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IMPORTANT

This marked-up version uses the following colour-coding in the marked-up text:

Text example 1 — Text has been added (in green)

Fext-exampte2 — Text has been deleted (in red)
[ | — Graphic figure has been added

———— ] — Graphic figure has been deleted

1.x.. — If there are changes in a clause/subclause, the corresponding clause/
subclause number is highlighted in yellow in the Table of contents

IMPORTANT

Exemple de texte 1 — Texte ayant été ajouté (en vert)

Exemmple-detexte2 — Texte ayant été supprimé (en rouge)

| | — Figure graphique ayant été ajoutée

——— — Figure graphique ayant été supprimée

1x.. — Si des modifications ont été apportées a un article/paragraphe, I'arti-
cle/le paragraphe est mis €n évidence en jaune dans le Sommaire

DISCLAIMER

This marked-up version highlights the mdin changes‘in-this edition of the document
compared with the previous edition. It does not foécus on details (e.g. changes in
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be used for implementation purposes.

A COPYRIGHT PROTECTED DOCUMENT

© 1S0 2020

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 [SO’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

ii © IS0 2020 - All rights reserved


y�Q�i/�z*�[��*��Li���~�rİ����8��.?C�2�����ܠ=����D�0���ȯV��0J_�Uv5��E����R7(f;q�ڗ�eۊ|[�
�$�!��

ISO 14155:redline:2020(E)

Contents Page
FOT@WOTM ..........ccccccovveeeesee e85 5858585855555 vi
1 SCOPI ... 1
2 NOITNATIVE TEECI@INCES ..........ccccocvvoveieossse st ss st 1
3 Terms and defiMETIONS ...t 2
4 Summary of good clinical practice (GCP) principles............. 10
45 Ethical considerations
G5, 1 GeNETAL. oo
425.2 Improper influence or inducement
4-35.3 Compensation and additional health Care.......... e
5.4 Registration in publicly accessible database............. e
4=45.5 Responsibilities ...
455.6 Communication with the ethics committee (EC).....
45E5.6.1 o
General....
BT 5.6.2 oot R e
Initial EC submission............ & ...
F5mF5.6.3 ..o e
Information to be obtained from\the EC.....
s e J YL 1 DT e P TSN PP
Continuing commupnicationwith the EC. a7 e 13
e o AT Yo YOO e = AT o GO S0P ETP
Continuing information to be:obtained from the EC ..., 13
4=65.7 Vulnerable populations. ... i s AR et 13
$r75.8 INFOIMEA COMSOIME 7 b s B e 14
4F+5.8.1 .
1 1 T=) - o OSSO 14
T TR 1T - OSSPSR
Process of obtaining informed consent
T 5.8.3 et A e et s RS RRER R RERReRR R
Special circumstances for informed CONSENT. ...,
 cr e JO TS T TSN
Information to be provided to the subject...........e
= E TR J1 OO
Informed CONSENT SIGNATULE ..o 19
G0 5.8.6 .ot
NEW INFOTTIIATION ..o 19
56 Clinical investigation planning

L Lo T N 1<) =) = | 000000000

526.2 Risk evatuwationmanagement 19
G307 S €Y U= OSSO 20
6.2.2  Investigational device including clinical procedure risks and their disclosure.....20

6.2.3  Clinical investigation process
5-36.3 Justification for the design of the clinical investigation..
546.4 Clinical investigation plan (CIP) . ...
5:56.5 Investigator's BroChUure (1B) ...
5:66.6 Case report forms (CRFs)
5#6.7 Monitoring plan..............
5:86.8 INVestigation SIte SEIECTION ... e
5796.9 AGIEEIMIEIIE(S ) oo
5466.10

LiABDI@ITIIIG 24

© 1S0 2020 - All rights reserved iii


.����K�&?���i%�C�.�(�\�.��M��(ƽ���I�+!�v>����4��3<��͓��l�x���p�
��1q�w���M!�G
���܂$kN��)�FG羰�+f

ISO 14155:redline:2020(E)

