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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

thro
com

ugh ISO technical committees. Each member body interested in a subject for which a technical
mittee 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

described in the ISO/IEC Directives, Part 1. In particular the different approval criterianep

..... i her—matntenance are
ded for the

different types of ISO documents should be noted. This document was drafted in acéordapce with the

editdrial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).

Atte
pate

ntion is drawn to the possibility that some of the elements of this document'may be the subject of
nt rights. ISO shall not be held responsible for identifying any or all suelf patent rights. Details of

any patent rights identified during the development of the document willbe in the Introdu¢tion and/or

on tHe ISO list of patent declarations received (see www.iso.org/patents);

Any

constitute an endorsement.

For

frade name used in this document is information given for the-éonvenience of users gnd does not

in explanation of the voluntary nature of standards;, the meaning of ISO specifi¢ terms and

exprgssions related to conformity assessment, as well ‘as’information about ISO's adhefence to the
World Trade Organization (WTO) principles in the Techniical Barriers to Trade (TBT) see the following

URL
This

jwww.iso.org/iso/foreword.html.

document was prepared by Technical Cominittee ISO/TC 194, Biological and clinical ¢valuation of

medital devices, in collaboration with the European Committee for Standardization (CEN) Technical
Committee CEN/TC 206, Biological and clinical evaluation of medical devices, in accordarce with the

Agreement on technical cooperation between ISO and CEN (Vienna Agreement).

This

revided. The main changes to the;previous edition are as follows:

Any

third edition cancels and replaces the second edition (ISO 14155:2011), which has been technically

inclusion of a summary section of GCP principles (see Clause 4);

feference to registration of the clinical investigation in a publicly accessible database ($ee 5.4);

inclusion of clini¢al quality management (see 9.1);

inclusioncof risk-based monitoring (see 6.7);

inclusion of statistical considerations in Annex A;

inclision of guidance for ethics committees in Annex G;

reinforcement of risk management throughout the process of a clinical investigation (planning to
consideration of results) including Annex H;

clarification ofapplicability of the requirements of this documentto the different clinical development
stages (see Annex I);

inclusion of guidance on clinical investigation audits (see AnnexJ).

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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Clinical investigation of medical devices for human
subjects — Good clinical practice

1

Scope

This document addresses good clinical practice for the design, conduct, recording and reporting of

clini
and

For

folloy

This

NOT
also
requ

NOT

is acd
inten|
mear

(see

contd

This

depe
cons

2
The

cons

aHmvestigations carTied out T TUTMTaIT SUbjects to asSess tie cHIicat perforarce or
afety of medical devices.

q

post-market clinical investigations, the principles set forth in this document-apre int

document 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
vestigation results,

12:
Issist sponsors, investigators, ethics committees, regulatory authorities and other bod
in the conformity assessment of medical devices;

fine the responsibilities of the sponsor and principalint¥estigator, and

q

K1 Users of this document need to consider>whether other standards and/or national
hpply to the investigational device(s) under-consideration or the clinical investigation. If g

frements exist, the most stringent apply.

K2  For Software as a Medical Devicé (SaMD) demonstration of the analytical validity (the S

urate for a given input), and where appropriate, the scientific validity (the SaMD’s output is ass
ingful association to the targetuse) of the SaMD, the requirements of this document apply as f:
Reference [4]). Justifications_for exemptions from this document can consider the uniquene
ct between subjects and the'SaMD.

document does netapply to in vitro diagnostic medical devices. However, there can b
ndent on the device and national or regional requirements, where users of this docy
der whetherspecific sections and/or requirements of this document could be applicah

Normative references

following documents are referred to in the text in such a way that some or all of t

ved as far as relevant, considering the nature of the clinical investigation (sée-Annex I).

ffectiveness

ended to be

the clinical

ies involved

requirements
ifferences in

AMD’s output
bciated to the

ded clinical condition/physiological state), and clinical performance (the SaMD’s output yields a clinically

hr as relevant
5s of indirect

e situations,
ment might
le.

heir content

1tutes requirements or this document. For dated reterences, only the edition cited

applies. For

undated references, the latest edition of the referenced document (including any amendments) applies.

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

3

Terms and definitions

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

[SO and IEC maintain terminological databases for use in standardization at the following addresses:

[SO Online browsing platform: available at http://www.iso.org/obp

IEC Electropedia: available at http://www.electropedia.org/

© IS0 2020 - All rights reserved
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31

adverse device effect

ADE

adverse event (3.2) related to the use of an investigational medical 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 malfunction (3.33) of the investigational
medical device.

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

Note 3 to entfy: This includes ‘comparator’ (3.12) if the comparator is a medical device.

3.2
adverse event
AE
untoward medical occurrence, unintended disease or injury, or untoward clinicdlxsigns (inclyding
abnormal laboratory findings) in subjects (3.50), users or other persons, whether, or not related tp the
investigational medical device (3.29) and whether anticipated or unanticipated

Note 1 to entry: This definition includes events related to the investigatienal medical device of the
comparator (|3.12).

Note 2 to entfy: This definition includes events related to the procedures ihyolved.

Note 3 to enptry: For users or other persons, this definition is restricted to events related to the use of
investigationjal medical devices or comparators.

3.3

audit
systematic ¢xamination of activities and documents,related to a clinical investigation (3.8) perfoymed
by (an) independent (3.26) person(s), to determine~whether these activities were conducted, angl the
data recorded, analysed and accurately reported; according to the CIP, standard operating procedures,
this documgnt and applicable regulatory requirements

3.4
audit trail
documentatfion that allows reconstruction of the course of events

3.5

blinding
masking
procedure in which oné or more parties to the clinical investigation (3.8) are kept unaware of the
treatment agsignment(s)

Note 1 to eptry Single blinding usually refers to the subject(s) (3.50) being unaware of the treagment
assignment(d). Double blinding usually refers to the subject(s), investigator(s) (3.30), monitor and, in some ¢ases,
centralized assessors being unaware of the treatment assignment(s).

Note 2 to entry: A clinical investigation is termed ‘observer blind’, if at least the primary endpoint(s) (3.22) is/are
assessed without knowledge of whether an investigational medical device (3.29) or comparator (3.12) has been
used to treat a subject.

3.6

case report form

CRF

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

2 © IS0 2020 - All rights reserved
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3.7

certified copy

copy (irrespective of the type of media used) of the original record that has been verified (i.e. by a
dated signature or by generation through a validated process) to have the same information including
data that describe the context, content, and structure, as the original

3.8

clinical investigation

systematic investigation in one or more human subjects (3.50), undertaken to assess the clinical
performance (3.11), effectiveness (3.20) or safety of a medical device (3.34)

44 L Loasl Lol o 1 FRITTON DN YT 1)) 758 TINEDI IDUN )] U 7 TR
Note ftoentt Yot putrposeor s aocHent — crcartrtar or—crmtearstaay—are symnonymous with “clinical

invesftigation”.

3.9
clinical investigation plan
CIP
docujment that states the rationale, objectives (3.37), design and pre-specified analysis, mjethodology,
orgahization, monitoring (3.35), conduct and record-keeping of the clinical investigation (3.8)

Note [l to entry: For the purpose of this document “protocol” is synonymaus'with “CIP”. However, protocol has
manyf different meanings, some not related to clinical investigation, and,these can differ from countfy to country.
Theregfore, the term CIP is used in this document.

3.10
Clinlilﬁll investigation report
docujment describing the design, execution, statistical analysis and results of a clinical investjgation (3.8)

3.11
clinical performance
beharliour of a medical device (3.34) and response of the subject(s) (3.50) to that medidal device in
relatjon to its intended use, when correctly‘applied to appropriate subject(s)

Note|l to entry: Clinical performance cap-be defined under national regulations.

3.12
comparator
medital device (3.34), therapy (€.g. active treatment, normal clinical practice), placebo or np treatment,
used|in the control group (3115) in a clinical investigation (3.8)

3.13
computer system
hardware and software (including associated documents, e.g. user manual) that creatdgs, modifies,
maintains, archives, retrieves, or transmits in digital form information related to the ¢onduct of a
clinidal investigation (3.8)

3.14
contractresearchrorgamization
CRO

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

3.15
control group
group of subjects (3.50) that receives the comparator (3.12)

Note 1 to entry: A control group may be concurrent or historical, or subjects may serve as their own control.

© IS0 2020 - All rights reserved 3
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coordinating investigator
investigator (3.30) who is appointed by the sponsor (3.49) to assist in coordinating the work in a

multicentre

clinical investigation (3.8)

Note 1 to entry: For the purpose of this document, “national investigator” or “global investigator” are synonymous
with “coordinating investigator”.

3.17

data monitoring committee

DMC

independent,
progress of
effectivenesd
modify, or s

Note 1 to ent
monitoring c

3.18
deviation
instance of f

3.19

device defi
inadequacy
safety or pe

the clinical investigation (3.8), the safety data or the critical clinical performance (8.1
(3.20) endpoints (3.22) and to recommend to the sponsor whether to continueg; susj
fop the clinical investigation

I'y: For the purpose of this document, “data and safety monitoring board (DSMB)%, “data and g
bmmittee (DSMC)" or "independent data monitoring committee (IDMC)” are synenymous with

ailure to follow, intentionally or unintentionally, the requirements of the CIP (3.9)

Ciency

Fformance

Note 1 to emtry: Device deficiencies include malfunctions (3:33), use errors (3.53), and inadequacy i

information 5

Note 2 to ent
the comparat

3.20

effectivene
achievemen
when the in
instructions
scientific ev|

3.21

electronic 1
combinatior
modified, m

EXAMPLE

upplied by the manufacturer including labelling:

I'y: This definition includes device deficiencies related to the investigational medical device (3.2
or (3.12).

5S

L of a clinically significantiifttended result in a defined portion of the target popul
vestigational medical device (3.29) is used within its intended uses and according {
for use, the investigateor’s brochure (3.31) and the CIP (3.9), as determined by docums
idence

ecord
| of text,graphics, data, audio, imaging, or other information in digital form that is cre
pintained, archived, retrieved, or distributed by a computer system (3.13)

Antelectronic CRF.

5, the
1) or
bend,

afety
DMC.

pof a medical device (3.34) with respect to its identityquality, durability, reliability, usability,

n the

19) or

htion
o its
nted

ated,

3.22
endpoint

<primary> principal indicator(s) used for providing the evidence for clinical performance (3.11),
effectiveness (3.20) or safety in a clinical investigation (3.8)

3.23
endpoint

<secondary> indicator(s) used for assessing the secondary objectives (3.37) of a clinical investigation (3.8)

© IS0 2020 - All rights reserved


https://standardsiso.com/api/?name=41ef7260450bb898ef67e71a92db9577

ISO 14155:2020(E)

3.24

ethics committee

EC

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

Note 1 to entry: For the purposes of this document, “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.

3.25

hypnfhpcic
testa]ble statement, derived from the objective (3.37) of the clinical investigation (38] to draw a
conclusion about this objective, based on a pre-specified statistical test

Note [l to entry: The primary hypothesis is formulated based on the pre-defined primaryendpoint{(3.22) and is
usually used to calculate the sample size.

3.26
independent
not ipvolved in the development of the investigational device or the, ceniduct of a clinical jnvestigation
(3.8)} except for their specifically assigned responsibilities, in order €0 avoid bias or a confli¢t of interest

3.27
informed consent
process by which an individual voluntarily confirms willingness to participate in a partiqular clinical
investigation (3.8), after having been informed of all aspects of the investigation that are relevant to the
decidion to participate

3.28
investigation site
instifution or site where the clinical investigation (3.8) is carried out

Note [l to entry: For the purpose of this decument, “investigation site” is synonymous with “investigption centre”.

3.29
investigational medical device
medital device (3.34) being assessed for clinical performance (3.11), effectiveness (3.20), of safety in a
clinidal investigation (3.8)

Note |l to entry: This idcliides medical devices already on the market that are being evaluated for new intended
uses,[new populatiorfs, new materials or design changes.

Note |2 to entry: This includes medical devices already on the market that are being evaluated| within their
intended use in'a post-market clinical investigation (interventional or non-interventional).

Note B to entry: For the purpose of this document, the terms “investigational medical device” and “injvestigational
devige™are used interchangeably.

3.30

investigator

individual member of the investigation site (3.28) team designated and supervised by the principal
investigator (3.39) at an investigation site to perform clinical investigation-related procedures or to
make important clinical investigation-related and medical treatment decisions

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

© IS0 2020 - All rights reserved 5
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3.31

investigator's brochure

IB

compilation of the current clinical and non-clinical information on the investigational medical device(s)
(3.29), relevant to the clinical investigation (3.8)

3.32

legally designated representative

individual, judicial, or other body authorized under applicable law to consent, on behalf of a prospective
subject (3.50), to the subject's participation in the clinical investigation (3.8)

« u L] o PN « 1 PR NN PRI : :
Note 1 to entr Y —regarny autnotrizearepresentative or—regarry acceprapreTrepreseirtativeareotrer termiroy0gles

used under nptional regulations for “legally designated representative”.

3.33
malfunctiop
failure of an investigational medical device (3.29) to perform in accordance with its ihtended purpose
when used ipn accordance with the instructions for use or CIP, or IB

3.34
medical deyice
instrument,| apparatus, implement, machine, appliance, implant, reagent.for in vitro use, softyare,
material or|other similar or related article, intended by the manufacturer to be used, alone pr in
combination, for human beings, for one or more of the specific purpase(s) of:

— diagnodis, prevention, monitoring (3.35), treatment or alleviation of disease;
— diagnodis, monitoring, treatment, alleviation of or compénsation for an injury;
— investigation, replacement, modification, or supportof the anatomy or of a physiological procgss;
— supporting or sustaining life;
— control pf conception;

— disinfedtion of medical devices;
— providihg information by means-ofin vitro examination of specimens derived from the human hody;

and does n¢t achieve its primaty intended action by pharmacological, immunological or metabolic
means, in o1l on the human bodybut which may be assisted in its intended function by such meang

Note 1 to entfy: Products which may be considered to be medical devices in some jurisdictions but not in gthers
include:

— disinfection substances;

— aids for persons with disabilities;

— devices incorporating animal and /or human tissues;

— devices for in vitro fertilization or assisted reproduction technologies.
[SOURCE: ISO 13485:2016, 3.11]

3.35

monitoring

act of overseeing the progress of a clinical investigation (3.8) to ensure that it is conducted, recorded, and
reported in accordance with the CIP, written procedures, this document, and the applicable regulatory
requirements

Note 1 to entry: Centralized monitoring is a remote evaluation of accumulated data and compliance to provide
additional monitoring capabilities that can complement or reduce the extent and frequency of on-site monitoring.

6 © IS0 2020 - All rights reserved
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3.36

multicentre investigation

clinical investigation (3.8) that is conducted according to a single CIP and takes place at two or more
investigation sites (3.28)

3.37
objective
main purpose for conducting the clinical investigation (3.8)

3.38
point of enrolment
timepat vvhi\,h, fulluvvius FecrHtrett (343) ardbefore any ehrteat iuvcotisatiuu related PTq cedures are

undertaken, a subject (3.50) signs and dates the informed consent (3.27) form

3.39
pringipal investigator
qualified person responsible for conducting the clinical investigation (3.8) at an'investigatioh site (3.28)

Note|1 to entry: If a clinical investigation is conducted by a team of individuals at an investigation site, the
prindipal investigator is responsible for leading the team.

Note |2 to entry: Whether this is the responsibility of an individual or an‘institution can depengl on national
regulations.

3.40
qualjity assurance
planped and systematic actions that are established t¢ eénsure that the clinical investigation (3.8) is
perfgrmed, and the data are generated, documented:(recorded), and reported in compliarice with this
docujment and the applicable regulatory requirement(s)

3.41
qualjiity control
operptional techniques and activities undertaken within the quality assurance (3.40) system to verify
that the requirements for quality of the\clinical investigation-related activities have been fulfilled

3.42
randomization
process of assigning subjects (8.50) to the investigational medical device (3.29) or control groups (3.15)
using an established recognized statistical method using an element of chance to defermine the

unforeseeable assignment in order to reduce bias

3.43
recrpitment
active efforts )to identify subjects (3.50) who can be suitable for enrolment into |the clinical
invedtigation (3.8)

3.44
serious adverse device effect

SADE

adverse device effect (3.1) that has resulted in any of the consequences characteristic of a serious adverse
event (3.45)

3.45

serious adverse event

SAE

adverse event (3.2) that led to any of the following

a) death,

© IS0 2020 - All rights reserved 7
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b)
more of

1y
2)
3)
4)

:2020(E)

the following:

a life-threatening illness or injury, or

in-patient or prolonged hospitalization, or

impairment to a body structure or a body function,

serious deterioration in the health of the subject (3.50), users, or other persons as defined by one or

a permanent impairment of a body structure or a body function including chronic diseases, or

medical or surgical intervention to prevent life-threatening illness or injury, or permanent

c) foetald
impairn

Note 1 to enf
without serid

3.46

serious hed
signal from
serious detg
remedial ac

Note 1 to ent]
alarming as 4

3.47
source dats
all informat
or other act
clinical inve

Note 1 to ent

3.48
source doct
original or g

EXAMPLE
radiographs,
departments

3.49
sponsor
individual, d

[stress, Toetal death, a congenital abnormality, or birth defect including physical or.m
hent

ry: Planned hospitalization for a pre-existing condition, or a procedure required by‘the CIP
us deterioration in health, is not considered a serious adverse event.

