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Foreword

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

The preecedures—tsed—to—developth ment-and-these—ntendedfor—its—further-maintenance are
described in the ISO/IEC Directives, Part 1. In particular, the different approval criteria‘needed for the
different types of ISO documents should be noted. This document was drafted in acéordapce with the
editdrial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).

Attention is drawn to the possibility that some of the elements of this documént may be the subject of
patent rights. ISO shall not be held responsible for identifying any or all such-patent rights. Details of
any patent rights identified during the development of the document willbe in the Introdu¢tion and/or
on tHe ISO list of patent declarations received (see www.iso.org/patents);

Any trade name used in this document is information given for the'éonvenience of users gnd does not
consfitute an endorsement.

For an explanation of the voluntary nature of standards; the meaning of ISO specifi¢ terms and
exprgssions related to conformity assessment, as well ‘as’information about ISO's adhefence to the
World Trade Organization (WTO) principles in the Téthnical Barriers to Trade (TBT) see www.iso
.org fliso/foreword.html.

This|document was prepared by Technical Committee ISO/TC 212, Clinical laboratory tgsting and in
vitro|diagnostic test systems.

Any feedback or questions on this documrent should be directed to the user’s national standprds body. A
complete listing of these bodies can e found at www.iso.org/members.html.
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Introduction

In vitro diagnostic (IVD) medical devices are used to conduct tests outside of the human body to provide
valuable information regarding a person’s health or physiological status. They include tests and related
devices, such as test strips and reagents, using specimens such as blood, tissue or urine, to carry out
screening, diagnosis, prognosis, predictive testing, and monitoring of conditions. IVD medical devices
are fundamentally different from other medical devices because they perform their function outside
of the body on specimens taken from the human body. Human subjects are typically not exposed to
risks with the performance testing of IVD medical devices, except for the risk associated with specimen
collection procedures or when the obtained information is used for patient management. The specimens
are obtaine@ via mormal body fUNCTiONs (€.g. Urine) or throughn the Use of invasive medical devides to
allow for the specimen to be obtained (e.g. biopsy). The specimens are never reintroducednintp the

human body
different an

Most of the
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requiremen
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present
collecti

patient

. These differences make the performance and risk characteristics of IVD medical de
H unique from other medical devices.

s taken for purposes of standard of care (leftover or archived). In these studies, there
subjects arising from either the information provided by the IVD-medical device or
n procedure of the specimen. However, when leftover specimens. are not used, addit]
s should be considered

e specimens are collected specifically for the study and thé specimen collection procec

n from neonates or critically ill patients), and/or

when the information obtained from the IVD medical \devices during the study is used to

management decision (i.e. interventional studies), presenting a risk of indirect har

the subject (e.g. false negative or false positive resultleading to inappropriate patient manage
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brity of IVD clinical performance studies, issues related to the use of vulnerable sub
ise but should be considered on a‘case by case basis.

the reliance on specimens taken from the body and the absence of direct contact d

e studies differ from those associated with other medical devices, especially for st
r or archived specimens. This document will provide guidance on the requirements fg
htions described abeye for IVD medical devices.

ent is intended fort clinical performance studies as these studies involve specimens t
man body. When specimens other than leftover or archived specimens are used, there 1
1 collection(risks for the subject. Also in interventional studies, there might be a risk fg
ing from:the information provided by the result of the IVD under investigation.

bt 1s specific for IVD medical devices and therefore uses definitions and concepts th4

vices
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IVD medical devices. In the situation for which there is an IVD medical device and a medical device used
in an integrated system (e.g. alancet, an [VD test strip and a glucose meter), the respective jurisdiction’s
regulation will define it as either an IVD medical device or a medical device and subsequently, aspects
of both this document and ISO 14155 might need to be considered.

Except for these situations, this document should not be read in conjunction with ISO 14155, which
excludes IVD medical devices from its scope.