67

78

89

Clinical INVeStiation COMAUICT................ccoiiiiii et 24
6+7.1 General
627.2 Investigation Site INITIATION .. ..ot
6:37.3 Investigation Site MONITOTINE ...
6%7.4 Adverse events and device deficiencies......
7.4.1  Signals requiring immediate action ...
e = o PP
Adverse eVents..........ns
1S o s . N
DeVICE AEfICIENCIES ...
7.4.4  Risk assessment process for potentially unacceptable risks
657.5 Clinical investigation documents and documentation ...
GTTTF7.5. 1 —————————
Amendments...
GT27.5.2 et
Subject identification 10g............c......
7573 7. 5.3 eSS RS R R
SOUICE AOCUIMIEIIES w....oooooorveieeiesssesesssgmyensessssessseessssessssesssses oo
6:67.6 Additional members of the investigation site4eam...
&#7.7 Subject privacy and confidentiality of datas 5 . . 8 s
6:87.8 Document and data coONtrol....... S0 0T e
oo o S 1 (ST, ) S \ 4
Traceability of documentswand data........q%
- .- o1/ RRIITe . O M N ASNIE At U S
Recording of data. .. .. im0 A s
G837.8.3.oeeiime e Gt .
Electronic clinicabdata sy stemIs .o el i i
697.9 Investigational device@acCoOUNTADIlITY ..o
GHO7.10 oo e
Accounting for subjects .45 B
- = = =7 20 5 O - S0 X
Auditing

Suspension, termination, and close-out of the clinical investigation............coc
8.1 Completion of the clinical investigation.........
7+8.2 Suspension or premature termination of the clinical investigation
FrEEB.2. LR
Procedure for suspension or premature termination ... 31
T B.2.2 e —————————— s
Procedure for resuming the clinical investigation after temporary suspension..32
Fo2 8.3 ROULINE CLOSE-OUL ..o
738.4 Clinical investigation report

8.5 Risk assessment and CONCIUSIONS ... 33
Fo 8.6 DOCUIMENE TEEEIITIOT. ..oooioi ettt
Responsibilities of the sponsor
8+9.1 Clinical quality assuramce-and-quatity-controtmanagement 34
829.2 Clinical investigation planning and CONAUCE .............cis s 34
B2 0. 2.1t
Selection and training of clinical personnel............cs 34
B2m20.2.2 s .
Preparation of documents and mMaterials ... 35
B27390.2.3 . ———

Conduct of clinical investigation.....
B892, 4 ..o
IMIOTIIEOTIIIG e

© IS0 2020 - All rights reserved


������\����8:���\�#"����*��x�������p�}0�^��T�W�ߵ���]u\-���}���M*]�TB{��{�aøE��*�=����"��:�pw���

ISO 14155:redline:2020(E)

BrBr50. 2.5 et
Safety evaluation and reporting 39

BEBT09. 2.6 .ot
Clinical investigation close-out 40
8-39.3 Outsourcing of duties and fUNCHIONS ... 40
849.4 Communication with regulatory authorities.. 41
910 Responsibilities of the principal INVeSTIGATOT ... 41

= 3 0
General....... 41

2 0P
Qualification of the principal investigator........ 41

= 01 PP
Qualification of INVESTIGATION STLE ... 41

e 3 0P
Communication With the EC. ... 42

= 0T TP
INFOrMEA CONSEIE PIOCESS ..o 42

1= 0T
Compliance with the CIP ....... ke R R 42

BB 10,7 s @Q ............................ e
Medical care of subjects ..., - N 43

9B10.8..crns - Y o
Safety reporting.... A A c@.%g.“ N 44
Annex A (normative) Clinical investigatio@ﬁa& IP) .......... 4 SN\ SO 45
Annex B (normative) Investigator's b hu@?IB o ...@Q ‘:\, ....... 54
Annex C (informative) Case repor&&n@%RFgﬁxﬁi\Q}? ......... 57
Annex D (infornrative u@‘al inv t\@a@é‘h report. 59

Annex E (informative) Essential clinical mvet?lﬁtlon documents

Annex F (informative) Adverse event ca( 6%atlon

Annex G _
Annex H (informative)
Annex I (informative)
Annex ] (informative)

Bibliography .

© IS0 2020 - All rights reserved v


��$k:�w�*�����ŌG����J��㛉m��%���7�p�.z/@��c�9b]I�G�Dz�E�C������<���	D���g�cM���Qꖵ�z�C�TǇV�

ISO 14155:redline:2020(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.

in accordance with the
directivesl.

nts of this do%&hlent may be the subject of
g any or a .,} hts.

This seemd- edition cancels and replaces the heh:eh'hon-_lso 14155
m&&eﬁn&e&nmﬁ@%&ﬁﬁl which hav-e- been technically revised.

