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Foreword

5:2020(E)

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

any

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

htion is drawn to the possibility that some of the elements of this documént'may be th
ht rights. ISO shall not be held responsible for identifying any or all such*patent right
batent rights identified during the development of the document will'be in the Introdug

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

Any

consy

For

expr

Wor
URL

This

med

trade name used in this document is information given for thé convenience of users a
titute an endorsement.

an explanation of the voluntary nature of standards, the meaning of ISO specific
essions related to conformity assessment, as well‘asrinformation about ISO's adher]

www.iso.org/iso/foreword.html.

document was prepared by Technical Committee ISO/TC 194, Biological and clinical e
cal devices, in collaboration with the European Committee for Standardization (CEN

fenance are
bded for the
ce with the

e subject of
5. Details of
tion and/or

Ind does not

terms and
ence to the

d Trade Organization (WTO) principles in the Techmical Barriers to Trade (TBT) see the following

valuation of
) Technical

Comjmittee CEN/TC 206, Biological and clinical evaluation of medical devices, in accordance with the

Agre
This

revi

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

third edition cancels and replaces the second edition (ISO 14155:2011), which has been
bed. The main changes to the previous edition are as follows:

nclusion of a summary'section of GCP principles (see Clause 4);
Feference to registfation of the clinical investigation in a publicly accessible database (3
nclusion of clinical quality management (see 9.1);

nclusion-efirisk-based monitoring (see 6.7);

nclusien of statistical considerations in Annex A;

nclusion of guidance for ethics committees in Annex G;

technically

ee 5.4);

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).

Any feedback or questions on this document should be directed to the user’s national standards body. A

com

plete listing of these bodies can be found at www.iso.org/members.html.
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Cli

nical 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
follo

This

NOT
also
requ

NOT
isac
inten

Fal Investigations carried out In luman subjects to assess the clinical performance or.e
cafety of medical devices.

bost-market clinical investigations, the principles set forth in this document aré intg

document specifies general requirements intended to
brotect the rights, safety and well-being of human subjects,

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

Hefine the responsibilities of the sponsor and principal.investigator, and

hssist sponsors, investigators, ethics committees, regulatory authorities and other bod
n the conformity assessment of medical devices:

£ 1 Users of this document need to consider;whether other standards and/or national 1
rements exist, the most stringent apply.
£ 2 For Software as a Medical Devicé€ (SaMD) demonstration of the analytical validity (the S

urate for a given input), and where@ppropriate, the scientific validity (the SaMD’s output is ass
ded clinical condition/physiological state), and clinical performance (the SaMD’s output yield

meaningful association to the targetiise) of the SaMD, the requirements of this document apply as fz

(see
cont

This
depd
cons

2
The

Reference [4]). Justifications for exemptions from this document can consider the uniquenes
ct between subjects and thé SaMD.

document does ngtapply to in vitro diagnostic medical devices. However, there can b
ndent on the device and national or regional requirements, where users of this doc

Normative references

wed as far as relevant, considering the nature of the clinical investigation (se€.Annex I).

fectiveness

bnded to be

the clinical

jes involved

equirements

apply to the investigational device(s) under.consideration or the clinical investigation. If dfifferences in

WMD’s output
ciated to the
s a clinically
r as relevant
s of indirect

b situations,

ﬂinent might
ider whethep-specific sections and/or requirements of this document could be applicable.

cons

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.

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

: ; i pplies. For
undated references, the latest edition of the referenced document (including any amen

dments) applies.

[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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3.1

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 devi

ce.

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 enﬂry: This includes ‘comparator’ (3.12) if the comparator is a medical device.

3.2
adverse ev
AE
untoward 1
abnormal 12
investigatio

Note 1 to {
comparator

Pnt

hedical occurrence, unintended disease or injury, or untoward clinical signs (incl
boratory findings) in subjects (3.50), users or other persons, whether or not related t
nal medical device (3.29) and whether anticipated or unanticipated

ntry: This definition includes events related to the investigational medical device o1
(3.12).

Note 2 to enffry: This definition includes events related to the procedures itwolved.

Note 3 to e
investigatior

3.3

audit
systematic
by (an) indé

htry: For users or other persons, this definition is réstricted to events related to the u
al medical devices or comparators.

examination of activities and documents related to a clinical investigation (3.8) perfor
pendent (3.26) person(s), to determine-whether these activities were conducted, andg

data recorded, analysed and accurately reported; according to the CIP, standard operating proced

this documj

3.4
audit trail
documentaf

3.5
blinding
masking
procedure
treatment g

Note 1 to d

ent and applicable regulatory requirements

ion that allows reconstruction of the course of events

ssignment(s)

ntry: Single blinding usually refers to the subject(s) (3.50) being unaware of the treat

n which _otie*or more parties to the clinical investigation (3.8) are kept unaware of

ding
the

the

e of

med
| the
ires,

the

Inent

assignment(:

)-Double blinding usually refers to the subject(s), investigator(s) (3.30), monitor and, in some g

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

© IS0 2020 - All rights res
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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)

Note[TTO ey FOT the pUrpose of this document, cHmicat triat “or cimcal study “are symonymous with “clinical
invegtigation”.

3.9
clinjcal investigation plan
CIP
docyment that states the rationale, objectives (3.37), design and pre-specified analysis, mlethodology,
organization, monitoring (3.35), conduct and record-keeping of the clinical\nvestigation (3.9)

Note|1 to entry: For the purpose of this document “protocol” is synonymeus.-with “CIP”. However,|protocol has
many different meanings, some not related to clinical investigation, and tliése can differ from countiy to country.
Thergfore, the term CIP is used in this document.

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

3.11
clinical performance
behgviour of a medical device (3.34) and response of the subject(s) (3.50) to that medichl device in
relafion to its intended use, when correctly<applied to appropriate subject(s)

Note|1 to entry: Clinical performance can‘te-defined under national regulations.

arator
medical device (3.34), therapy (€.g. active treatment, normal clinical practice), placebo or n¢ treatment,

hardware and software (including associated documents, e.g. user manual) that creates, modifies,
maintains, archives, retrieves, or transmits in digital form information related to the donduct of a

con ization
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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3.16

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 monit
DMC

oring committee

ds MaWan

independen
progress of]
effectivenes.
modify, or g

Note 1 to enf
monitoring @

3.18
deviation
instance of

3.19

device deficiency

inadequacy|
safety or pé

Note 1 to e
information

Note 2 to ent
the compara

3.20
effectivend
achieveme

t
when the ;lvestigational medical device (3.29) is used within its intended uses and according 4

instruction
scientific ey

3.21

electronic
combinatio
modified, m

EXAMPLE

LJ.LUJ LUllllllittCC t]llclt cdall ]UC c:ata]uhahcd lUy t}lC DI.IUIIDUI (3.4‘9) tU dd5TS), at illtCl va}a
the clinical investigation (3.8), the safety data or the critical clinical performance (3.1
b (3.20) endpoints (3.22) and to recommend to the sponsor whether to continuel susy

top the clinical investigation

ry: For the purpose of this document, “data and safety monitoring board (DSMB), “data and s
ommittee (DSMC)" or "independent data monitoring committee (IDMC)” are synenymous with

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

of a medical device (3.34) with respect to its identity; quality, durability, reliability, usah
rformance

supplied by the manufacturer including labelling:

ry: This definition includes device deficienéies related to the investigational medical device (3.2
for (3.12).

ss
of a clinically significantiintended result in a defined portion of the target populd

5 for use, the investigator’s brochure (3.31) and the CIP (3.9), as determined by docume
idence

record
L of text,graphics, data, audio, imaging, or other information in digital form that is cre
aintained; archived, retrieved, or distributed by a computer system (3.13)

An.electronic CRF.

, the
1) or
end,

hfety
PMC.

ility,

htry: Device deficiencies include malfunctions (3.33), use errors (3.53), and inadequacy i the

9) or

ition
o its
nted

hted,

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 res
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3.24

ethics committee

EC

independent (3.26) body whose responsibility it is to review clinical investigations (3.8)

5:2020(E)

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

» oo

committee”, “i
pertaining to ethics committees or similar institutions vary by country or region.

3.25

thocic

ndependent ethics committee” or “institutional review board”. The regulatory requirements

hype
testgble statement, derived from the objective (3.37) of the clinical investigation (3:8)
condlusion about this objective, based on a pre-specified statistical test

CTITC TS

Note|1 to entry: The primary hypothesis is formulated based on the pre-defined primary~endpoint
usually used to calculate the sample size.

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

Note|l to entry: For the purpose of this doeument, “investigation site” is synonymous with “investig

3.29
inve
med
clini

stigational medical device
cal device (3.34) being@ssessed for clinical performance (3.11), effectiveness (3.20), o1
fal investigation (3.8)

Note
uses

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

Note
inten

2 to entry:\This includes medical devices already on the market that are being evaluated
ded useih.a post-market clinical investigation (interventional or non-interventional).

Note|3 toentry: For the purpose of this document, the terms “investigational medical device” and “in

to draw a

(3.22) and is

nvestigation
t of interest

ular clinical
pvant to the

tion centre”.

safety in a

ew intended

within their

vestigational

devig¢e*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
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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)

Note 1 to entfy—“fegattyauthortzed Tepresentative or tegatty acceptabie TEPreSentative are other termmoipgies
used under rjational regulations for “legally designated representative”.

3.33

malfunctign
failure of a(l investigational medical device (3.29) to perform in accordance with its intended purpose
when used |n accordance with the instructions for use or CIP, or IB

3.34
medical deyvice
instrument| apparatus, implement, machine, appliance, implant, reagent for in vitro use, softWare,
material or] other similar or related article, intended by the manufacturer to be used, alone ¢r in
combinatiof, for human beings, for one or more of the specific purpase(s) of:

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

— disinfe¢tion of medical devices;
— providing information by means of in vitro examination of specimens derived from the human Hody;

and does npt achieve its primary intended action by pharmacological, immunological or metapolic
means, in of on the human body/but which may be assisted in its intended function by such means

Note 1 to en{ry: Products which may be considered to be medical devices in some jurisdictions but not in ofhers
include:

— disinfecfion substances;

— aids for per'sens 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

. —— T i

. op: cedures are
consent (3.27) form

pDelore d
informed

NS .
unde¢rtaken, a subject (3.50) signs and dates the

cipal investigator
qualjfied person responsible for conducting the clinical investigation (3.8) at aninvestigation site (3.28)

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

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

quality assurance
planned and systematic actions that are established to ‘ensure that the clinical investigation (3.8) is
perfprmed, and the data are generated, documented\(recorded), and reported in complianfe with this
docyment and the applicable regulatory requirement(s)

quality control
operjational techniques and activities undertaken within the quality assurance (3.40) syst¢m to verify
that|the requirements for quality of theXclinical investigation-related activities have been fylfilled

3.42
randomization
prodess of assigning subjects (3:50) to the investigational medical device (3.29) or control gfoups (3.15)
using an established recognized statistical method using an element of chance to defermine the
unfgreseeable assignment in order to reduce bias

3.4

recrjuitment
actiye effortsyto identify subjects (3.50) who can be suitable for enrolment into [the clinical
inveftigation(3.8)

3.4
seriousadversedeviceeffect
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 the following:

1y
2)
3)
4)

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) foetal distress, foetal death, a congenital abnormality, or birth defect including physical or m¢

impair

Note 1 to en
without seri

3.46

serious hej
signal from
serious deté
remedial ac

Note 1 to enf
alarming as

3.47

ent

fry: 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.

plth threat

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

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

source dat

all informatlion in original records, certified copies of original records of clinical findings, observat
or other actjivities in a clinical investigation (3.8), necessary for the reconstruction and evaluation df the
clinical invgstigation

Note 1 to enffry: This includes source data initially.recorded in an electronic format.

