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European foreword

The text of ISO 20916:2019 has been prepared by Technical Committee ISO/TC 212 "Clinical laboratory
testing and in vitro diagnostic test systems” of the International Organization for Standardization (ISO)
and has been taken over as EN ISO 20916:2024 by Technical Committee CEN/TC 140 “In vitro
diagnostic medical devices” the secretariat of which is held by DIN.

This European Standard shall be given the status of a national standard, either by publication of an
identical text or by endorsement, at the latest by September 2024, and conflicting national standards
shall be withdrawn at the latest by March 2027.

Attention is drawn to the possibility that some of the elements of this document may be the subject of
patent rights. CEN shall not be held responsible for identifying any or all such patent rights.

This document has been prepared under a standardization request addressed to CEN by the European
Commission. The Standing Committee of the EFTA States subsequently approves these requests for its
Member States.

For the relationship with EU Legislation, see informative Annex ZA, which is an integral part of this
document.

Any feedback and questions on this document should be directed to the users’ national standards body.
A complete listing of these bodies can be found on the CEN website.

According to the CEN-CENELEC Internal Regulations, the national standards organizations of the
following countries are bound to implement this European Standard: Austria, Belgium, Bulgaria,
Croatia, Cyprus, Czech Republic, Denmark, Estonia, Finland, France, Germany, Greece, Hungary, Iceland,
Ireland, Italy, Latvia, Lithuania, Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Republic of
North Macedonia, Romania, Serbia, Slovakia, Slovenia, Spain, Sweden, Switzerland, Tiirkiye and the
United Kingdom.

Endorsement notice

The text of ISO 20916:2019 has been approved by CEN as EN ISO 20916:2024 without any modification.
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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards
bodies (ISO member bodies). The work of preparing International Standards is normally carried out
through ISO technical committees. Each member body interested in a subject for which a technical
committee has been established has the right to be represented on that committee. International
organizations, governmental and non-governmental, in liaison with ISO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.

The procedures used to develop this document and those intended for its further maintenance are
described in the ISO/IEC Directives, Part 1. In particular, the different approval criteria needed for the
different types of ISO documents should be noted. This document was drafted in accordance with the
editorial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).

Attention is drawn to the possibility that some of the elements of this document may be the subject of
patent rights. ISO shall not be held responsible for identifying any or all such patent rights. Details of
any patent rights identified during the development of the document will be in the Introduction and/or
on the ISO list of patent declarations received (see www.iso.org/patents).

Any trade name used in this document is information given for the convenience of users and does not
constitute an endorsement.

For an explanation of the voluntary nature of standards, the meaning of ISO specific terms and
expressions related to conformity assessment, as well as information about ISO's adherence to the
World Trade Organization (WTO) principles in the Technical Barriers to Trade (TBT) see www.iso
.org/iso/foreword.html.

This document was prepared by Technical Committee ISO/TC 212, Clinical laboratory testing and in
vitro diagnostic test systems.

Any feedback or questions on this document should be directed to the user’s national standards body. A
complete listing of these bodies can be found at www.iso.org/members.html.

© IS0 2019 - All rights reserved v
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Introduction

In vitro diagnostic (IVD) medical devices are used to conduct tests outside of the human body to provide
valuable information regarding a person’s health or physiological status. They include tests and related
devices, such as test strips and reagents, using specimens such as blood, tissue or urine, to carry out
screening, diagnosis, prognosis, predictive testing, and monitoring of conditions. IVD medical devices
are fundamentally different from other medical devices because they perform their function outside
of the body on specimens taken from the human body. Human subjects are typically not exposed to
risks with the performance testing of IVD medical devices, except for the risk associated with specimen
collection procedures or when the obtained information is used for patient management. The specimens
are obtained via normal body functions (e.g. urine) or through the use of invasive medical devices to
allow for the specimen to be obtained (e.g. biopsy). The specimens are never reintroduced into the
human body. These differences make the performance and risk characteristics of IVD medical devices
different and unique from other medical devices.

Most of the studies for IVD medical devices are performed using samples resulting from the remnants
of specimens taken for purposes of standard of care (leftover or archived). In these studies, there is no
risk for the subjects arising from either the information provided by the IVD medical device or from
the collection procedure of the specimen. However, when leftover specimens are not used, additional
requirements should be considered

— when the specimens are collected specifically for the study and the specimen collection procedures
present additional risk of direct harm for the subject (e.g. lumbar puncture or tissue biopsy, blood
collection from neonates or critically ill patients), and/or

— when the information obtained from the IVD medical devices during the study is used to make
patient management decision (i.e. interventional studies), presenting a risk of indirect harm for
the subject (e.g. false negative or false positive result leading to inappropriate patient management
decisions).