The flowchart represented in Figure 1 provides guidance on how to use this document.
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Figure 1 — Clinical'\performance study flow chart

The main body of the document, in addition to Annex G, includes minimum requirements fo all studies.
No gdditional requirements apply for studies using leftover/archived specimens or studies with

specjmen collection procedures<that pose no additional risks to the subject.

However, additional requirements for interventional studies, and those studies in which the specimen
collertion procedures pose a risk to subjects primarily recruited for the study, are found in Annexes A to
E. The nature of these studies warrants an increased level of stringency in the requirementg for conduct
of the study. The flowchart indicates the annexes which describe the additional requiremgnts for each
of more comiplex studies. When necessary, the annexes describe differences in the r¢quirements
for the differenttypes of study. Additionally, informative annexes are included to provide [information

type

on g¢

od study practice documentation (see Annex H) and auditing (see AnnexI).
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In vitro diagnostic medical devices — Clinical performance
studies using specimens from human subjects — Good

7 of in vitro

hands of the

study practice

1 Scope

This|document defines good study practice for the planning, design, conduct, recording and reporting
of clinical performance studies carried out to assess the clinical performance and safet

diagnostic (IVD) medical devices for regulatory purposes.

NOTE1 The purpose of these studies is to assess the ability of an IVD medical deyvice in the

intended user, to yield results pertaining to a particular medical condition or physielogical/patholo

the i1

The
inq
This
requ

q

b

tended population.

ocument is not intended to describe whether the technical specifications of the IVD m4
stion are adequately addressed by the clinical performance study.

document identifies the principles that underpin clinical pérformance studies and spec
rements intended to

bnsure the conduct of the clinical performance study will lead to reliable and robust st

q
Anal

NOTH
addit
usefy

Clini
purp

NOT]H
safet

efine the responsibilities of the sponsor and principal investigator,

ssist sponsors, clinical research organization, investigators, ethics committees,
uthorities and other bodies involved inthe conformity assessment of [IVD medical dev

rotect the rights, safety, dignity.and well-being of the subjects providing specimen
linical performance studies.

ytical performance studiesare out of the scope of this document.
2 When the collection jof specimens specifically for the analytical performance stud
jonal collection risk fof Subjects, some of the elements of this document (particularly the an

| for ensuring subject-safety.

ral performang¢estudies that are performed for reasons other than pre- and post-markg
oses, such asfor re-imbursement purposes, are out of the scope of this document.

3 Seme’of the elements of this document can be useful for the design of such studies, incl
b and 'data integrity.

gical state, in

dical device

ifies general

Ldy results,

regulatory
ices, and

s for use in

[y creates an

lexes) can be

tregulatory

1ding subject

This

el collecting

thes

NOTE 4

NOTE 5

doeument does not include safety information for laboratory workers or other person
tudy specimens.

Such information is included in other publications[11[12][13],

Users of this document can consider whether other standards and/or requirements also apply to the

IVD medical device which is the subject of the clinical performance study, for instance, in the situation for which
there is an IVD medical device and a medical device used in an integrated system (e.g. a lancet, an IVD test strip,

and a

glucose meter), aspects of both this document and ISO 14155 can be considered.

2 Normative references

Ther

© ISO

e are no normative references in this document.
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and definitions

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

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

IEC Elec

31

ISO Online browsing platform: available at https://www.iso.org/obp

tropedia: available at http://www.electropedia.org/

adverse device effect

adverse even

Note 1 to ent
for use, insta

Note 2 to ent
medical devi

[SOURCE: IS

3.2
adverse ev¢
AE
any untowa
injury, or uj
related actiy

Note 1 to ent
deployment,

Note 2 to ent
death or seri

Note 3 to enf
regulatory ag

Note 4 to ent
medical devi

Note 5 to er
interventiond

3.3

analytical performance

ability of an
[SOURCE: G}

t (3.2) related to the use of an IVD medical device under investigation

ry: This definition includes any adverse event resulting from insufficient or inadequate-instrug
lation, operation, or any malfunction of the IVD medical device under investigation,

"y: This definition includes any event resulting from use error or from intentionalinisuse of th
Ce under investigation.

