 408 0.65-3.86
2014 Global 8,79 4541 399 33270 1,2 1,09-1,32

T

Revision rate increased at the Zimmer-Investigation at a ratio of
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Clinical Data Sources

« Clinical Studies (any kind, systematic search strategy) —

« Systematic Reviews

~ Cochrane - Cinical Studes

— HTA
— Metaanalyses
— Guidelines, Consensus Papers

* Implant Registry Reports  Market Experience /Real Word Evidence.




Starting Position

Medical Devices =¥ highly regulated Business

Processes are defined by law =» Requirements

Sometimes legal processes are not ahead of the trend and have long transation
periodes

Publicatic

TOV SUD Product Service Slide 13 TOV®


http://www.google.at/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwici9nt4eLUAhVLa1AKHfr6ABsQjRwIBw&url=http://www.wilmarschaufeli.nl/category/publications/&psig=AFQjCNGoENVYpPTQWwmJi2_-sGfN9_CkJg&ust=1498815729004030
http://www.google.at/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwj2wquK4uLUAhWKL1AKHVraDxsQjRwIBw&url=http://tekraglobalconcepts.com/contracts/services/information-technology/&psig=AFQjCNEx0mOpBMSWWrKnRY4OJfjGGdTvJA&ust=1498815790182343

Loan
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"Bic* DATA 1S SO SAD.
WITH ME, You Will gET
"YUGE" VATA, AND WE unLL
MAKe DATA GREAT AGAINY
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Another highly regulated business

Aircraft engines:

— 250.000 Parameter at operation

— Part real time transfer

— Safety, Maintenance, Performance

9.000 Business Jet Engines

24x7 support by ,Business Aviation
Centre® Dahlewitz/Berlin

350.000.000 datasets
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Registries

* |n fact any data collection without defined termination

« Examples:
— Quality/Patient Registries (well known in arthroplasty, cardiology, others in
development)
National
Regional
Local, institutional (hospital routine documentation)
By Manufacturers
— Reimbursement and discharge data
= Sick funds*
= |nternal quality monitoring at public health institutions
— Data generated by active medical devices

— Telemedicine related to medical devices/diagnostics
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Examples

Active Medical Devices =» Data from the devices use/framework (ICU)
Software =» generate data by use

All devices:

— Discharge records

— Hospital internal system

— Payers (Sick Funds, AOK, Medicare)

(,

Non Active Devices =» Quality Registries, Customer Feedback like stuctured Surv

eys,

* Every Company/Device need it's own solution |

RS )

Health Data
Q Search




The general perspective

industry 4.0
Sased on cyber
Industry 3.0
First programmable
' logic controlier (PLC).
Industry 1.0 : '_ o Use of electronics and
mm S, A IT for further
m loom, water S automation
1784

TOV SUD Product Service Slide 24 TOV®



Why Clinical Data are a Top Issue?

Design Production Risk Management Use of Device Patients

—

Health System/Access to Device ... Clinical Data provide

information on the outcome
— of the entire treatment
chain

=» _final validation®
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Evaluation of Clinical Data

Confounders Statistics

(N Patients, Data —
Nominal, ordinal.

Metric,.)
(Selection Bias, Outcome
Documentation Bias,...) (IUselrs,tPtgtlents),
mplantation, ...
RCT Registries
Pharma Med. Dev.

Follow Up Studies
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EU Regulation — Post-Approval

D Limited Data

TUV SUD




EU Regulation — Post-Approval

The

manufacturers
should:

- B
establish a
comprehensive post-
market surveillance
(PMS) system

. J

a ™

set up under the
quality management
system

. .

a )

and based on a PMS
plan.
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Dead to Head Comparative Studies

« Sample based Clinical Study
— Inclusion/Exclusion Criteria
— Statistical Power

* Register
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Stork Population and Birth Rate in Europe

Arncakl StarcheAGobuerten

Storchenpopulation und Geburtenrate

=i Lo hienpopdalson
—— CabaEnarea s

Korr. Koeff.= .89
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 RWE:
« good tool to detect Correllation

« Causality
=» process assessment
insufficient
=>» expert know how in
medical field



The NEW ENGLAND JOURNAL of MEDICINE

« US TVT-Registry +
EU Registry Data
i InOperable Patlents THE CHANGING FACE OF CLINICAL TRIALS

Jeffrey M. Drazen, M.D., David P. Harrington, Ph.D., John J.V. McMurray, M.D., James H. Ware, Ph.D.,
« Alternative approach

REVIEW ARTICLE ‘

and Janet Woodcock, M.D., Editors

An FDA Viewpoint on Unique Considerations
« Approval based only for Medical-Device Clinical Trials

on RVVE'data WlthOUt Owen Faris, Ph.D., and Jeffrey Shuren, M.D., J.D.

any study

EDICAL DEVICES PLAY A CRITICAL ROLE IN THE LIVES AND HEALTH OF
millions of people worldwide. From everyday household items such as
oral thermometers to complex implantables such as deep-brain stimulators,

March 2014



Registries are Communication Networks
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1nte111gent

”,but the one most
responsive to
change.”

~Charles Darwin, 1809



http://creativethinking.net/what-i-learned-from-charles-darwin-about-creative-thinking/

LISAvienna i
3% life glence austria Uber uns Unsere Services Forderungen Life Sciences in Wien News Veranstaltung

E) Testing & Post Market Surveillance
1. Block: Testing von aktiven Medizinprodukten
Rouven Rosenheimer, Senior Account Manager Active Medical Devices, TUV SUD Product

Service GmbH
2. Block: Post Market Surveillance
Gerold Labek, Director Clinical Market Surveillance, Clinical Centre of Excellence, TUV SUD

Product Service GmbH
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Choose certainty.
Add value.

Product Service

Questions?

Ass. Prof. Dr. Gerold Labek
For enquiries, email me at:
gerold.labek@tuev-sued.de
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