Ith threat

any adverse event or device deficiency (3.19) that indicates an imfitinent risk of death
rioration in the health in subjects (3.50), users or other persons;and that requires pr
rion for other subjects, users or other persons

ry: This would include events that are of significant and uneXpected nature such that they be
potential serious health hazard or possibility of multiple deaths occurring at short intervals.

]
on in original records, certified copies of original records of clinical findings, observat
vities in a clinical investigation (3.8), necessary for the reconstruction and evaluation ¢
Stigation

"y: This includes source data initially -récorded in an electronic format.

1ment
ertified copy (3.7) of printed, optical or electronic document containing source data (3|

records kept at the~investigation site (3.28), at the laboratories and at the medico-tecl
involved in the clinfgal investigation (3.8).

ental

(3.9),

ora
bmpt

come

ions,
fthe

47)

Hospital records, labpratory notes, device accountability records, photographic negatives,

nical

ompany;ihstitution or organization taking responsibility and liability for the initiation and
managemenlt ofa@ ¢linical investigation (3.8), and arranging the financial setup

(2 2N

Hnical

Note 1 to en

1AL 4 1 £ ) oo dibi o4 H ] rs d o1 £211 ilaslaess £ £l
Ty vv OCTIr air t1tv ESTTYUTOT (S0 Hcra S T PTCTITCTICS —atttr CantSTalIT TCSPOTISTOTITCy 10T CIrCCT

investigation, the investigator also assumes the role of the sponsor and is identified as the sponsor-investigator.

3.50
subject

individual who is or becomes a participant in a clinical investigation (3.8), either as a recipient of the
investigational device or a comparator (3.12)

Note 1 to entry: This includes healthy volunteers.
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3.51

unanticipated serious adverse device effect
USADE

serious adverse device effect (3.44) which by its nature, incidence, severity or outcome has not been
identified in the current risk assessment

Note 1 to entry: Anticipated serious adverse device effect (ASADE) is an effect which by its nature, incidence,
severity or outcome has been identified in the risk assessment.

3.52

use

user action or laclk of near action vwhila neinag tha modical dovico (2 24) that laade +0 4 AIf
SO er— 0 Sea e oW e USSR EtHe-HReHeca—aEeHee 2Tttt reaaS—+to—a—ait

than|that intended by the manufacturer or expected by the user
Note [l to entry: Use error includes the inability of the user to complete a task.

Note |2 to entry: Use errors can result from a mismatch between the characteristics ef the user, u

task

Note B to entry: Users might be aware or unaware that a use error has occurred:

Note @ to entry: An unexpected physiological response of the patient is notby itself considered a us
Note 5 to entry: A malfunction of a medical device that causes an unexpected result is not considere
[SOURCE: I1SO 14971:2019, 3.30]
3.53

vali

confirmation by examination and provision of objettive evidence that the particular requir
specific intended use can be consistently fulfilled

3.54
verification
confirmation by examination and pfoyision of objective evidence that specified requirg
been|fulfilled

3.55
vulnlerable subject

individuals who are unable)to fully understand all aspects of the investigation that are re
decigion to participate;or'who could be manipulated or unduly influenced as a result of a ¢
positfion, expectation,ef benefits or fear of retaliatory response

4
a)

b)

error

r use environment.

dation

$ummary of good clinical practice (GCP) principles

[limical investigations shall be conducted in accordance with the ethical principles thj

ser interface,

P error.

d a use error.

ements for a

ments have

vant to the
mpromised

1t have their
s document.

origin in the Declaration of Helsinki (see Reference [7]), and that are consistent with thi

Before a clinical investigation is initiated, foreseeable risks and inconveniences shall

be weighed

against the anticipated benefit for the individual subject and society. A clinical investigation shall

be initiated and continued only if the anticipated benefits justify the risk.

The rights, safety, and well-being of human subjects are the most important considerations and

prevail over interests of science and society.

The available non-clinical and clinical information on the investigational device shall be adequate

to support the proposed clinical investigation.

Clinical investigations shall be scientifically sound and described in a clearly detailed CIP.
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f) A clinical investigation shall be conducted in compliance with the CIP that has received prior
ethics committee approval/favourable opinion and, where applicable, approval/non-objection of
regulatory authorities.

g) The medical care given to, and medical decisions made on behalf of subjects shall always be the
responsibility of a qualified healthcare professional.

h) Each individual involved in designing, conducting, recording, and reporting a clinical investigation
shall be qualified by education, training, and experience to perform his or her respective task(s).

i) Freely given informed consent shall be obtained from every subject prior to the participation in the

clinical investigation

NOTE 1

j)  All clinical investigation related information shall be recorded, handled, and securely.Stored
way that allows its accurate reporting, interpretation, monitoring, auditing, and verification.

k) The conlffidentiality of records that could identify subjects shall be protected, respecting the pr

and co

1) Investig
the essg
CIP, the

NOTE 2

m) System;
be impl

5 Ethica

5.1 Gene

The princip
clinical inve

5.2 Impr

The sponsorshall avoid improper influence on, or inducement of, the subject, monitor, any investigat
or other parfties participdating in, or contributing to, the clinical investigation.

All investiggtors shall avoid improper influence on or inducement of the subject, sponsor, monitor,
investigator(s) or.other parties participating in, or contributing to, the clinical investigation.

5.3 Compensation and additional health care

Some exceptions can exist (see 5.8.3).

identiality rules.

ational devices shall be designed, manufactured, handled, and-stored in accordance
ntial principles (see Reference [7]). They shall be used in @ccordance with the appy
IB and manufacturer’s instructions for use.

Essential principles can be further outlined in nationa] regulations.
with procedures that ensure the quality of every<aspect of the clinical investigation

bmented.

I considerations

ral

es outlined in Clause 4 shall be understood, observed, and applied at every step il
Stigation.

pper influence or inducement

vacy

with
oved

shall

n the

or(s)

bther

Compensating subjects for costs resulting from participation in the clinical investigation (e.g.
transportation) can be appropriate, but the compensation shall not be so large as to unduly encourage
the subjects to participate or affect the subject’s ability to withdraw prematurely from the clinical
investigation.

Arrangements for additional health care for subjects who suffer from an adverse event as a result of

participating in the clinical investigation shall be made and documented.
NOTE Such compensation and arrangements can be subject to national regulations.
10 © IS0 2020 - All rights reserved
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Registration in publicly accessible database

In accordance with the Declaration of Helsinki, a description of the clinical investigation shall be
registered in a publicly accessible database before the start of recruitment activities and the content
shall be updated throughout the conduct of the clinical investigation and the results entered at
completion of the clinical investigation.

NOTE National regulations can apply concerning the timing of registration or updating of the c

5.5

All parties mvolved In the conduct of the clinical investigation shall share the responsi
ethidal conduct in accordance with their respective roles in the clinical investigation.

5.6

5.6.1 General

If na
spon
any |

5.6.2 Initial EC submission

Asa

a) the CIP;
b) the IB or equivalent documentation;

c) theinformed consent form and any other written information to be provided to subjec

d) {4
e) {

The
invey

f) A

g) 1
h) t

NOT

Responsibilities

ontents.

Communication with the ethics committee (EC)

tional or regional EC requirements are less strict than the requirements of this do
sor shall apply the requirements of this document to the greatést extent possible, iry
esser requirements, and shall record such efforts (see Annex'G):

minimum, the following information and any amendments shall be provided to the EC

he procedures for recruiting subjects and advertising materials, if any;
| copy of the curriculum vitae(CV) of the principal investigator(s) for which the EC hag

following documents fnight also need to be provided to the EC depending on
tigation design and national or regional requirements:

he sample or draft CRFs, including other data collection tools, as required by the CIP;

he documentSrelated to payments and compensation available to subjects;

bility for its

cument, the
lespective of

[S;

oversight.

the clinical

he clinical investigation agreement and proposed compensation to the investigation site or
principal investigator;

Local requirements can apply to the possibility of submitting a draft version of the agre

ment.

i) the documentation related to any conflict of interest, including financial, on the part of an

i

nvestigator;

j) the evidence of the clinical investigation insurance;

k) the letter of the sponsor confirming outsourcing of duties and functions.

1) acopy of the CV of other members of the investigation site team.

© ISO

2020 - All rights reserved
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5.6.3 Information to be obtained from the EC

Prior to commencing the clinical investigation, the sponsor shall obtain documentation of the EC's
approval/favourable opinion identifying the documents and amendments on which the opinion was
based.

NOTE The sponsor can request the EC opinion voting list for the clinical investigation to document that
persons with conflict of interest or potential bias (e.g. members of the investigation site team) were not part of
the voting.

5.6.4 Continuing communication with the EC

The following information shall be provided to the EC if required by the CIP or the EC, whichéyer is
more stringent:

a) seriousfadverse events;

b) requests for deviations, and reports of deviations, if the deviation affects subjeet's rights, safety,
and welll-being, or the scientific integrity of the clinical investigation;

c) deviatigns from the CIP to protect the rights, safety and well-being, of-human subjects ynder
emergefcy circumstances may proceed without prior approval of the sponsor and the EC -|such
deviatidns shall be documented and reported to the sponsor and theC as soon as possible;

d) progress reports, including safety summary and deviations;

e) amendments to any documents already approved by the EG;
NOTE 1| Fornon-substantial changes (e.g. minorlogistical oradministrative changes, change of monitjor(s),
telephorle numbers, renewal of insurance) not affecting the rights, safety, and well-being of human subjjects,
or not rellated to the clinical investigation objectives or'endpoints, a simple notification to the EC and, where
approprjate, regulatory authorities can be sufficient:

f) if applidable, notifications of suspensions.ef premature termination;

g) ifapplidable, justification and request for resuming the clinical investigation after a suspensio;

h) clinical investigation report or it§ summary;

i) ifappligable, a copy of the CV of additional members of the investigation site team.

NOTE 2  Inladdition to the ECand CIP requirements, national regulations can apply to any or all of the abpve.

5.6.5 Continuing infermation to be obtained from the EC

As a minimym, dufing the clinical investigation, the following information shall be obtained in wiiting
from the EC|priér'to implementation:

a) approvat/favourable opimomof anmendments, as stated T 564 €J;

b) approval of the request for deviations that can affect the subject's rights, safety and well-being, or
the scientific integrity of the clinical investigation, as stated in 5.6.4 b);

c) approval for resumption of a suspended clinical investigation, as stated in 5.6.4 g), if applicable.

5.7 Vulnerable populations

Clinical investigations shall not be conducted in vulnerable populations unless they cannot be carried
out in non-vulnerable populations and shall follow the additional EC procedures where applicable.

NOTE1 National regulations can also dictate additional procedures for clinical investigations on vulnerable
populations.
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These clinical investigations shall be designed specifically to address health problems that occur in
the vulnerable population and offer the possibility of direct health-related benefit to the vulnerable

population and shall not be conducted when there is no potential for therapeutic benefit.

NOTE 2

5.8

These conditions might not apply to healthy volunteers.

Informed consent

5.8.1 General

Informed consent shall be obtained in writing from the subject and the process shall be

ocumented

befote any procedure specific to the clinical investigation is applied to the subject, exceptwhen special
circymstances described in 5.8.3.4 apply.

NOTH Dated signatures can be electronic.

The finformed consent form consists of an information form (see 5.8.4) dnd an informed consent
signgture form (see 5.8.5). These two forms can either be combined in one document or separated into
two flocuments.

5.8.1 Process of obtaining informed consent

The principal investigator or his/her authorized designee shall comply with the general| process for

obtalning informed consent as documented in the CIP including the following:
a) ¢xplain all aspects of the clinical investigation that are relevant to the subject's|decision to
participate throughout the clinical investigation;
b) avoid any coercion or undue improper influetice on, or inducement of, the subject to participate;
c) 1ot waive or appear to waive the subjeet's legal rights;
d) Wse native non-technical languagethat is understandable to the subject;
e) provide ample time for the subject to read and understand the informed consent form and to
onsider participation in theclinical investigation;
f) ensure personally dated-signatures of the subject and the principal investigator or anj authorized
esignee responsiblefor conducting the informed consent process;
g) provide the subjeet with a copy of the signed and dated informed consent form and any other
ritten information;
h) ¢nsure doc¢umentation of the process in the subject’s source documents and njaintain the
investigation site’s signed informed consents with the essential documents;
i) 3how how informed consent is obtained and recorded in special circumstances (see $.8.3) where
the subject is unable to provide it him- or herself;
j) ensure important new information is provided to new and existing subjects throughout the clinical

investigation, which may relate to the subject’s willingness to continue participation in the clinical

investigation.

The above requirements shall also apply with respect to informed consent obtained from a subject's
legally designated representative.

NOTE

regulation.

© IS0 2020 - All rights reserved
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5.8.3 Special circumstances for informed consent

5.8.3.1 General

The provisions given in 5.8.3.2 to 5.8.3.4 are subject to national regulations.

5.8.3.2 Subject needing legally designated representatives

Informed consent may be given by the legally designated representative only if a subject is unable to
make the decision to participate in a clinical investigation (e.g. infant, child and juvenile, seriously ill or
unconscious subject, or subject with a mental or intellectual disability). In such cases, the subject shall

also be info

5.8.3.3 Sy

Informed co
representat
throughout
aloud and e}
possible, eit
the informe
attesting th

5.8.3.4 Emergency treatments

For clinical

med about the clinical investigation within his/her ability to understand.

bject unable to read or write

nsent shall be obtained through a supervised oral process if a subject or légally desigy
ve is unable to read or write. An independent and impartial witness shall be pr
the process. The written informed consent form and any other information shall be

her the subject or his/her legally designated representative shall sign and personally]
d consent form. The witness shall sign and personally date the informed consent
ht the information was accurately explained, and that informed consent was freely giv

1ated
bsent
read

kplained to the prospective subject or his/her legally designated répresentative. Whenever

date
form
b1,

nvestigations involving emergency treatments,.#hen prior informed consent of the subject

is not possihle because of the subject's medical condition;the informed consent of the subject's legally

designated fepresentative, if present, shall be requesteds

When it is not possible to obtain prior informedx¢onsent from the subject, and the subject's legally

designated fepresentative is not available, the subject may still be enrolled if a specific proces$ has

been described in the CIP as given in A.13 b),

Arrangements shall be made to informtthe subject or legally designated representative, as so¢n as

possible,

a) about the subject's inclusionn the clinical investigation, and

b) about all aspects of the elinical investigation.

The subject| shall be asked“to provide informed consent for continued participation as soon ag his/

her medicall condition ‘allows or from the legally designated representative as soon as the perspn is

available.

The principal ivestigator may enrol a subject without obtaining the informed consent of the subjgct or

his/her lega esi c ive C c ' iti c illed:

c) the prospective subject fulfils the emergency conditions and is obviously in a life-threatening
situation;

d) no sufficient clinical benefits are anticipated from the currently available treatment;

e) there is a fair possibility that the life-threatening risk to the prospective subject can be avoided if
the subject receives the treatment as specified in the CIP;

f) anticipated risks are outweighed by the potential benefits of participation in the clinical
investigation;

g) thelegally designated representative cannot be promptly reached and informed.
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NOTE Requirements for conducting clinical investigations in emergency situations can be subje
regulations.
5.8.4 Information to be provided to the subject

ct to national

All information pertinent to the clinical investigation, including at least the following, shall be provided
in writing and in native, non-technical language that is understandable to the subject (or the subject's
legally designated representative).

NOTE 1

a)

b)

d)

Additional elements can be required by national regulations.

oses
T

]

)
)
)

)

)

ascrintion-and
eseHp+t €

nand purp
statement that the clinical investigation involves research;
purpose of the clinical investigation;

anticipated duration of the clinical investigation, and extent 0f ‘the involj
responsibilities of each subject during the clinical investigation;

description of the investigational device and comparator, if any;

description of all procedures involving the subject;

description concerning possible future use of samples’collected from the subject, i
aspects of the clinical investigation that are expétimental, if applicable;

description of the clinical investigation, including a mention of any comparison gr¢
method of assignment to each group;

number of subjects expected to participate in the clinical investigation.

Potential benefits:

rement and

Fapplicable;

ups and the

is no direct

, Or nursing

different to

1) description of benefits for the subject that can reasonably be expected (if there
therapeutic benefit anticipated, this shall be noted);

2) description of potential’benefits for others.

isks and inconveniences for the subject and, when applicable, for an embryo, foetug

infant:

1) description'of anticipated adverse device effects;

2) description of risks associated with the clinical procedures required by the CIP
logeal standard practice;

3)~“statement that unanticipated risks can occur;

4) description of inconveniences.

Alternative procedure(s):

1) information on established alternative treatments or procedures that can be available to the
subject, and their potential benefits and risks.

Confidentiality:

1) statement confirming that subject participation is confidential;

2) statement confirming that records including samples identifying the subject will be kept

confidential;

© IS0 2020 - All rights reserved
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f)

g)
h)

j)

k)

D)

16

3) statement confirming that the subject acknowledges that regulatory authorities, EC
representatives and sponsor's representatives involved in the clinical investigation will have
direct access to medical records;

4) statementindicating that clinical investigation results may be published without disclosing the
subject's identity;

5) statement that the subject agrees to have personal data transported outside of the
geographic region.

NOTE 2  National requirements regarding personal data protection can apply to 2) and 5).

