Clinical Evaluation Reports

One should be aware that
notified bodies are suspending
CE certificates, without
warning, for devices with
missing, low quality, or
outdated clinical
evaluation reports.

The clinical evaluation is a requirement of both the European notified bodies
and the Australian TGA. Up-to-date Clinical Evaluation Reports (CERs) with
extensive clinical evidence review, according to the applicable guidelines,
and performed by qualified reviewers, are expected to be available upon
request. An up-to-date CER is essential to get your device CE-marked without
unjustified delay. And for those devices already marketed, one should be
aware that notified bodies are suspending CE certificates, without warning,
for devices with missing, low quality, or outdated CERs.
The European Medical Device Regulation (MDR) 2017/745 emphasizes the
need to conduct a clinical evaluation regarding safety and performance,
including post-market clinical follow-up, throughout the lifecycle of the device
and regardless of the device’s classification. This means that not only Class
II and III devices are subject to this requirement, but Class I devices as well.
Documentation of the clinical evaluation of medical devices is considered
an essential part of the products’ technical files and its absence may limit
the route to market access or even withdraw current marketing certifications.
The emphasis on the requirement to conduct a critical evaluation of clinical
evidence can be considered justified. Adequate clinical evaluation of a device
before and during its marketing period allows identification of potential
risks at an early stage. The CER is considered a tool, providing a complete
overview of the continuous clinical evidence of safety and performance of
a medical device.
During the clinical evaluation process, all data that could provide information
on the clinical safety and performance of the device is analyzed and assessed.
This may include preclinical data, clinical data of the evaluated product
(obtained through premarket clinical studies, post-market clinical follow-up
studies, or data from other post-market surveillance tools), and/or clinical
data from equivalent devices. Some of this data may already be part of the
device’s technical file.
The clinical evaluation is an ongoing process and requires continuous
updating of clinical data to be compared with existing knowledge and
current risk/benefit documentation. The full process of the clinical
evaluation is documented in one report and becomes an integral part
of your product’s technical documentation.
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MEDDEV 2.7/1 revision 4 – Clinical Evaluation: A guide for manufacturers and
notified bodies under directives 93/42/EEC and 90/385/EEC, is the most
recent guidance on the clinical evaluation process. The MDR adds specific
requirements for a clinical evaluation plan and demonstration of equivalence.
Be aware that under the MDR, it will be harder to demonstrate equivalence
for your device, and it will be even more important to generate your own
clinical evidence through focused post-market clinical follow up. A proactive,
systematic process for performing a clinical evaluation is essential.

Avania’s expert medical writers
Avania has extensive knowledge and experience conducting clinical evaluations,
with more than 100 successfully delivered to customers. We have a team of
full-time medical writers who specialize in CER writing for Class I–III devices
in many therapeutic areas. Our team is qualified according to the MEDDEV
2.7/1 Revision 4 and MDR requirements for clinical evaluators, and possesses
rare combined knowledge of research methodology, information management,
regulatory requirements, and medical writing. We offer a high level of flexibility
and can perform a clinical evaluation in accordance with your or our standard
operating procedures, as you prefer.
The evaluation of a medical
device is not a one-momentin-time shot, but a continuous
process, providing an unlimited
amount of information on
your medical device.
Avania’s expert medical
writing team can perform the
clinical evaluation for you, or
support you in the clinical
evaluation process.

The clinical evaluation process includes several steps, including planning,
evaluation, and reporting. It should be noted that the total time investment
differs per project, as it highly depends on the following:
• The amount of published literature to be reviewed in each of the literature
reviews. This is often less for the updating of a clinical evaluation than for
a “from-scratch” clinical evaluation. The number of articles actually reviewed
varies depending on the type of device, its complexity, its history, its
intended use, and the quantity of prior research.
• The number of complaints for the device held by the manufacturer. The
complaints are reviewed against the manufacturer’s risk management
system to determine if the device risk is managed and mitigated to assure
device safety.
• The number of clinical investigations the manufacturer has sponsored. Each
clinical investigation conducted for the device is reviewed. Conformance
to good clinical practice for medical device studies (i.e., per ISO 14155)
is reported, and the resulting data are taken into account in the final
assessment of safety and performance.