3.48
source doc
original or ¢

ument
rertified copy (3.7) of printed, optical or electronic document containing source data (3.1

bntal

3.9),

or a

ympt

come

ons,

E7)

EXAMPLE Hospital records, laboratory notes, device accountability records, photographic negatives,
radiographs) records kept at tHe~investigation site (3.28), at the laboratories and at the medico-techhnical
departmentd involved in the clinical investigation (3.8).

3.49

sponsor

individual, gompany,institution or organization taking responsibility and liability for the initiatior] and
management of-a\¢linical investigation (3.8), and arranging the financial setup

Note 1 to enk en-an-investigator (3.30) initiates implements and takes fu esponsibility for the clinical
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

5:2020(E)

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 error

b 1 1 £ Ao ol H 4] K L H L£2. .2 40 41 4] pa | 4 iy
uselrractromrorrackor uaser—actiomrwinire USIITg T 7TIeuIitur uctvitt (J.J07 ] LIdU ITAUS TU 4 Ulll

than| that intended by the manufacturer or expected by the user
Note|1 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,of the user, u
task pr use environment.

Note|3 to entry: Users might be aware or unaware that a use error has occurred.
Note|4 to entry: An unexpected physiological response of the patient is not'hy'itself considered a usg
Note|5 to entry: A malfunction of a medical device that causes an unexpected result is not considere

[SOURCE: ISO 14971:2019, 3.30]

3.53
valiglation

conflrmation by examination and provision of objeetive evidence that the particular requiré
spedific intended use can be consistently fulfilled

ummary of good clinical practice (GCP) principles

linical investigations shall be conducted in accordance with the ethical principles tha

rent result

er interface,

error.

 a use error.

bments for a

ments have

bvant to the
mpromised

t have their
5 document.

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

b) Before a clinical investigation is initiated, foreseeable risks and inconveniences shall
against the anticipated benefit for the individual subject and society. A clinical investi
be initiated and continued only if the anticipated benefits justify the risk.

c) The rights, safety, and well-being of human subjects are the most important conside
prevail over interests of science and society.

be weighed
gation shall

rations and

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

to support the proposed clinical investigation.

e) Clinical investigations shall be scientifically sound and described in a clearly detailed C

© IS0 2020 - All rights reserved
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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

muachicoation
T =4

NOTE 1

j)  All clin
way th3

k) The cory
and cor

1) Investig
the ess
CIP, the

NOTE 2

m) System

be impl
5 Ethica
5.1 Gene€

The princip
clinical invd

5.2 Impr

The sponso
or other pai

All investig
investigatol

TV CotIgTreroTTs

Some exceptions can exist (see 5.8.3).

cal investigation related information shall be recorded, handled, and securely stored
It allows its accurate reporting, interpretation, monitoring, auditing, and verification.

in a

fidentiality of records that could identify subjects shall be protected, respecting the priyacy

fidentiality rules.

pational devices shall be designed, manufactured, handled, and<stored in accordance
ential principles (see Reference [7]). They shall be used inaccordance with the appr
IB and manufacturer’s instructions for use.

Essential principles can be further outlined in national regulations.

5 with procedures that ensure the quality of everyZaspect of the clinical investigation
emented.

1 considerations

ral

les outlined in Clause 4 shall be understood, observed, and applied at every step i
stigation.

oper influence or inducement

- shall avoid improper influence on, or inducement of, the subject, monitor, any investigat|
ties participating in, or contributing to, the clinical investigation.

hitors shall'avoid improper influence on or inducement of the subject, sponsor, monitor, d
(s) or_other parties participating in, or contributing to, the clinical investigation.

ensation and additional health care

with
bved

hall

the

pr(s)

ther

5.3 Com

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
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5.4 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 contents.

5.5 Responsibilities

All parties involved in the conduct of the clinical investigation shall share the responsibility for its
ethi¢al conduct in accordance with their respective roles in the clinical investigation.

5.6 | Communication with the ethics committee (EC)

5.6.1 General

If ndtional or regional EC requirements are less strict than the requirements of this dogument, the
spor]sor shall apply the requirements of this document to the greatest extent possible, irrgspective of
any lesser requirements, and shall record such efforts (see Annex G)-

5.6.2 Initial EC submission

As ajminimum, the following information and any amendments shall be provided to the EC:
a) the CIP;

b) the IB or equivalent documentation;

c) theinformed consent form and any other' written information to be provided to subjects;
d) the procedures for recruiting subjects and advertising materials, if any;
e) pcopy of the curriculum vitae\(CV) of the principal investigator(s) for which the EC has|oversight.

The |following documents (mjight also need to be provided to the EC depending on [the clinical
inveptigation design and mational or regional requirements:

f) the sample or draft\CRFs, including other data collection tools, as required by the CIP;
g) the documentsrelated to payments and compensation available to subjects;

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

NOTE Local requirements can apply to the possibility of submitting a draft version of the agregment.

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

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.

© IS0 2020 - All rights reserved 11
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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, whiche¥er is
more stringent:

a) serious|adverse events;

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

c) deviatipns from the CIP to protect the rights, safety and well-being ®f~human subjects upder
emergency circumstances may proceed without prior approval of the~sponsor and the EC - such
deviatipns shall be documented and reported to the sponsor and the’EC as soon as possible;

d) progregs reports, including safety summary and deviations;

e) amendfnents to any documents already approved by the EC;
NOTE 1| Fornon-substantial changes (e.g. minor logistical oradministrative changes, change of monitpr(s),
telephoie numbers, renewal of insurance) not affecting the rights, safety, and well-being of human subjects,
or not r¢lated to the clinical investigation objectives anendpoints, a simple notification to the EC and, where
approprfiate, regulatory authorities can be sufficient:

f) if appligable, notifications of suspensions or premature termination;

g) ifappligable, justification and request forresuming the clinical investigation after a suspensiop;

h) clinicallinvestigation report or its Stmmary;

i) ifapplig¢able, a copy of the CV-af-additional members of the investigation site team.

NOTE 2 1 addition to the E€and CIP requirements, national regulations can apply to any or all of the abgve.

5.6.5 Continuing information to be obtained from the EC

As a minimpim, during the clinical investigation, the following information shall be obtained in wrjting
from the E(Q priorto implementation:

1 /£ Ll L £ | A3 C £ A )
a) dpprovar/ravotutrasre-opitot ot amenamentsasstateathr o604 €5

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  These conditions might not apply to healthy volunteers.

5.8 Informed consent

5.8.1 General

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

NOTE Dated signatures can be electronic.

The [informed consent form consists of an information form (see 5.8.4) and an informped consent
signpture form (see 5.8.5). These two forms can either be combined in one decument or separated into
two documents.

5.8.2 Process of obtaining informed consent

The |principal investigator or his/her authorized designee shall comply with the general|process for
obtalining informed consent as documented in the CIP including the following:

a) pxplain all aspects of the clinical investigation that are relevant to the subject's [decision to
participate throughout the clinical investigation;

b) hvoid any coercion or undue improper influgnce on, or inducement of, the subject to payticipate;
c) hotwaive or appear to waive the subject’s legal rights;
d) pse native non-technical language:that is understandable to the subject;

e) provide ample time for the subject to read and understand the informed consent form and to
consider participation in the:¢linical investigation;

f) pnsure personally dated-signatures of the subject and the principal investigator or an authorized
Hesignee responsiblefor conducting the informed consent process;

g) provide the subjec¢t with a copy of the signed and dated informed consent form angl any other
wvritten information;

h) pnsure .documentation of the process in the subject’s source documents and mfintain the
nvestigation site’s signed informed consents with the essential documents;

i) phew how informed consent is obtained and recorded in special circumstances (see 5.8.3) where
the subject 1s 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 The qualification of a principal investigator’s authorized designee can be subject to national
regulation.
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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

unconsciou

g cnhmr‘f Qr cnhmr‘f with a mental orintellectual dlcthhhﬂ In such cases the cnhmr‘f

shall

also be info

5.8.3.3 Suibject unable to read or write

Informed cq
representat
throughout
aloud and e
possible, eif
the informg
attesting th

5834 E

For clinical
is not possi
designated

When it is
designated
been descri

Arrangeme
possible,

a) aboutt
b) abouta

The subject

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

nsent shall be obtained through a supervised oral process if a subject or legally design
ive 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
kplained to the prospective subject or his/her legally designated répresentative. When
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
at the information was accurately explained, and that informed consent was freely givg

mergency treatments

investigations involving emergency treatments, when prior informed consent of the su
ble because of the subject's medical condition,'the informed consent of the subject's le
Fepresentative, if present, shall be requested:

hot possible to obtain prior informed:€onsent from the subject, and the subject's le
representative is not available, the*subject may still be enrolled if a specific procesg
bed in the CIP as given in A.13 b).

nts shall be made to informythe subject or legally designated representative, as sod

he subject's inclusion/in the clinical investigation, and
[l aspects of the elinical investigation.

shall be asked’to provide informed consent for continued participation as soon as

ated
sent
read
ever
date
form
n.

bject
bally

bally
has

n as

his/

her medical condition\allows or from the legally designated representative as soon as the pers¢n is

available.

The princippl iweéstigator may enrol a subject without obtaining the informed consent of the subjelct or

his/her legglly designated representative only when the following conditions are fulfilled:

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 subject to national
regulations.
5.8.4 Information to be provided to the subject

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.

sk |
CoLTIpUIvUIT a1 pulr pust.

|) statement that the clinical investigation involves research;

D) purpose of the clinical investigation;

B) anticipated duration of the clinical investigation, and extent pf“the involyement and
responsibilities of each subject during the clinical investigation;

1) description of the investigational device and comparator, if any;

b) description of all procedures involving the subject;

b) description concerning possible future use of samples collected from the subject, iflapplicable;

/) aspects of the clinical investigation that are experimental, if applicable;

B) description of the clinical investigation, incliiding a mention of any comparison grgups and the
method of assignment to each group;

D) number of subjects expected to participate in the clinical investigation.

Potential benefits:

1) description of benefits for thé subject that can reasonably be expected (if there |is no direct
therapeutic benefit anticipated, this shall be noted);

D) description of potential’benefits for others.

Risks and inconveniences for the subject and, when applicable, for an embryo, foetus| or nursing

nfant:

1) descriptionvof anticipated adverse device effects;

D) description of risks associated with the clinical procedures required by the CIP [different to
lecal'standard practice;

B}-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)

4)

5)

Compensation:

1y

2)

3)

Anticippted expenses, if any, to be borne by the subject for participating.in the clinical investiga'[ion.

Information on the role of sponsor's representative (e.g. monitor;product specialist, field engi
in the clinical investigation.