Comperjsation:

1) infdrmation about provisions for compensation available in the event of injury agising [from
participation in the clinical investigation;

2) infqrmation about additional health care for subjects who suffer from an adverse event as a
resyilt of participating in the clinical investigation;

3) infdrmation on financial compensation for participation, if applicable.

Anticipated expenses, if any, to be borne by the subject for participatingih the clinical investigation.

Informgtion on the role of sponsor's representative (e.g. monitor,_product specialist, field engineer)

in the clinical investigation.

Contact{persons:

1y
2)
3)

whom to contact regarding questions about the clinical investigation;
whom to contact in the event of injury;

whom to contact regarding questions abéut subject's rights.

Statement declaring that new findings or the reasons for any amendment to the CIP that affedt the

subject's continued participation shall be made available to the subject.

Statemgnt indicating that, only-upon subject's approval, the subject's personal physician wijll be

informgd of the subject's pagticipation in the clinical investigation.

If relevant for the clinicalinvestigation, statement indicating upon subject’s approval, that in|case

subject [s not reachablexfor follow-up that:

1y

2)

a pérson identified by the subject is informed of the possibility to be contacted by the principal
investigatorregarding how to reach the subject and the subject’s health status;

the|civil register may be contacted by the principal investigator to inquire about the subject’s
wheréabouts.

NOTE 3  National requirements regarding personal data protection can apply to some or all of the
above.

Statement indicating that a description of the clinical investigation has or shall be registered in a
publicly accessible database (see 5.4).

NOTE4  Certain national regulations can apply regarding disclosure of the identification/registration
number to the subject.

Termination:

1y

circumstances under which the subject's participation can be terminated by the principal
investigator, if applicable;
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2) circumstances under which the sponsor can suspend or prematurely terminate
investigation.

5.8.5 Informed consent signature

The informed consent signature form shall contain the following:

the clinical

a) the voluntary agreement to participate in the clinical investigation and follow the investigator's

b)

)

g)

h)

5.8.4 New information

If new information becomes available that can significantly affect a subject's future health
care,| that information shall be provided to the affected subject(s) in written form. If
affedted subjects shall befasked to confirm their continuing informed consent in writing.

6

6.1

All plarties' participating in the design and conduct of the clinical investigation shall be
educhtian, training, or experience to perform their tasks and this shall be documented a

instructions;

a statement declaring that refusal of participation incurs no penalty for the subject and no loss of

statement declaring that discontinuation/withdrawal and thereby revoking thednfori
tany time incurs no penalty for the subject;

statement with regard to the possible consequences of withdrawal;

n acknowledgement of the information provided and confirmation that all the subject

onsent process and that (s)he had ample time to consider participation;

se of the subject's relevant personal data for the purposejof'the clinical investigation;

statement confirming that the subject or his/her legally designated representative
ponsor's representatives, regulatory authorities @and EC representatives will be gr3
ccess to the subject's medical records;

statement whereby the subject provides:thie name of a person to be contacted by t
investigator in case the subject cannot be reached for follow-up.

INOTE National requirements regarding personal data protection can apply.

Clinical inyestigation planning

General

med consent

's questions

ere answered, that the subject acknowledges the information¢previded during the informed

statement confirming that the subject or his/her legally désignated representative agrees to the

agrees that
inted direct

he principal

and medical
relevant, all

qualified by

ppropriately

(see 9.2.1).

The sponsor shall have access to medical expertise relevant to the clinical investigation.

NOTE Medical expertise is provided by a person qualified by education, training, and exper
readily available to advise on the clinical investigation, and related medical questions or problems. If necessary,
outside consultant(s) can be available for this purpose.

© IS0 2020 - All rights reserved
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6.2 Risk management

6.2.1 General

The decision to embark upon or continue a clinical investigation of an investigational medical device
requires that the residual risk(s), as identified in the risk analysis, as well as risk(s) to the subject
associated with the clinical procedure including follow-up procedures required by the CIP be balanced

against the anticipated benefits to the subjects.

Risk management activities shall be performed throughout the clinical investigation (see Figure H.1).

For both th
process (seg
a risk asses
exceeded (s

6.2.2 Inve

Risks assoc
in accordan
risk assessn
medical and

A summary
documents.
(occurrence]
for use. The
subject safe

The CIP shaj
ratio (see A

All anticipat

Where the
consideratid

Finvestigationat device inctuding chnicat procedure (5e€ 6.2-2) and ctnical investy
6.2.3), the sponsor shall predefine or establish risk acceptability thresholds and‘tr
sment to determine whether actions are needed as soon as thresholds arereache
pe Annex H).

pstigational device including clinical procedure risks and their disclosure

ated with the investigational device and its related clinical procedure shall be estin
ce with [SO 14971 prior to design and conduct of a clinical investigation (see Annex H)
nent shall include or refer to an objective review of published and available unpubl
scientific data.

of the benefit-risk analysis shall be disclosed ingsthe relevant clinical investig
The residual risk, including the characterization.of their nature (hazards), incid
, severity and outcome (harms) shall be disclosed’in the IB (see B.5) and the instruc
level of detail necessary shall be determined by«the sponsor and managed in the intert
Ly

[l include all anticipated adverse device effects and a rationale for the related benefi
).

ed adverse device effects shall be'disclosed in the informed consent form (see 5.8.4).

risk management report’s ‘conclusions require training on the investigational de
n should be made by thesponsor about the extent of the training (e.g. animal m

cadaver training, support to users thnoughout the clinical investigation).

6.2.3 (Clin

Risk manag
investigatio

The sponso}
ensure the {
investigatio

ical investigation.process

hs, in orderite ensure the reliability of the clinical data generated and the safety of sub

" shall identify, assess and control risks associated with clinical investigation procesg

tion

gger
ed or

1ated
. The
shed

htion
ence
tions
pst of

-risk

vice,
odel,

ement pringiples shall be applied to both the planning and the conduct of clinical

ects.

es to

pthical and scientific conduct of the clinical investigation and the credibility of the cl
h results.

ilnical

Clinical risks related to the clinical procedures, including follow-up procedures required by the CIP
other than those related to the medical device, shall be identified from the literature review. Their
disclosure in the CIP and if applicable, the informed consent, shall also be determined by the sponsor
and managed in the interest of subject safety.

Risk control measures should be considered at both the clinical quality management system level (e.g.
standard operating procedures, computerized systems, personnel) and clinical investigation planning
and conduct (e.g. clinical investigation design, data collection, informed consent process).
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6.3 Justification for the design of the clinical investigation

The justification for the design of the clinical investigation shall be based on the evaluation of pre-
clinical data and the results of a clinical evaluation (see References [6] and [9]) and shall be aligned
with the results of the risk assessment.

The clinical evaluation includes an assessment and analysis of clinical data concerning clinical
performance, effectiveness or safety of the investigational device or similar devices or therapies.
The evaluation shall be relevant to the intended purpose and the proposed method of use of the
investigational device or similar devices or therapies. This is a scientific activity that shall be done with
rigour and objectivity according to scientific standards (see References [6] and [9]).

The results of the clinical evaluation and the risk assessment shall be used to determjrethe required
clini¢al development stages (see Annex 1) and justify the optimal design of the clinical investigation. They
shallfalso help identify relevant endpoints and confounding factors to be taken into consideration and
serv¢ to justify the choice of control group(s) and if applicable, comparator(s), thé-ise of randomization
or blinding, and other methods to minimize bias.

The ¢linical investigation shall be designed to evaluate whether the investigational devicg is suitable
for the purpose(s) and the population(s) for which it is intended. It shall-be designed in such a way as to
ensufe that the results obtained have clinical relevance and scientific validity and addresg the clinical
invegtigation objectives, in particular the benefit-risk profile of the investigational device.

Several factors are important when designing any medical device clinical investigatiop, including
genefal considerations of sources of bias and bias minimization, as well as specific considerations
related to clinical investigation objectives, subject selection, subject endpoint(s), stratification,
invegtigation site selection, and comparative clinical in¥éstigation designs (see A.6 and A.7).

The ¢linical investigation should be designed to,allow confirmation of the benefit-risk anplysis of the
invegtigational device as outlined in the risk mahagement report.

NOTE1 The need to conduct a clinical investigation to meet regulatory requirements can be determined by
the applicable national regulations.

NOTE 2  The requirements for clinical evaluation can be the subject of national regulations (see References [5]
and [B]).

NOTE 3  Further informative reading can be found in References [9], [10], and [13].

6.4 | Clinical investigation plan (CIP)
The CIP shall include‘the information specified in Annex A.

The CIP shalKclearly outline the objectives of the clinical investigation. The proposed dedign shall be
adeqfately justified based on scientific and ethical principles. The objective(s) of the ihvestigation

detefmine(s) whether an exploratory or a confirmatory design is appropriate to ascertpin that the
objegtives of the clinical investigation can be reached.

The CIP and all subsequent amendments to the CIP are prepared by the sponsor in consultation with
the biostatistician when relevant, agreed upon between the sponsor and the coordinating investigator
and accepted by all principal investigators, and are recorded with a justification for each amendment.

6.5 Investigator's brochure (IB)

The purpose of the IB is to provide the principal investigator and the investigation site team with
sufficient safety or performance data from pre-clinical investigations or clinical investigations to
justify human exposure to the investigational device specified in the CIP. The IB shall be updated
throughout the course of the clinical investigation as significant new information becomes available
(e.g. a significant change in risk). In case of an investigational device design change that can occur
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ourse of the clinical investigation, the IB shall be updated and provide a justification for the

change including an update of the risk management section of the IB, if required.

The principal investigator(s) shall acknowledge the receipt of the IB and all subsequent amendments in

writing and

The IB shall

shall keep all its information confidential.

include the information specified in Annex B.

6.6 Case report forms (CRFs)

The CRFs shall be developed to capture the data for each enrolled subject as required by the CIP. The

CRFs shall i
the clinical

CRFs complg
for accurate)
investigatio

A procedurs
review the (

6.7 Moni

The sponsg
investigatio
the strategy
the investig
complexity,
deviation fr

NOTE1 M
subject to naf

NOTE2 A
contact with
accountabilit

In general,

monitoring
circumstan
such as inv
communicat

shall ensurd
defined and

investigation, exposure to the investigational device and any other therapies (see A1ng

rse of
x C).

btion guidelines can also be developed to provide instructions to the investigation site feam
completion, correction and signature of CRFs along with expectations on handling clinical
h deviations and unknown data, thus reducing the need of sponsor data queries.

shall be in place to ensure, that when it is necessary to amend the GIP, the sponsor |shall

RFs to determine if an amendment of these documents is also necessary.

toring plan

r shall determine the extent and nature of monitoring appropriate for the clinical
h based on the risk assessment (see 6.2). The extent and-hature of the monitoring, inclyding
 for source data verification versus centralized data review (evaluation without vigiting
htion site), subject protection and timely reporting, shall be based on the objective, dgsign,
size, critical data points and endpoints of the clinical investigation and the degrge of
bm normal clinical practice - risk-based mofiitoring.

bnitoring methods can differ between countries and arrangements for source data verificatidn are

ional or regional regulations regarding personal data protection.

mote
evice

tivities of centralized monitoring can include, but are not limited to, examining data quality, rg
the investigation site, EC renewals, adverse event review, DMC review, and investigational d

.

fhere is a need for on-Site monitoring throughout the clinical investigation. Centralli

The sponso

reporting, that u

SRR g aht g 2 £3 ahd . event
nanticipated adverse device effects are identified and investigated rapidly so that,

where necessary, additional risk control measures can be implemented (see 7.4.4).

Results of the risk assessment shall be used to develop a risk-based monitoring plan and a supporting
rationale. The monitoring plan shall describe:

a)

the risks associated with the clinical investigation (see 6.2.3) and adequate information on relevant

risk control measures;

b)

the processes that need to be monitored including data that is required to be verified in source

documents;

c)

the monitoring methods (on-site, a combination of on-site and where justified, centralized

monitoring, as appropriate);
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d) the responsibilities;

e)
f)

the procedures and requirements for the investigation’s oversight;

the methods for documenting and communicating monitoring results;

g) the methods for obtaining compliance;

h) the process for escalation in case of continuous or egregious non-compliance;

i)

those aspects of the clinical investigation which need special attention because if performed

incorrectly or inadequately, would compromise the protection of human subjects or the integrity of

1

j)

The
clini

6.8

The 4
to st
pring

The
invey
sites

Prior
adeq|
repo

NOTH

princ

6.9

Ther
and

resp
signg

The
shar

6.10

he data;
he special requirements regarding personal data protection.

monitoring plan shall be tailored according to the stage of clinical developihent and|
fal investigation (see Reference [11]).

Investigation site selection

ponsor shall identify criteria necessary for the successful conduet of the clinical invest
hrt of the site qualification process, including the facilities required at the clinical inves
ipal investigator’s qualification and the type of environmeént (e.g. hospital versus hom

nvestigation site’s facilities should be similar to the fagilities required for the intendg
tigational device(s), although additional equipment,and capabilities may be needed ati
during the clinical investigation to ensure that the hecessary safety precautions are a

uacy of the investigation site(s) shall be verified and documented in an investigation s
Ft. The rationale for selecting an investigation site shall be documented.

Investigation site selection rationale can be based on prior experience of the spon|
ipal investigator or the investigation site.

Agreement(s)

e shall be an agreemént between the sponsor and the principal investigator(s)/investig
hny other relevant-parties (e.g. investigators, CRO(s), and core laboratories), which
bnsibilities of eaely party in the clinical investigation. All agreements shall be recorde
d, and dated-byall parties involved.

hgreemeft)shall identify instances where, by participating in a clinical investigation
e regulatory responsibilities with the sponsor.

the type of

gation prior
rigation site,
e-based).

d use of the
hvestigation
railable.

to the initiation of the clinical investigationythe qualifications of the principal investigator(s) and

ite selection

sor with the

ation site(s)
defines the
1 in writing,

the parties

Labelling

The investigational device, the instructions for use, or the packaging shall indicate that the investigational
device is exclusively for use in a clinical investigation, unless this is not required (see .7).

NOTE

6.11 Data monitoring committee (DMC)

The sponsor shall consider establishing a DMC prior to starting the clinical investigation.

See ISO 15223-1 and national or regional regulations for further information on labelling.

The decision to establish a DMC shall be guided by the risk assessment, taking into account both the
risks associated with the use of the investigational device and the risks associated with subject's
participation in the clinical investigation.
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The primary function of the DMC shall be described in the CIP.

The sponsor or DMC shall establish a Charter to document the following but not limited to:

the responsibilities and scope of activities of the DMC;

uency, format, and documentation of meetings;

ments for handling emergency situations.

a)

b) the freq
c) arrange
NOTE

7 Clinica?
7.1 Gene

The clinical

The clinical
and, if requ
taking placd

The sponso
consideratid
and the invd

7.2

An initiatior
be conducte
(see 9.2.4.4)
authorisatiag

NOTE D¢
can be perfor

7.3

The conduc
and 9.2.4).

The results

7.4 Adve

Investigation site initiation

Investigation site monitering

1] investigation conduct

ral
investigation shall be conducted in accordance with the CIP.

investigation shall not commence until written approval/favourable)opinion from th
red, the relevant regulatory authority of the countries where the-clinical investigati
has been received.

" shall ensure ongoing risk management throughout the €linical investigation taking
n all aspects related to the investigational device, clinicdl procedures required by th
stigation process (see 6.2 and 7.4.4).

| visit for each participating investigation sité’or, alternatively, an investigator meeting
d and documented by the sponsor or menitor at the beginning of the clinical investig
. A log shall be initiated identifying names, initials, signatures, functions, and desigr
ns for the principal investigator and members of the investigation site team.

bpending on the type and complexity of the clinical investigation, and its associated risks, site init
med by a telephone call or other communication, as specified in the risk-based monitoring plan.

of the clinical investigation shall be monitored according to the monitoring plan (s¢

bf all monitering activities (on-site [see 9.2.4.7] and centralized) shall be documented.

'seevents and device deficiencies

For further information on establishment of a DMC and contents of the Charter, see Reference [16].

e EC
on is

into
b CIP,

shall
htion
1ated

ation

‘.0\

%)
N

7.4.1 Signals requiring immediate action

Signals from adverse events or device deficiencies that might indicate a serious health threat can be

detected by

either the sponsor or principal investigator but are evaluated by the sponsor.

Any occurrence of a serious health threat can require a specific reporting process according to
regulatory requirements as specified in 9.2.5.
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7.4.2 Adverse events

All adverse events and any new information concerning these events shall be documented in a timely
manner throughout the clinical investigation and shall be reported as specified in 9.2.5 and 10.8 (for
adverse event categorization, see Annex F).

NOTE1 This includes adverse events identified in the CIP as critical to the evaluation of the results of the
clinical investigation.

NOTE 2  Adverse events associated with users or other persons can be documented separate from adverse
events associated with the subject, taking into account the data privacy regulations (see 7.7).

NOTHE 3  Certain national regulations can apply to reporting of adverse events during post-mprket clinical
invesftigations.

All alverse events shall be reported in an interim or final report of the clinical investigatiof.

7.4.3 Device deficiencies

All device deficiencies of an investigational device shall be documented throughout [the clinical
invegtigation and managed by the sponsor in accordance with written“procedures for the control of
a nopn-conforming product. The sponsor shall take, where applicable, appropriate corrective and
preventive actions to protect the safety of subjects, users, and other persons. Device deficigncies of the
comparator, if applicable, shall be documented.