0 14155:—1), 3.1, modified — Adapted for IVD medical devices.]

ent

'd medical occurrence, inappropriate patient managemient decision, unintended diseal
ntoward clinical signs in subjects, users, or other persons, with any connection to §
rities, whether or not related to the IVD medical dévice under investigation

ry: Adverse events can be caused by, for instaneé;*insufficient or inadequate instructions fo
nstallation, operation, or any malfunction of thefVD medical device under investigation.

ry: This definition includes the malfunction’or deterioration of a device which has not yet ¢
us injury, but which could lead to death'or serious injury.

ry: This definition is not intended‘to be used in determining whether an event is reportabl
thority.

[y: For users or other persons; this definition is restricted to events related to investigational
Ces.

try: False negatiyeor false positive results are not considered an adverse event unless
11 study, inappropriate patient management decisions are made based on those false results.

IVD medical device to detect or measure a particular analyte

HPE/SG5/N6:2012]

tions

e IVD

se or
tudy

I use,

hused

P to a

(1VD)

in an

Note 1 to entry: Analytical performance can include analytical sensitivity (e.g. limit of detection), analytical
specificity (e.g. interference, cross-reactivity), accuracy (derived from trueness and precision), linearity, etc.

3.4

analytical performance study
study undertaken to establish or confirm the ability of an IVD medical device to detect or measure a
particular analyte

1) Under preparation. Stage at the time of publication: ISO/DIS 14155:2019.

2
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3.5
anticipated serious adverse device effect
effect which by its nature, incidence, severity or outcome has been identified in the risk analysis report

Note 1 to entry: Anticipated serious adverse device effects can also be described in the study protocol,
investigator brochure, and subject informed consent, when applicable.

3.6

archived specimen

archived sample

specimen or sample (3.42) that was collected in the past and is obtained from repositories (e.g. tissue

banl’o commarcialuvandar callactinnc)
Koo 7

T rcro—v-erroror—correcttrotr

[SOURCE: GHTF/SG5/N8:2012]

3.7
audit
systematic independent examination of activities and documents related to a-¢clinical perforinance study
to dgtermine whether these activities were conducted, and the data recorded, analyzed anfd accurately
repofted according to the clinical study performance protocol, standard operating |procedures,
specified requirements

[SOURCE: ISO 14155:—1), 3.3, modified — Adapted for IVD medical devices.]

Note|1 to entry: Specified requirements are those described.in“this document and may inclufle any other
applitable requirements such as regulatory provisions.

3.8
blinting
masking
procedure in which one or more parties to the clinical performance study are kept unaware of any
inforjmation related to the condition or physielogical state, treatment, prior test results, defnographics,
etc., pf the individual from whom the specimen for testing was obtained in order to reduce pias

3.9
case|report forms
CRFj
set of printed or electronic documents for each subject on which information to be reportedto a sponsor
is re¢orded, as required by the clinical performance study protocol

[SOURRCE: ISO 14155:51, 3.6, modified — Adapted for IVD medical devices.]

3.10
clinical perfermance of an IVD medical device
ability of andVD medical device to yield results that are correlated with a particular clinidal condition
or plyysiolagical/pathological process/state in accordance with the intended use (clinical test purpose,
targgtipopulation and intended user)

Note 1 to entry: In accordance with intended use, clinical performance can include expected values, diagnostic
sensitivity and diagnostic specificity based on the known clinical condition or physiological/pathological
process/state of the individual, and negative and positive predictive values based on the prevalence of the
disease.

[SOURCE: GHTF/SG5/N6:2012]

3.11
clinical performance study
study undertaken to establish or confirm the clinical performance of an IVD medical device (3.10)

Note 1 to entry: Testing performed pre-market that is not designed to address clinical performance of an I[VD

medical device is not considered a clinical performance study (e.g. customer feedback studies, external analytical
performance studies, research studies).