Contact persons:

1y
2)
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;

statement indicating that clinical investigation results may be published without disclosing the
subject's identity;

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).

infprmation about provisions for compensation available in the event of injury arising from
pajfticipation in the clinical investigation;

infprmation about additional health care for subjects who suffer from an adverse event|as a
resjult of participating in the clinical investigation;

information on financial compensation for participation, if applicable!

eer)

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

whpm to contact regarding questions about subject's rights.

Statement declaring that new findings érjthe reasons for any amendment to the CIP that affecf the

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

Statemént indicating that, only-upon subject's approval, the subject's personal physician willl be

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

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

subject|is not reachablefor follow-up that:

1y

2)

a person identified by the subject is informed of the possibility to be contacted by the prinfipal
investigatofiregarding how to reach the subject and the subject’s health status;

whpreabouts.

the] civil fegister may be contacted by the principal investigator to inquire about the subj|ect's

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:

a)

b)

c)

d)

)

g)

h)

the clinical

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

instructions;

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

Denerits to wnicn tne subject 1s otherwise entitied;

ht any time incurs no penalty for the subject;

h statement with regard to the possible consequences of withdrawal;

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

h statement confirming that the subject or his/her legally désignated representative a
1se of the subject's relevant personal data for the purpose'ef'the clinical investigation;

h statement confirming that the subject or his/her legally designated representative

hceess to the subject's medical records;

h statement whereby the subject provides the name of a person to be contacted by t
nvestigator in case the subject cannot be ¥eached for follow-up.

NOTE National requirements regarding personal data protection can apply.

5.8.6 New information

If new information becomes ayajlable that can significantly affect a subject's future health
caref that information shall be provided to the affected subject(s) in written form. If felevant, all
affeqted subjects shall be(asked to confirm their continuing informed consent in writing.

6

6.1

Clinical inyestigation planning

General

All parties participating in the design and conduct of the clinical investigation shall be
edudation, training, or experience to perform their tasks and this shall be documented ap
(see 9.2.1).

h statement declaring that discontinuation/withdrawal and thereby revoking the infermed consent

hn acknowledgement of the information provided and confirmation thatall the subject]s questions
ivere answered, that the subject acknowledges the information-previded during the informed

brees to the

agrees that

sponsor's representatives, regulatory authorities and EC representatives will be grgnted direct

ne principal

hnd medical

ualified by
propriately

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 experience, who is

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 t

process (seg¢ 6.2.3), the sponsor shall predefine or establish risk acceptability thresholds and)tr

Investigational device including clinical procedure (see 6.2.2) and clinical investig

a risk assessment to determine whether actions are needed as soon as thresholds areseache
exceeded (sge Annex H).

6.2.2

Investigational device including clinical procedure risks and their disclosure

Risks assodiated with the investigational device and its related clinical procedure shall be estim

in accorda

e with ISO 14971 prior to design and conduct of a clinical investigation (see Annex H)

risk assessment shall include or refer to an objective review of publishedyand available unpubli

medical and

A summar)
documents.
(occurrence
for use. The
subject safé

The CIP sh3
ratio (see Al

All anticipa

Where the
considerati
cadaver tra

scientific data.

;' of the benefit-risk analysis shall be disclosed in.the relevant clinical investigs

), severity and outcome (harms) shall be disclosed in the IB (see B.5) and the instruct
level of detail necessary shall be determined by:the sponsor and managed in the interg

ty.
1l include all anticipated adverse device effects and a rationale for the related benefif
4).

fed adverse device effects shall bedisclosed in the informed consent form (see 5.8.4).

risk management report’s «conclusions require training on the investigational de
bn should be made by the sponsor about the extent of the training (e.g. animal m
ning, support to users thgoughout the clinical investigation).

6.2.3 Clinical investigation process

Risk mana
investigatid

bement prineiples shall be applied to both the planning and the conduct of cli
ns, in ordersto ensure the reliability of the clinical data generated and the safety of subj

The spons

shallsdentify, assess and control risks associated with clinical investigation process

ensure the pthical and scientific conduct of the clinical investigation and the credibility of the cli

!

?gger

tion

d or

ated
The
shed

ition

The residual risk, including the characterization,of their nature (hazards), incidence

ions
st of

Lrisk

vice,
bdel,

hical

ects.

bs to
hical

investigatign‘results.

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).

18 © IS0 2020 - All rights reserved


https://standardsiso.com/api/?name=4d63a50751205d0138c6e3494c6e377f

ISO 14155:2020(E)

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

clini
shal
serv

or blinding, and other methods to minimize bias.

The
fort
ensy
inve

Sevd
gene
relaf
inve

The
inve

NOT

the applicable national regulations.

NOT
and

NOT

6.4
The

The
aded
dete
obje

also help identify relevant endpoints and confounding factors to be taken into ¢onsi
e to justify the choice of control group(s) and if applicable, comparator(s), the'use of rar

clinical investigation shall be designed to evaluate whether the investigational devic
he purpose(s) and the population(s) for which it is intended. It shall’he’designed in such
re that the results obtained have clinical relevance and scientific validity and address
stigation objectives, in particular the benefit-risk profile of the investigational device.

ral factors are important when designing any medica) device clinical investigatio
ral considerations of sources of bias and bias minintization, as well as specific cof
ed to clinical investigation objectives, subject Sselection, subject endpoint(s), st

clinical investigation should be designed to_allow confirmation of the benefit-risk anj
Stigational device as outlined in the risk maniagement report.

£ 1 The need to conduct a clinical investigation to meet regulatory requirements can be d¢

E 2
[8]).

The requirements for clinical*evaluation can be the subject of national regulations (see R

£ 3 Further informativé redding can be found in References [9], [10], and [13].

Clinical investigation plan (CIP)
CIP shall include’the information specified in Annex A.

CIP shall ¢clearly outline the objectives of the clinical investigation. The proposed des|

rmifie(s) whether an exploratory or a confirmatory design is appropriate to ascert

Gtigation site selection, and comparative clinical. investigation designs (see A.6 and A.7).

results of the clinical evaluation and the risk assessment shall be used to determine_the required
ral development stages (see Annex I) and justify the optimal design of the clinical ifveSstigation. They

eration and
domization

b is suitable
a way as to
the clinical

h, including
)siderations
ratification,

lysis of the

termined by

eferences [5]

ign shall be

uatelysjustified based on scientific and ethical principles. The objective(s) of the investigation

hin that the

Ctives 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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during the course 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 shall keep all its information confidential.

The IB shall 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 compl
for accuratg
investigatid

A procedur
review the

6.7 Moni

The spons

hclude information on the condition of each subject upon entering, and during the cou
nvestigation, exposure to the investigational device and any other therapies (see Ahhe

ption guidelines can also be developed to provide instructions to the investigation’site {
completion, correction and signature of CRFs along with expectations on hahdling cli
n deviations and unknown data, thus reducing the need of sponsor data quefries.

e shall be in place to ensure, that when it is necessary to amend the CIP, the sponsor
LRFs to determine if an amendment of these documents is also negéssary.

toring plan

pr shall determine the extent and nature of monitoring appropriate for the cli

e of
ik C).

eam

hical

chall

hical

investigatign based on the risk assessment (see 6.2). The extent and'nature of the monitoring, including
the strategy for source data verification versus centralized data review (evaluation without visjting
the investigation site), subject protection and timely reportifig, shall be based on the objective, depign,
complexity,| size, critical data points and endpoints of the clinical investigation and the degrg¢e of

deviation frjom normal clinical practice - risk-based mofiitoring.
NOTE 1

Monitoring methods can differ between countries and arrangements for source data verificatiop are

subject to nafional or regional regulations regardingpersonal data protection.

NOTE2 A
contact with|
accountabilif

In general,
monitoring
circumstan
such as inv
communica

Ctivities of centralized monitoring ¢an include, but are not limited to, examining data quality, re
the investigation site, EC renewals, adverse event review, DMC review, and investigational d

y.

there is a need for on-site monitoring throughout the clinical investigation. Centra
can be performed_in addition to complement on-site monitoring. In except

estigator's doecumented training, meetings, and extensive written guidance or telep
ion, can ensure appropriate conduct of the clinical investigation. In such circumstanceg

mote
bvice

ized
onal

Ces, the sponsor ean-determine that centralized monitoring in conjunction with procedures

hone
, the

sponsor sh3ll provide a’justification for omitting the source data verification. In addition, the sponsor
shall ensurg¢ that the.processes and expectations for site record keeping, data entry, reporting are ell-
defined and ensure timely access to clinical data and supporting documentation.

The spons vent
reporting, that unanticipated 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) therisksassociated 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) the procedures and requirements for the investigation’s oversight;

f) 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;

5:2020(E)

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

j)
The
clini

6.8

The
to st
prin

The
inve
sited

Prio
aded

repart. The rationale for selecting an investigation site shall be documented.

NOT
prin

6.9

Ther
and

resp
sign

The
shar

Fhe data;
Lhe special requirements regarding personal data protection.

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

Investigation site selection

the type of

investigation site’s facilities should be similar to the facilities required for the intend

during the clinical investigation to ensure that the-hecessary safety precautions are ay

- to the initiation of the clinical investigation; the qualifications of the principal investi
uacy of the investigation site(s) shall be verified and documented in an investigation s

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

Agreement(s)

e shall be an agreement-between the sponsor and the principal investigator(s)/investig]
any other relevant-parties (e.g. investigators, CRO(s), and core laboratories), which
onsibilities of edeh party in the clinical investigation. All agreements shall be recordeq
bd, and dated-by/all parties involved.

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

6.1(

sponsor shall identify criteria necessary for the successful conduct of the clinical investigation prior
art of the site qualification process, including the facilities required at the clinical invesfigation site,
Cipal investigator’s qualification and the type of environment (e.g. hospital versus hom¢-based).

use of the

stigational device(s), although additional equipment and capabilities may be needed at ipvestigation

ailable.

pator(s) and
te selection

bor with the

ation site(s)
defines the
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:

a)

the responsibilities and scope of activities of the DMC;

b) the frequency, format, and documentation of meetings;

<)
NOTE

arrangements for handling emergency situations.

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

7 Clinic

7.1 Geng€
The clinical

The clinical

1l investigation conduct

ral

investigation shall be conducted in accordance with the CIP.

and, if requlired, the relevant regulatory authority of the countries where the’¢linical investigati

taking placg

t has been received.

The sponsopr shall ensure ongoing risk management throughout the<linical investigation taking

considerati
and the inv{

7.2 Inves

An initiatio
be conductg
(see 9.2.4.4

bn all aspects related to the investigational device, clinical procedures required by the
pstigation process (see 6.2 and 7.4.4).

tigation site initiation

1 visit for each participating investigation site or, alternatively, an investigator meeting
d and documented by the sponsor or monitor at the beginning of the clinical investig3
. A log shall be initiated identifying names, initials, signatures, functions, and design

authorisatigns for the principal investigator and jmiembers of the investigation site team.

NOTE D
can be perfoy

7.3 Inves

The condud
and 9.2.4).

The results

7.4 Adve

epending on the type and complexityof the clinical investigation, and its associated risks, site initi
med by a telephone call or other'eommunication, as specified in the risk-based monitoring plan.

tigation site monitoring

t of the clinical investigation shall be monitored according to the monitoring plan (se

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

Irse.évents and device deficiencies

investigation shall not commence until written approval/favourable)opinion from the EC

bn is

into
CIP,

hall
ition
ated

htion

‘.0\

N
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7.4.1 Sig:

nals 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.

