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FOREWORD

At its October 2002 meeting, the GHTF Steering Committee adopted the goal that the GHTF
would seek to evolve beyond convergence of regulatory requirements to embrace mutual
acceptance of common data submissions, pre-market conformity assessment processes,
quality systems, quality systems auditing results, and a broad sharing of post-marketing
experience. The objective was to allow presentation of data that are acceptable in principle to
relevant authorities as the basis for meeting regulatory requirements.

Following preliminary work undertaken by the Steering Committee’s ad hoc working group
on “common data” and subsequent work by another ad hoc working group on clinical
evidence, the Steering Committee asked that a new Study Group for clinical evidence (Study
Group 5) be formed. The broad goal for Study Group 5 is to promote the convergence of the
regulatory requirements for the generation and presentation of evidence of the clinical safety
and performance of medical devices.

It is anticipated that convergence of requirements for clinical evidence, including common
data submissions, will lead to better understanding of medical device safety and performance
by all stakeholders, more efficient use of resources of the clinical community, medical device
regulators and industry, and increased transparency and confidence in the global regulatory
model. Ultimately, there should be more efficient, predictable and timely access to medical
technology by patients and society worldwide.

This document is the first produced by Study Group 5 and sets out key definitions and
concepts to promote and support global convergence of clinical evidence requirements.
Study Group 5 recognises that, in order to progress convergence of regulatory requirements
and acceptance of common data, it is necessary to have a common understanding and
application of terminology, concepts and principles. Existing regulations and guidance
documents of participating members of the GHTF, in many cases, already include such
statements of concept and principle.

In addition, there is a need for guidelines for generating, compiling and presenting clinical
evidence for the purpose of demonstrating compliance with the Essential Principles for safety
and performance of a medical device. Future documents will address these subjects.
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1. INTRODUCTION

The GHTF Essential Principles of Safety and Performance of Medical Devices (the Essential
Principles) set out the requirements relating to the safety and performance of medical devices.
Of these, Essential Principles 1, 3, 4 and 6 in particular, require that a medical device achieve
its intended performance during normal conditions of use and that the known, and foreseeable
risks, and any undesirable side-effects, are minimised and acceptable when weighed against
the benefits of the intended performance.

The diversity of medical devices and the technologies on which they are based pose special
challenges for manufacturers, conformity assessment bodies and regulators alike when trying
to identify what should constitute evidence sufficient to demonstrate compliance with the
Essential Principles. Some technologies have been available for many years and are well
characterised from a clinical safety and performance viewpoint. On the other hand, many
devices utilise new, state of the art technology that has had little prior application in the
treatment of humans. Furthermore, their intended purpose and clinical application can vary
widely and there may be a range of different end-users.

Given the complexity of the medical devices milicu, the assessment of what is acceptable
clinical evidence for the purpose of demonstrating compliance with the Essential Principles
must be undertaken on a case-by-case basis. To this end, it is important to have an
understanding of the device development process and of the role risk management and the
generation of clinical (and other data) and its evaluation plays in this process.

This document is intended to:

« introduce the concepts of clinical evaluation and clinical evidence;

» examine the relationship between clinical investigation, clinical data, clinical evaluation,
clinical evidence, manufacturer’s claims and risk management; and

« serve as guidance to all those involved in the generation, compilation and review of
clinical evidence sufficient to support the marketing of medical devices (regulatory
authorities, conformity assessment bodies, manufacturers of medical devices and their
associated industry groups).
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2. DEFINITIONS AND CONCEPTS

2.1 Clinical investigation

Definition:

References:

Explanation:

Any systematic investigation or study in or on one or more human subjects,
undertaken to verify the safety and/or performance of a device.

ISO 14155-1
This term is synonymous with ‘clinical trial” and “clinical study’.

Clinical investigations have a protocol that sets out the objectives in
relation to the intended use of the device (including a scientific hypothesis
that is to be addressed) as well as design, methodology, statistical
considerations and organisation of the investigation. They also have a
report, which sets out the degree to which the actual conduct of the
investigation complied with the protocol, the data generated by the
investigation, statistical analysis of the data and conclusions about the
scientific hypothests.

Clinical investigations include those conducted during device development
for the purpose of gaining market approval, as well as investigations
conducted following marketing approval. The latter are usually conducted
either by manufacturers, to further elucidate the safety or performance
characteristics of the device, or by clinicians to generate comparative data
with alternative devices to establish the relative merits of the device in
question.

2.2 Clinical data

Definition:

Explanation:

Safety and/or performance data that is generated from the clinical use of a
device.

Clinical data is sourced from:

(i) clinical investigation(s) of the device concerned; or

(ii) clinical investigation(s) or other studies reported in the scientific
literature of a similar device for which equivalence' to the device in
question can be demonstrated; or

(iii) published and/or unpublished data on market experience of either the
device in question or a similar device for which equivalence to the
device in question can be demonstrated; or

(iv) any combination of (i} — (iii), above.
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2.3 Clinical evaluation

Definition:

Explanation.

Assessment and analysis of clinical data to determine whether the relevant
Essential Principles for safety and performance have been satisfied.

This is a process undertaken by manufacturers of medical devices, and, in
some cases, by conformity assessment bodies and regulators where required
by local regulations, to establish whether there is compliance with the
Essential Principles for safety and performance. In the case of
manufacturers, this should be an ongoing process - information about
clinical safety and performance should be monitored routinely during (post)
market experience (eg adverse event reports, results from any clinical
investigations, published literature etc) and the risk-benefit reviewed in
light of this additional information.

The inputs for clinical evaluation are primarily clinical data in the form of
clinical investigation reports, literature reports/reviews and clinical
experience. The data required to establish evidence of compliance with the
Essential Principles may vary according to the characteristics of the device,
its conditions of use, the existence and adequacy of warnings and other
restrictions, and the extent of experience with its use. A key goal of the
clinical evaluation is to establish that a favourable benefit-risk ratio exists
for the device. The clinical evaluation will, therefore, also need to cross
reference risk management documents.

2.4 Clinical evidence

Definition:

Explanation:

Clinical evidence is a report documenting the nature of the clinical data and
its evaluation which together with non-clinical evidence and risk
management is used to demonstrate compliance with Essential Principles.

Clinical evidence is held by the manufacturer as part of a technical dossier.
Tt should referenced to other relevant parts that impact on its interpretation
(eg risk management outputs, evaluation of preclinical data (where claims
of equivalence with other devices are made)). Clinical evidence is
submitted to and reviewed by conformity assessment bodies and regulatory
authorities in accordance with local regulations. The clinical evidence is
used to support the marketing of the device, including any claims made
about the safety and performance of the device, and the labelling of the
device. The clinical evaluation report and clinical (and other) data sit
behind the evidence (see schemata below).

Clinical evidence should be reviewed and updated regularly by the
manufacturer as new information about clinical safety and performance is
obtained during market experience (eg adverse event reports, results from
any clinical investigations) for their device and/or equivalent devices.
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