—inclusion of a summary section of GCP principles (see Clause 4);
— reference to registration ofthe clnical investigation in a publicly accessible database (see 5.4)
— inclusion of clnical quality management (see 9.1)

— inclusion of sk based monitoring (see 6.7);

— inclusion of statistical considerations in Anncs A

— inclusion of guidance for ethics committees in Anvex G

_gnnex H|
-!nnex II
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— inclusion of guidance on clinical investigation audits (see Anncs )

_ww.iso.org/members.htmll
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Clinical investigation of medical devices for human
subjects — Good clinical practice

1 Scope

This hﬂ:umh-en-a-l—&andard— addresses good clinical practice for the design, conduct,

recording and reporting of clinical investigations carried out in human subjects to assess the safety
r—peréorsmnceclinical performance or effectiveness and safety of medical devices-for—regstatrey

This W specifies geneg;ﬁqmrements intended to

— protect the rights, safety and well-being of l@n subjects, %,
l ‘h}}estlgat@}l »@ﬁfd the credibility of the clinical

@9 S

— define the responsibilities of the @sogénd prﬁ@ gwestlgator and

— assist sponsors, 1nvest1gator%&? om @?egs%%}llatory authorities and other bodies involved
e@ 1cak ‘@ 50§

— ensure the scientific conduct of the
investigation results,

in the conformity assessm

~= dca—to—Tcappiica—o dicaacy =Users of this
onsider whether other standards and/or requirements
oander considerations:

2 Normative references

The following referemeed=documents are #

this document. For dated
references, only the edition cited applies. For undated references, the latest edition of the referenced
document (including any amendments) applies.

ISO 14971-2686%, Medical devices — Application of risk management to medical devices

© IS0 2020 - All rights reserved 1
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3 Terms and definitions

For the purposes of this document, the following terms and definitions apply.

SISO Ol oW SO AVAABIEAE it/ so.or/obp
B EIGEiFopEdiaTaVAIIRBIR :tp: /v clectropedia.org/

31

adverse device effect

ADE

aaverse—event-adverse event (3.2) related to the use of an investigational mredieat=devieemedical
device (3.34)

Note 1 to entry: This definition includes adverse events resulting from insufficient or inadequate instructions
for use, deployment, implantation, installation, or operation, or any mratfermretionmalfunction (3.33) of the
investigational medical device.

Note 2 to entry: This definition includes any event resulting from Tﬂruse error (3.53) or from intentional
misuse of the investigational medical device.

3.2 ]
adverse event QS X8
S

AE >
e or. m]u\n? gq?u

any-untoward medical occurrence unmten
abnormal laboratory findings) in subjeets %ther persons, whether or not related

w IgQéﬁal m&a %V}; v1ce (3.29)
&

ntoward clinical signs (including

A\
Note 1 to entry: This definition includes events sﬁra@ef to the investigational medical device or the
comparatorcomparator (3.12). é

Note 2 to entry: This definition includes events\g@? éa‘to the procedures involved.
A\

S° °9 e .
Note 3 to entry: For users or other ieﬁns?thls definition is restricted to events related to -

investigational medical devices

3.3

audit

systematic #rdependent-examination of activities and documents related to ehma-l—mmtrgml
clinical investigation (3. 8)_1ndependent (3. 26)_t0 determine whether these
activities were conducted, and the data recorded, analysed and accurately reported, according to the
CIP, standard operating procedures, this hrtermatiorrat-Stardard and applicable regulatory
requirements

34
blindin

procedure in which one or more parties to the ehrieatinvestigatiorrclinical investigation (3.8) are kept
unaware of the treatment assignment(s)

Note 1 to entry: Single blinding usually refers to the sebjeettsysubject(s) (3.50) being unaware of the treatment

assignment(s). Double blinding usually refers to the subject(s), frrvestigator(s}investigator(s) (3.30), monitor and,
in some cases, centralized assessors being unaware of the treatment assignment(s).

2 © IS0 2020 - All rights reserved
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rimary endpoint(s) (3.22
3.29-comparator (3.12)

8:53.6
case report fermsform
€ERFs

set of printed, optical or electronic documents for each sabjeetsubject (3.50) on which information to be
reported to the spemsersponsor (3.49) is recorded, as required by the CIP

463.8

clinical investigation

systematic investigation in one or more human swhbjeetssubjects (3.50), undertaken to assess the
safety=clinical performance (3. 11)Ieffect1veness (3.20) or (i of a mredieat-devieemedical
device (3.34)

Note 1 to entry: “Elirrieat trlalgor “clinical study” are synonymous

with “clinical investigation”.