22
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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).

NOTE 3  Certain national regulations can apply to reporting of adverse events during postymarket clinical
invegtigations.

All adverse events shall be reported in an interim or final report of the clinical investigation.

7.4.3 Device deficiencies

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

The gponsor shall arrange for the safe return of the investigational device that is related tp the device
defigiency (see 7.9).

Device deficiencies that did not lead to an adverse event but could have led to a serigus adverse
devike effect

a) |feither suitable action had not been taken,
b) |fintervention had not been made, gr
c) |fcircumstances had been less fortunate,

shal] be reported as specified in' 9.2.5 and 10.8. Where applicable, the analysis of used or explanted
inveptigational devices shallbe included as supportive information.

7.4.4 Risk assessment process for potentially unacceptable risks
Riskfs arising during’the course of a clinical investigation shall be managed as follows (see Higure H.1).

a) Any person identifying an event or information that could have an impact on subjecfs’, users’ or
btherpersons’ safety, has an obligation to inform the principal investigator and the sponsor of their
Coricerns.

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).

1y

The comprehensive risk assessment can lead to the following outcomes.

ang ovarall racidual iclc +0 cnlinacte icare n Aty narconce wamaain accantahla Tha o
Sve T

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

nsor

sha
ned

2) Cor

i)

ii)
3) Ifc

7.5 Clini

TOIT T CoTo ot T IoITo toO— o a o e ety o CTro O OtIrcT oo TeTIITT TCCCptooTCT T IIcopP

1l ensure that a rationale for this is recorded in the clinical investigation documentatior
essary activities are performed before resuming the clinical investigation (see 8.2:2).

rective actions can be applied, including the following options:

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

if the corrective actions affect the validity of the clinieal investigation, the cli
investigation shall be terminated.

brrective actions cannot be applied, the clinical investigation shall be terminated.

ral investigation documents and documentation

7.5.1 Amendments

The IB, CIP,
documents
in accordan|

Documenta
their poten
of the affect

Proposed a
6.4, unless
consent for
5.6.4). The y

If the amen
the amendn

CRFs, informed consent form and other” subject information, or other clinical investig4
such as instructions for use shall beamended as needed throughout the clinical investigs
ce with written procedures for the control of documents and document changes.

Lion of changes shall include-a description of the changes, justification of the changes
ial impact on the performance, effectiveness, safety or other endpoints, and identific3
ed documents.

mendments to the\GIP shall be reviewed and approved by the same parties as specifig
specifically designated otherwise. The amendments to the CIP and the subject's infor
m shall be notified to, or approved by, the EC and regulatory authorities, if required
rersion number and date of amendments shall be documented.

Imentimpacts the integrity of the clinical investigation, the data collected before and
nentsshall be analysed statistically to assess the effect of the amendment on performs

effectivenes

+i

and

sor
on;
see

hical

ition
ition

and
ition

ed in
med
(see

hfter
ince,

s or safetv analvsis. This analvsis shall be included in the clinical investigation report

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

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.

!

NOTE EC approval of new members of the investigation site team can be required beforé)colnmencement
of their responsibilities, in addition to internal site documentation of these responsibilitiessand pew member
trainjing.

7.7 | Subject privacy and confidentiality of data

Conf
inve

The
whe

The
after
Asr
sour
the ¢

7.8

7.8.]

All d
cont
shal
inve

The
datal
sou
site
the

trac

identiality of data shall be observed by all parties involved at all‘times throughout
ctigation. All data shall be secured against unauthorized access.

privacy of each subject and confidentiality of his/her informadtion shall be preserved in
h publishing any data.

principal investigator or investigation site shall provide direct access to source data

the clinical investigation for monitoring, audits, EC'review and regulatory authority
equired, the principal investigator or investigation‘site shall obtain permission for dirg
ce documents from the subject, hospital administration and regulatory authorities bef
linical investigation.

Document and data control

| Traceability of documents arnd data

ocuments and data shall be;produced and maintained in a way that ensures reliabilit

be identifiable, traceable and appropriately stored to provide a complete history of]
stigation. Where relevant, the accuracy of translations shall be guaranteed and documg

investigator shall’ensure the accuracy, attribution, completeness, legibility and timel
reported to‘the sponsor on the CRFs and in all required reports. All copies of the retai

team wunless generated through a validated process. Special requirements should bé
aptuke; review and retention of electronic source data, to ensure reliability, quality, ix
pability (see Reference [12]).

the clinical

reports and

during and
nspections.
ct access to
bre starting

y, integrity,

rol and traceability. All"decuments, and subsequent versions, related to a clinical ipvestigation

the clinical
nted.

iness of the
hed original

ce documents shall be certified, as indicated by a dated signature by a member of the ipvestigation

e applied to
tegrity and

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

NOTE 1

docu

can be recorded directly in the CRFs.

mentation 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)

b)

7.8.3 Elettronic 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 corrections in
CRFs are r"nr‘nmnnhnr", are necessary-are ]ngih]n and frar‘nah]n’ and are endorsed ]ny the prin"ipal
investigator or his/her authorized designee; records of the changes and corrections shall be
maintalned,

ensure [that it is possible to compare the original data and observations with the praeessed ddta, if
data arg transformed during processing;

use an pnambiguous subject identification code that allows identification of all the data repdrted
for each subject. The link between the code and each subject shall be retained by the prinfipal
investigator in a secure location.

Validation df electronic clinical data systems is necessary in order te_evaluate the authenticity, accufacy,
reliability, qnd consistent intended performance of the data system from design until decommissigning

of the system or transition to a new system.

These requjrements are applicable to any electronic records as defined in 3.21, including electfonic
CRFs, electfonic systems used for entering and procéssing data from paper CRFs received from pites

and other electronic systems required in the clinicalinvestigation.

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

shall be implemented to

a)

b)

g)

h)

26

describe system validation and .functionality testing, data collection and handling, syjtem
maintepance, system security mmeasures, change control, data backup, recovery, contingency
planning, and decommissioning,

establith and document requirements for the electronic clinical data system to receive|and
procesg data,

verify pnd validatel that the requirements for the electronic clinical data system cap be
consistently meg,

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

ensure laceuracy of reports,

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,

k) train users on the use of the system, and

D)

7.9

Investigational device accountability

5:2020(E)

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

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

The

ship
have
disp

ment of investigational devices to the investigation sites until return or disposal. The.sj
instructions in place and make packaging materials available, if applicable, for-the'sa
psal of investigational devices, including potentially hazardous devices. The princ¢ipal

or afp authorized designee shall keep records documenting the following:

a)
b)

‘)
d)
e)
f)
g)
h)

Writ]

7.1(

All
inve

Ifaq
inve
his/
safef

NOTE

hame(s) of person(s) who received, used, returned, or disposed of the devite;

Lhe date of receipt, identification, and quantity of each investigationaldevice (batch nu|
humber or unique code);

the expiry date, if applicable;

he date or dates of use;

subject identification;

Hate on which the investigational device was returned/explanted from subject, if appli
the date of return of unused, expired, or malfunctioning investigational devices, if appl

the date and documentation of disposal of the investigational devices as per instruc
Eponsor, if applicable.

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

) Accounting for subjects

subjects enrolled in-the clinical investigation (including those withdrawn from
Stigation or lost to follow-up) shall be accounted for and documented.

ubject discofitiiues participation in the clinical investigation, the reason(s) shall be re
Stigator canuse existing data and ask for the subject's permission to collect follow-up
her status/condition including information about device clinical performance, effed
y. If permission is obtained, the relevant data shall be included in the clinical investiga

L,

The collection of follow-up data from discontinued subjects can be subject to national re

[

sponsor-shattkeeprecordstodocumentthephystcat-focatiomrof-att-mvestigatiomatdevices from

bonsor shall
fe return or
nvestigator

Imber/serial

able;
cable;

tions of the

the clinical

corded. The
data about
tiveness or
ion report.

bulations.

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)

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

b) to assess the effectiveness of the monitoring activity,

© IS0 2020 - All rights reserved
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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 of audit reports and audit certificates.

The audit p
clinical inv{
the clinical

an or procedures for a clinical investigation audit shall be guided by the importance of the
stigation, the number of subjects in the clinical investigation, the type and/complexity of
nvestigation, the level of risk to the subjects and any identified problem(s).

The audit r udit

certificate g

esults shall be documented and communicated to relevant parties. If"applicable, an 3
hall be kept in the sponsor files.

8 Suspension, termination, and close-out of the clinical investigation

8.1 Completion of the clinical investigation

The comple
subject and
concluded §

last
ition
rely,

tion of a clinical investigation shall be deemed to,coincide with the last visit of the
when follow-up is complete for the clinical investigation, whether the clinical investigd
ccording to the pre-specified clinical investigation plan or was terminated prematy

unless another point in time for such end is set out in the/clinical investigation plan.

NOTE Cpmpletion of a clinical investigation can also-be referred to as the end of a clinical investigation

8.2 Susp

The spons]r may suspend or prematurely terminate either a clinical investigation at an indiv
investigatign site or the entiré¢linical investigation for significant and documented reasons, sug
when recomimended by the DMC.

ension or premature termination of the clinical investigation

8.2.1 Prdgcedure for suspension orpremature termination

dual
h as

investigatof;” EC, or regulatory authority may suspend or prematurely terminate

n in a climmical investigation at the investigation sites for which they are responsible.

A principa
participatio

hical

If suspicionjof an‘macceptable risk, including serious health threat to subjects, arises during the cli
investigatio
clinical invé

an unacceptabe risk which cannot be controlled is confirmed (see 7.4.4 and Figure H.1).

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

NOTE2  The method and the timing of this communication depends on the circumstances, the pet
and fational regulations.

All activities listed in 8.3 shall also be conducted.

8.2.2 Procedure for resuming the clinical investigation after temporary suspension

subjects at

ceived risks,

When 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
inveptigators, the ECs, and, where appropriate, the regulatory.duthority of the rationale and provide

them with the relevant data supporting this decision.

NOTE The usual lines of communication are sponsoy;<-> principal investigator or sponsor
sponfor <->regulatory authority.

<-> EC and

Congurrence shall be obtained from the ECs andywhere appropriate, regulatory authoritief before the

clinifal investigation resumes.

If subjects have been informed of the suspension, the principal investigator, or authoriz
shal] inform them of the reasons for resumption.

8.3 | Routine close-out

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

bd designee

records are

complete, all documents(nééded for the sponsor's files are retrieved, remaining clinical ifvestigation

matgrials are disposed.6f] previously identified issues have been resolved, and all parties af
a) [ompleting thewrecords includes ensuring that
1) all esSential documents are complete and up to date,

D) all€RFs are completed,

e notified.

B) a1l mlfcfnnding qnpripc are resolved,

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:

i) investigational devices;

ii) remaining samples (e.g. blood or tissue);
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iii)

other clinical investigation materials.

b) Notification includes:

8.4 Clini

After close-
even if the
include the

NOTE1 N
reporting.
a)

b) The cli
method
togethe
clinical

c) Thereg
CRFs a
shall beg

d)
for all 3
publish|

e) The cli
applica
records
records

f)
their ag
is appo

g) Thecli

h)

NOTE 2

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).