© IS0 2019 - All rights reserved 3
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[SOURCE: GHTF/SG5/N6:2012]

3.12

clinical performance study protocol

CPSP

document that states the rationale, objectives, design, risk, proposed analysis, methodology, monitoring,
conduct and record-keeping of the clinical performance study (3.11)

Note 1 to entry: The CPSP need not be a single document but a series of documents related and referenced to each

other for the
[SOURCE: G

3.13
clinical per
CPSR
document d
clinical perf

Note 1 to enty
that are refer

Note 2 to ent
other for the

[SOURCE: GI

3.14

contractre
person or o]
performanc

3.15

purpose of creating the CPSP.

HTFE/SG5/N8:2012]

formance study report

escribing the objectives design, execution, statistical analysis, results and conclusion(g
prmance study

y: Some elements of the clinical performance study report can be coveredby.stand-alone docuy
ences in the clinical performance study report.

'y: The CPSR need not be a single document but a series of documenits related and referenced tq
purpose of creating the CPSR.

HTF/SG5/N8:2012]

Kearch organization

b study-related duties and functions

device accquntability records

records dod
shipment off
receipt, use,

3.16

device defi
inadequacy
safety or pe

Note 1 to ent
by the manuf]

Note 2 to ent
comparator.

[SOURCE: IS

3.17
endpoint

umenting the physical location jof all IVD medical devices under investigation,
the devices to the study site until return or disposal, as well as records documentin
return and disposal of the-[VD medical devices under investigation

Ciency

Fformance

"y: Device.deficiencies include malfunctions, use errors, and inadequacy in the information suy
acturer ineluding labelling.

ry:/This definition includes device deficiencies related to the investigational medical device

) of a

nents

each

ganization contracted by the sponsor (3.49) to‘perform one or more of the sponsor’s clinical

from
o the

of a medical device” with respect to its identity, quality, durability, reliability, usability,

plied

r the

0 14155:—1), 3.19]

principal (primary) or secondary indicator used in a clinical performance study to assess the

performance

of the IVD medical device (3.24)

Note 1 to entry: For example, endpoints can be statistical measures for performance or clinical events/outcomes.
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3.18

ethics committee

EC

independent body whose responsibility it is to review clinical investigations in order to protect the
rights, safety (3.41) and well-being of human subjects participating in a clinical investigation

[SOURCE: ISO 14155:—1), 3.24, modified — Note 1 to entry has been removed.]

3.19

informed consent

process by which an individual voluntarily confirms willingness to participate in a particular clinical
perf( rhratee otudy, aftet hqvius been—ttfernred—ofah aoycuto ofthe otud_y that-are—reteyant for the

decigdion to participate

[SOURRCE: ISO 14155:—1), 3.27]

Note|1 to entry: For the purposes of this document, the permission is typically fap\providing $pecimens or
partifipating in a clinical performance study.

Note 2 to entry: The informed consent document lists the risk(s) and benefit(s)-te-the subject, when(applicable.

Note 3 to entry: The information provided can be broad in nature, allowing the specimen to be uded for future
undefermined studies, or the information can be specific to a particulaf study.

3.20
intended use

interjded purpose
objeqtive intent of the manufacturer regarding the useof a product, process or service as|reflected in
the specifications, instructions and information proyvided by the [IVD manufacturer

Note |1l to entry: Intended use statements for [VDJabelling can include two components: a description of the
functionality of the IVD medical device (e.g. an@mmunochemical measurement procedure for th¢ detection of
analyfte “x” in serum or plasma), and a statement of the intended medical use of the examination redults.

[SOURCE: ISO 18113-1:2009, 3.31, mddified]

3.21
interventional clinical performance study
study in which test results obtained during the study can influence patient management dgcisions and
might be used to guide treatments

EXANIPLE Studies for companion diagnostics.
[SOURCE: GHTEASG5/N8:2012]

3.22
investigator brochure
com;lyilation of analytical and clinical performance data relevant to the clinical performance study

Note 1 to entry: The investigator brochure includes risk/benefit information of the IVD device under investigation
and sampling procedures.