1. CLINICAL EVALUATION PLANNING
A clinical evaluation plan is established to define the scope and objective of
the clinical evaluation. The device, including its models, sizes, settings, and
intended use to be evaluated, are described. If there are any specific safety
concerns to be addressed in the clinical evaluation, those will be presented.
Available clinical data and other potential data sources are outlined. The
clinical evaluation may only be based on available data on the device under
evaluation (from premarket investigations, scientific literature, and/or
post-market surveillance), or data from equivalent devices may be included.
If an equivalent device is proposed, the requirements for assuming equivalence
are assessed.

2. LITERATURE REVIEW
A literature review is performed to provide data on the standard of care or
alternative treatments for the medical condition treated with your device
(“state of the art”). The review will be based on the intended use of your
device. The review aims to provide input for key safety and performance
outcomes and assessment of the benefit/risk profile of the device. Our medical
writers will work according to a predefined protocol, designed for the specific
clinical evaluation. The protocol will be presented to you as manufacturer and
requires your approval prior to starting the literature review. It outlines the
scientific literature databases that will be searched (typically, these may include
Web of Science, Elsevier’s Scopus, PubMed, Embase, and the Cochrane
Library of systematic reviews), the search limits, search terms, and assessment
and inclusion/exclusion criteria.
A second literature review is performed to identify clinical performance
and clinical safety data not held by the manufacturer, but available in the
scientific literature. A similar process as described for the literature review
on the state of the art and current knowledge is used, although the exact
approach may differ.
For both the state of the art and device search, literature is initially assessed
based on title and abstract, and further reviewed in full text when relevant.
All relevant literature is assessed for quality and weighted according to
predefined assessment criteria. Based on this assessment score, literature
is summarized and discussed in the CER. To ensure top-level quality, the
literature review is reviewed by a second medical writer at Avania. All available
literature from the literature search will be documented in a Literature
Review Report and the relevant articles will be added as an appendix
to the CER.

3. CLINICAL EVALUATION
In the clinical evaluation all identified clinical data is analyzed to reach
conclusions on:
• Compliance with the General Requirements on Performance and Safety
of the device, including its benefit/risk profile
• Correctness of the contents of information materials supplied to customers
(label, Instructions for Use, and available promotional materials)
• Residual risks and uncertainties or unanswered questions (including rare
complications, long-term performance, and safety under widespread use),
whether these are acceptable for (continued) CE-marking, and whether
they are required to be addressed during post-market clinical follow up
The clinical evaluation becomes an integral part of the technical file of your
device: The updates of the device’s technical documentation may require
an update of the clinical evaluation, and an update of the clinical evaluation
may require an update of the device’s technical documentation. For example,
if there are inconsistencies identified between the outcomes of the evaluation
and the contents of information materials, there may be a need to update
the materials. Similarly, if new risks are identified that are currently not outlined
in the risk management files, there may be a need to perform additional or
refined risk assessments, and eventually a need for post-market clinical follow
up. The final CER is a document that will satisfy all the requirements
expected from your notified body and/or the TGA.

4. OPTIONAL SERVICES
Conference calls
We strive to provide our clinical evaluations according to the highest
standards. To ensure quick turnover and high quality, we advise frequent
meetings to discuss the progress and to answer outstanding questions.
Scientific literature
We have access to scientific literature databases. Potentially relevant
literature that cannot be accessed and requires full text review will be
purchased and invoiced as pass-through costs.
Expert review
We recommend performing an expert clinical review of your clinical
evaluation before submitting it to the notified body. Leverage our large
network of external clinical experts to perform an in-depth medical review
of your clinical evaluation.
Post-market clinical follow-up plan
Per the MDR, proactive collection of clinical data on your device to address
any gaps identified in the clinical evaluation is obligated. We can translate
residual risks and unanswered questions identified in the clinical
evaluation into a post-market clinical follow-up plan.
Templates and procedures
You may not have the financial resources or the in-house expertise to
outsource the full clinical evaluation conduct. Our expert team is available
for consulting, training, and we have MEDDEV, MDR, and TGA compliant
templates available for purchase to simplify the process.

Avania is an integrated global, full-service CRO with specialized expertise in medical device,
novel technology, and combination products. They advance products from feasibility all
the way through post-marketing trials in analytics, clinical trials, consulting, regulatory,
reimbursement, and more.
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