The clinical investigation report shall be in written form.

The clinical investigation report shall take.inte account the data from each investigation sitg

ral investigation report

out of the clinical investigation, a report of the clinical investigation shall be‘¢ompl
clinical investigation was terminated prematurely. The clinical investigatian, report
nformation specified in Annex D.

nical investigation report shall include identification of the‘device(s), a description o

r with any statistics, and a critical appraisal of the resuilts compared to the objectives
investigation.

nd other applicable data capture methods in-a repeatable and traceable manner. Red
kept demonstrating this.

ubjects. No subject shall be identifiable either from the clinical investigation report o
ed results.

bted,
hall

htional regulations can apply to the requirements of the clinical investigation report completiop and

[ the

ology and design of the clinical investigation, any deviations from the CIP, data anjlysis

f the

ults reported in the clinical investigation reportshall be derived from data reported of the

ords

and
- the

hical investigation report shall be made available to the coordinating investigator

does n¢t agree with all or'part of the clinical investigation report, his/her comments sha

d and communigated to the other principal investigators.

The sponsor and ceordinating investigator shall be asked to provide their signatures, indic{

reement with the content of the clinical investigation report. If no coordinating investig
nted, the'signature of the principal investigator(s) shall be obtained.

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

ere

ble, and all principal investigators for review and comment. The sponsor shall maintain
confirming that the clinical investigation report has been provided for review. If a revigwer

I be

iting
ator

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.

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 in both documents.

30
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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
rep vf-fn\ should l«n mecorpbarated—inta tha dauvica tachnical docyinantation s doy he quality

T (07 SHOHE TCOT P oT ottt o triIc— O Ty ICC—tCCItaT ao-ctHR e Rtta e —uhRaer

manpgement system of the manufacturer. For sponsor-investigator initiated clinical investigations, this
shoyld be applied to the extent possible.

9 Responsibilities of the sponsor

9.1 | Clinical quality management

Quality management principles shall apply to the processes of the clinical investigatioh to ensure
that|the clinical investigation is designed, conducted, and monjtored, and that data arg generated,
docymented, recorded, evaluated, and reported in compliance with this document, the CIP, any
subgequent amendment(s), and any other applicable standards and in accordance with| regulatory
requirements. The sponsor shall

a) |mplement and maintain written clinical quality.ptocedures,
b) maintain records to document the compliance'of all parties involved in the clinical investigation,
c) pnsure that the auditing requirements of.7.11 are met, if applicable, and

d) |Justify and document significant exeeptions to the requirements of this document (see{Annex I for
examples of exemptions).

Clinjcal quality procedures cantbé integrated in the applicable sections of the sponspr's overall
qualiity system.

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

9.2.1 Selection and training of clinical personnel

Priol to commencement of the clinical investigation, the sponsor shall

imvestigation
in one or more wrltten agreements as defmed 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)

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) dey
3) IB,
4) CIH
5) CR

6) the
to s

7) spd

ensure
instruc

ensure
and spq
consenf

NOTE
expertig

considd

9.2.2 Pre

ice accountability procedures (see 7.9),

N
S,

written informed consent form and process as well as other writtenrinformation proy
ubjects, and

nsor's written procedures, this document and applicable regtlatory requirements;

that, in multicentre investigations, all investigators and all other parties involved are g
fions on uniformly assessing and documenting clinical)and laboratory findings,

that any clinical investigation-related activities(involving potential contact with sub
nsor representative(s) at the investigation site(s) are described in the CIP and the infor]
form, and that these activities occur in suck’a way that they do not bias the data integi

ided

iven

ects
med

ity,

Individuals such as monitors, field engineers, or product specialists, who provide technical

e in the implementation of the clinical investigation, are examples of sponsor representatives.

r the need for a DMC and, if appropriate, establish the committee.

paration of documents and materials

Prior to commmencement of the clinjeal investigation, the sponsor shall

a)

b)

f)

32

preparé

t the documents;as described in Clauses 5, 6, and 7, and ensure they are approved by

relevaIJt persons by.dabed signature; if required, copies shall be provided to all parties invo

and da
ensure

ensure

ed signatures obtained as appropriate,
the aceuxacy of the translation, where relevant,

thata supply of investigational devices, as characterized in 7.9, is available in a ti

manne

 the
ved,

mely

the

for the clinical invpcfig:\finn; invpcfig:\h'nn:x] devices shall not be made available t

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

NOTE

injuries, if applicable,

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

acriitimant ofthao firctr colbanct (o O A0
ecrt e eRt o tRe- st SHBje e S5ee =24y~

9.2.3 Conduct of clinical investigation
The pponsor shall be responsible for
a) hccountability of investigational devices throughout the clinical investigation,

b) Hocumenting correspondence with all parties involved in the clinical/investigation, including ECs
hnd regulatory authorities,

c) pnsuring that the clinical investigation is appropriately mofitored by determining thg extent and
hature of monitoring, including the strategy for source data verification, based on copsiderations
such as the objective, design, complexity, size, critical data points and endpoints of|the clinical
nvestigation,

d) Ensuring that risk management activities are performed and documented (see 6.2 and }.1),

e) reviewing the monitoring report(s) and following up any action(s) required in the|[monitoring
Feport(s) (see 9.2.4.7),

f) taking prompt action to secure compliance with all clinical investigation requirements

g) performing and documenting root cause analysis and implementation of appropriat¢ corrective
hnd preventive action if noncompliance significantly affects or has the potential to gignificantly
hffect subject protection orreliability of clinical investigation results,

h) pubmitting progress reports after the data integrity is confirmed, including safety summary and
eviations, when requested, to all reviewing ECs and the regulatory authorities.

9.2.4 Monitoring

9.2.4.1 General

Monjtoring shall be conducted according to the monitoring plan (see 6.7).

The purpose of climical investigation MoONItoring 1S to verity 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.
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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 Ajsessment of the investigation site

The monito} shall assess each investigation site to verify that the principal investigaterhas

a)
b)

c)

9.2.4.4 Initiation 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

adequage qualifications,

adequaﬁ resources, including facilities, laboratories, equipment, and.a qualified investiggtion
site team,

access fo an adequate number of subjects.

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

the principgl investigator and investigation site team

a)

b)

‘)
d)

have received and understood the requirementsand 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 access to-anvadequate number of investigational devices,

have bgen’trained 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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D)
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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

docignatad ranracantativo bhafora - clinical inuactiagation vn]f\f‘nr‘ nrocadurac ara ind “rtaken
FreSHeateatrepresentatve-seroreahy- e carHvesagaton-reate cprocearesare-uhie

source documents including the documentation of type and location, and other clinicdlinvestigation

Fecords are accurate, complete, up to date, stored, and maintained appropriately,

CRFs and queries are complete, recorded in a timely manner, and consistent with source
hnd are consistent with the requirements in the CIP,

hppropriate corrections, additions or deletions are made to the CRFs, dated, explained
hnd initialled by the principal investigator or by his/her authorized-designee; the moni
make corrections, additions, or deletions to the CRFs,

documents,

fnecessary
for shall not

7isits that the subjects fail to make, tests not conducted, of éxaminations not performe

hll adverse events and device deficiencies are reported to the sponsor, and all seri
bvents and device deficiencies that could have ledt®’a serious adverse device effect are
the sponsor without unjustified delay,

serious adverse events and device deficiencies that could have led to a serious adverse ¢
hre reported to the EC and the regulatory authority, as required,

Heviations (see 5.6.4 b)) are reportedto the EC and can also be reported to the regulatoj

NOTE National regulations can also apply.

being followed and docuniented in the investigator’s files,

hll required reportsynotifications, applications, submissions and correspondence are
n the investigaters files and are accurate, complete, timely, legible, dated and identify
nvestigation;

maintendnce and calibration of the equipment relevant to the assessment of
nvestigation is appropriately performed and documented, where applicable,

Cyrrent laboratory normal values, laboratory certifications, accreditations, or other val

subjects withdrawn (including reason if available) are appropriately reported on the CIFS,

the storage and investigdtional device accountability are correct, and the traceability

, as well as

us adverse
reported to

evice effect

y authority,

process is

maintained
the clinical

the clinical

jdations are

— +1 . - + 1 £21 Ll . 1
PICSCIIU T UIC ITIVES LIS ALOT S TIE, 1T TTCqUITrcd,

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 dat¢, investigation site identification, name of the monitor and name of the principal investigator
or othel individuals contacted,

a sumnpary of what the monitor reviewed and his/her observation(s) regarding the.completi¢n of
previoys action items, significant findings, facts, deviations, conclusions, and recommended actions
to be taken to secure compliance.

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

investigator in writing.

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

on sponsor procedures or national regulations.

9.2.5 Safety evaluation and reporting

The sponsof is responsible for the classification of adverse'events and ongoing safety evaluation of the

clinical invgstigation and shall

a)

b)

d)

f)

36

review [the investigator's assessment of all adverse events and determine and document in wrjiting
their s¢riousness and relationship to the investigational device and procedures required by the
CIP; in |case of disagreement between thecsponsor and the principal investigator(s), the sponsor
shall cammunicate both opinions to conterned parties, as defined in c), d), and e) given below,

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

review jall device deficienciesand determine and document in writing whether they could havg led
to a seifious adverse device-effect; in case of disagreement between the sponsor and the prinfipal
investigator(s), the sponsor shall communicate both opinions to concerned parties, as defined |n c),
d), and je) given below;

report pr ensuréthe reporting, to the EC by the principal investigator(s), of all serious adyerse
events and deviee deficiencies that could have led to a serious adverse device effect, if requirgd by
the CIP|or by'the EC,

NOTE 2 yal Lol 43 1 1ot 1 1
Ll talll iiativiiarl Csulauuuo call dioSuv alJlle.

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

h) 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

inclu
ultin
with
func

The

spor]
cont
fung
func

of du

The
the

All 1
inas
spor

SPOTITSOT Stratt

ensure all clinical investigation close-out activities are properly conducted as describéd
berform a statistical analysis of the data,

produce 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
Clinical investigation, is provided to the EC, participating investigators and regulatory

NOTE National regulations can also apply.

ipdate publicly accessible database with clinical investigation results, if applicable (seg

Outsourcing of duties and functions

sponsor may transfer any or all of the duties\and functions related to the clinical in
ding monitoring, to an external organization (such as a CRO or individual contract
nate responsibility for the quality and integrity of the clinical investigation conduct
the sponsor. The sponsor shall ensure-oversight of any clinical investigation-related
tions.

outsourcing of duties or functions to external organizations, including subcontrac

in Clause 8,

terminated
huthorities,

5.4).

vestigation,
or), but the
shall reside
duties and

tors of the

sor’s CRO(s), shall be addressed by the sponsor in accordance with written procedyires for the

rol of suppliers. The spofisor shall specify in writing any clinical investigation-rela
tion assumed by the external organization, retaining any clinical investigation-related
tions not specifically(ttansferred to, and assumed by, the external organization. Record
ties and functions shall be maintained.

sponsor shallbe'responsible for verifying the existence of and adherence to written pr
xternal orgahnization.

ted duty or
| duties and
5 of transfer

ocedures at

equirements in this document applying to a sponsor shall also apply to the external grganization

much'\as this organization assumes the clinical investigation-related duties and func
sor;

tions of the

9.4

Communication with regulatory authorities

The sponsor shall, if required,

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

b) 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,

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

e) report any occurrence of withdrawing the investigational devices from the investigation site for
reasons related to safety of the subject or investigational device clinical performance.