For the majority of IVD clinical performance studies, issues related to the use of vulnerable subjects
might not arise but should be considered on a case by case basis.

Considering the reliance on specimens taken from the body and the absence of direct contact of the
IVD with the patient, issues related to procedures for obtaining informed consent for IVD clinical
performance studies differ from those associated with other medical devices, especially for studies
with leftover or archived specimens. This document will provide guidance on the requirements for the
various situations described above for IVD medical devices.

This document is intended for clinical performance studies as these studies involve specimens taken
from the human body. When specimens other than leftover or archived specimens are used, there might
be additional collection risks for the subject. Also in interventional studies, there might be a risk for the
subject coming from the information provided by the result of the IVD under investigation.

This document is specific for [IVD medical devices and therefore uses definitions and concepts that are
appropriate for IVD medical devices. It is a stand-alone standard for clinical performance studies for
IVD medical devices. In the situation for which there is an IVD medical device and a medical device used
in an integrated system (e.g. alancet, an IVD test strip and a glucose meter), the respective jurisdiction’s
regulation will define it as either an IVD medical device or a medical device and subsequently, aspects
of both this document and ISO 14155 might need to be considered.

Except for these situations, this document should not be read in conjunction with ISO 14155, which
excludes IVD medical devices from its scope.

The flowchart represented in Figure 1 provides guidance on how to use this document.

vi © IS0 2019 - All rights reserved
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Figure 1 — Clinical performance study flow chart

The main body of the document, in addition to Annex G, includes minimum requirements for all studies.
No additional requirements apply for studies using leftover/archived specimens or studies with
specimen collection procedures that pose no additional risks to the subject.

However, additional requirements for interventional studies, and those studies in which the specimen
collection procedures pose a risk to subjects primarily recruited for the study, are found in Annexes A to
F. The nature of these studies warrants an increased level of stringency in the requirements for conduct
of the study. The flowchart indicates the annexes which describe the additional requirements for each
type of more complex studies. When necessary, the annexes describe differences in the requirements
for the different types of study. Additionally, informative annexes are included to provide information
on good study practice documentation (see Annex H) and auditing (see Annex I).
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In vitro diagnostic medical devices — Clinical performance
studies using specimens from human subjects — Good
study practice

1 Scope

This document defines good study practice for the planning, design, conduct, recording and reporting
of clinical performance studies carried out to assess the clinical performance and safety of in vitro
diagnostic (IVD) medical devices for regulatory purposes.

NOTE1 The purpose of these studies is to assess the ability of an IVD medical device in the hands of the
intended user, to yield results pertaining to a particular medical condition or physiological/pathological state, in
the intended population.

The document is not intended to describe whether the technical specifications of the IVD medical device
in question are adequately addressed by the clinical performance study.

This document identifies the principles that underpin clinical performance studies and specifies general
requirements intended to

— ensure the conduct of the clinical performance study will lead to reliable and robust study results,
— define the responsibilities of the sponsor and principal investigator,

— assist sponsors, clinical research organization, investigators, ethics committees, regulatory
authorities and other bodies involved in the conformity assessment of [IVD medical devices, and

— protect the rights, safety, dignity and well-being of the subjects providing specimens for use in
clinical performance studies.

Analytical performance studies are out of the scope of this document.

NOTE2  When the collection of specimens specifically for the analytical performance study creates an
additional collection risk for subjects, some of the elements of this document (particularly the annexes) can be
useful for ensuring subject safety.

Clinical performance studies that are performed for reasons other than pre- and post-market regulatory
purposes, such as for re-imbursement purposes, are out of the scope of this document.

NOTE 3  Some of the elements of this document can be useful for the design of such studies, including subject
safety and data integrity.

This document does not include safety information for laboratory workers or other personnel collecting
the study specimens.

NOTE4  Such information is included in other publications[11[12][13],
NOTES5  Users of this document can consider whether other standards and/or requirements also apply to the
IVD medical device which is the subject of the clinical performance study, for instance, in the situation for which

there is an IVD medical device and a medical device used in an integrated system (e.g. a lancet, an [VD test strip,
and a glucose meter), aspects of both this document and ISO 14155 can be considered.

2 Normative references

There are no normative references in this document.
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