3.23

investigator

sub-investigator

co-investigator

individual member of the investigation study site team designated and supervised by the principal
investigator at the study site to perform critical study-related procedures or to make important study-
related decisions

© IS0 2019 - All rights reserved 5
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IVD medical device
medical device (3.28), whether used alone or in combination, intended by the manufacturer for the
in vitro examination of specimens derived from the human body solely or principally to provide

information

for diagnostic, monitoring, or compatibility purposes

Note 1 to entry: IVD medical devices include reagents, calibrators, control materials, specimen receptacles,
software and related instruments or apparatus or other articles and are used, for example, for the following test
purposes: diagnosis, aid to diagnosis, screening, monitoring, predisposition, prognosis, prediction, determination
of physiological status.

[SOURCE: IS

12]

3.25

leftover spgq
leftover sam
unadulterat

18113-1:2009, 3.27, maodified — Note 1 to entry has been removed, GHTE/SG1/NQ71:2
pcimen
ple
ed remnants of human derived specimens collected as part of routine climical practicg

after all stapdard analysis has been performed

Note 1 to enf]
for them.

Note 2 to ent
performance

3.26

legally auth
legally desig
individual (
prospective

[SOURCE: IS
been added

3.27
malfunctio

ry: Such specimens/samples would be otherwise discarded as there is no~remaining clinical

y: This can include specimens collected for research or other purpeses not connected to the cl
study in question.

jorized representative

nated representative

r judicial or other body authorized under_applicable law to consent, on behalf
subject, to the subject’s participation in the@linical investigation

0 14155:—1), 3.32, modified — Note 1.€0 entry has been deleted, first preferred tern
and "legally designated representative” has become an admitted term.]

n

failure of an IVD medical device underinvestigation to perform in accordance with its intende

(3.20) when|
[SOURCE: I§

3.28

medical de
instrument,
material, on]
combinatior

diagno

used in accordance with the instructions for use or CPSP (3.12)

0 14155:—1), 3.33,medified — Adapted for IVD medical devices.]

yice

apparatusy’implement, machine, appliance, implant, reagent for in vitro use, softy
other_similar or related article, intended by the manufacturer to be used, alone
, for iwman beings, for one or more of the specific medical purposes of

b and

need

nical

of a

h has

1 use

vare,
pr in

is,prevention, monitoring, treatment, or alleviation of disease

diagnos

process

control

is, monitoring, treatment, alleviation of, or compensation for an injury,

)

supporting or sustaining life,

of conception,

disinfection or sterilization of medical devices, or

investigation, replacement, modification, or support of the anatomy or of a physiological state or

providing information by means of in vitro examination of specimens derived from the human body,
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and does not achieve its primary intended action by pharmacological, immunological, or metabolic
means, in or on the human body, but which can be assisted in its intended function by such means

[SOURCE: ISO 18113-1:2009, 3.47, modified — Terminology has been slightly changed; GHTF SG1/
N071:2012]

3.29

monitor

person, qualified by education, training or experience, responsible for performing the monitoring (3.30)
of the clinical performance study

3.30
monktoring
act of reviewing the progress of a clinical performance study and ensuring that it is conductg¢d, recorded
and reported in accordance with the CPSP, written procedures, procedures, specified requirements

Note[1 to entry: Specified requirements are those described in this document and, may inclufle any other
applitable requirements such as regulatory provisions.

3.31
point of enrolment
time|at which, following recruitment (3.34), a subject signs and dateS)the informed consent form, when
requjred by the ethics committee (3.18), or otherwise begins parfi€ipation in the study

[SOURRCE: ISO 14155:—1), 3.38, modified — The definition hasbeen lengthened.]