10 Responsibilities of the principal investigator

10.1 General

The role of the principal investigator is to implement, oversee the management of the day-to-day
conduct of fhe clinical investigation as well as ensure data integrity and the rights, safety, and {vell-
being of the subjects involved in the clinical investigation.

The principal investigator is responsible for ensuring adequate training and qualification of the
investigatiqn site team and for maintaining oversight of their activities. The principdl investigator
may delegate tasks to qualified members of the investigation site team but retains. responsibility for
the clinical investigation (see also 7.6). This also applies when activities are outsolirced to an extgrnal
organizatioh by the principal investigator in which case he/she shall implement procedures to ensure
the integrity of all tasks performed and any data generated by this external organization.

10.2 Qualjfication of the principal investigator
The princippl investigator shall

a) be qualffied by education, training, and experience to assume responsibility for the proper conduct
of the clinical investigation in accordance with this document; evidence of such qualifications df the
princippl investigator shall be provided to the sponsar through up-to-date CVs or other relgvant
documéntation,

NOTE National regulations can also apply.

b) be expgrienced in the field of applicationand trained in the use of the investigational device upnder
considdration,

c) disclos¢ potential conflicts of interest, including financial, that can interfere with the condulct of
the clinfical investigation or interpretation of results, and

d) be knoyledgeable with the-meéthod of obtaining informed consent.

10.3 Qualjfication of ihvestigation site
The princippl investigator shall be able to demonstrate that the proposed investigation site

a) has the|required number of eligible subjects needed within the agreed recruitment period,

b) has an nvestigation site team that is: qnn]ifipd by education training, and experience to asdume
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,

NOTE National regulations can also apply.

c) hasadequate 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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b) comply with the requirements described in 5.6,

c) 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,

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

e) 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

amaragancy circnnctanecac frairad hytho BFC artha CID
...... 5 ey Crreuhsta et s requrea oyt o Bt

NOTE National regulations can also apply.

f) hotify suspension, premature termination, or routine close-out of the clinical invetigation as
Hescribed in Clause 8.

In particular circumstances, the communication with the EC can be performed by the sponspr, partly or
in fulll, in which case the sponsor shall keep the principal investigator informed.

10.3 Informed consent process

The principal investigator shall

a) fomply with the requirements specified in 5.8,
b) Ensure compliance with ethical principles for theprocess of obtaining informed consert, and

c) pnsure and document appropriate training if-an authorized designee is appointed to fonduct the
nformed consent process.

NOTE Regulatory requirements can apply.

10.6 Compliance with the CIP

The principal investigator shalt

a) Indicate his/her acceptatice of the CIP in writing,

b) Ffonduct the cliniealinvestigation in compliance with the CIP,

c) freate and wmaihtain source documents throughout the clinical investigation and make them
hvailable asrequested during monitoring visits or audits as well as maintain documentation of the
Fype andlecation of these source documents,

d) pnsure that the investigational device is used solely by authorized users as specified ifi 7.2, and in
hccordance with the CIP and instructions for use,

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

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

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

h) 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 Medical care of subjects

The princippl 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 ahd support the sponsor to perform monitoring and auditing activities,
be accepsible to the monitor and respond to questions during monitoring visits,

determfine the cause and implement appropriate corrective and preventive actiens to address
significant noncompliance,

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

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

sign the clinical investigation report, as specified in 8.4.

providg adequate medical care to a subject during ahid after a subject's participation in a clihical
investigation in the case of adverse events, as described in the informed consent,

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

providg the subject with the necessary instructions on proper use, handling, storage and retufn of
the invgstigational device, when it is used or operated by the subject,

inform [the subject of any new (Significant findings occurring during the clinical investigation,
including the need for additionalbmedical care that can be required,

providg the subject with well-defined procedures for possible emergency situations related E]) the
clinical|investigation, ahd ‘make the necessary arrangements for emergency treatment, including
decoding procedures,for blinded/masked clinical investigations, as needed,

ensure that clinicalrecords are clearly marked to indicate that the subject is enrolled in a parti¢ular
clinicallinvestigation,

if apprapriate, provide subjects enrolled in the clinical investigation with some means of shoying
thEir dl tiLilJcltiUll, tUSCthCl VvV ith idClltif;LatiUll aud LUlll}J}idllLC illfUl lllatiUll fUl CUIICUIIT tant

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) eport to the EC serious adverse events and device deficiencies that could have led to a serious

hdverse device effect, if required by the CIP or by the EC,

NOTE 1  National regulations can also apply.

d) Ffeport to regulatory authorities serious adverse events and device deficien¢ies that cofild have led
Lo a serious adverse device effect,

NOTE 2  National regulations can apply.

e) pupply the sponsor, upon sponsor's request, with any additiondl information related tp the safety
reporting of a particular event.
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Annex A
(normative)

Clinical investigation plan (CIP)

A.1 General

A.1.1 Int

This annex

for examplg

request.

The conten

together wi

NOTE
(see L7).

S

A1.2 Ide

a)
b)
‘)
d)
e)

f)

A.1.3 Spa

Name and alddress of the'sponsor of the clinical investigation and information about funding sourc

Certain nat
(countries)

representat
countries) g

Title of
Referer]
Version
Summary of the revision history in the cas€¢ of amendments.

Version
pages on each page of the CIP.

Abbrev

rfoduction

the IB, such documentation shall be referenced in the CIP and shall be made availab

of a CIP and any subsequent amendments shall include all the topics listed in this ar
kh a justification for each topic if this is not self-explanatory.

ntification of the clinical investigation plan
the clinical investigation.

ce number identifying the specific clinical .inyestigation, if any.

or date of the CIP.

/issue number and reference number, if any, with the page number and the total numb

jations and acronyms.

nsor

onal or.fegional regulations can require that if the sponsor is not resident in the cou
in which the clinical investigation is to be carried out, the name and address of a
ivewho acts as the sponsor fulfilling responsibilities of the sponsor in that country (t

cpecifies the content of a CIP. If the required information is written in other documentation,

€ on

nex,

me requirements might not be applicable for exploratory and ohServational clinical investigafions

er of

v

ntry
ocal
hose

re’provided.

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

a) Name, address, contact details and professional position of

1) pri

ncipal investigator(s),

2) coordinating investigator, if appointed.

b)
‘)

other contractors) involved in the clinical investigation.

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

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
infor

A.2

a)
b)

)

d)

e)
f)
g)

h)

i)

j)
The

A3

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

mation that can be of value 1or the conduct oI the clinical investigation.

Identification and description of the investigational device
Summary description of the investigational device.
Petails concerning the manufacturer of the investigational device.

Name or number of the model/type, including software version and accessories, if an|
full identification.

Pescription as to how traceability shall be achieved during and after the clinical inves
bxample, by assignment of lot numbers, batch numbers, of serial numbers.

ntended purpose of the investigational device in the'proposed clinical investigation.
Che populations and indications for which the investigational device is intended.

Description of the investigational device,including any materials, that will be in ¢
fissues or body fluids. This shall include details of any medicinal substances, huma
fissues or their derivatives, or other biologically active substances and reference to
with applicable national regulations.

Summary of the necessary training and experience needed to use the investigational d
bn risk assessment.

Pescription of the spectific medical or surgical procedures involved in the
nvestigational device.

References to theB and IFU.

hbove inforpiation shall also be provided as far as available for the comparator, if applig

Justification for the design of the clinical investigation

, to permit

tigation, for

bntact with
h or animal
compliance

evice based

ise of the

able.

Justi

H ey £ +] | H £ lisas 1. iy 3 laial 1 111 h) | +] 1
HCAtIUIT TUT LT UTSIgIn UL LHT UL ATl TIIVES U 5 dUIULL, WITIUID STIdIT UT UdSTU UL LT CUTILT

clinical evaluation, as specified in 6.3, and shall comprise

sions 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 Objectives 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 thatwill be taken to control or mitigate the risks

Rationdle for benefit-risk ratio.

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

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

Scientifiic justification and clinical relevance for effect sizes, nonfinferiority margins or equivalence
limits, yhere applicable.

Primar}y and secondary hypotheses, if applicable.

Risks ahd anticipated adverse device effects that are.to be assessed.

The objectiye(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 objectives of
the clinical |nvestigation shall translate directly-ifito the pre-specification and operationalisation df the

primary englpoint(s). Claims shall be linked to;eligibility criteria for subject and users.

A.6 Design of the clinical investigation

A.6.1 General

a)

b)

d)

44

Descrigtion of the desigiVtype of clinical investigation to be performed (e.g. randomized, blipded
or open-label, parallelgroups or crossover, multicentre, international) the control group,|(e.g.
comparjative claimand reversible treatment of a chronic state) and the comparator with ratignale
and justificationfor the choice.

Absencp of‘control(s) shall be justified.

Descripfion of the measures to be taken to minimize or avold 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)

A.6.

a)

b)
‘)

] =] lllv\'ﬂtlsﬂtlull“l “\.;Vl\'\'laj allva \'UlllP“l ALVl \

B 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).

2 _ Invoacticational dovicalcd)y and cammnaratarlc)
>

J

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 clinical, investigation if not
hlready specified in the instructions for use.

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

nclusion criteria for subject selection.
Exclusion criteria for subject selection.
Criteria and procedures for subject withdrawal or lostto follow-up

1) when and how to withdraw a subject fram-the clinical investigation or stop th¢ use of the
investigational device,

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

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

Point of randomization,(if applicable.

[otal 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,
hnticipated distribution of enrolment among the participating investigation sites.

Fstimated 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.

4 Procedures

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 Monhitoring plan

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.

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

Addresp recommended follow-up for the subjects after the clinical investigation has peen
completed.

Addresp the final disposition or potential future use of samples obtained from stibjects, if applicpble.

General outlline of the monitoring plan to be followed, including access to source data and the extent of

source data|verification planned.

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

A7

Statistical design and analysis

With reference to A.5 and A.6, the description of and.justification for statistical design and analygis of

the clinical nvestigation shall cover the following.

a)

b)

‘)
d)

46

Analysis population (e.g. intention-to-treatf.per-protocol, as-treated) and procedures that take|into
account all the data.

Descriptive statistics of baseline data, treatments, safety data and where applicable, primaryj and
secondary endpoints.

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

The significance level.and the power of primary endpoint(s) and the overall statistical testing
strategy, if applicable.

If a hypothesis<s)tested, a significance level alpha 0,05 (two-sided) and 0,025 (one-sided)|and
powers| betwéen 0,8 and 1 minus alpha need no justification. Depending on the characteristigs of
the inv¢stigational medical device or the clinical investigation, higher or lower levels of significance
can be psed. 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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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.

f) The rationale for the number of procedures to be performed by a single user as part of the learning

curvua and howvwthaca data Avrataha analucad 1 annlicah]a
U eahHaowW—tnese-tataaire+t6-nBeaharySe e Happricante-

g) Pass/fail criteria to be applied to the results of the clinical investigation.

h) [The provision for an interim analysis, criteria for the termination of the clinical investigation on
statistical grounds, where applicable.

i) Management of bias and, when randomization, matching, or blinding are applied, plan for
hssessment of success thereof.

j) Management of potential confounding factors (e.g. adjustment, stratification, of stratified
Fandomization).

k) Pescription of procedures for multiplicity control afid Vadjustment of error probabilities, if
hpplicable.