2739

clinical investigation plan

CIP

document that statefs}- the
analy51s methodolog

keeping of the

&
hjectives (3.37), design and prepu-sed-

monitoring (3.35), conduct and record-

Note 1 to entry: Fre=term “protocol” is synonymous with “CIP”. However,
protocol has many different meanings, some-net related to clinical investigation, and these can differ from
country to country. Therefore, the term Cllgbé l@éd in this htu-mﬂuml-ﬁmdaﬂ}_

38
clinical investigation report \Q
document describing the d%mgn execution, statistical analysis and results of a elinteat

mrvestigationclinical investigation (3.8)

39

clinical performance

behaviour of a nredieat-deviee-er-medical device (3. 34)-response of the swlbjeetfsysubject(s) (3.50) to
that medical device in relation to its intended use, when correctly applied to appropriate subject(s)

36312

comparator
mredicat-devicemedical device (3.34), therapy (e.g. active euﬂtro-}_)

placebo or no treatment, used in the refererreegroup-control group (3.15) in a elinteatinvestigationclinical

investigation (3.8)

clinical investigation (3.8)

© IS0 2020 - All rights reserved 3
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841314
contract research organization

CRO

person or organization contracted by the spemsersponsor (3.49) to perform one or more of the sponsor's
clinical investigation-related duties and functions

ubjects (3.50)_comparator (3.12)

3423116
coordinating investigator

investigator (3.30) who is appointed by the spemsersponsor (3.49) to eo-ord-m-ate-
% work in a multicentre elimieatinvestigationclinical investigation (3.8)

3433.17 _ Q

data monitoring committee
DMC 46) “
trrdrependentindependent (3.26) committee that can lished byqﬁ%ewsponsor (3.49) to

stigation (3.8), the safety
T ance (3 effectiveness (3.20)endpoints

assess, at intervals, the progress of the

data or the critical performamnee—endpeoints-clinic
(3.22) and to recommend .the sponsor Wh g}ontlgue &ﬁspknd modify, or stop the clinical

investigation SR

‘
cp )
Note 1 to entry: safety monitoring board
DSMB)"=or, “data safet monltorln m@ tee K

b
3:143.18 &% K
deviation S
instancets} of failure to follow, mtentlonally@? qﬁintentlonally, the requirements of the &R CIP (3.9)
\ ‘v
9—1-5- (& N

device deficiency »
inadequacy of a mredieat-device-medical device (3.34) with respect to its identity, quality, durability,

reliability, -safety or performance

Note 1 to entry: Device deficiencies include mratferretiorrsmalfunctions (3.33), wse=errorsuse errors (3.53), and
frradeuate labelling.
investigational medical device (3.29).
comparator (3.12

investigational medical device (3.29)
investigator’s brochure (3.31)

4 © IS0 2020 - All rights reserved
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principal indicator(s) used for i i
clinical performance (3. 11)Ieﬁect1veness (3.20)zctinteatinvestigation clinical

investigation (3.8)

5-473.23

endpoint{s}

Windicator(s) used for assessing the secondary Wy petiresesobjectives (3.37) of
a elinteatinvestigationclinical investigation (3.8)

8-463.24

ethics committee

EC

trdrependentindependent (3.26) body whose responsibility it is to review elmnteat-investigations-clinical
investigations (3.8) in order to protect the rights, safety, and well-being of human swhjeetssubjects
(3.50) participating in a clinical investigation

Note 1 to entry: For the purposes of this

»n o«

with “research ethics committee”, “independent ethics c
regulatory requirements pertaining to ethics committees @'\

#493.25 n
hypothesis é" N .6’

testable statement, mu*mg- from t ' ﬁ1)]@01:1ve (3.37) thre-imvestigationat
i i clm@ .@westlgatwn (3. 8) to de-srgirt-h\,-ehmea-l

“ethics committee” is synonymous
mmittee” or “institutional review board”. The
ilar institutions vary by country or region.

<

0
3290 S

independent d

not involved in the conduct of a elimieat
trvestigationclinical investigation ; except for their specifically assigned responsibilities, in order
to avoid bias or a conflict of intgi‘gst

32+
informed consent-preeess

investigation site
institution or site where the elimteatimvestigatiorrclinical investigation (3.8) is carried out

Note 1 to entry: For the purpose of this hmuurml-&mdard- “investigation site” is synonymous
with “investigation centre”.

9-233.29
investigational medical device
mredieat-deviee-medical device (3.34) being assessed for safety-clinical performance (3. 11)Ieffect1veness

(3. 20)Ior perfunmn-ee- in a eliteat-rvestigationclinical investigation (3.8)

Note 1 to entry: This includes medical devices already on the market that are being evaluated for new intended
uses, new populations, new materials or design changes.
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