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Guidance on the production and content of Device Information Bulletins (DIBs) to be
provided voluntarily by the manufacturer in the context of public transparency.

Introduction:

The European Commission, industry and Member States have been discussing for sometime ways in which
medical devices manufacturers can share information about their products with the public in a way that
helps enhance the overall level of confidence and knowledge in the European system of regulatory control.

Accordingly it has been agreed to run a pilot project in which manufacturers will be encouraged to produce
reports — called Device Information Bulletins (DIBs) - and make them available via their own web sites.
Participation in the pilot is entirely voluntary. However it is believed that the benefits to industry of
increasing the public’s knowledge and confidence in the CE marking system (as well as the obvious
marketing potential such reports could have) will result in manufacturers participation.

Essential features of the pilot.

The DIB should be relatively short and contain information that should be readily available to the user. This
will help minimise the costs of producing the DIB. Attached to this guidance note is a suggested format
(with advice on completion) that manufacturer’s wishing to participate could use.

The topics to be covered in the DIB will, to some extent, depend upon the device being reported upon.
However the following indicative list suggests items that should normally be included. Ultimately however
the manufacturer should decide what information to include.

e Name and address of manufacturer,

e Name, principle intended purpose and description, of the device

The name of the Notified Body, the conformity assessment route and the date on which the
Certificate of Conformity was issued

The clinical data held to demonstrate performance, safety etc.

Risk/Benefits analysis

Which Standards/MEDDEVs or other guidance notes conformity was being claimed against.
Information about device accuracy and sensitivity

Any limitations to the device’s use

Where the device contained a pharmaceutical or blood component, information on the consultation
with the relevant regulatory authority

Where the device contained animal tissue, information on the source, traceability, etc

Post market surveillance system,

e Information about the device’s bio-compatibility

Participation in the pilot is voluntary.

The DIBs will be produced by the manufacturer. In this way the manufacturer can be sure that information
provided is accurate and up to date and that no commercially sensitive information is safeguarded.

The manufacturer may produce the DIB in the language of his choice.
The DIB, once produced, should be displayed on the manufacturer’s web site. (Action is in hand to

establish appropriate links with the Commission web site to help maximise awareness of the reports and
information about this will be made available shortly).
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Guidance on completion of the DIB.
(The following guidance notes should be read in parallel with the attached fictitious
example).

Manufacturer:
Address:
Tel.:
Fax.:
Email:

Name, principle intended purpose and description of the device

Information included here should be as specific as possible particularly in respect of the intended purpose
of the device. For example it would be useful to specify in some detail the conditions the device is meant
to treat; phrases such as “certain stroke patients” are unclear and open to intepretation.'

It should not normally be relevant to include details such as the catalogue number of the device but it may
be relevant to include details, for example, of the sizes of the product where more than one is produced.

The name of the Notified Body, the conformity assessment route and the date on which the Certificate of
Conformity was issued

The use of jargon will not mean anything to the non-regulatory specialists and should be avoided. A
suggested wording, as an example, may be: “BS Medservice 007 as the Notified Body issued a certificate
of conformity for the product on 9/8/02. This certificate indicates that the manufacturer’s quality system
and the design, have been evaluated and approved by the Notified Body”

The clinical/performance data used to demonstrate performance, safety, etc.

Information should be presented to describe the clinical data held by the manufacturer to
justify his claims for the device and where and how it was obtained. For example where the
data was obtained as a result of clinical trials it would be useful to include information
describing the type of clinical studies done (e.g. randomized, double blind study, comparative
study), whether the study was a multi-center (how many) trial or restricted to one site, the
number of patients studies, as well, of course as the outcome.

If providing details of patient numbers studied in clinical trails cause difficulties then something rather
more general may be used if it accurately represent the position, for example, “Numbers included in the
clinical investigation are based on statistical methods or as identified in relevant international medical
device standards”

Where the Clinical Trails were conducted outside the EU it may be useful to confirm that they were
conducted in conformity with the regulatory provisions applying within that country. It would also be
useful to include details of any clinical post market follow up study being conducted or planned by the
manufacturer.

Where clinical data was obtained from a literature review details should be provided. In particular
information on why such data was felt to be sufficient and relevant and negate the need for specific
clinical trials would be of great benefit.

" In the example, we decided to cover all stroke patients
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Risk/benefit analysis

As detailed information as possible should be provided on the risk/benefit analysis conducted by the
manufacturer on his device. For example where use of the device results in a lower rate of repeat
procedures then say by how much rather than use phrases such as “significantly lower” which do not
really mean all that much. In addition, this section should be used to give information on any potential
specific risks associated with the product and how these are out weighed by the benefits.

Standards adherence to which is claimed
This section should be used to list the various international standards etc that have been met by the
manufacturer and used by him to indicate compliance with regulatory requirements.