The $ponsor shall arrange for the safe return of the investigational device that is related tp the device
defidiency (see 7.9).

Devipe deficiencies that did not lead to an adverse event but could have led to a seripus adverse
devige effect

a) if either suitable action had not been taken,
b) if intervention had not been made;.ek
c) if circumstances had been less fortunate,

shall| be reported as specified.in 9.2.5 and 10.8. Where applicable, the analysis of used qr explanted
invegtigational devices shall'be included as supportive information.

7.4.4 Risk assessment process for potentially unacceptable risks
Risk$ arising duringthe course of a clinical investigation shall be managed as follows (see Figure H.1).

a) Any person identifying an event or information that could have an impact on subjects’, users’ or
otheripersons’ safety, has an obligation to inform the principal investigator and the spopsor of their
¢oncerns.

b) Risks are monitored against established risk acceptability thresholds.

c¢) When circumstances of concern have been recognized, a preliminary risk analysis shall be
performed by the sponsor in consultation with the principal investigator and, if appropriate, other
advisors. The preliminary risk analysis can lead to the following outcomes.

1) The new information is adequately reflected in the existing risk assessment and the individual
and overall residual risks to subjects, users, or other persons remain acceptable. The sponsor
shall ensure that a rationale for this is recorded in the clinical investigation documentation.

2) Where possible, unacceptable risk or serious health threat has been identified, the sponsor
shall suspend the clinical investigation immediately and the preliminary risk analysis shall
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be documented and notified to the interested parties as required in 8.2.1, while further

investigation is conducted.

d) Where a preliminary risk analysis has resulted in the recognition of the possibility of an

unacceptable risk, the sponsor shall make appropriate arrangements for a comprehensive

risk

assessment in compliance with ISO 14971. Where appropriate, a DMC or expert advisors should

provide input into or conduct the risk assessment (see 8.2.1).

e) The comprehensive risk assessment can lead to the following outcomes.

1) The new information is adequately reflected in the existing risk assessment and individual

and
shall ensure that a rationale for this is recorded in the clinical investigation documentatio
necgssary activities are performed before resuming the clinical investigation (see 8.2.2).

2) CorJrective actions can be applied, including the following options:

i) [if the corrective actions do not affect the validity of the clinical investigation, the spq
shall revise the benefit-risk analysis to justify continuation of the-clinical investigd
perform necessary activities before resuming the clinical investigation (see 8.2.2)
Figure H.1 for impact on clinical investigation documents;

and

nsor
tion;
; see

ii) [if the corrective actions affect the validity of the clinieal investigation, the clinical

investigation shall be terminated.

3) Ifcorrective actions cannot be applied, the clinical investigation shall be terminated.
7.5 Clinig¢al investigation documents and documentation

7.5.1 Amendments

The IB, CIP, CRFs, informed consent form and othier subject information, or other clinical investig
documents juch as instructions for use shall be:ammended as needed throughout the clinical investig
in accordan¢e with written procedures for the' control of documents and document changes.

Documentafion of changes shall includée:a description of the changes, justification of the changej
their potentjial impact on the performance, effectiveness, safety or other endpoints, and identific
of the affected documents.

Proposed ajnendments to the €IP shall be reviewed and approved by the same parties as specifi
6.4, unless gpecifically desighated otherwise. The amendments to the CIP and the subject's info
consent forin shall be netified to, or approved by, the EC and regulatory authorities, if required
5.6.4). The viersion number and date of amendments shall be documented.

If the amendmentimpacts the integrity of the clinical investigation, the data collected before and
the amendnpent shall be analysed statistically to assess the effect of the amendment on perform

htion
htion

and
htion

ed in
‘med
(see

after
hnce,

effectivene

7.5.2 Subject identification log

Each investigation site shall maintain a log of all the subjects enrolled in the clinical investigation,
assigning an identification code linked to their names, alternative subject identification or contact

information.

NOTE Depending on the clinical investigation design, a log can be maintained at the investigation site that

identifies everyone who has been pre-screened for potential enrolment in the clinical investigation.
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7.5.3 Source documents

Source documents shall be created and maintained by the investigation site team throughout the
clinical investigation. The type and location of these source documents shall be documented.

7.6 Additional members of the investigation site team

New members of the investigation site team may be added from time to time at new or existing sites.
New personnel should only start their assignment after receiving adequate training in the clinical
investigation requirements and this training shall be documented. The names, initials, signatures,

functions, and designated authorisations of new personnel shall be documented.

NOTH
of th
train

7.7

Conf
inves

The |

when publishing any data.

The
after
As ré
sour
the ¢

7.8

7.8.1

All d
cont}
shall
invey

The
data
sour
site

EC approval of new members of the investigation site team can be required befone)co
bir responsibilities, in addition to internal site documentation of these responsibilities _and

ng.

Subject privacy and confidentiality of data

dentiality of data shall be observed by all parties involved at all times throughout]
tigation. All data shall be secured against unauthorized access.

privacy of each subject and confidentiality of his/her informétion shall be preserved in

principal investigator or investigation site shall proyide direct access to source data
the clinical investigation for monitoring, audits, EC review and regulatory authority
quired, the principal investigator or investigatiofn-site shall obtain permission for dir
e documents from the subject, hospital administration and regulatory authorities bef
linical investigation.

Document and data control

Traceability of documents and data

pcuments and data shall be'produced and maintained in a way that ensures reliabili
‘ol and traceability. All'doCuments, and subsequent versions, related to a clinical i
be identifiable, traceable and appropriately stored to provide a complete history of
tigation. Where releyant, the accuracy of translations shall be guaranteed and docum

nvestigator shall'ensure the accuracy, attribution, completeness, legibility and time
reported to the sponsor on the CRFs and in all required reports. All copies of the retai
re documaents shall be certified, as indicated by a dated signature by a member of the i
feam unless generated through a validated process. Special requirements should b

mmencement
new member

the clinical

reports and

during and
inspections.
bct access to
ore starting

Ly, integrity,
hvestigation
the clinical
bnted.

iness of the

ned original

hvestigation
e applied to

the d
trace

apture, review and retention of electronic source data, to ensure reliability, quality, iptegrity and

ability (see Reference [12]).

If assignment to a treatment group is blinded/masked in any way, it shall be safeguarded throughout the
clinical investigation, including data entry and processing. Written procedures for decoding blinded/
masked clinical investigations shall be followed.

7.8.2 Recording of data

The data reported on the CRFs shall be derived from source documents and be consistent with these
source documents, and any discrepancies shall be explained in writing. The CIP shall specify which
data can be recorded directly in the CRFs.

NOTE1 The acceptance of direct entry of source data in the CRF can be subject to a hospital’s specific
documentation requirements.
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NOTE 2  Data that can be directly recorded in the CRFs can also be documented in the monitoring plan.

The CRFs shall be signed and dated by the principal investigator or his/her authorized designee(s). Any
change or correction to data reported on a CRF shall be dated, initialled and explained if necessary, and
shall not obscure the original entry (i.e. an audit trail shall be maintained); this applies to both written
and electronic changes or corrections.

The sponsor shall:

a)

7.8.3 Ele¢tronic clinical data systems

provide guidance to the principal investigators or his/her authorized designee on making such
corrections; the sponsor shall have written procedures to ensure that changes or correctlons in
CRFs are do cipal
investigator or hls/her authorlzed de51gnee records of the changes and corrections shall be
maintained,

ensure that it is possible to compare the original data and observations with the proeessed dgta, if
data ar¢ transformed during processing;

use an inambiguous subject identification code that allows identification of.all*the data rep;])rted
for each subject. The link between the code and each subject shall be retained by the principal
investigator in a secure location.

Validation of electronic clinical data systems is necessary in order to.evaluate the authenticity, accuracy,
reliability, apd consistent intended performance of the data system from design until decommissigning

of the systein or transition to a new system.

These requirements are applicable to any electronic records as defined in 3.21, including electfonic
CRFs, electronic systems used for entering and processing data from paper CRFs received from|sites

and other electronic systems required in the clinicalinvestigation.

When electronic clinical databases or electromi¢ clinical data systems are used, written procedures

shall be impllemented to

a)

b)

g)

h)

26

describg¢ system validation and {unctionality testing, data collection and handling, syjstem
maintenance, system security measures, change control, data backup, recovery, contingency
planning, and decommissioning,

establish and document\réquirements for the electronic clinical data system to receive and
process{data,

verify and validate’ that the requirements for the electronic clinical data system cap be
consistently met,

ensure attributability, completeness, reliability, consistency, and logic of the data entered,

£ +
ensure aEccHracy-otrreports;

ensure that data changes are documented and that there is no deletion of entered data, i.e. maintain
an audit trail, data trail and edit trail,

NOTE National regulations on data protection can require deletion.

maintain a security system that prevents unauthorized access to the data, both internally and
externally,

maintain a list of individuals who have access to the electronic data system as well as the dates of
access, privileges granted to each user and removal of access,

ensure the accuracy and completeness of the data reported to the sponsor in the CRFs by
implementing a signature by the principal investigator or authorized designee,
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maintain adequate backup, retention and retrievability of the data,

train users on the use of the system, and

safeguard the blinding, if any (e.g. maintain blinding during data entry, and processing).

Investigational device accountability

Access to investigational devices shall be controlled and the investigational devices shall be used only
in the clinical investigation and according to the CIP.

ship

have

nent of investigational devices to the investigation sites until return or disposal. Thes
instructions in place and make packaging materials available, if applicable, for the/sq

dispgsal of investigational devices, including potentially hazardous devices. The prineipal

or an

a)
b)

‘)
d)
e)
f)
g)
h)

Writ

7.10

All
inve

Ifas

inve
his/

safet

NOT

authorized designee shall keep records documenting the following:
name(s) of person(s) who received, used, returned, or disposed of the device;

the date of receipt, identification, and quantity of each investigatiofial-device (batch ny
number or unique code);

the expiry date, if applicable;

the date or dates of use;

q

gubject identification;
date on which the investigational device was returned/explanted from subject, if appli
1

1

q

he date and documentation of disposal of the investigational devices as per instrug
ponsor, if applicable.

Len procedures shall be established for the entire process of device accountability.

Accounting for subjects
dubjects enrolled inthe clinical investigation (including those withdrawn from
gtigation or lost to-follow-up) shall be accounted for and documented.

ubject discofitifiues participation in the clinical investigation, the reason(s) shall be rg

ler statiis/condition including information about device clinical performance, effe

evices from
ponsor shall
fe return or
investigator

mber/serial

rable;

he date of return of unused, expired, or malfunctioning investigational devices, if applicable;

tions of the

the clinical

corded. The

tigator can(use existing data and ask for the subject's permission to collect follow-up data about

rtiveness or

y. [fpermission is obtained, the relevant data shall be included in the clinical investigation report.

H The collection of Fnllnw-np data from discontinued cnhjpr‘fc can he cnhjprf tonational re

ulations.

7.11 Auditing

Audits of the clinical investigation may be conducted to evaluate compliance with the CIP, written
procedures, this document and the applicable regulatory requirements (see Annex J). These audits may
cover all involved parties, systems, processes, and facilities, and are independent of, and separate from
quality control functions or routine monitoring.

An audit can be used

a)
b)

as a routine part of the sponsor's quality assurance,

to assess the effectiveness of the monitoring activity,

© IS0 2020 - All rights reserved

27


https://standardsiso.com/api/?name=41ef7260450bb898ef67e71a92db9577

ISO 14155:2020(E)

c¢) whenever there are serious or repeated CIP deviations or suspicion of fraud,

d) to bring an investigation site into “inspection readiness” (i.e. to prepare the investigation site for a
potential regulatory inspection),

e) when requested or suggested by a regulatory authority.

The auditors shall be qualified by training and experience to conduct audits and shall be independent of
the clinical investigation.

The auditing of clinical investigation systems and processes shall be conducted in accordance with
written procedures or specific plan on what to audit, how to audit, the frequency of audits, and the form

and content

The audit pl
clinical invd

the clinical investigation, the level of risk to the subjects and any identified problem(s);

The audit r¢
certificate s

8 Suspel

8.1 Comy

The comple
subject and
concluded 4

NOTE Caompletion of a clinical investigation can alse:be referred to as the end of a clinical investigation.
8.2 Suspension or premature termination of the clinical investigation
8.2.1 Profredure for suspension or premature termination

The sponso
investigatio
when recom

A principal
participatio

If suspicion
investigatio

of audit reports and audit certificates.

an or procedures for a clinical investigation audit shall be guided by the impontance
stigation, the number of subjects in the clinical investigation, the type and¢eomplex

bsults shall be documented and communicated to relevant parties. If ‘applicable, an
hall be kept in the sponsor files.

hsion, termination, and close-out of the clinical investigation

)letion of the clinical investigation

fion of a clinical investigation shall be deemed tg’coincide with the last visit of thg
when follow-up is complete for the clinical investigation, whether the clinical investig

I may suspend or prématurely terminate either a clinical investigation at an indiv
h site or the entiré-clinical investigation for significant and documented reasons, su
mended by the DMC.

investigatof, EC, or regulatory authority may suspend or prematurely term
h in a clidical investigation at the investigation sites for which they are responsible.

h/or when so instructed by the EC or regulatory authorities, the sponsor shall suspen

f the
ty of

hudit

last
htion

ccording to the pre-specified clinical investigation plan or was terminated prematirely,
unless another point in time for such end is set out in the-Clinical investigation plan.

idual
ch as

Inate

bf an Unacceptable risk, including serious health threat to subjects, arises during the clinical

d the

clinical inve
an unaccept

tigatiuu whitetheriskisassessed:The Spomnsot shattterminatethectinicat iuvcatigat
able risk which cannot be controlled is confirmed (see 7.4.4 and Figure H.1).

on if

The sponsor shall consider terminating or suspending the participation of a particular investigation
site or investigator in the clinical investigation if monitoring or auditing identifies serious or repeated
deviations on the part of an investigator.

If suspension or premature termination occurs, the terminating party shall justify its decision in
writing and promptly inform the other parties with whom they are in direct communication.

NOTE1 The usual lines of communication are sponsor <-> principal investigator or sponsor <-> EC and
sponsor <->regulatory authority.

The principal investigator and sponsor shall keep each other informed of any communication received
from either the EC or the regulatory authority.
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If, for any reason, the sponsor suspends or prematurely terminates the investigation at an individual
investigation site, the sponsor shall inform the responsible regulatory authority as appropriate and
ensure that the EC is notified, either by the principal investigator or by the sponsor. If the suspension or
premature termination was in the interest of safety (see 7.4.4 and Figure H.1) the sponsor shall inform
all other principal investigators.

If suspension or premature termination occurs,

a) the sponsor shall remain responsible for providing resources to fulfil the obligations for following
up the subjects enrolled in the clinical investigation, and

b)

NOTE 2  The method and the timing of this communication depends on the circumstances;the pe
and rjational regulations.

All a

8.2.2 Procedure for resuming the clinical investigation after temporary suspension

Whe

is/her investigation site, if appropriate.

rtivities listed in 8.3 shall also be conducted.

| subjects at

rceived risks,

h the sponsor concludes an analysis of the reason(s) for the suspension, implements the necessary

corrective actions, and decides to lift the temporary suspension;.the sponsor shall inform the principal

invegtigators, the ECs, and, where appropriate, the regulatory dauthority of the rationale
then] with the relevant data supporting this decision.

NOTH
spon

Conc
clini

If su
shall

8.3

Rout|

complete, all documents. heleded for the sponsor's files are retrieved, remaining clinical i

mate

a)

or <->regulatory authority.

urrence shall be obtained from the ECs and¢where appropriate, regulatory authoritig
fal investigation resumes.

bjects have been informed of the stispension, the principal investigator, or authoriz
inform them of the reasons for resumption.

Routine close-out

ine close-out activities shall be conducted to ensure that the principal investigator's

rials are disposed\of/ previously identified issues have been resolved, and all parties a
[ompleting the'wvecords includes ensuring that
) all essential documents are complete and up to date,

) lYCRFs are completed,

The usual lines of communication are sponsorgs-> principal investigator or sponsof

and provide

<-> EC and

s before the

ed designee

records are
hvestigation
re notified.

) o
7 ™

4) the current status of all ongoing adverse events is documented,

5) arrangements are made for archiving and record retention, and

6) documenting disposition of any:

© ISO

i) investigational devices;

ii) remaining samples (e.g. blood or tissue);
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other clinical investigation materials.

b) Notification includes:

1) notification to EC;

2) notification to regulatory authorities, if required;

NOTE Certain national regulations can also require this to be done within specific timelines.

3) notification of clinical investigation completion in publicly accessible database (see 5.4).

8.4 Clinic

After close-
even if the
include the i

NOTE1 N
reporting.
a) The clin
b) The cliy
method
togethe
clinical
c) Theres
CRFs ajf
shall be
d) The cliy
for all s
publish
e) The cliy

applicable, and all principal investigators for review and comment. The sponsor shall mai
confirming that the clinical investigation report has been provided for review. If a reviewer

records
does nd
recorde

f) The spd
their ag|

is appointed, the.signature of the principal investigator(s) shall be obtained.

g) The clin

ral investigation report

Clinical investigation was terminated prematurely. The clinical investigationyreport
nformation specified in Annex D.

htional regulations can apply to the requirements of the clinical investigation report completio|

ical investigation report shall be in written form.

ical investigation report shall include identification of theydevice(s), a description o
plogy and design of the clinical investigation, any deviations from the CIP, data ang
 with any statistics, and a critical appraisal of the results compared to the objectives ¢
investigation.