1) [The specification of subgroups for analysis, if applicable, or if response to treatment is expected to
be different in these groups.

m) Management, justification, and documentation of missing, unused or spurious datf, including
drop-outs.

n) Exploratory analysis and sensitivity analysis (e.g. to explore robustness of results of grimary and
econdary analysis with respect/ta different methods used for handling missing data), if applicable.

0) Procedures for reporting any\deviation(s) from the original statistical analysis plan.

p) For multicentre clinical investigations, a strategy for handling the potential imbalance of the
humbers of subjects dacross investigation sites.

q) A strategy for paoling data, if applicable.

Further or more‘specific information can be found in standards for different types of medfical devices
or inf nationalregulations or guidance documents (see References [9], [10], [13]).

A.8| Pata management

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

b) 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.

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

spects of clinical quality assurance, as appropriate.

ndments to the CIP

of the procedures to amend the CIP.

A.10 Dey
a) Statem
in 5.6.4]

b) Proced
c) Notificg

d) Correct

A.11 De
a) Descrip

b) Proced

A.12 Statements of compliance

a) Statem
ethical
b) Statem
approp
c) Statem

favourg

d) Statem
shall be

e) Statem

1ations from clinical investigation plan

ent specifying that the investigator is not allowed to deviate from the CIP, exceptas-sped

c).
ires for recording, reporting, and analysing CIP deviations.
ition requirements and time frames.

ive and preventive actions and principal investigator disqualification criteria.

yice accountability

principles that have their origin'‘in’the Declaration of Helsinki (see Reference [7]).
Fiate.

ble opinion fromrthe’EC and regulatory authority have been obtained, if appropriate.

bnt specifying-that any additional requirements imposed by the EC or regulatory auth
followed,.ifappropriate.

ent specifying the type of insurance that shall be provided for subjects, if appropriate.

f) Statem

tion of the procedures for the accountability of investigational devices as specified in 79;

ified

ires and particular materials and instructions fotf'the safe return of investigational devices,

including those that are potentially hazardous.

ent specifying that the clinical investigation shall be conducted in accordance with the

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

ent specifying that-the clinical investigation shall not begin until the required apprgval/

hrity

ptD addressing the financing of the clinical investigation including a descriptiop 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

providi

ng 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.
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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
Heficiencies to the sponsor and, where appropriate, to ECs and the regulatory authority

f) Details of the process for reporting adverse events (date of the adverse event, treatment, resolution,
hssessment of both the seriousness and the relationship to the investigationdl devjice and the
Felated procedure).

g) Petails of the process for reporting device deficiencies.

h) List of foreseeable adverse events and anticipated adverse device éffects, together witH their likely
ncidence, mitigation, or treatment.

i) Emergency contact details for reporting serious adverse eyeiits and serious adverse deyice effects.

j) Information regarding the DMC, if established.

A.15 Vulnerable population (if applicable)

a) Pescription of the vulnerable population to.be included in the clinical investigation.

b) Pescription of the screening process to«identify and protect the vulnerable population.
c) Pescription of the specific informed-€onsent process.

d) Pescription of the EC's specific responsibility.

e) Pescription of what medical care, if any, will be provided for subjects after the clinical ifvestigation
has 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
nvestigation or of the clinical investigation in one or more investigation sites.

b) [riteria for access to and breaking the blinding/masking code in the case of sugpension or
prémature termination of the clinical investigation, if the clinical investigation involveg 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.
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A.18 Bibliography

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

Investigator's brochure (IB)

General

5:2020(E)

B.1.

If th
use)

The

NOT
can i

The
that
bend
med
shal

B.1.
a)
b)
‘)
d)
e)
)

g)
B.1.

1 Introduction

e required information of the IB is provided in other documentation (e.g. the €IP or inst|

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

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

nformation shall be presented in a concise, simple, objective;balanced, and non-promg
enables a clinician, or potential investigator, to underS§tand it and make his/her ow
fit-risk analysis of the appropriateness of the proposed clinical investigation. For t
jcally qualified person shall generally participate in"the editing of an IB, but the conte
be approved by the disciplines that generated thedescribed data.

2 Identification of the IB

Name of the investigational device.

Document reference number, if any.

Version or date of the IB.

Confidentiality statement, if appropriate.

Summary of the revi§ion history in the case of amendments, if appropriate.

Version/issue number and reference number, if any, with the page number and the tot4
pages on each,page of the IB.

Table of contents.

3 Sponsor/manufacturer

such documents shall be referenced in the IB and shall be made available upon request.

ructions for

information

tional form
n unbiased
is reason, a
ts of the IB

| number of

Na

€ and address of the sponsor of the clinicat investigation and manufacturer of the in

device, if different from the sponsor.

B.2

Investigational device information

stigational

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.

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 Predlinical 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

investi ational Annmn mclading aR-Recessar—storase and bhaondling rociiiraraantc oo tion
gaehar—aeviee,Hherdat Saityeeessat y-Storagfe—ahenahard g Fequireents —prepats

for useland any 1ntended re-use (e.g. sterilization), any pre-use safety or performance cheé¢kd and
any pregcautions 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
information on any training required.

Descrigtion of the intended clinical performance.

Summary df the preclinical testing that has been performed on the investigational device, toggther

with an ev:lluation of the results of such testing, justifying its use in‘human subjects.

The summ

a)
b)
‘)
d)
e)
f)
g)
h)
i)
j)

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

ry shall include or, where applicable, refer to the results of
design falculations,

in vitroltests,

mecharjical and electrical safety tests,

reliabil]ty tests,

validatjon of software relating to thé.function of the device,

any perfformance tests,

ex vivo fests,

in vivo animal test,

evaluatfion of biological safety,

validatjon 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)
A

tatement of conformity with national regulations, where appropriate

List of references, if relevant.
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Annex C
(informative)

Case report forms (CRFs)

C.1 General
CRFs are egtablished to implement the CIP, to facilitate subject observation and to record subjecy and
investigatignal device data during the clinical investigation according to the CIP. They canexift as
printed, opflical, or electronic documents and can be organized into a separate section for.each suhject.
The CRFs should reflect the CIP and take account of the nature of the investigational device.
C.2 Content and format
C.2.1 Ovgrall considerations
The CRFs cgn be organized such that they reflect all the data from a single procedure or a single vigit or
other grouping that makes clinical or chronological sense.
The formatjof CRFs should be such as to minimize errors that canh be made by those who enter datd and
those who franscribe the data into other systems.
The data cafegories and format listed in this annex can be‘considered when designing CRFs.
C.2.2 Cover page/login screen
a) Name of sponsor or sponsor logo.
b) CIP verpion and date (if required).
c) Version number of CRFs.
d) Name of clinical investigation or reference number (if applicable).
C.2.3 Header or footery/e-CRF identifier
a) Name of the clinicalinvestigation or reference number.
b) Version number of CRFs.
c) Investigation site/principal investigator identification number.
d) Subjectidentification number and additional identification such as date of birth or initials.
NOTE Certain national regulations can apply.
e) CRF number or date of visit or visit number.
f) 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.
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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;

D)  medical diagnosis;

B) relevant previous medications or procedures;
1) date of enrolment;

b) other characteristics.

e) [ntervention(s) or treatment(s).

f)  Follow-up visit(s).

g) [linical investigation procedure(s).

h) Adverse event(s).

i) Pevice deficiencies.

j) [oncomitant illness(es)/medication(s)/treatment(s).
k) Unscheduled visit(s).

1) PBubject diary.

m) Pubject withdrawal or lestto follow-up.

n) Form signifying the\completion of the clinical investigation for a given subject, signed by the
principal investigator or his/her authorized designee.

o) [IP deviatiod[s)

C.3| Procedural issues

A sygtemn 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 ppecifies the contents of the clinical investigation report that describes the design,Conluct,
statistical analysis, and results of a clinical investigation.

The formatjgiven in this annex may also be used in interim, progress or annual reports,-ifsuch regorts
are requirefl, 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 glear from the title, a single sentence describing the 'design, comparison, period, usage
method, and subject population;

c) identifiration of the investigational devices, including\names and models, as relevant for complete
identification;

d) name ahd contact details of sponsor or sponsot's representative;
e) CIP identification;
f) publicly accessible database registration number;

g) name and department of coordinating investigator and names of other relevant parties (e.g. explerts,
biostatistician, laboratory personnel);

h) statemént indicating whether the clinical investigation was performed in accordance with|this
documeént or any other-applicable guidelines and applicable regulations;

i) date ofreport;

j) author(s) of réport.

D.3 Tableofcomntents
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;
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b) an introduction;

c) the purpose of the clinical investigation;

d) the description of the clinical investigation population;

e) the clinical investigation method used;

f) the results of the clinical investigation;

g) the conclusion;

h)
i)

D.5
The

LNe date o the clinical Imvestigation initiation,

the completion date of the clinical investigation or, if the clinical investigation is disco
Hate of premature termination.

Introduction

htinued, the

devdlopment of the investigational device and relating the critical features of the clinical ipvestigation

(e.g.

objectives and hypotheses, target population, treatment(and follow-up durati

devdlopment.

Any
bety

guidelines that were followed in the development of.the CIP or any other agreemen

shoyld be identified or described.

D.6

D.6.
The

Investigational device and methods

1 Investigational device description

description of the investigational device shall contain the following:
h description of the investigational device;

Fhe intended use of the investigational device(s);

brevious intended Gs¢s or indications for use, if relevant;

B, including
1) rawinaterials,

D)‘software,

hny changes ta the investigational device during the clinical investigation or any chang

introduction shall contain a brief statement placing the clinical investigation in the cTtext of the

n) to that

s/meetings

een the sponsor and regulatory authorities that arexeleévant to the particular clinical ipvestigation

es 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) theclinical investigation endpoints, and

3) thecontrol group;

c) the ethjcal considerations;

d) the data quality assurance;

e) the subject population for the clinical investigation, with the
1) inclusion/exclusion criteria, and
2) sample size;

f) the tregtment and treatment allocation schedule;

g) any corlcomitant medications/treatments;

h) the durption of follow-up;

i) the staflistical design, analysis, and justifications in€luding
1) the{clinical investigation hypothesis or pass/fail criteria,
2) asgmple size calculation,
3) statistical analysis methods,

4) interim analyses, if applicable-

D.7 Results

The results|section shallinclude the following:

a) the clinfical investigation initiation date;

b) the clinlicalinvestigation completion/suspension date;

c) the dispositior bj [TUIMDETS SCTEENE
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

T VYV ICIT T CII T ooy T T C I o Ot g o o oJeets

i) not passing screening tests,
ii) lostto follow-up, and
iii) withdrawn or discontinued from the clinical investigation and the reason.

b) clear distinctions between primary analyses, other pre-specified analyses, and additional
analyses,

h) listings of deaths and reasons for deaths.

