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Regulation (EU) 2017/745 of the European Parliament and of the
Council of 5 April 2017 was published to regulate medical devices
with the aim of bolstering the safety, quality, and efficacy of
medical products in Europe.!

The regulation covers medical products intended for the diagnosis
and treatment of numerous cardiovascular conditions, including
high-risk devices such as pacemakers, defibrillators, artificial
hearts, stents, cardiovascular sutures, heart valves, catheters,
cardiovascular wires, and cardiac ablation instruments. According
to the classification rules outlined in the regulation, all these high-
risk medical products are classified as Class III.

The process for obtaining the CE mark for a medical device requires
the manufacturer to demonstrate that the product meets the esta-
blished safety and performance requirements and to conduct a
clinical evaluation to validate the intended indication and purpose
of use. For Class III product certification, a notified body designated
by a member state authority must verify that the manufacturer has
the objective technical and clinical documentation required to
demonstrate that the product meets all the claims made by the
manufacturer on the product. The authorized body issues a "CE
Declaration of Conformity” including the manufacturer's informa-
tion, the product’s unique identifier, class, intended purpose, test
reports and documentation, date and issue of validity, and details
of the notified body involved in the process of granting the CE
mark. The manufacturer's company must also implement a quality
management system to ensure that the manufactured products meet
specified standards. After auditing the manufacturer’s facilities, the
body issues an "EU quality management system certificate” detailing
the scope of the quality system and type of manufactured
products.

In other words, for the marketing of Class III medical products, the
manufacturer must hold 2 different EU certificates issued by a
notified body: one for the product and one for the quality manage-
ment system.

Health care workers or users of a medical product can easily
identify which notified body participated in its assessment by
checking the product label, which is identified by a 4-digit number
appearing alongside the CE mark. The name of the organization
behind that number can be found on the European Commission's
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website.? For example, if the digits 0318 appear next to the CE mark
on the label or the instructions for use of a medical product, it
indicates that the evaluation was conducted by the National Certi-
fication Center for Medical Product, the sole notified body desig-
nated by the Ministry of Health.

The main change introduced in the regulation on product require-
ments involves the clinical evaluation. The assessment is especially
strict for Class III products, which, as previously mentioned, are
high risk. The first requirement is that the clinical evaluation
validating the indication for use must be based on clinical data
obtained from clinical investigations conducted with the product
itself or a product that is technically, biologically, and clinically
equivalent. The second requirement is that manufacturers must
have access to the primary clinical data supporting the clinical
evaluation of the medical product in question, either because they
own them, or because the data have been published, or because
they have a contractual agreement with the owner allowing perma-
nent access and availability.

Although it may seem trivial, since the publication of the regula-
tion, the availability of a compliant clinical evaluation has been the
Achilles’ heel for manufacturers of medical products intending to
market their products in Europe in the coming years.

During the 3 decades since the implementation of the directives,
special emphasis has been placed on ensuring the safety and quality
of medical products, while the available objective evidence
supporting their clinical benefit has been relegated to a secondary
role. Consequently, manufacturers of medical products that have
been on the market for years have had to make considerable efforts
and investments to obtain sufficient clinical data with the necessary
level of evidence to support the clinical risk-benefit ratio esta-
blished by the new legislation. Many have had to devise new clinical
evaluation plans or review existing ones, including conducting
specific postmarket clinical follow-up studies to provide clinical
data with an adequate level of evidence. Therefore, we could say
that a culture of the need for clinical research and publication of
the obtained data is emerging in the medical products sector.

On the other hand, to minimize potential discrepancies between
notified bodies in the assessment of the clinical evaluation of Class
III implantable medical products (such as pacemakers), the
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regulation has established a centralized supervision procedure by
a panel of experts in medical products from the European Medi-
cines Agency (EMA). The role of this panel is to review and confirm
the adequacy of both the clinical evaluation conducted by the
manufacturer and the assessment made by the notified body, and
provide any recommendations deemed appropriate regarding the
decision on certifying the medical product. These recommendations
may include proposing to certify or not certify the product, or to
limit or restrict indications, among others.

An interesting point is that 18 out of the 43 applications received
by the panel so far correspond to medical products within the
“circulatory system” clinical area. In particular, the clinical evalu-
ations of some stents, implantable defibrillators, and various types
of heart valves have already undergone this procedure, and the
resulting public opinions can be consulted in a list within the
framework of the European Commission’s clinical evaluation
consultation procedure.®

In addition, manufacturers of these types of products can seek
guidance from the panel of experts before starting clinical develop-
ment to confirm that the strategy designed for clinical development
is appropriate and ensure that the resulting clinical evaluation will
fully comply with the current legislation. If manufacturers decide
to submit this voluntary query, the response issued by the panel
will be binding. In other words, manufacturers will not be able to
implement a different clinical evaluation plan from that recom-
mended by the panel if they want to obtain the CE mark for the
product.

The cornerstone of the CE certification model described is the
competence of the personnel conducting the evaluation tasks. The
personnel involved in the process of conducting or assessing the
clinical evaluation of a medical product must have adequate knowl-
edge. At the forefront of this chain are the manufacturers because
they have had to review the competence of their staff to ensure that
clinical evaluations are conducted by personnel experienced in clin-
ical evaluation, competent in bibliographic searches, and with suffi-
cient clinical knowledge and use of the products. Next are the
notified bodies, which have to ensure that they have sufficient
personnel with relevant clinical knowledge to issue a clinical judg-
ment on the product's risk-benefit ratio after analyzing and scientif-
ically testing the clinical data collected in the clinical evaluation
provided by the manufacturers. Furthermore, clinicians internal to
the notified bodies must verify that the personnel conducting the
clinical evaluations provided by the manufacturers are qualified to
perform the task. Further along the review chain, notified bodies are
audited by European teams of qualified professionals, who, in turn,
must verify that the competencies of the personnel conducting the
assessments of the clinical evaluations in the notified bodies meet
the criteria of experience and training established in the regulation.

This regulation also encourages the manufacturers of medical prod-
ucts to hire health care workers with clinical experience, who have
their own opinions on the products they use in their routine clinical
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practice. These professionals can participate in the early stages of
product design, engage in usability testing, and, naturally, as occurs
with drugs, promote clinical research both before and after product
marketing. This helps to confirm the clinical benefit of medical
products throughout their life cycle.

Health care workers must be aware of the value of their experience
and clinical knowledge in ensuring that the medical products
entering the market are truly innovative and meet the needs of
patients.

The responsible and committed contribution made by each of the
parties involved in conducting and reviewing the clinical evaluation
of medical products will, on the one hand, provide greater assur-
ance of the rigor, robustness, and sufficiency of the clinical data
supporting a product’s indication. On the other hand, it will serve
to standardize the criteria applied in the evaluation and ensure that
the level of evidence required for all medical products bearing the
CE mark under the new regulation is the same. These measures
will restore confidence in the legislative model of medical products,
ensuring that all manufacturers marketing their medical products
in the European common market play by the same rules. Therefore,
that the CE certification under which products are marketed will
provide identical safeguards to patients, regardless of the country
of origin, manufacturer, or issuing body.
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