11ts reported in the clinical investigation report shall be derived from data reported o
d other applicable data capture methods,ip;a repeatable and traceable manner. Req
kept demonstrating this.

ical investigation report shall take intoaccount the data from each investigation sitg

bd results.

lical investigation report shall be made available to the coordinating investigator w

t agree with all or.part of the clinical investigation report, his/her comments shg
d and communicated to the other principal investigators.

nsor and coordinating investigator shall be asked to provide their signatures, indic
reement with the content of the clinical investigation report. If no coordinating investi

icdlinvestigation report shall be provided to the EC(s) and regulatory authorities.

put of the clinical investigation, a report of the clinical investigation shall be completed,

shall

n and

f the

lysis
fthe

n the
ords

» and

bjects. No subject shall be identifiable either from the clinical investigation report or the

rhere
ntain

11 be

ating
bator

h) The results of the clinical investigation shall be entered in a publicly accessible database where
the clinical investigation was registered (see 5.4) and published whether positive, inconclusive or
negative, to help guide future research, device development and medical treatment.

NOTE 2  Further guidance on the content of the clinical investigation report is given in Annex D.

8.5 Risk assessment and conclusions

A formal review of risk information should be carried out upon completion of the clinical investigation
(see D.8) and fed into the risk analysis and clinical evaluation with an update of the benefit-risk

conclusions
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8.6 Document retention

The sponsor and principal investigator shall maintain the clinical investigation documents. They shall
take measures to prevent accidental or premature destruction of these documents. The principal
investigator or sponsor may transfer custody of records to another person/party and document the
transfer at the investigation site or at the sponsor's facility.

NOTE A list of essential clinical investigation documents to be maintained in sponsor and investigation site
files is given in Annex E.

Clinical investigation documents, including but not limited to CIP, IB, CRF and clinical investigation
repo i i i i i the quality
management system of the manufacturer. For sponsor-investigator initiated clinical investigations, this
should be applied to the extent possible.

9 Responsibilities of the sponsor

9.1 | Clinical quality management

Qualjty management principles shall apply to the processes of the, clinical investigation to ensure
that [the clinical investigation is designed, conducted, and momuitored, and that data ar¢ generated,
docujmented, recorded, evaluated, and reported in compliaice with this document, the CIP, any
subsgquent amendment(s), and any other applicable standards and in accordance with regulatory
requjrements. The sponsor shall

a) ];nplement and maintain written clinical quality procedures,
b) aintain records to document the compliance-of all parties involved in the clinical inv¢stigation,
c) ¢énsure that the auditing requirements of7.11 are met, if applicable, and

d) justify and document significant exceptions to the requirements of this document (se¢ Annex I for
¢xamples of exemptions).

Clinical quality procedures can'be integrated in the applicable sections of the spongor's overall
qualjty system.

NOTH For further inforimation, see ISO 13485 or equivalent regulatory requirements.
9.2 | Clinical investigation planning and conduct

9.2.1 Selection and training of clinical personnel

Prioff to ecommencement of the clinical investigation, the sponsor shall

a) defihe establish and allocate all the roles and responsibilities related to the clinical investigation
in one or more written agreements, as defined in 6.9,
b) select a local representative if the sponsor is not resident in the country (countries) in which the

clinical investigation is to be carried out, who acts as the sponsor fulfilling responsibilities of the
sponsor in that country (those countries),

NOTE National or regional regulations can apply to the requirements of local representative selection.
c) selectappropriately qualified principal investigators, as outlined in 6.8 and 10.2,
d) selecta coordinating investigator, if appropriate, as in the case of a multicentre investigation,

e) receive disclosures of conflict of interest from principal investigators and investigators,
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f)

g)

h)

j)

k)

9.2.2 Preparation of documents and materials

Prior to comjmencement of the clinical investigation, the sponsor shall

a)

b)

f)

32

ensure the members of the investigation site team and their designated authorization(s) are
identified in a log with details, as defined in 7.2,

designate or appoint one or more monitors, who are independent from the investigation site(s), or
otherwise assume the responsibilities of the monitor(s),

ensure documentation and verification of training, experience, and scientific or clinical knowledge
for all the relevant parties involved in order to adequately conduct the clinical investigation,
including training, on

1) the use of the investigational device(s) and where relevant the comparator,

2) devjice accountability procedures (see 7.9),

3) IB,
4) CIP
5) CRHs,

6) the|written informed consent form and process as well as other written information proyided
to subjects, and

7) spopsor's written procedures, this document and applicable regtlatory requirements;

ensure that, in multicentre investigations, all investigators and.all other parties involved are given
instructions on uniformly assessing and documenting clinical.and laboratory findings,

ensure that any clinical investigation-related activitiesinvolving potential contact with subjjects
and sponsor representative(s) at the investigation sitefs) are described in the CIP and the informed
consent{form, and that these activities occur in suchiéd way that they do not bias the data integrity,

NOTE Individuals such as monitors, field engineers, or product specialists, who provide technical
expertisp in the implementation of the clinical investigation, are examples of sponsor representatives.

considef the need for a DMC and, if apprepriate, establish the committee.

prepareg the documentsfas described in Clauses 5, 6, and 7, and ensure they are approved by the
relevant persons by dated signature; if required, copies shall be provided to all parties invdlved,
and datgd signatures.obtained as appropriate,

ensure the accuracy of the translation, where relevant,

ensure fthat'a supply of investigational devices, as characterized in 7.9, is available in a tij
manner—ferthe-echntealinvestigationinvestigational-devices shall rot be madeaval
principal investigator until all requirements to start the clinical investigation are met,

establish a procedure assuring device accountability, which enables the immediate identification
and where necessary, the recall of devices used in the clinical investigation,

provide insurance covering the cost of treatment of subjects in the event of clinical investigation-
related injuries, if applicable,

NOTE Certain national or local regulations can apply.

document any financial arrangements between the principal investigator or the investigation site
and the sponsor,
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g) submit any required application(s) to begin the clinical investigation in a given country to the
appropriate regulatory authority (authorities) for review, acceptance or permission,

h) ensure that EC's approval/favourable opinion is obtained and documented, and that appropriate
provisions are made to meet any conditions imposed by the EC,

i) ensure that any modification(s) required by the EC or regulatory authority are made and
documented by the principal investigator and have gained the approval/favourable opinion of the
EC or regulatory authority,

j) register the information of the clinical investigation in a publicly accessible database prior to

9.2.3

recruitment of the first subject (see 5 4)

Conduct of clinical investigation

The $ponsor shall be responsible for
a) 4ccountability of investigational devices throughout the clinical investigation,
b) documenting correspondence with all parties involved in the clinicalinvestigation, including ECs
nd regulatory authorities,
c) ensuring that the clinical investigation is appropriately mofitored by determining the extent and
ature of monitoring, including the strategy for source data verification, based on copsiderations
guch as the objective, design, complexity, size, critical data points and endpoints of| the clinical
investigation,
d) ¢nsuring that risk management activities are pexformed and documented (see 6.2 and [7.1),
e) feviewing the monitoring report(s) and following up any action(s) required in the| monitoring
feport(s) (see 9.2.4.7),
f) gaking prompt action to secure compliance with all clinical investigation requirements
g) performing and documenting root cause analysis and implementation of appropriate corrective
nd preventive action if noneompliance significantly affects or has the potential to $ignificantly
ffect subject protection orveliability of clinical investigation results,
h) gubmitting progress reports after the data integrity is confirmed, including safety symmary and
eviations, when requested, to all reviewing ECs and the regulatory authorities.
9.2.4 Monitoring
9.2.4.1 General
Monitoring shall be conducted according to the monitoring plan (see 6.7).

The purpose of clinical investigation monitoring is to verify that

a) therights, safety, and well-being of the human subjects are protected,

b) the reported data are accurate, complete, and verifiable from source documents, and

c) the conduct of the clinical investigation complies with the approved CIP, subsequent amendment(s),
this document, and the applicable regulatory requirement(s) and applicable requirements of the EC.

© ISO
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9.2.4.2 Qualifications of the monitor

Monitors shall be

a)

b)

<)

Training shall be documented in the sponsor’s files.

9.2.4.3 Agsessment of the investigation site

The monitor shall assess each investigation site to verify that the principal investigator has

a)
b)

c)

9.2.4.4 Injfitiation of the investigation site

qualified in the field of this document through training and experience as well as scientific or
clinical knowledge,

knowledgeable on the use of the investigational device(s) and relevant requirements, CIP, and
informed consent process (see 5.8),

trained on the sponsor's clinical quality management procedures relevant to monitoring activities
as well as any special procedures for monitoring a specific clinical investigation.

adequate qualifications,

adequate resources, including facilities, laboratories, equipment, and a qualified investigation
site tean,

access tp an adequate number of subjects.

The monitof shall initiate each investigation site in accordance with the monitoring plan to ensurg that

the princip4dl investigator and investigation site team

a)

b)

‘)
d)

have re¢eived and understood the requirements-and contents of
1) thelCIP,

2) thellB,

3) thelinformed consent form,

4) the|CRFs,

5) thelinstructions for'use,

6) any|written clinical investigation agreements, as appropriate,
have acgess tosah'adequate number of investigational devices,

have bepmtrained in the use of the investigational device,

are familiar with the responsibilities of the principal investigator, as described in Clause 10.

9.2.4.5 Routine monitoring visits

The monitor shall perform routine monitoring activities to verify that

a)

b)

34

compliance with the CIP, any subsequent amendment(s), this document and regulatory
requirements is maintained; deviations shall be discussed with the principal investigator(s) or
authorized designee, documented and reported to the sponsor,

only authorized members of the investigation site team, as described in 9.2.1 f), are participating in
the clinical investigation,
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f)

g)

h)

j)

k)

D)

p)

q)
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the investigational device and, where applicable, the comparator are used according to the CIP, IB
or instructions for use and that, where modifications are required to the device, its method of use,
or the CIP, these are reported to the sponsor,

investigation site resources, including laboratories, equipment and the investigation site team,
remain adequate throughout the duration of the clinical investigation,

the principal investigator continues to have access to an adequate number of subjects and
investigational devices,

signed and dated informed consent forms have been obtained from each subject or their legally

dpcignnfpd representative hefore any clinical invpcfignfinn-rp]nfpd prnrpdnrpc areun

ertaken,

gource documents including the documentation of type and location, and other clinicali
fecords are accurate, complete, up to date, stored, and maintained appropriately,)

[RFs and queries are complete, recorded in a timely manner, and consistentwith source
gnd are consistent with the requirements in the CIP,

dppropriate corrections, additions or deletions are made to the CREs;.dated, explained

make corrections, additions, or deletions to the CRFs,

yisits that the subjects fail to make, tests not conducted, of\examinations not performse
gubjects withdrawn (including reason if available) are appropriately reported on the C

4ll adverse events and device deficiencies are reported to the sponsor, and all seri
events and device deficiencies that could have ledt6’a serious adverse device effect areg
the sponsor without unjustified delay,

derious adverse events and device deficiencies that could have led to a serious adverse
gre reported to the EC and the regulatoryauthority, as required,

deviations (see 5.6.4 b)) are reported-to the EC and can also be reported to the regulato
INOTE National regulations can also apply.

the storage and investigational device accountability are correct, and the traceabilit]
Ibeing followed and documented in the investigator’s files,

41l required reports, notifications, applications, submissions and correspondence are
the investigator’s files and are accurate, complete, timely, legible, dated and identify
investigationy

aintendn¢é and calibration of the equipment relevant to the assessment of
investigation is appropriately performed and documented, where applicable,

urpent laboratory normal values, laboratory certifications, accreditations, or other va

hvestigation

documents,

if necessary

gnd initialled by the principal investigator or by his/her authorized designee; the monitor shall not

d, as well as
RFs,

pus adverse
reported to

Hevice effect

"y authority,

y process is

maintained
' the clinical

the clinical

idations are

presentin the investigator s Iile, 1f required,

subject withdrawal has been documented; the monitor shall discuss this with the principal
investigator or his/her authorized designee,

subject non-compliance with the requirements stated in the informed consent has been
documented; the monitor shall discuss this with the principal investigator or his/her authorized
designee,

the principal investigator and investigation site team are informed and knowledgeable of all
relevant document updates concerning the clinical investigation,

any corrective and preventive actions, as needed, have been implemented and are effective.
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9.2.4.6 Close-out activities

The monitor shall perform close-out activities as described in Clause 8.

9.2.4.7 Monitoring reports

Results of monitoring activities should be documented in sufficient detail to allow verification of
compliance with the monitoring plan (see 6.7).

All monitoring activities shall be documented and reported to the sponsor [see also 9.2.3 c)] and
shall include

a)

b)

the datd, investigation site identification, name of the monitor and name of the principal inveStigator
or othey individuals contacted,

a summlary of what the monitor reviewed and his/her observation(s) regarding the‘Completipn of
previoufs action items, significant findings, facts, deviations, conclusions, and recomimended acfions
to be taken to secure compliance.

A copy of the monitoring report or a summary of key findings shall be shared with the principal

investigator|in writing.

NOTE The above requirements can also apply to clinical investigation-related communication(s) depehding

on sponsor procedures or national regulations.

9.2.5 Safé¢ty evaluation and reporting

The sponsoft is responsible for the classification of adverse évents and ongoing safety evaluation of the

clinical invegtigation and shall

a)

b)

d)

f)

36

review the investigator's assessment of all adverse events and determine and document in wiiting
their seriousness and relationship to the inyestigational device and procedures required by the
CIP; in fase of disagreement between the @ponsor and the principal investigator(s), the spansor
shall communicate both opinions to conCerned parties, as defined in c), d), and e) given below,

NOTE 1| Classification of adverse events and safety evaluation can be performed by an independent
Clinical Events Committee (CEC) to mitigate the potential for bias and financial conflict.

review all device deficiencie§ and determine and document in writing whether they could have led
to a serjous adverse deviceZeffect; in case of disagreement between the sponsor and the principal
investigator(s), the sporisor shall communicate both opinions to concerned parties, as defined|in c),
d), and ¢) given below,

report ¢r ensuré the reporting, to the EC by the principal investigator(s), of all serious adyerse
events gdnd de¥ice deficiencies that could have led to a serious adverse device effect, if requirg¢d by
the CIP pr by the EC,

NOTE 2 —Certainmationat Teguiations camn aiso appiy-

report to regulatory authorities, within the required time period, all serious adverse events and
device deficiencies that could have led to a serious adverse device effect, including serious health
threat, if required by the CIP,

NOTE 3  Certain national regulations can also apply.
report all relevant safety information to the DMC, if established, according to written procedures,

in the case of a multicentre clinical investigation, inform all principal investigators in writing of
all the serious adverse events at all investigation sites that have been reported to the sponsor,
and ensure that they are reported to their EC, if required by the CIP or by the EC, whichever is
more stringent; this information shall be sent to all the principal investigators within a time frame
established based on the perceived risk as defined in the risk assessment (analysis and evaluation),
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NOTE4  Certain national regulations can also apply.

ensure that the EC and the regulatory authorities are informed of significant new information
about the clinical investigation,

in case of serious adverse device effects and device deficiencies that could have led to serious
adverse device effects, determine whether the risk analysis needs to be updated and assess
whether corrective or preventive action is required.

9.2.6 C(linical investigation close-out

The
a)
b)

‘)
d)

e)
9.3
The

sponsoershal
ensure all clinical investigation close-out activities are properly conducted as deseribed in Clause 8,
erform a statistical analysis of the data,

Iroduce a clinical investigation report and submit it for review, as described in 8.4,

ensure that the clinical investigation report, whether for a completed or prematurely terminated
¢linical investigation, is provided to the EC, participating investigaters and regulatory puthorities,

INOTE National regulations can also apply.

update publicly accessible database with clinical investigation results, if applicable (se¢ 5.4).

Outsourcing of duties and functions

sponsor may transfer any or all of the dutiesiand functions related to the clinical igvestigation,

including monitoring, to an external organization (such as a CRO or individual contractor), but the
ultimate responsibility for the quality and integrity of the clinical investigation conduct{shall reside
with|the sponsor. The sponsor shall ensuresoversight of any clinical investigation-related duties and

functions.

The

outsourcing of duties or functiens to external organizations, including subcontragtors of the

sponjsor’s CRO(s), shall be addressed by the sponsor in accordance with written procedures for the
control of suppliers. The spofisor shall specify in writing any clinical investigation-relgted duty or
function assumed by the external organization, retaining any clinical investigation-relate¢l duties and
functions not specifically transferred to, and assumed by, the external organization. Records of transfer

of duties and functions\shall be maintained.

