
© ISO 2019

In vitro diagnostic medical devices — 
Clinical performance studies using 
specimens from human subjects — 
Good study practice
Dispositifs médicaux de diagnostic in vitro — Études des 
performances cliniques utilisant des prélèvements de sujets humains 
— Bonnes pratiques d'étude

INTERNATIONAL 
STANDARD

ISO
20916

First edition
2019-05

Reference number
ISO 20916:2019(E)

This is a preview of "ISO 20916:2019". Click here to purchase the full version from the ANSI store.

https://webstore.ansi.org/Standards/ISO/ISO209162019?source=preview


 

ISO 20916:2019(E)
 

ii © ISO 2019 – All rights reserved

COPYRIGHT PROTECTED DOCUMENT

©  ISO 2019
All rights reserved. Unless otherwise specified, or required in the context of its implementation, no part of this publication may 
be reproduced or utilized otherwise in any form or by any means, electronic or mechanical, including photocopying, or posting 
on the internet or an intranet, without prior written permission. Permission can be requested from either ISO at the address 
below or ISO’s member body in the country of the requester.

ISO copyright office
CP 401 • Ch. de Blandonnet 8
CH-1214 Vernier, Geneva
Phone: +41 22 749 01 11
Fax: +41 22 749 09 47
Email: copyright@iso.org
Website: www.iso.org

Published in Switzerland

This is a preview of "ISO 20916:2019". Click here to purchase the full version from the ANSI store.

https://webstore.ansi.org/Standards/ISO/ISO209162019?source=preview


 

ISO 20916:2019(E)
 

Foreword ..........................................................................................................................................................................................................................................v
Introduction ................................................................................................................................................................................................................................vi
1 Scope ................................................................................................................................................................................................................................. 1
2 Normative references ...................................................................................................................................................................................... 1
3	 Terms	and	definitions ..................................................................................................................................................................................... 2
4 Ethical considerations .................................................................................................................................................................................11

4.1 General ........................................................................................................................................................................................................ 11
4.2 Improper influence or inducement .................................................................................................................................... 11
4.3 Responsibilities ................................................................................................................................................................................... 11
4.4 Ethics committee involvement ............................................................................................................................................... 11
4.5 Informed consent ............................................................................................................................................................................... 12

5 Clinical performance study planning ...........................................................................................................................................12
5.1 General ........................................................................................................................................................................................................ 12
5.2 Risk evaluation ..................................................................................................................................................................................... 13
5.3 Design of the clinical performance study ...................................................................................................................... 14
5.4 Investigator brochure..................................................................................................................................................................... 14
5.5 Clinical Performance Study Protocol (CPSP) ............................................................................................................. 15

5.5.1 General................................................................................................................................................................................... 15
5.5.2 Principal investigator responsibilities .......................................................................................................15
5.5.3 Contents of the CPSP .................................................................................................................................................16

5.6 Case report forms .............................................................................................................................................................................. 19
5.7 Recording of specimen information .................................................................................................................................. 20
5.8 Specimen accountability and integrity............................................................................................................................ 20
5.9 Study site selection ........................................................................................................................................................................... 20

5.9.1 Site qualification............................................................................................................................................................20
5.9.2 Site assessment ..............................................................................................................................................................20
5.9.3 Site selection ..................................................................................................................................................................... 20

5.10 Monitoring plan ................................................................................................................................................................................... 21
5.11 Agreements ............................................................................................................................................................................................. 21
5.12 Labelling .................................................................................................................................................................................................... 21

6 Study site initiation .........................................................................................................................................................................................21
6.1 General ........................................................................................................................................................................................................ 21
6.2 Prerequisites .......................................................................................................................................................................................... 22
6.3 Training ...................................................................................................................................................................................................... 22
6.4 Initiation of the study site .......................................................................................................................................................... 22

7 Clinical performance study conduct .............................................................................................................................................23
7.1 General ........................................................................................................................................................................................................ 23
7.2 Responsibilities of the sponsor .............................................................................................................................................. 23
7.3 Study site monitoring ..................................................................................................................................................................... 23

7.3.1 General................................................................................................................................................................................... 23
7.3.2 Routine monitoring ....................................................................................................................................................23
7.3.3 Monitoring reports......................................................................................................................................................24

7.4 Security and confidentiality of data ................................................................................................................................... 25
8 Close-out of the clinical performance study .........................................................................................................................25

8.1 Close-out activities ........................................................................................................................................................................... 25
8.2 Clinical performance study report ...................................................................................................................................... 25
8.3 Document retention......................................................................................................................................................................... 27
8.4 Suspension or premature termination of the clinical performance study .......................................27

9 Auditing .......................................................................................................................................................................................................................28
Annex A (normative) Additional general requirements for certain studies ............................................................29

© ISO 2019 – All rights reserved iii

Contents Page

This is a preview of "ISO 20916:2019". Click here to purchase the full version from the ANSI store.

https://webstore.ansi.org/Standards/ISO/ISO209162019?source=preview


 

ISO 20916:2019(E)
 

Annex B (normative) Clinical performance study protocol (CPSP) ...................................................................................32
Annex C (normative) Investigator brochure ..............................................................................................................................................36
Annex D (normative) Clinical performance study report ............................................................................................................38
Annex E (normative) Communication with the ethics committee ......................................................................................41
Annex F (normative) Informed consent .........................................................................................................................................................43
Annex G (normative) Adverse event categorization ..........................................................................................................................47
Annex H (informative) Good clinical performance study documentation .................................................................51
Annex I (informative) Auditing ................................................................................................................................................................................56
Bibliography .............................................................................................................................................................................................................................57

iv © ISO 2019 – All rights reserved

This is a preview of "ISO 20916:2019". Click here to purchase the full version from the ANSI store.

https://webstore.ansi.org/Standards/ISO/ISO209162019?source=preview


 

ISO 20916:2019(E)

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.
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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. a lancet, 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 © ISO 2019 – All rights reserved

This is a preview of "ISO 20916:2019". Click here to purchase the full version from the ANSI store.

https://webstore.ansi.org/Standards/ISO/ISO209162019?source=preview


 

ISO 20916:2019(E)

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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