3.32
pringipal investigator
qualified person responsible for conducting the clinical performance study at a study site (3.50)

Note |1l to entry: When a clinical performance study'is conducted by a team of individuals at a sfudy site, the
prindipal investigator is responsible for leadingthe team.

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

3.33
protpcol deviation
instgnce of failure to follow, intentionally or unintentionally, the requirements of the clinical performance
study protocol (3.12)

3.34
recrpitment
active efforts.'to identify subjects (3.51) who might be suitable for enrolment in a clinical
performancestudy

3.35
reference measurement procedure
measurement procedure accepted as providing measurement results fit for their use in assessing
measurement trueness of measured quantity values obtained from other measurement procedures for
quantities of the same kind, in calibration, or in characterizing reference materials

[SOURCE: ISO 15193:2009, 3.7, modified — Notes to entry have been removed.]

3.36

regulatory authority

government agency or other entity that exercises a legal right to control the use or sale of medical
devices within its jurisdiction, and can take legal action to ensure that medical devices marketed within
its jurisdiction comply with legal requirements

[SOURCE: GHTF/SG1/N68:2012]
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3.37
risk

:2019(E)

combination of the probability of occurrence of harm and the severity of that harm

[SOURCE: IS
3.38

O/IEC Guide 51:2014, 3.9]

risk analysis
systematic use of available information to identify hazards and to estimate the risk (3.37) to study
subjects and users of the IVD medical device under investigation

Note 1 to ent

v+ Risk analysisinclindes examination of different sequences of eventsthat can prndn(‘p haza

rdous

situations an

Note 2 to en
inaccurate te|

[SOURCE: I§
entry has b

3.39
risk assess
overall proc

[SOURCE: I§
3.40

risk evaluation

process of d
the risk

[SOURCE: IS

3.41
safety

freedom from unacceptable risk

[SOURCE: IS

3.42
sample

one or mof
information

EXAMPLE
[SOURCE: IS

1 harm.

(ry: For 1VDs, the risk analysis should take into consideration risks associated withrreport
St results in an interventional study.

0/IEC Guide 51:2014, 3.10, modified — The definition has been adapted o’ IVDs, Not¢
en modified and Note 2 to entry has been added.]
ment

ess comprising a risk analysis (3.38) and a risk evaluation (3.40)

O/IEC Guide 51:2014, 3.11]

omparing the estimated risk against given risk-criteria to determine the acceptabil

0 14971: —2), 3.23]

O/IEC Guide 51:2014, 3.14]

e representativeparts taken from a specimen (3.47), which are intended to pr

A portion)of serum taken from a specimen of coagulated blood.

0 18113-1:2009, 3.64, modified — The wording in the definition changed.]

ng of

b 1 to

ty of

vide

3.43

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

event (3.44)
[SOURCE: M
3.44

EDDEV 2.7.1, rev 4, 2016]

serious adverse event

SAE

adverse event that led to any of the following

a) death,

2) Under preparation. Stage at the time of publication: ISO/FDIS 14971:2019.
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b) serious deterioration in the health of the subject, users or other persons as defined by one or more
of the following:

1) alife-threatening illness or injury, or

2) apermanent impairment of a body structure or a body function including chronic diseases, or

3) in-patient or prolonged hospitalisation, or

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

impairment to a body structure or a body function,

c)

Note
serio

[soy

3.45
sour

oetal distress, foetal death or a congenital abnormality or birth detect including physid

impairment

1 to entry: Planned hospitalisation for a pre-existing condition, or a procedure requiredby thg
1s deterioration in health, is not considered a serious adverse event.