The

the external organization.

s$ponsor shall-betresponsible for verifying the existence of and adherence to written procedures at

All requirements in this document applying to a sponsor shall also apply to the external ¢rganization

inas

sponisér;

9.4
The

a)

b)

'EUCh as this organization assumes the clinical investigation-related duties and fundtions of the

Communication with regulatory authorities
sponsor shall, if required,

notify or obtain approval/non-objection from regulatory authorities in the country where the
clinical investigation is conducted,

notify or obtain approval/non-objection from regulatory authorities in the country where the
clinical investigation is conducted on any amendments of documents already reviewed by these
authorities before these amendments are applied,

report on the progress and status of the clinical investigation,
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d) perform safety reporting as specified in 9.2.5,

e)

reasons

10 Respo

10.1 Gene

related to safety of the subject or investigational device clinical performance.

nsibilities of the principal investigator

ral

report any occurrence of withdrawing the investigational devices from the investigation site for

The role of the principal investigator is to implement, oversee the management of the day-to-day

conduct of
being of the

The princip
investigatio
may delegaf
the clinical

organization by the principal investigator in which case he/she shall implement procedures to ef

the integrity

e clinicat Investigation as well as ensure data INtegrity and the rignts, satety, and
subjects involved in the clinical investigation.

al investigator is responsible for ensuring adequate training and qualification o
h site team and for maintaining oversight of their activities. The principal“investi
e tasks to qualified members of the investigation site team but retainsyresponsibilif]
nvestigation (see also 7.6). This also applies when activities are outsourced to an ext

r of all tasks performed and any data generated by this external organization.

fication of the principal investigator
] investigator shall

fied by education, training, and experience to assume responsibility for the proper coj
inical investigation in accordance with this docutent; evidence of such qualifications ¢
1| investigator shall be provided to the sponser through up-to-date CVs or other relg
ntation,

National regulations can also apply.

rienced in the field of application-and trained in the use of the investigational device y
ration,

potential conflicts of interest, including financial, that can interfere with the condu
cal investigation or interpretation of results, and

ledgeable with thesmethod of obtaining informed consent.

fication of investigation site
] investigator shall be able to demonstrate that the proposed investigation site

required number of eligible subjects needed within the agreed recruitment period,

ell-

[ the
bator
y for
brnal
sure

1iduct
fthe
vant

nder

ct of

nuActiaation cita tanma that ic. analifind hy aduicqatinn tvaining ~nd aynaorianea +0 ¢
1 15+

TV COo T U tIo oTtC—eCoi oIt O IC OOy C OO Co oI ot tr o TS oo A p T Ittt o™rs

sume

responsibility for the proper conduct of the clinical investigation in accordance with this document;
evidence of such qualifications for members of the investigation site team shall be documented
through up-to-date CVs or other relevant documentation,

10.2 Quali
The princip
a) bequalj
of the cl
princip{
documsg
NOTE
b) be expe
conside
c) disclosq
the clin
d) be know
10.3 Quali
The princip
a) hasthe
b) has an
NOTE
c)

National regulations can also apply.

has adequate facilities.

10.4 Communication with the EC

The principal investigator shall

a) provide the sponsor with copies of any clinical investigation-related communications between the
principal investigator and the EC,
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comply with the requirements described in 5.6,

obtain the written and dated approval/favourable opinion of the EC for the clinical investigation,
and ensure that regulatory authority approval is provided by the sponsor and communicated to
the EC where required, before recruiting subjects and implementing all subsequent amendments, if
required,

perform safety reporting as specified in 10.8 (for adverse event categorization, see Annex F),

promptly report any deviations from the CIP that affect the rights, safety or well-being of the
subject or the scientific integrity of the clinical investigation, including those which occur under
emergency circumstances ifrequired hy the EC or the CIP

INOTE National regulations can also apply.

ﬁotify suspension, premature termination, or routine close-out of the clinical investigation as
escribed in Clause 8.

In pdrticular circumstances, the communication with the EC can be performed by the spongor, partly or

in full, in which case the sponsor shall keep the principal investigator infermed.

10.5 Informed consent process

The principal investigator shall

a) ¢omply with the requirements specified in 5.8,

b) ¢nsure compliance with ethical principles for theprocess of obtaining informed consent, and

c) e¢nsure and document appropriate training if,an authorized designee is appointed to|conduct the
informed consent process.

NOTH Regulatory requirements can apply.

10.4 Compliance with the CIP

The principal investigator shall

a)
b)

)

d)

)

g)

h)

indicate his/her acceptance of the CIP in writing,
¢onduct the clinicalinvestigation in compliance with the CIP,

¢reate and maintain source documents throughout the clinical investigation and |make them
qvailable as\requested during monitoring visits or audits as well as maintain documentation of the
ype andilecation of these source documents,

ensure that the investigational device is used solely by authorized users as specified in 7.2, and in
accardance with the CIP and instructions for use

propose to the sponsor any appropriate modification(s) of the CIP or investigational device or of
the use of the investigational device,

refrain from implementing any modifications to the CIP without agreement from the sponsor, EC
and regulatory authorities, if required,

document and explain any deviation from the approved CIP that occurred during the course of the
clinical investigation,

ensure that an adequate investigation site team and facilities exist and are maintained and
documented during the clinical investigation,
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j)

k)
D)

10.7 Medital care of subjects

The principal investigator shall

a)

b)
‘)

d)

f)

g)

h)

40

ensure that maintenance and calibration of the equipment relevant for the assessment of the
clinical investigation is appropriately performed and documented, where applicable,

ensure the accuracy, completeness, legibility and timeliness of the data reported to the sponsor in
the CRFs and in all required reports,

maintain the device accountability records,

comply with the procedure for the safe return of investigational devices including potentially
hazardous devices, and in case of reported device deficiencies, collaborate with the sponsor to
provide the necessary information allowing an accurate analysis where appropriate,

allow and support the sponsor to perform monitoring and auditing activities,
be accegsible to the monitor and respond to questions during monitoring visits,

determine the cause and implement appropriate corrective and preventive actions to address
significant noncompliance,

allow and support regulatory authorities and the EC when performing auditing activities,

ensure that all clinical investigation-related records are retained as specified in 8.3,

sign the clinical investigation report, as specified in 8.4.

provide| adequate medical care to a subject during and after a subject's participation in a clinical
investigation in the case of adverse events, as described in the informed consent,

inform the subject of the nature and possible cause of any adverse events experienced,

provide|the subject with the necessary ifistructions on proper use, handling, storage and return of
the invgstigational device, when it is.used or operated by the subject,

inform [the subject of any new &ighificant findings occurring during the clinical investiggtion,
including the need for additional.medical care that can be required,

provide| the subject with well-defined procedures for possible emergency situations related tp the
clinical [investigation, and make the necessary arrangements for emergency treatment, inclyding
decodirlg procedures)tor blinded/masked clinical investigations, as needed,

ensure that cliniCal records are clearly marked to indicate that the subject is enrolled in a partifular
clinical jnvestigation,

if appropfiate, provide subjects enrolled in the clinical investigation with some means of sho
i rticipation, togetiter witit dentification and Ccompiiance In{formation for COICOIT
treatment measures (contact address and telephone numbers shall be provided),

inform, with the subject's approval the subject's personal physician about the subject's participation
in the clinical investigation,

NOTE National regulations can apply.

make all reasonable efforts to ascertain the reason(s) for a subject's premature withdrawal from
the clinical investigation while fully respecting the subject's rights.
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10.8 Safety reporting
The principal investigator shall

a) record every adverse event and observed device deficiency, together with an assessment (adverse
event categorization, see Annex F),

b) report to the sponsor, without unjustified delay, all serious adverse events and device deficiencies
that could have led to a serious adverse device effect; this information shall be promptly followed
by detailed written reports, as specified in the CIP,

c) report to the EC serious adverse events and device deficiencies that could have led to a serious
ddverse device effect, if required by the CIP or by the EC,

INOTE1  National regulations can also apply.

d) rteport to regulatory authorities serious adverse events and device deficienéies that could have led
o a serious adverse device effect,

INOTE 2  National regulations can apply.

e) $upply the sponsor, upon sponsor's request, with any additionakinformation related o the safety
feporting of a particular event.
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Annex A
(normative)

Clinical investigation plan (CIP)

A.1 General

A.1.1 Introduction

This annex gpecifies the content of a CIP. If the required information is written in other dégumentation,

for example|the 1B, such documentation shall be referenced in the CIP and shall be made availabjle on

request.

The contentj of a CIP and any subsequent amendments shall include all the topies'listed in this annex,

together with a justification for each topic if this is not self-explanatory.

NOTE Same requirements might not be applicable for exploratory and ob§ervational clinical investigqtions

(see L7).

A.1.2 Identification of the clinical investigation plan

a) Title of the clinical investigation.

b) Referenjce number identifying the specific clinical investigation, if any.

c) Version|or date of the CIP.

d) Summary of the revision history in the casé.of amendments.

e) Versionfissue number and reference number, if any, with the page number and the total numher of
pages oh each page of the CIP.

f) Abbreviations and acronyms.

A.1.3 Sponsor

Name and agldress of the’sponsor of the clinical investigation and information about funding sourde.

Certain national or.fegional regulations can require that if the sponsor is not resident in the country

(countries) [n which the clinical investigation is to be carried out, the name and address of a [local

representat]ve’who acts as the sponsor fulfilling responsibilities of the sponsor in that country (those

countries) a

reprovided.

A.1.4 Principal investigator, coordinating investigator and investigation site(s)

a)

Name, address, contact details and professional position of

1) principal investigator(s),

2) coo
b)
c)

rdinating investigator, if appointed.

other contractors) involved in the clinical investigation.

The different roles, responsibilities and qualifications of investigators shall be specified.

42

Name and address of the investigation site(s) in which the clinical investigation will be conducted.

Name(s) and address(es) of external organizations (such as core laboratories, CROs, consultants or
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The sponsor shall maintain an updated list of principal investigators and investigation sites. This list
can be kept separately from the CIP. The definitive list shall be provided with the clinical investigation
report (see Annex D).

A.1.5 Overall synopsis of the clinical investigation

A summary or overview of the clinical investigation shall include all the relevant information regarding
the clinical investigation design such as inclusion/exclusion criteria, number of subjects, duration of the
clinical investigation, follow-up, objective(s) and endpoint(s).

NOTE

It can be useful to include a flow chart showing the key stages of the clinical investigation or any other

infor

A.2
a)
b) 1

c 1
f

d) 1
[{

e) |1
f)
g)

h) 9

. 1 1 al 1 £ 1 1 £l A TR 1 . .
H4tIUIT'UIAU LAl DT UL VAdIUuT 10T ULIIT CUNTUULT U UIC UIHINC AT TITVES LIg d LIUIL.

Identification and description of the investigational device
ummary description of the investigational device.
Details concerning the manufacturer of the investigational device.

Name or number of the model/type, including software version and accessories, if ar
ull identification.

Description as to how traceability shall be achieved during and after the clinical inveg
bxample, by assignment of lot numbers, batch numbers;of-serial numbers.

ntended purpose of the investigational device in the proposed clinical investigation.

The populations and indications for which the investigational device is intended.

Description of the investigational device, \lticluding any materials, that will be in d

issues or their derivatives, or other/biologically active substances and reference to
vith applicable national regulatioxns;

ummary of the necessary traihing and experience needed to use the investigational

i)

n risk assessment.

escription of the specific medical or surgical procedures involved in the

investigational device.

j ol
The :

A3

References to thelB and IFU.

\bove information shall also be provided as far as available for the comparator, if appli

Justification for the design of the clinical investigation

y, to permit

tigation, for

ontact with

issues or body fluids. This shall include details of any medicinal substances, human or animal

compliance

evice based

use of the

rable.

Justi

clinical evaluation, as specified in 6.3, and shall comprise

ffcation for the design of the chinical inmvestigation, wihich stratt be based o the conctusions of the

a) an evaluation of the results of the relevant pre-clinical testing/assessment and prior clinical
investigations, if applicable carried out to justify the use of the investigational device in human
subjects,

b) an evaluation of clinical data that are relevant to the proposed clinical investigation,

c) adescription of the clinical development stage (see Annex 1), if appropriate.
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A.4 Benefits and risks of the investigational device, clinical procedure, and
clinical investigation

a)
b)
‘)
d)
e)
f)

A.5 Objertives and hypotheses of the clinical investigation

a)

b)

<)

d)
e)

Anticipated clinical benefits.

Anticipated adverse device effects (see 6.2.2).

Risks associated with participation in the clinical investigation (see 6.2.3).

Possible interactions with concomitant medical treatments as considered under the risk analysis.

Steps that will be taken to control or mitigate the risks

Rationalle for benefit-risk ratio.

The purpose of the clinical investigation, claims for clinical performance, effectiveness or safgty of
the invgstigational device that are to be verified.

Objectiyes, primary and secondary, described as ‘superiority’, ‘non-inféexiority’, or ‘equivalenge’, if
applicable.

Scientifjc justification and clinical relevance for effect sizes, nonfinferiority margins or equivalence
limits, where applicable.

Primary and secondary hypotheses, if applicable.

Risks and anticipated adverse device effects that are-fo be assessed.

The objective(s) shall serve the purpose of the clinical'investigation and shall relate to the hypotheses
(where applicable) and corresponding endpoints relevant to the target population. The objectivies of
the clinical investigation shall translate directlyinto the pre-specification and operationalisation ¢f the

primary endpoint(s). Claims shall be linked to gligibility criteria for subject and users.

A.6 Design of the clinical invéstigation

A.6.1 General

a)

b)

d)

44

Descripfion of the designtype of clinical investigation to be performed (e.g. randomized, blinded
or operf-label, parallel“groups or crossover, multicentre, international) the control group, (e.g.
comparptive claim\and reversible treatment of a chronic state) and the comparator with ratipnale
and justification.fer the choice.

Absencg of control(s) shall be justified.

Description of the measures to be taken to minimize or avoid bias, such as randomization,
concealment of allocation, blinding/masking, and management of potential confounding factors.

Primary and secondary endpoints, with rationale for their selection and measurement. If applicable,
composite endpoints, with rationale for their selection and measurement.

The primary endpoint shall be appropriate for the investigational device and should be clinically
relevant.

NOTE Composite endpoint is a pre-specified combination of more than one endpoint and can be used
cautiously by including only components that have relatively equal clinical importance, frequency, and
anticipated response to the presumed mechanism of action.

Methods and timing for assessing, recording, and analysing variables.
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f)

g)

d)
€)
f)
g)
h)

i)
j)
k)

.3 Subjects

ISO 14155:2020(E)

Equipment to be used for assessing the clinical investigation variables and arrangements for
monitoring maintenance and calibration.

Any procedures for the replacement of subjects (generally, not applicable to randomized clinical
investigations).

Investigation sites: number, location, and, if appropriate, differences in investigation site
environment.

Definition of completion of the clinical investigation (see 8.1).

Investicational rlnvirn(c) and rnmparafnr(c)
(=]

Description of the exposure to the investigational device(s) or comparator(s), if used.

List of any other medical device or medication to be used during the clinicahinvestigation if not
dlready specified in the instructions for use.

Number of investigational devices to be used, together with a justification.

Inclusion criteria for subject selection.
Exclusion criteria for subject selection.
[riteria and procedures for subject withdrawal or lost to follow-up

1) when and how to withdraw a subject from“the clinical investigation or stop thg use of the
investigational device,

2) documentation of efforts to be made)to trace subjects that are lost to follow-up and possible
reasons,

3) whether and how subjects are to be replaced.
Point of enrolment.

Point of randomization, if applicable.

Total expected duration of the clinical investigation.

Expected duration of each subject's participation.

Number .of \subjects required to be included in the clinical investigation, and where needed,
gnticipated distribution of enrolment among the participating investigation sites.

Estimated time needed to select this number (i.e. enrolment period).

Relationship of investigation population to target population.

Information on vulnerable, pregnant, and breastfeeding population, if applicable.

A.6.4 Procedures

a)

b)
‘)

Description of all the clinical investigation-related procedures that subjects undergo during the
clinical investigation including any deviation from normal clinical practice.

Description of those activities performed by sponsor representatives (excluding monitoring).

Any known or foreseeable factors that can compromise the outcome of the clinical investigation or
the interpretation of results.
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d)

f)

g)

h)

A.6.5 Monitoring plan
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EXAMPLE Factors include subject baseline characteristics, concomitant medication, the use of other
medical devices, and subject-related factors such as age, gender, or lifestyle.

The methods for addressing these factors in the clinical investigation, for example, by subject
selection, clinical investigation design, such as stratified randomization, or by statistical analysis
shall be described.

The follow-up period during the clinical investigation shall permit the demonstration of clinical
performance, effectiveness or safety over a period of time sufficient to represent a realistic test
of the investigational device and allow any risks associated with adverse device effects to be
identified and assessed.

Addresg what specific medical care is appropriate to be provided for the subjects after the clinical
investigation has been completed, if applicable.

Addresg recommended follow-up for the subjects after the clinical investigatien”has |been
completed.

Addresg the final disposition or potential future use of samples obtained from.subjects, if applidable.

General outline of the monitoring plan to be followed, including access to’source data and the extegnt of

source data|verification planned.

Itis

A7

possiblg to provide a detailed plan for monitoring arrangements separately from the CIP.

Statistical design and analysis

With reference to A.5 and A.6, the description of andjustification for statistical design and analysis of

the clinical investigation shall cover the following.

a)

b)

‘)
d)

46

Analysip population (e.g. intention-to-treat,\per-protocol, as-treated) and procedures that take into
accountjall the data.

Descriptive statistics of baseline data, treatments, safety data and where applicable, primary and
seconddry endpoints.

Analytigal procedures including measures of precision such as confidence intervals, if applicable.

The sighificance level-ahd the power of primary endpoint(s) and the overall statistical testing
strategy, if applicablé

If a hypothesis.is)tested, a significance level alpha 0,05 (two-sided) and 0,025 (one-sided] and
powers|between 0,8 and 1 minus alpha need no justification. Depending on the characteristics of
the investigational medical device or the clinical investigation, higher or lower levels of signifidance
can be yséd. Examples of justifications include but are not limited to: product standards, scientific
reasons or discussion with regulatory authorities.