D.8| Discussion and overall conclusions

The ronclusions shall be based on the intended use andjtarget population of the investigatjonal device
and phall include the following:

a) rhe clinical performance, effectiveness, or sdfety results and any other endpoints;
b) hn assessment of benefits and risks;
c) hdiscussion of the clinical relevanee:and importance of the results in the light of other existing data;

d) hny specific benefits or special precautions required for individual subjects or groups considered
Lo be at risk;

e) fpny implications for the conduct of future clinical investigations;
f) hny limitations of the clinical investigation including but not limited to:
) selection;retention, and compliance of subjects,

D) selection, retention, adherence (to CIP, instructions for use and the requiremgnts of this
doctiment) of investigation sites and users, and investigation site environment typg(s),

B)~Dbias 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) listofa

11 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 dlescription 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 nanpes and addresses of any external organizations (such as core laboratories, CROS, consult

or othel

contractors) that contributed to the clinical investigation (can be given in an‘annex; see I

d) the names and addresses of the sponsor(s) or sponsors' representative(s).

D.12 Sig

The signaty
contents of
of the prind
investigatio

D.13 Ani
There can b
a) theCIP,
b) the inst
c) the list

their qu

d) the list]

nature page

res of the sponsor and coordinating investigator(s), indieating their agreement wit}
the report, shall be provided. If no coordinating investigator is appointed, then the signg
ipal investigators shall be obtained. The signature pages may be separate from the cli
n report itself.

nexes to the report

e annexes to the report which contain the following:
including amendments;

ructions for use;

of principal investigaters-and their affiliated investigation sites, including a summa
alifications or a copy-ef.their CVs;

of names and addresses of any external organizations (such as core laboratories,
ants or other eontractors) that contributed to the clinical investigation;

of monitors;

of ECs;

ants
.13);

the
ture
hical

"y of

ROs,

consult
e) thelist
f) thelist
g) thetab

hlation 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) wit
h) the aud
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hdrawals and discontinuations,

it certificate, if applicable.
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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

diffgr among clinical investigations.
The [sponsor and principal investigator/investigation site should maintain a record)of the location(s)
of their respective essential documents. The storage system (irrespective of the media used) should
proyide for document identification, version history, search, and retrieval.
Depénding on the activities being carried out, individual clinical investigations may requirf additional
docyments not specifically mentioned in the essential document lis§t) The sponsor qr principal
inveptigator/investigation site should include these as part of the €ssential clinical ipvestigation
docyments file.
Table E.1 — Essential clinical investigation documents prior to clinical investigption
Site | Sponsor lreference
Ng¢. Title of document Purpose or comment . po in this
files | files
document
E.1.] IB Describes the investigational
device, including instructions X X
. Anhex B
for device use.
E.1.2 |CIP Describes the clinical
investigation design and X X
Anhex A
procedures.
E.1. 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, @nd’dated investigator. The site has CVs for
LB . . 5.6l2 e)
principal investigators at that site; X X 10b a)
the sponsor has CVs for principal ~
. ) D.13 ¢)
investigators from all
investigation sites.
E.1.1 CVwof'members of the Identifies the members of the
inveéstigation site team: current, |investigation site team. The site X X 5.621)
signed and dated has CVs for members of 108 b)
;llVCDtisqt;Ull o;tc tCGlll Olt that oitc.
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,
\ . Bt . VIt S1sh X X |9.21f)
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)

be available at the investigation
site for blinded/masked clinical
investigations.

. Site | Sponsor Rgfere_nce
No. Title of document Purpose or comment fi . in this
iles | files
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)
1047T)
E.1.10 |EC yoting list for the clinical Provides evidence that the
invéstigation investigator is not part of the X X 563
voters (dependent on regulatory N
requirements).
E.1.11 |Regulatory authority Verifies information provided to 71
notjfication, correspondence regulatory authorities. Confirms Xa X 9.2.2 g)
and approval (where required) |notification or approval. 9.4
E.1.12 |Sigmed agreement between Demonstrates understanding of
prifcipal investigator(s)/ each party's respective X X 69
inv¢stigation site(s) and responsibilities. 9.2.1a)
spopsor
E.1.13 |Sigped agreements between Demonstrates understanding.of
sponsors and external each party's responsibilities) . X 69
orgpnizations, e.g. CRO, core 9.2.1a)
labg¢ratories
E.1.14 Finlk‘ncial agreements, if separate |Provides evidence-of financial
from agreements on arrangements between
responsibilities investigator/investigation site X X 9.2.2 1)
and sponsor{can be kept separate
from other site files).
E.1.15 |Insyirance certificates, if Givés evidence that compensation
applicable to subject(s) for clinical 2.3 .
ihvestigation-related injuries will X X 2.6.2])
; 9.2.2¢€)
be available.
E.1.16 |Shipping records for Verifies physical possession of 79
invéstigational devices devices. 9.2.2¢)
X X 9.2.3 a)
9.2.4.5n)
10.6 k)
E.1.17 |Shipping recerds for clinical Verifies physical shipment of 922
investigationsrelated documents and materials. X X m?b
documents and materials 2.2.44 )
E.1.18 |Sampleof approved informed Gives evidence of the content of Cr9M A
consent forms, Information for _ |the Informed consent forms and 584 T
the subjects and advertisements, |of the information provided to X X 7' '1
including translations Fhe sul_)]ecF during the clinical 9.2.2b)
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

a  Regulations might not require this in the investigation site file.

62

© IS0 2020 - All rights reserved



https://standardsiso.com/api/?name=4d63a50751205d0138c6e3494c6e377f

Table E.1 (continued)

ISO 14155:2020(E)

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.16b)
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)
have been reviewed. 9.214.3
9.214.7
E.1.22 |Clinical investigation initiation |Verifies that investigator and 79
monitoring report investigation site team have been p—

. . — X 9.214.4
trained to device use and CIP ola
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 . 7.5]3
located to enable access for 10p ¢)
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 sjte.
SO X X 9.214.7
monitoring; correspondence
with the investigation site
E.1.25 |CRF Blank set te-evidence the content X X 6.6
of data béing collected. Anhex C
E.1.26 |Adverse events forms Documents all adverse events as 6.6
required by this document. Forms X X 7412
may or may not be part of the CRFs. Anhex C
E.1.27 |Device deficiency forms Document all device deficiencies. 6.6
Forms may or may not be part of X X 7413
the CRFs. Anhex C
E.1.28 |Names/contact information of Document the person who has 1
monitor(s) ensured continuing compliance X X 9.211 a)
of the clinical investigation. 9.211 g)
DB e)
E.1.29 |Training records Provides evidence that
investigator(s) have been trained
in the use of the investigational X X 9.211 h)
device and all relevant aspects of
the clinical investigation.
E.1.30-)Normal value(s)/range(s) for Documents normal values.
clinical laboratory test, i
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)

. Reference
No. Title of document Purpose or comment fslizes Spf(i)llé ssor in this
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 |Dis¢losures of conflicts of interest | Documentation of conflicts of 5:6.2 d)
interest, e.g. financial. X X 92.1¢€)
10.2 ¢)
E.1.34 |Agneements between principal |Demonstrates understanding of
inv¢stigator and external each party's responsibilities. X . 101
orghnizations (e.g. site -
mahagement organization)
a2 Regulatigns might not require this in the investigation site file.
Table E.2 — Essential clinical investigation documents-during clinical investigation
. Site | Sponsor R(?fere_n F¢
No. Title of document Purpose or comment files | files in thig
documept
E.2.1 |IB gmendments, if any Documents chahges to the IB. X X 7.5.1
E.2.2 |CIP|lamendments, if any Describes changes to the clinical X X 759
investigation design. —
E.2.3 |Sanpple of amendments to X X 759
infqrmed consent form S
E.2.4 |EC gpproval/favourable opinion 5.6.4 ¢€)
of any amendments 5.6.5a)
751
X X 9231
9.2.4.50)
10.4 c)
E.2.5 |Notjices or approvals to Verifies information provided to
reghlatory authorities of any authorities. Confirms notification
am¢ndments, where required or approval. -
Regulations might not require X X 751
this in the investigation site file 9.4 b)
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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Table E.2 (continued)

Site | Sponsor Reference
No. Title of document Purpose or comment fi PO in this
iles | files d
ocument

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
Mvestigational device 9212 ),
accountability records X X 9.2{3 a)

9.214.5 n)
106 Kk)

E.2.9 |Shipping records for clinical
investigation-related document X X 922 2)

. 9.214.4 a)
materials

E.2.10 |Monitoring visit reports Provides summary of key 923 )

findings to the principal (X) X :
investigator.

E.2.]11 |Correspondence related to the

SRE L . 9.243 b)
clinical investigation, including
) : X X 9.214.5 o)
emails, letters, meeting notes, 10 h)
and phone reports -1

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 9.211f)
including signature, title, and .214.5 b)
responsibilities in the clinical
investigation

E.2.13 |Signed, dated, and fully executed,{Verifies that informed consent 5.81
informed consent forms has been given. X — 9.214.5 f)

106

E.2.14 |Source documents 7.513

X . 78|12
106 ¢)
10 f)

E.2.15 |Updates ofdocumentation on Identifies all types of source
type anddeeation of source document relevant to the clinical e
documents investigation and where they are ool

located to enable access for X ﬁﬁ%;l g)
review and inspection and ensure !
all site files are identified.

E.2.t6—CREsfully-executed Evidences-what-data-were 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), i), )

10.6)

E.2.17 |Reports of adverse events, Documents the occurrence and 7.4
adverse device effects, and resolution of adverse events and 9.2.4.5Kk),])
device adverse device effects. X X 9.2.5
deficiencies 10.8

D.13 g)

E.2.18 |CRFs corrections Gives evidence of any changes, 782

additions, or corrections made to e
- X X .2.4.51)
CRFs after data were initially ;
10.6§)
recorded.
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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
prificipal investigator to EC or X X 92451]
by §ponsor, where required 9.2.5¢)
10.8¢)
E.2.21 |Reports by sponsor to
investigators of adverse events
occpirring at other investigation X X 2.2.51)
sites
E.2.22 |Intdrim or annual reports by 5.6.4d)
prifcipal 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 - NOTIE
E.2.24 |Subjectidentification log X — 7.5.2
E.2.25 |Accpuntability records of Reconciles with sponsor's 79
investigational devices at the shipping and receipt records. X X 9.2.3a)
investigation site, where 9.2.4.5n)
appropriate 10.6 k)
E.2.26 |Updated names/contact Documents the.person who has
infdqrmation of monitor(s) ensured continiiing compliance
of the cliniedlinvestigation. The X X 9.2.1g)
investigation site file contains D.13e€)
dedicdted monitors identification
only.
E.2.27 |Updates to normal Documents the changes of normal
valiie(s)/range(s) for clinical values throughout the clinical X X 9.2.4.5 q)
labgratory test, if relevant tothe~|investigation. ZL:2:0q
clinfical investigation
E.2.28 |Updates to confirmation-of Documents the changes of
adejquacy of equipment,)if equipment, continuous
reldgvant to the clinical maintenance, and calibration X X 9.2.4.5p)
investigation throughout the clinical
investigation.
E.2.29 |Updates of Documents adequacy of tests
— | certification accreditation _throughou,t the clinical
orestablished quality 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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