Any limitation to the device’s use
Indication on specific contra-indication should be placed here, possibly with reference to the IFU

If appropriate information on the device’s sensitivity or accuracy.
As applicable, for devices with a measuring function

Where the device contains a pharmaceutical or blood component information on the consultation
with the relevant regulatory body

A sentence similar to the following one may be suitable for this section.
“The following pharmaceutical Competent Authority, ............. has delivered a positive opinion in
relation to the drug component of this integrated product on 20-07-2002.

Where the device contains animal tissue details of its source and traceability

This section is only needed when the device contains such tissue, otherwise it should be deleted

Manufacturer’s post market surveillance system

In order to prevent the use of too much jargon, wording like the following can be used: “A system is in
place whereby reports of any form are evaluated and investigated. Corrective actions are implemented as
required. This may be done directly by the manufacturer or by parties authorized by the manufacturer to
act on his behalf. The system has been confirmed to meet the legislative regulatory requirements.

If appropriate information about the device’s bio-compatibility
The biocompatibility of the combined device was tested in reference to the recognized international
standards. See section above.
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Manufacturer: VINCENT Corporation
Address: RUE DES DOMINICAINS 15, B-1060 Brussels

Name, principle intended purpose and description of the device

The AMEN® System, which is used to treat stroke patients, consists of the AMEN® Delivery Catheter
& Stent and a Balloon Dilatation Catheter. The AMEN® Delivery Catheter & Stent consists of an
expandable stainless steel device that provides structural support for a blood vessel, helping to keep it
open. The stent is mounted on a thin tube with a balloon tip.

The delivery catheter provides a means for carrying the AMEN® Stent through the circulatory system
into the blood vessels within the skull that delivers blood to the brain and needs to be widened. The
delivery catheter places and expands the stent to a specific diameter at a specified pressure. Once the
device is positioned properly, the dilatation catheter enlarges the inner diameter of the affected arteries.
The stent is coated with a drug (Limoncello), which is intended to reduce the typical restenosis rate,
which can be encountered with the placing of bare stents.

The name of the Notified Body, the conformity assessment route and the date on which the
Certificate of Conformity was issued

BS Medservice 007 as the Notified Body issued a certificate of conformity for the product on 9/8/02.
This certificate indicates that the Notified Body has accepted the manufacturer’s quality system and the
design examination of the producer.

The clinical data held to demonstrate performance, safety etc.

Numbers included in the clinical investigation are based on statistical methods or as
identified in relevant international medical device standards

In an U.S. study, a multicenter study (3) patients received either the stent or an uncoated
stainless steel stent made by another manufacturer. The patients in the study had blockages
of 15mm to 30mm long in arteries that were 2.5mm to 3.5mm wide.

A smaller study patients,(randomized study) conducted outside of the U.S. was similar to the above
study, but it evaluated patients with shorter blockage of the coronary artery. That study also showed
significant reductions by a factor of three in repeat procedures and restenosis. The relevant authorities
have validated the outcomes of these studies.

Follow up studies have been started three years ago as to evaluated long-term performances and
unpredictable side effects. Results were similar in the three centers for both types of stents in the weeks
immediately following the procedure, but after nine months the patients who received the drug-eluting
stent had a three time lower rate of repeat procedures than patients who received the uncoated stent (4
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times less). In addition, patients treated with the drug-eluting stent had a restenosis rate of 9%,
compared to 35% of patients with the uncoated stent. The combined occurrence of repeat angioplasty,
bypass surgery, heart attacks and death was three times less for drug-eluting stent patients and 21% for
the uncoated stent patients

Risk/Benefit analysis

The potential specific risk with these products are the level of repeat procedures and restenosis; Taking
into account the results of the studies above and following a detailed risk assessment based on
acceptable risk assessment methods the benefit of this product outweighed the risks. More information
can be found in the IFU

Which Standards/MEDDEVs or other guidance notes conformity was being claimed against
The following is a list of international standards which have been used to indicate compliance with
regulatory requirements

SODIS 1491 - Medical devices - Risk management - Part 1: Application of risk analysis

ISO 13485 - Quality systems - Medical devices - Particular requirements for the
application of ISO 9001

ISO 13488 -Quality systems - Medical devices - Particular requirements for the
application of ISO 9002

ISO/DIS 14969 -Quality systems - Medical devices - Guidance on the application of ISO
13485 and ISO 13488

ISO 10993-3: 1992 - Biological evaluation of medical devices — Part 3: Tests for genotoxicity,

carcinogenicity and reproductive toxicity

SO 10993-5: 1999 - Biological evaluation of medical devices — Part 5: Tests for in vitro
cytotoxicity