Sample size calculation and justification taking into account:

1) all relevant clinical data on outcome variable and effect size, if applicable;
2) assumptions of expected outcomes across treatment groups, if applicable;
3) adjustments due to any pre-planned interim analyses, if applicable;

4) detectable effect size and non-inferiority margin, which shall be smaller than the detectable
effect size and justified with reference to the effect of the comparator, if applicable;

5) randomization allocation ratio (e.g. 1:1, 1:2), if applicable;
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f)

g)
h)

j)

k)

D)

q)

ISO 14155:2020(E)

6) expected drop-out rate, such as withdrawal, lost to follow-up, death (unless death is an
endpoint).

All the statistical parameters and methods used to calculate sample size or the non-inferiority
margin shall be clearly provided.

For exploratory and observational clinical investigations (see Annex 1), in which the sample size is
not required to be derived by calculation, the scientific rationale for the chosen sample size shall be
provided.

The rationale for the number of procedures to be performed by a single user as part of the learning
curve and how these data are to be analysed if applicable

ass/fail criteria to be applied to the results of the clinical investigation.

he provision for an interim analysis, criteria for the termination of the cligical investigation on
tatistical grounds, where applicable.

anagement of bias and, when randomization, matching, or blinding are appligd, plan for
ssessment of success thereof.

anagement of potential confounding factors (e.g. adjustmient, stratification, dr stratified
andomization).

escription of procedures for multiplicity control afd adjustment of error probabilities, if
pplicable.

he specification of subgroups for analysis, if applicable, or if response to treatment is|expected to
e different in these groups.

anagement, justification, and documentation of missing, unused or spurious datia, including
rop-outs.

xploratory analysis and sensitivity analysis (e.g. to explore robustness of results of primary and
econdary analysis with respect(oydifferent methods used for handling missing data), if applicable.

rocedures for reporting any.deviation(s) from the original statistical analysis plan.

or multicentre clinical_investigations, a strategy for handling the potential imbalance of the
umbers of subjects dcpdss investigation sites.

A strategy for poeting data, if applicable.

Further or more_specific information can be found in standards for different types of medical devices

or in|nationaktregulations or guidance documents (see References [9], [10], [13]).

A.8

b)

Data management

Methods (e.g. CRF) for data entry and collection.

Procedures used for CRF tracking, data review, database cleaning, and issuing and resolving data
queries. Specifically, timely, and reliable processes for recording data and rectifying errors and
omissions, medical coding uniformity, and reconciliation, if applicable, are necessary to ensure
delivery of a quality database and the achievement of the clinical investigation objectives through
the implementation of the planned analysis.

Procedures for verification, validation, and securing of electronic clinical data systems, if applicable.
Procedures to maintain and protect subject privacy.

Methods for database locking at the start of the analysis and storage upon completion of the clinical
investigation.
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f) Procedures for data retention.

g) Specified retention period.

h) Othera

A9 Ame

Description

A.10 Deviations from clinical investigation plan

a) Statemdnt specifying that the investigator is not allowed to deviate from the CIP, exceptas.sped

in5.6.4

b) Procedures for recording, reporting, and analysing CIP deviations.
¢) Notificdqtion requirements and time frames.

d) Correctjve and preventive actions and principal investigator disqualification criteria.

A.11 Deyice accountability
a) Descripfion of the procedures for the accountability of investigational devices as specified in ]

b) Procedyres and particular materials and instructions fer.the safe return of investigational dey
includinjg those that are potentially hazardous.

A.12 Sta

a) Statemsd

b) Statems
appropriate.

c) Statemgnt specifying thatcthe’ clinical investigation shall not begin until the required appr
favouraple opinion from'the EC and regulatory authority have been obtained, if appropriate.

d) Statemgnt specifying’that any additional requirements imposed by the EC or regulatory auth
shall be|followeds-ifiappropriate.

e) Statemegnt specifying the type of insurance that shall be provided for subjects, if appropriate.

f) Statemgntraddressing the financing of the clinical investigation including a descriptid

spects of clinical quality assurance, as appropriate.

ndments to the CIP

of the procedures to amend the CIP.

C).

fements of compliance

ified

.9;

rices,

nt specifying that the clinical investigation shall be conducted in accordance with the
ethical principles that have their origin in'the Declaration of Helsinki (see Reference [7]).

nt specifying compliance-with this document and any regional or national regulations, as

bval/

ority

n of

the agreement between the sponsor and investigation site(s), and where applicable with the
investigator(s) if not addressed in a separate agreement.

A.13 Informed consent process

a) Description of the general process for obtaining informed consent, including the process for
providing subjects with new information and process for incentives for subjects, as needed.

b) Description of the informed consent process in circumstances where the subject is unable to give
it; in the case of emergency treatment, the items specified in 5.8.3.4 shall be included.

48
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A.14 Adverse events, adverse device effects, and device deficiencies
a) Definitions of adverse events and adverse device effects.
b) Definition of device deficiencies.

c) Definitions of serious adverse events including serious health threat and serious adverse device
effects and, where appropriate, unanticipated serious adverse device effects.

d) Listof non-reportable adverse events, if applicable, including rationale.

e) Time period in which the principal investigator shall report all adverse events and device
eficiencies to the sponsor and, where appropriate, to ECs and the regulatory authority.

f) etails of the process for reporting adverse events (date of the adverse event, treatment, resolution,
ssessment of both the seriousness and the relationship to the investigationdl devfice and the
elated procedure).

g) Details of the process for reporting device deficiencies.

h) List of foreseeable adverse events and anticipated adverse device €ffects, together witl their likely
incidence, mitigation, or treatment.

i) mergency contact details for reporting serious adverse evéents and serious adverse deyvice effects.

j) Information regarding the DMC, if established.

A.1% Vulnerable population (if applicable)

a) escription of the vulnerable population to € included in the clinical investigation.

b) Description of the screening process toidentify and protect the vulnerable population.
) escription of the specific informéd.consent process.

d) Description of the EC's specific responsibility.

e) Description of what medicalcare, if any, will be provided for subjects after the clinical ipvestigation
as been completed.

A.16 Suspension-or premature termination of the clinical investigation

a) (riteria and~arrangements for suspension or premature termination of the whole clinical
investigation or of the clinical investigation in one or more investigation sites.

b) (ritecria for access to and breaking the blinding/masking code in the case of suppension or
premature termination of the clinical investigation, if the clinical investigation involves a blinding/
masking technique.

c) Requirements for subject follow-up and continued care.

A.17 Publication policy
a) Statement that the clinical investigation will be registered in a publicly accessible database (see 5.4).
b) Statementindicating that the results of the clinical investigation will be made publicly available.

c) Statement indicating the conditions and timeframes under which the results of the clinical
investigation will be offered for publication including the role of the sponsor and criteria for
authorship.

© IS0 2020 - All rights reserved 49


https://standardsiso.com/api/?name=41ef7260450bb898ef67e71a92db9577

ISO 14155:2020(E)

A.18 Bibliography

List of bibliographic references pertaining to the clinical investigation.
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Annex B
(normative)

Investigator's brochure (IB)

General

B.1.

If the
use);

The

NOTH
can b

The i
that
bene
medji
shall

B.1.]
a) 1
b) 1
o
d)
e) |

f)

g)
B.1.]

pages on eachypage of the IB.

Table of contents.

| Introduction

required information of the IB is provided in other documentation (e.g. the G -Or inst
such documents shall be referenced in the IB and shall be made available upon reques

fontent of the IB shall contain, as a minimum, all topics listed in this annex.

Not all requirement elements might be relevant for post-market clihical investigations o
e described in other product documentation (see L7).

nformation shall be presented in a concise, simple, objective,"balanced, and non-prom
enables a clinician, or potential investigator, to understand it and make his/her ov
fit-risk analysis of the appropriateness of the proposed clinical investigation. For tH
cally qualified person shall generally participate in the editing of an IB, but the conte
be approved by the disciplines that generated the described data.

2 Identification of the IB

Name of the investigational device.

Document reference number, if any:

fersion or date of the IB.

Lonfidentiality statement)if'appropriate.

ummary of the revisioh history in the case of amendments, if appropriate.

Version/issue number and reference number, if any, with the page number and the tot§

8 _Sponsor/manufacturer

ructions for
it.

r information

btional form
n unbiased
is reason, a
nts of the IB

11 number of

Name and address of the sponsor of the clinical investigation and manufacturer of the investigational
device, if different from the sponsor.

B.2

Investigational device information

a) Summary of the literature and evaluation supporting the rationale for the design and intended use
of the investigational device.

b) Statement concerning the regulatory classification of the investigational device, if relevant.

c) General description of the investigational device and its components, including any materials used,
and details on those that will be in contact with tissues or body fluids. This shall include details of
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d)

f)

g)

h)

B.3 Preclinical testing

any medicinal substances, human, or animal tissues or their derivatives, or other biologically active
substances and reference to compliance with applicable national regulations.

Summary of relevant manufacturing processes and related validation processes, to demonstrate
that the investigational devices are manufactured and verified under a controlled process according
to the applicable regulations.

Description of the mechanism of action of the investigational device, along with supporting
scientific literature.

Manufacturer's instructions for installation, maintenance of hygienic conditions and use of the
investigational device including any necessary storage and handling requirements, preparation
for use pnd any intended re-use (e.g. sterilization), any pre-use safety or performance checks and
any prefautions to be taken after use (e.g. disposal), if relevant.

Sample|of the label, for example sticker or copy, and instructions for use or reférence to| and
informdtion on any training required.

Description of the intended clinical performance.

Summary of the preclinical testing that has been performed on the\investigational device, tog¢ther

with an evaluation of the results of such testing, justifying its use in human subjects.

The summary shall include or, where applicable, refer to the results of

a)
b)
‘)
d)
e)
f)
g)
h)
i)

j)

NOTE1  Gyidance on the biological evaluation of medical devices is given in ISO 10993-1.

design ¢alculations,

in vitro tests,

mechanlical and electrical safety tests,
reliabilr]ty tests,

validatipn of software relating to thefunction of the device,
any performance tests,

ex vivo flests,

in vivo animal test,

evaluatjon of biological safety,

validatipn of procedures for cleaning, disinfection, or sterilization.

NOTE 2  For animal tests, include specifications of species, number of animals per group, devices used, and
duration of exposure.

B.4 Existing clinical data

a)

b)

52

Summary of relevant previous clinical experience with the investigational device and with medical
devices that have similar characteristics, including such characteristics that relate to other
indications for use of the investigational device.

Analysis of adverse device effects and any history of modification or recall.
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B.5 Risk management of the investigational device
a) Summary of the benefit-risk analysis including identification of residual risks.

b) Contra-indications and warnings for the investigational device.

B.6 Regulatory and other references
a) Listofinternational standards, if any, complied with in full or in part.

b) Statement of conformity with national regulations, where appropriate.

c) Listofreferences, if relevant.
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Annex C
(informative)

Case report forms (CRFs)

C.1 General

CRFs are es
investigatio
printed, opt

The CRFs shjould reflect the CIP and take account of the nature of the investigational device.

C.2 Cont

fablished to implement the CIP, to facilitate subject observation and to record subje¢
hal device data during the clinical investigation according to the CIP. They ean exi
ical, or electronic documents and can be organized into a separate section for-each sul

pnt and format

C.2.1 Ov]:all considerations

The CRFsc
other group

The format
those who t

The data caf

be organized such that they reflect all the data from a single procedure or a single vi
ng that makes clinical or chronological sense.

bf CRFs should be such as to minimize errors that can*be made by those who enter dat
ranscribe the data into other systems.

egories and format listed in this annex can e considered when designing CRFs.
er page/login screen

F sponsor or sponsor logo.

ion and date (if required).

number of CRFs.

 clinical investigation-or reference number (if applicable).

der or footer/e-CRF identifier
Fthe clinjealinvestigation or reference number.

number of CRFs.

t and
st as
bject.

5it or

h and

ation site/principal investigator identification number.

C.2.2 Cov
a) Nameo
b) CIP ver;
c) Version
d) Nameo
C.2.3 Hesd
a) Nameo
b) Version
c) Investi
d) Subject
NOTE
e)
f)

identification number and additional identification such as date of birth or initials.

Certain national regulations can apply.

CRF number or date of visit or visit number.

Page/screen number of CRF and total number of pages/screens (e.g. “page x of xx”).

To avoid repeat entries, it is possible to pre-print or pre-programme some of the elements above.

54
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C.2.4 Types of CRF

The following is a suggested list of CRFs that can be developed to supporta clinical investigation. This is
not an exhaustive list and is intended to be used as a guideline.

a) Screening.
b) Documentation of subject's informed consent.
c) Inclusion/exclusion.

d) Baseline visit:

1) demographics;

2) medical diagnosis;

3) relevant previous medications or procedures;
4) date of enrolment;

%) other characteristics.

e) Intervention(s) or treatment(s).

f)  Follow-up visit(s).

g) (linical investigation procedure(s).

h) Adverse event(s).

i) Device deficiencies.

j)  Concomitant illness(es)/medication(s)/treatment(s).
k) Unscheduled visit(s).

1)  S$ubject diary.

m) $ubject withdrawal or lgstto follow-up.

n) Form signifying the-eompletion of the clinical investigation for a given subject, signed by the
principal investigator or his/her authorized designee.

o) CIP deviation(s):

C.3 | Procedural issues

A syqtem should be established to enable cross-referencing of CRFs and CIP versions.

Supplemental CRFs may be developed for collecting additional data at individual investigation sites in
multicentre investigations.
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Annex D
(normative)

Clinical investigation report

D.1 General

This annex gpecifies the contents of the clinical investigation report that describes the designsconiduct,
statistical ahalysis, and results of a clinical investigation.

The format given in this annex may also be used in interim, progress or annual reportsjyif-such reports
are required, however some sections might only apply to the final report.

D.2 Cover page
The title page shall contain the following:
a) title of the clinical investigation;

b) if not clear from the title, a single sentence describing therdesign, comparison, period, ysage
method} and subject population;

c) identifi¢ation of the investigational devices, including-names and models, as relevant for complete
identifi¢ation;

d) name and contact details of sponsor or sponsof's'representative;
e) CIP identification;
f) publicly accessible database registration number;

g) name annd department of coordinating investigator and names of other relevant parties (e.g. experts,
biostatigtician, laboratory personnel);

h) statemegnt indicating whether the clinical investigation was performed in accordance with this
document or any other applicable guidelines and applicable regulations;

i) date of report;

j) author($) of report.

D.3 Table of contents
The table of contents shall include the following:

a) the page number or locating information of each section, including summary tables, figures,
and graphs;

b) alist of appendices and their location.

D.4 Summary
The summary shall contain the following:

a) the title of the clinical investigation;

56 © IS0 2020 - All rights reserved


https://standardsiso.com/api/?name=41ef7260450bb898ef67e71a92db9577

i)

D.5
The

development of the investigational device and relating the critical features of the clinical i

(e.g.

development.

Any

D.6

D.6.1 Investigational device description

The
a)
b)
c)
d)

ISO 14155:2020(E)

an introduction;

the purpose of the clinical investigation;

the description of the clinical investigation population;
the clinical investigation method used;

the results of the clinical investigation;

the conclusion;

1 J o PR A I ——— s el
1T UdLT UL LT UL AT IHTVES LIS A LIULT TTTITLAUIULL,

he completion date of the clinical investigation or, if the clinical investigation isdiscontinued, the

ate of premature termination.

Introduction

ntroduction shall contain a brief statement placing the clinical ingestigation in the cq

objectives and hypotheses, target population, treatment ‘and follow-up durati

Investigational device and methods

flescription of the investigational device shall contain the following:
3 description of the investigational device;

the intended use of the investigational device(s);

previous intended.ses or indications for use, if relevant;

dny changes to‘the investigational device during the clinical investigation or any chan
IB, including

1) rawmraterials,

1)~ software,

ntext of the
hvestigation
bn) to that

puidelines that were followed in the development of the' CIP or any other agreemenfts/meetings
between the sponsor and regulatory authorities that are felevant to the particular clinical i
should be identified or described.

hvestigation

res from the

3) components,

4) shelf-life,

5) storage conditions,

6) instructions for use, and

7) other changes.
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D.6.2 Clinical investigation plan (CIP)

A summary of the CIP, including any subsequent amendment(s) with a rationale for each amendment,
shall be provided. The summary shall include a brief description of the following:

a) the clinical investigation objectives;
b) the clinical investigation design including
1) the type of clinical investigation,

2) the clinical investigation endpoints, and

3) thelcontrol group;
c) the ethical considerations;
d) the datgq quality assurance;
e) the subject population for the clinical investigation, with the
1) incl]usion/exclusion criteria, and
2) sanpple size;
f) the tredtment and treatment allocation schedule;
g) any confomitant medications/treatments;
h) the duration of follow-up;
i) the statjstical design, analysis, and justifications including
1) the|clinical investigation hypothesis or pass/fail criteria,
2) asgmple size calculation,

3) statistical analysis methods,

4) intgqrim analyses, if applicable:

D.7 Resullts
The results pection shalkinclude the following:
a) the clinjcal investigation initiation date;

b) the clinicalinvestigation completion/suspension date;

c) the disposition of subjects; numbers screened, randomized and received therapy;
d) the disposition of investigational devices;
e) the subject demographics and other relevant baseline characteristics;
f)  CIP compliance;
g) ananalysis with rationale and justifications, which includes
1) all clinical performance, effectiveness or safety analyses provided for in the CIP,

NOTE These include results for the components of composite endpoints, when used.
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2) a summary of all adverse events and adverse device effects, including a discussion of the
severity, treatment needed, resolution, and relevant principal investigator's judgment
concerning the causal relationship with the investigational devices or procedure,

3) a table compiling all observed device deficiencies that could have led to a serious adverse
device effect, and any corrective actions taken during the clinical investigation, if any,

4) any needed subgroup analyses for special populations (i.e. gender, racial/cultural/ethnic
subgroups), as appropriate,

5) an accountability of all subjects with a description of how missing data or deviation(s) were
dealt with in the analysis inr‘hlding subjects

i) not passing screening tests,
ii) lostto follow-up, and
iii) withdrawn or discontinued from the clinical investigation and the ,reason.