RCE: ISO 14155:—1), 3.45]

ce data

all infformation in original records, certified copies of original records of clinical findings, o

devi
evaly

[SOU

3.46
sour
print

EXAN
photq
invol

3.47
spec
discy
quary

[SOU
have

3.48
spec
all th
the 4|

e results or other activities in a clinical performance study, necessary for the trac
lation of the clinical performance study

ce document
ed or electronic document or other media cortaining source data (3.45)

IPLE Hospital records, laboratory notes, test results, patient’s surveys, device accountalj
graphic evidence, records kept at the study site, at the laboratories and at the medico-technical
bed in the clinical performance study:

imen
ete portion of a body fluid or tissue taken for examination, study, or analysis of ¢
tities or characteristics to determine the character of the whole

RCE: ISO 181134:2009, 3.54, modified — “Specimen” is the first preferred terms, N@
been removed.]

imen eolléction procedure
e stepsinvolved in collecting a specimen from a human subject. This includes all prepat
ctital collection and any after-treatment, and the disposal of any procedure-related m3

RCE: ISO 14155:—1), 3.47, modified — Adapted for [¥B’devices, Note to entry removed,

al or mental

b CIP, without

bservations,
eability and

—_—

ility records,
departments

ne or more

tes to entry

atory steps,
iterials

EXAMPLE

3.49

sponsor
individual or organization taking responsibility and liability for the initiation, implementation and
oversight of a clinical performance study

Fasting, pre-medication, anaesthesia procedures, blood draw, biopsy, disposal of sharps.

Note 1 to entry: when an investigator initiates, conducts and takes full responsibility for a clinical performance
study, the investigator also assumes the role of sponsor and is identified as the sponsor-investigator.
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3.50
study site

:2019(E)

institution(s) or location(s) where the clinical performance study is carried out, under the supervision

of a principa

I investigator (3.32)

Note 1 to entry: For the purpose of this document, “study site” is synonymous with “study centre”.

Note 2 to entry: Study sites include testing locations and specimen collection sites but not commercial

procurement

3.51
subject

entities, e.g. providers of archived specimens (such as biobanks).

human who
Note 1 to ent

3.52

unanticipat
serious advd
identified in

[SOURCE: I§
removed.]

3.53

use error
act or omiss
by the many

Note 1 to ent

Note 2 to enf]
task, or use e

Note 3 to ent
Note 4 to ent

Note 5 to ent
use error.

[SOURCE: IS

3.54
validation
verification

[SOURCE: I

participates in a clinical performance study or whose specimen is used in the study.

'y: Depending on the study, a subject can be either a healthy individual or a patient.

led serious adverse device effect
rse device effect (3.43) which by its nature, incidence, severity or outcome has not
the current version of the risk analysis report

0 14155:—1), 3.51, modified — The second preferred term and\Notes to entry have

ion of an act that results in an IVD medical device, output which differs from that inte|
facturer or expected by the user

ry: Use error includes the inability of the user tocomplete a task.

ry: Use errors can result from a mismatchchetween the characteristics of the user, user inte
hvironment.

Fy: Users might be aware or unaware that a use error has occurred.
Fy: An unexpected physiologicalresponse of the subject is not by itself considered use error.

ry: A malfunction of an IVD medical device that causes an unexpected result is not conside

0 14971:—2), 3.30,'modified — Adapted for IVD medical devices.]

[3.55) that'the specified requirements are adequate for an intended use

0-18113-1:2009 3.72, modified — The definition has been reworded, the EXAMPLH

been

been

nded

rface,

red a

and

Note to entn

3.55

\¥A have been remaoved ]

verification
confirmation by examination and provision of objective evidence that the specified requirements have

been fulfille

d

[SOURCE: GHTF/SG3/N99-10:2004]
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3.56

vulnerable subject

individual whose willingness to volunteer in a clinical investigation could be unduly influenced
by expectation, whether justified or not, of benefits associated with participation or of retaliatory
response from senior members of a hierarchy in case of refusal to participate

EXAMPLE Individuals with lack or loss of autonomy due to immaturity or through mental disability, persons
in nursing homes, children, impoverished persons, subjects in emergency situations, ethnic minority groups,
homeless persons, nomads, refugees and those incapable of giving informed consent. Other vulnerable subjects
include members of a group with a hierarchical structure such as university students, subordinate hospital and

laboratory personnel, employees of the sponsor, members of the armed forces and persons kept in detention.