ISO 10993-6: 1994 - Biological evaluation of medical devices — Part 6: Tests for local effects after
implantation

Information about device accuracy and sensitivity
Not Applicable

Any limitations to the device’s use
It is not recommended to use in patients who have:
o Known hypersensitivity to Limoncello, heparin, stainless steel, anesthesia or X-ray contrast
media
o Inability to tolerate drugs that slow the clotting of blood
A list of other contraindications can be found in the [FU

Where the device contained a pharmaceutical or blood component, information on the
consultation with the relevant regulatory authority

“The Irish Medicine Board has delivered a posltlve opinion in relation to the drug component of this
integrated product on 20-07-2002.
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Where the device contains animal tissue information on the source, traceability, etc
NOT Applicable.

Post market surveillance system

“A system is in place whereby reports of any form are evaluated and investigated. Corrective actions are
implemented as required. This may be done directly by the Vincent Corporation or by parties authorized
to do so on behalf of Vincent Corporation. The system has been confirmed to meet the legislative
regulatory requirements.

Information about the device’s bio-compatibility
The biocompatibility of the combined device was tested in reference to the recognized international
standards. See section above.
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Transparency Pilot Project: Timetable

January — March 2004

Industry and Commission finalise details of the pilot's

Operation (for example, establish links between the

Commission and industry web sites, agree procedure

For manufacturer’'s producing reports to notify

Commission and/or Member States), and jointly promote the pilot o
manufacturers to encourage participation.

April- December 2004
Manufacturers produce reports
January 2005

Pilot  evaluated.  (To  facilitate  this, the  Transparency
Working Group will meet in September 2004 to agree
Evaluation criteria)

Eucomed-transparency-Timetable 09/12/2003
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The T‘mrispar‘ehcy Pilot Study
Device Information Bulletin (DIB)

The Commission Communication on the functioning of Directive 93/42/EC has
underlined how the CE marking process for medical devices needs to be made
more transparent to the general public and to users in order to improve the
reputation of the CE Marking. In particular, at point 6.3 of the Communication,
it is said that:

"It appears that there is no full transparency between authorities and towards the -
general public concerning the way in which the Directives are being implemented. ...........
In addition, whilst under Community law for pharmaceutical products and in the United
States of America for medical devices,' summary reports on market approval are made
available to the general public, under the current Community legislation a similar
practice Is not required for medical devices.

............................

The Commission takes the view that fransparency is a key element in order to ensure
trust between all stakeholders, and in particular to the general public. Transparency
should be increased, and the following measures should thereto be itnplemented.

- The Commission will prapose regulatory change in relation to the publication of
information concerning the conformity assessment of medical devices. In
particular information concerning medical devices presenting high risks should
be made available fo the general public. This can take the form of EU Notified
Body public assessment reports. Due account will be taken of legitimate
interests of manufacturers. Experience referred to above indicate that
provision of selected information does not cause harm fo the legitimate
interests of manurfacturers, and is beneficial as it increases trust.

- The Commission set up a working group open to both Member States' authorities
and Industry, with the aim of developing suggestions on how to implement this
‘proposal.

From the very first meeting it became obvious that the US system could not be
implemented in Europe for a series of reasons ranging from the different role
played by the FDA and Notified Bodies, to the difficulties related to the
number of languages and the different nature of the two regulatory systems.
Ireland, the UK and Industry proposed the idea of running a pilot study on a
voluntary basis. Industry proposed to create a fictitious example to illustrate
the idea, and this was welcomed by the Member States.

! “Freedom of Information Act”
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Once written, this fictitious example was circulated within the REG group and
then revedled to the December MDEG. The minutes of the MDEG meeting
contained the following statement:

‘0.3 Transparency

The Chair infroduced the subject, praising the work of the Working Group and Indusiry in
particular. The document on the pilot project was endorsed and it will begin to be implemented in
January 2004, .

The Working group will meet again, in September 2004, to establish criteria assessments by the
end of 2004. The Working Group meeting is foreseen to actually assess the pilot project. If
needed, this meeting may take place later to allow more cases to be considered,

The Commission announced it will be making the necessary arrangements to create links between
its web-site and the sites of those manufacturers that voluniarily participate in this project.

All risk classes are involved.”

We are now in the phase where manufacturers should start, on a voluntary basis,
to produce these DIB and to place them on their websites.

We believe that there are several positive aspects to this exercise:

¢ The reputation of the CE marking would benefit from greater
transparency '

e This is a voluntary process, and therefore a considerable improvement
over the original proposal in the Commission's Communication

o It might become an effective marketing tool (if used correctly)

Manufacturers are therefore kindly advised to select some products and to

perform the exercise, keeping however in mind that whatever is included in the
DIB, must be strictly in line with the design dossier/technical file.
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