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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.

in accordance with the
directivesl.

www.iso.org/patent

www.iso.org/iso/foreword.html

repared by Technical Committee ISO/TC 194, Biological and clinical

This seemd- edition cancels and replaces the {met-edﬁ.-mrr_lso 14155
m&&eﬁn&e&nmﬁ@%&ﬁﬁl which hm-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 Arncs ).

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

1 Scope

This hﬂ:umhen-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

purposes

principles set forth in this hrtermatiorat-Standard-atse

be followed as far as
pu-ssi-bl-e-, considering the nature of the clinical investigation i

nnex latrd-tre-requirenrents
This W specifies general requirements intended to
— protect the rights, safety and well-being of human subjects,

— ensure the scientific conduct of the clinical investigation and the credibility of the clinical
investigation results,

— define the responsibilities of the sponsor and principal investigator, and

— assist sponsors, investigators, ethics committees, regulatory authorities and other bodies involved
in the conformity assessment of medical devices.

o bt errerient-demises

NOTEI i f i fees—Users of this

i i need to consider whether other standards and/or requirements
also aiili to the investiiationa evice|s| under consideration:

2 Normative references

The following referemeed=documents are et

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

[y
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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 wse=erroruse error (3.53) or from intentional
misuse of the investigational medical device.

3.2

adverse event

AE

amy-untoward medical occurrence, unintended disease or injury, or untoward clinical signs (including
abnormal laboratory findings) in sebjeetssubjects (3.50), users or other persons, whether or not related

WInvestlgatlonal medical device (3.29)

Note 1 to entry: This definition includes events related to the investigational medical device or the

comparatorcomparator (3.12).

Note 2 to entry: This definition includes events related to the procedures involved.

Note 3 to entry: For users or other iersons, this 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 performaee of a mredieat-devieemedical
device (3.34)

Note 1 to entry: “Gh-mlm-}_ trial” or “clinical study” are synonymous

with “clinical investigation”.

4739
clinical investigation plan

CIP

document that statefs)- the rationale, tvesobjectives (3.37), design and prepu-sed-
analysis, methodology, mremitering monitoring (3.35), conduct and record-

keeping of the elimieatimvestigationclinical investigation (3.8)

Note 1 to entry: Fre=term “protocol” is synonymous with “CIP”. However,

protocol has many different meanings, some not related to clinical investigation, and these can differ from
country to country. Therefore, the term CIP is used in this htu-mrﬂuml-ﬁmdaﬂ}_

38
clinical investigation report
document describing the design, execution, statistical analysis and results of a elinieat

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)

—

843317
data monitoring committee

DMC

trerependentindependent (3.26) committee that can be established by the spemsersponsor (3.49) to
assess, at intervals, the progress of the elimteat-tvestigationclinical investigation (3.8), the safety

data or the critical perfermamee—endpeoints-clinical performance (3. 11)-eﬁect1veness (3.20)endpoints

(3.22) and to recommend .the sponsor whether to continue, suspend, modify, or stop the clinical
investigation

Note 1 to entry: safety monitoring board
DSMB)"=or, “data safety monitoring committee (DSMC

5:143.18

deviation
instancefs} of failure to follow, intentionally or unintentionally, the requirements of the &R CIP (3.9)

3453.19
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)
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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 hrmuaﬂal-ﬁmd-a-rd- “ethics committee” is synonymous
with “research ethics committee”, “independent ethics committee” or “institutional review board”. The
regulatory requirements pertaining to ethics committees or similar institutions vary by country or region.

#493.25
hypothesis

testable statement, mu*mg- from the ebjeetiverregardinmgobjective (3.37) tre-imvestigationat
meﬁe&denmmfmmwem&- clinical investigation (3. 8) to de-srgirt-h\,-ehmea-l

Note 1 to entry: The primary hypothesis is tire=determrimant-of-thre-irvestigatiomatrredicatdevice-safety-or
pwhmm&m_ primary endpoint (3.22) and is usually used to
5 — ] ‘ ] ) & oot ; -

calculate the sample size.

3290

independent

not involved in the conduct of a elimieat
trvestigationclinical investigation (3.8), except for their specifically assigned responsibilities, in order
to avoid bias or a conflict of interest

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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Note 3 to entry: hrtirs—trtermatiorat-Standard
medical device” and “investigational device” are used interchangeably.

5:243.30

investigator
individual member of the imvestigationrsite-investigation site (3.28) team designated and supervised by
the prirreipatinvestigatorprincipal investigator (3.39) at an investigation site to perform eritteatclinical=

1nvest1iat10n -related procedures or to make important cllnlcal-lmvestlgatlon -related _

, the terms “investigational

decisions

Note 1 to entry: An individual member of the investigation site team can also be called “sub-investigator” or “co-
investigator”.

325331
investigator's brochure

IB

compilation of the current clinical and non-clinical information on the imvestigatiomat—rredicat

devieefsyinvestigational medical device(s) (3.29), relevant to the eHmieat—investigationclinical
investigation (3.8)

326
legally autherizeddesignated representative
1nd1v1dual-m-| judicial, or other body authorized under applicable law to consent, on behalf of a

prospective subjeetsubject (3.50), to the subject's participation in the elmieat=imvestigationclinical
investigation (3.8)

823,33
malfunction

failure of an irvestigatioratmredicatdevieeinvestigational medical device (3.29) to perform in accordance
with its intended purpose when used in accordance with the instructions for use or CI

520334
medical device
any-instrument, apparatus, implement, machine, a
material or other similar or related article

liance, implant, software,
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