6) clear distinctions between primary analyses, other pre-specified analyses, ang additional
analyses,

h) listings of deaths and reasons for deaths.

D.8 | Discussion and overall conclusions

The ¢onclusions shall be based on the intended use and’target population of the investigatfional device
and ghall include the following:

a) the clinical performance, effectiveness, or saféty results and any other endpoints;
b) an assessment of benefits and risks;
c) 4qdiscussion of the clinical relevapce-and importance of the results in the light of other ekisting data;

d) any specific benefits or special precautions required for individual subjects or groupsg considered
1o be at risk;

e) 4ny implications for the conduct of future clinical investigations;
f) 4ny limitations of-the clinical investigation including but not limited to:
1) selection;retention, and compliance of subjects,

2) selection, retention, adherence (to CIP, instructions for use and the requiremgnts of this
decument) of investigation sites and users, and investigation site environment typg(s),

3)~"bias introduced by missing observations, by confounders and by 1) and 2) above.

Requirements in f) also apply to the control group(s).

D.9 Abbreviated terms and definitions

Alist of abbreviated terms and definitions of specialized or unusual terms shall be provided.

D.10 Ethics

The ethics section shall include the following:

a) confirmation that the CIP and any amendments to it were reviewed by the EC (if required);
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b) list of all ECs consulted (can be given in an annex; see D.13);

c) confirmation that the clinical investigation was conducted in accordance with the ethical principles
in the Declaration of Helsinki;

d) statement thatinformed consent was obtained and when it was obtained.

D.11 Investigators and administrative structure of clinical investigation

The overview of the administrative structure shall include the following:

a) abrief description of the organization of the clinical investigation;
b) alist of investigators, including their affiliations (can be given in an annex; see D.13);

c) the nanjes and addresses of any external organizations (such as core laboratories, CRE@s) consulfants
or other| contractors) that contributed to the clinical investigation (can be given in an annex; see [).13);

d) the nanjes and addresses of the sponsor(s) or sponsors' representative(s).

D.12 Sighature page

The signatures of the sponsor and coordinating investigator(s), indicating their agreement with the
contents of fhe report, shall be provided. If no coordinating investigator is appointed, then the signature
of the princ]pal investigators shall be obtained. The signature pages may be separate from the clinical
investigatioh report itself.

D.13 Annexes to the report

There can bg annexes to the report which contain the following:
a) the CIP jincluding amendments;

b) the instfuctions for use;

c) the list|of principal investigatqfs-and their affiliated investigation sites, including a summajry of
their qulalifications or a copy of their CVs;

d) the list|of names and addyr€sses of any external organizations (such as core laboratories, (ROs,
consultants or other contractors) that contributed to the clinical investigation;

e) the list pf monitors;

f) thelist pf ECs;

g) the tabylation of all relevant data sets, including

1) CIP deviations that can have affected the rights, safety or well-being of the subject or the
scientific integrity of the clinical investigation,

2) all adverse events, adverse device effects and device deficiencies, and
3) withdrawals and discontinuations,

h) the audit certificate, if applicable.
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Annex E
(informative)

Essential clinical investigation documents

National regulatory authorities may require a list of the documents given in Tables E.1, E.2 and E.3,
which should be maintained in the investigation site and sponsor files. The information below may

diffef among clinical investigations.
The $ponsor and principal investigator/investigation site should maintain a record,'of thg¢ location(s)
of their respective essential documents. The storage system (irrespective of the.inédia ysed) should
provjde for document identification, version history, search, and retrieval.
Depgnding on the activities being carried out, individual clinical investigations may requiie additional
docujments not specifically mentioned in the essential document list.) The sponsor ¢r principal
invegtigator/investigation site should include these as part of the\essential clinical ihvestigation
documents file.
Table E.1 — Essential clinical investigation documents’prior to clinical investigation
Site | Sponsor Reference
Nd. Title of document Purpose or,comment . po in this
files | files h
ocument
E.1.1 |IB Describes the investigational 6.9
device, in¢luding instructions X X T
: Annex B
for device use.
E.1.7 |CIP Describes the clinical
investigation design and X X
Annex A
procedures.
E.1.3 |Sample of labelling attached.to* |Confirms appropriate labelling
investigational device (includes packaging labels and X X 6.10
instructions for use).
E.1.4 |Principal investigator's CV: Identifies the principal
current, signed, and dated investigator. The site has CVs for
A : : 5.6.2¢€)
principal investigators at that site; X X 10[2 a)
the sponsor has CVs for principal N P
. : D.13 ¢)
investigators from all
investigation sites.
E.1.§ |CV%@fmembers of the Identifies the members of the
inVestigation site team: current, |investigation site team. The site X X 5..21)
signed and dated has CVs for members of 10|3 b)
imvestigation site tean at that site:
E.1.6 |CV or other qualification Documents qualification of all
documentation of individuals other parties involved in clinical 6.1
other than those cited in E.1.4 investigation. an
: — X 2.1
and E.1.5, who materially 9243
contribute to the clinical =
investigation
E.1.7 |Log of principal investigator Documents the attribution of
and members of investigation responsibilities, with signature,
\ : Batc . vith Sigh X X 19210
site team at each investigation |title, and responsibilities in the
: o R 9.2.4.5b)
site clinical investigation.
a  Regulations might not require this in the investigation site file.
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Table E.1 (continued)

Site | Sponsor Reference
No. Title of document Purpose or comment files pfiles in this
document

E.1.8 |Listof investigation sites Evidences who is conducting the

clinical investigation, with names — X Al4
and addresses.

E.19 EC Gives evidence that a qualified, 5.6.3
notification, correspondence independent EC has reviewed the X X 71
and opinion/approval clinical investigation. 9.2.2 h)

43

E.1.10 |EC voting list for the clinical Provides evidence that the

invgstigation investigator is not part of the
voters (dependent on regulatory X X 563
requirements).

E.1.11 |Regplatory authority Verifies information provided to 71
notiffication, correspondence regulatory authorities. Confirms Xa X 9.2.2g)
and|approval (where required) |notification or approval. 9.4

E.1.12 |Sigrnled agreement between Demonstrates understanding of
prirjcipal investigator(s)/ each party's respective & X 69
invgstigation site(s) and responsibilities. 9.2.1 a)
sponsor

E.1.13 |Sigred agreements between Demonstrates understandingof
sponsors and external each party's responsibilities. . X 6.9
organizations, e.g. CRO, core 9.2.1a)
labgratories

E.1.14 |Fingdncial agreements, if separate | Provides evidencg:of financial
from agreements on arrangements beétween
resyjonsibilities investigator/imvestigation site X X 9.2.2f)

and sponsor(can be kept separate
from other site files).

E.1.15 |Insyrance certificates, if Gives.evidence that compensation 53
applicable to subject(s) for clinical e

investigation-related injuries will X X g_g_%]e))
be available. I

E.1.16 |Shipping records for Verifies physical possession of 79

invgstigational devices devices. 9.2.2 c)
X X 9.2.3a)

9.2.4.5n)
10.6 k)

E.1.17 |Shipping recgrds for clinical Verifies physical shipment of 9.2.2 a)
invdstigation-related documents and materials. X X 9 2'4 41b)
docyiments and materials =

E.1.18 |Sanipl€of approved informed Gives evidence of the content of E o na )
consent forms, information for ~ |the informed consent forms and “'5'”8'2 hek
the subjects and advertisements, |of the information provided to X X 7'5 '1
. . . the subject during the clinical o
including translations . L 9.2.2 b)

investigation.

E.1.19 |Randomization list for Verifies that randomization has
randomized clinical been followed. Depending on the
investigations design of the clinical

investigation, the list might not X X 7.8.1
be available at the investigation
site for blinded/masked clinical
investigations.
a  Regulations might not require this in the investigation site file.
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or established quality
control or external quality
assessment

or

responsibilities of the facility to
perform the required test(s) and
support the reliability of results.

. Site | Sponsor Rgfere_nce
No. Title of document Purpose or comment . - in this
files | files
document
E.1.20 |Decoding procedures for Might not take place on the 7.8.1
blinded/masked clinical investigation site depending on X X A.6.1Db)
investigations, where applicable |clinical investigation design. A.16Db)
10.7 e)
E.1.21 |Investigation site selection report|Verifies that qualifications of 6.8
investigator and investigation site | X 9.2.1¢c)
fravebeenrreviewed: Zﬂ
E.1.22 |Clinical investigation initiation |Verifies that investigator and )
monitoring report investigation site team have been 5
. . — X 9.4.4.4
trained to device use and CIP 14
compliance. =
E.1.23 |Identification of type and Identifies all types of source
location of source documents document relevant to the clinical
investigation and where they are X . 7.3.3
located to enable access for 10]6 ¢)
review and inspection and€nsure
all site files are identified,
E.1.24 |Follow-up letter further to Identifies any findings and actions
clinical investigation initiation |to the investigation.site. i
SO X X 9.4.4.7
monitoring; correspondence
with the investigation site
E.1.25 |CRF Blank set taievidence the content X X 6.6
of data being collected. Annex C
E.1.26 |Adverse events forms Documents all adverse events as 6.6
required by this document. Forms X X 742
may or may not be part of the CRFs. Annex C
E.1.27 |Device deficiency forms Document all device deficiencies. 6.6
Forms may or may not be part of X X 743
the CRFs. Annex C
E.1.28 |Names/contact information of Document the person who has ]
monitor(s) ensured continuing compliance X X 9.4.1 a)
of the clinical investigation. 9.4.1¢g)
D.13¢)
E.1.29 |Training recerds Provides evidence that
investigator(s) have been trained
in the use of the investigational X X 9.4.1h)
device and all relevant aspects of
the clinical investigation.
E.1.30Normal value(s)/range(s) for Documents normal values.
clinical laboratory test, if
relevant to the clinical X X 22.45q)
investigation
E.1.31 |Confirmation of adequacy of Documents equipment
equipment, if relevant to the maintenance and calibration. X X %641)5 P)
clinical investigation B
E.1.32 |— Certification, accreditation |Documents the competence and

a  Regulations might not require this in the investigation site file.
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Table E.1 (continued)

organizations (e.g. site
marjagement organization)

Site | Sponsor Reference
No. Title of document Purpose or comment . . in this
files | files
document
— Other validation of the 6.1
laboratory, if relevant to the X X 9.2.1
clinical investigation 9.2.4.5q)
or
— Identification and
qualification of the
laboratory director, if
relevant to the clinical
investigation
E.1.33 |Disdlosures of conflicts of interest | Documentation of conflicts of 56:2 d)
interest, e.g. financial. X X 9.2.1¢€)
10.2 ¢)
E.1.34 |Agreements between principal |Demonstrates understanding of
invgstigator and external each party's responsibilities. X L 101

a  Regulatig

ns might not require this in the investigation site file.

Table E.2 — Essential clinical investigation documents during clinical investigation

Site | Sponsor Refererice
No. Title of document Purpose or commment . . in this
files | files
document
E.2.1 |IB amendments, if any Documents changes to the IB. X X 7.5.1
E.2.2 |CIP pmendments, if any Describes changes to the clinical
. . Nt . X X 7.5.1
investigation design.
E.2.3 _Sam ple of amendments to X X 759
infofmed consent form
E.2.4 |ECdpproval/favourable opinion 5.6.4 ¢€)
of apny amendments 5.6.5a)
5.1
X X 9231
9.2.4.5 o)
10.4 ¢)
E.2.5 [Notjces or apprevals to Verifies information provided to
regiilatory authgrities of any authorities. Confirms notification
amgndments;where required or approval. -
Regulations might not require X X 751
this in the investigation site file 9.4 1)
and, if required, it may be either a
copy or original depending on the
regulatory requirements.
E.2.6 |CV of new principal investigators |Identifies the principal
investigators; the investigation
site has CVs for principal 5.6.2¢€)
investigators at that site; sponsor X X 10.2 a)
has CVs for principal D.13 ¢)
investigators from all
investigation sites.
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. Reference
No. Title of document Purpose or comment fS_lte Sp(_)nsor in this
iles | files
document

E.2.7 |CV of new members of the Identifies the new members of the
investigation site team: current, |investigation site team. The 5.6.4)
signed and dated investigation site has CVs for X X 1'0 3 t])]

members of investigation site _
team at that investigation site.

E.2.8 |Shipping records and 79
iuvcatisatiuua} dCViLU 1_2 C),
accountability records X X 94.3 a)

9.4.4.5n)
10]6 k)

E.29 |Shipping records for clinical 12 a)
investigation-related document X X 9 2'—44 a)
materials =T

E.2.10 |Monitoring visit reports Provides summary of key 9430

findings to the principal (X) X 9', '4 -
investigator. i

E.2.11 |Correspondence related to the 9431
clinical investigation, including X X 9_fj )

. : 9.4.4.5 o)
emails, letters, meeting notes, 10[6 h)
and phone reports -

E.2.12 |Updated log of the principal Documents attribution of
investigator and members of responsibilities.
the investigation site team at 7.2
each investigation site, X X 9.4.1f)
including signature, title, and .4.4.5b)
responsibilities in the clinical
investigation

E.2.13 |Signed, dated, and fully executéd |Verifies that informed consent 5.8.1
informed consent forms has been given. X — 9.4.4.5f)

105

E.2.14 |Source documents 7.3.3

X . 74.2
10{6 c)
10{7 f)

E.2.15 |Updates of dogumentation on Identifies all types of source
type and lacation of source document relevant to the clinical 243
documents investigation and where they are X P

located to enable access for o .2:4.5 g)

. . : 1016 )
review and inspection and ensure
all site files are identified.

E.2.16—T€ERFs; fun_y executed Evidenceswhatdatawere 73
collected and that their 7.8.1
authenticity has been verified by X X 7.8.2
principal investigator. 9.2.4.5 h),1),j)
10.6))

E.2.17 |Reports of adverse events, Documents the occurrence and 7.4
adverse device effects, and resolution of adverse events and 9.2.4.5k),1)
device adverse device effects. X X 9.2.5
deficiencies 10.8

D.13g)

E.2.18 |CRFs corrections Gives evidence of any changes, 782

additions, or corrections made to e

CRFs after data were initiall X X LS )
y 10.6§)

recorded. B
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Table E.2 (continued)

Site | Sponsor Reference
No. Title of document Purpose or comment . . in this
files | files
document
E.2.19 |Reports of adverse events or Filing in investigation site files 74
device deficiencies by sponsor to |only where national regulations 9.2.4.51)
regulatory authorities or by the |require notification by the X X 9.2.5d)
principal investigator, where principal investigator. 9.4
applicable 10.8d)
E.2.20 |Reports of adverse events by 5.64
pri1 Lipa} iuvcbtisqt\u toECor X X 9245 })
by sponsor, where required 9.2.5¢)
10.8(c)
E.2.21 |Repprts by sponsor to
invdstigators of adverse events
occyrring at other investigation X X 2.2.51)
site§
E.2.22 |Interim or annual reports by 5.6.4d)
prirfcipal investigators to EC, X X 9.2.3h)
where applicable 9.2.4.5 o)
E.2.23 |Subject screening log Sponsor file only if anonymized. X X 7.5.2 - NOTE
E.2.24 |Sublject identification log X — 7.5.2
E.2.25 |Accuntability records of Reconciles with sponsor's 79
invgstigational devices at the shipping and receipt records. X X 9.2.3a)
invgstigation site, where 9.2.4.5n)
appropriate 10.6 k)
E.2.26 |Updated names/contact Documents the pénson who has
infofmation of monitor(s) ensured continuing compliance
of the clinicalinvestigation. The X X 9.2.1g)
investigdtion site file contains D.13e€)
dedicated monitors identification
only:
E.2.27 |Updates to normal Decuments the changes of normal
valye(s)/range(s) for clinical values throughout the clinical X X 9.2.4.5 q)
labdratory test, if relevant to the | investigation. ZL:2:0q
clinjcal investigation
E.2.28 |Updates to confirmation of Documents the changes of
adequacy of equipment,if equipment, continuous
releyant to the clinical maintenance, and calibration X X 9.2.4.5p)
invdstigation throughout the clinical
investigation.
E.2.29 |Updates of. Documents adequacy of tests
— | certification accreditation _throughou,t the clinical
ortstablished guality Investigation.
control or external quality
assessment
or
— other validation of the 6.1
laboratory, if relevant to the X X 9.2.1
clinical investigation 9.2.4.51)
or
— identification and
qualification of the
laboratory director, if
relevant to the clinical
investigation
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