[SOU

4 1]

4.1

Clini
Decl;

Clini
dign

and prevail over all other interests and the data generated are ‘scientifically valid, reliable 3

4.2

The
or ot

All iy
othe

4.3

All p
its ef]

4.4

Befo
requ
sites
ethid

RCE: ISO 14155:—1), 3.55]

tthical considerations

General

al performance studies shall be conducted in accordance with~ethical princip
iration of Helsinkil14].

ty and well-being of the subjects participating in such clinical performance studies a

Improper influence or inducement

sponsor shall avoid improper influence on, ¥ the inducement of, subjects, monitors, i
her parties participating in, or contributing to, the clinical performance study.

nvestigators shall avoid improper influence on, or inducement of, subjects, sponsor
" investigators or other parties patticipating in, or contributing to, the clinical perfornj

Responsibilities

parties involved in the conduct of the clinical performance study shall share the respd
hical conduct in accardance with their respective roles in the clinical performance stu

Ethics committee involvement

e commeneing a clinical performance study, the sponsor shall determine and take intg
rementsfor ethics committee approval of the clinical performance study and/or the

It istthe responsibility of the sponsor to ensure that specimens have been collecte
al-requirements. The ethics committee can choose to exempt certain [VD medical dg

es, e.g. the

Cal performance studies shall be designed and conducted-ih such a way that the rights, safety,

‘e protected
nd robust.

hvestigators

S, monitors,
ance study.

nsibility for
dy.

account the
articipating
bd following
vice clinical

perfi

rnrance studies from their npprnval’ and/nr can waive informed consent

For those studies described in A.1, additional requirements for communication with the ethics
committee are specified in Annex E.

The principal investigator shall:

a) provide the sponsor with copies of any clinical performance study related communications between
the principal investigator and the ethics committee, when they exist;

b) obtain the written and dated approval/favourable opinion, or a waiver of the ethics committee for
the clinical performance study before initiating and implementing all subsequent amendments;
NOTE In certain jurisdictions, no response from the ethics committee after a defined time limit
constitutes a waiver.
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c) perform adverse event recording and reporting as specified in Annex G.

The communication with the ethics committee can be performed by the sponsor, partly or in full, in
which case the sponsor shall keep the principal investigator informed.

4.5 Informed consent

For those studies described in A.1, requirements for informed consent are specified in Annex F.

Informed consent for leftover or archived specimens can be acquired and documented in different ways
appropriate in the context of this document, depending on the local regulations and ethics committee
requirements,; SUCITas:

— signed informed consent, when a form is dated and signed by the specimen donor/subject;

— authentjicated electronic confirmation of consent documented together with date, which can pe in
the form of a timestamp in an electronic database;

— confirmation of the specimen donor/subject when unable to physically provide ‘a signature; in this
situatiop usually a witness is present or an audio or video recording of theZconisent is made; or]

— where ajurisdiction requires opt-out for use of residual specimens for médical research, no objertion
is registered by the specimen donor/subject.

In some couptries, a waiver can be obtained from the ethics committee.

NOTE1 There can be cases when the ethics committee has no jurisdiction in evaluating the study proposal,
for example yhen the proposed study has no impact on donor risk~Sometimes, the ethics committee delegates
the evaluatiop to another committee.

For leftoverfand archived specimens, informed consent,might exist in a general form to cover the yse of
the specimeps in any clinical performance studies. Sponsors might not have direct access to this orijginal
informed consent, but should be able to obtain and verify the institution’s informed consent policy.

For best practice, specimens should be de-identified, unless it is absolutely necessary to identify the
subjects.

The principal investigator shall ensure’that there is a procedure to identify the applicable regulatory
requirements and ethical principles for the process of informed consent, when required.

Ethics cominittee approval should be sought when there are doubts surrounding the validity and
applicability of the originatinformed consent.

NOTE 2  Fqgr the purposes of this subclause and all other clauses in this document, the word “signed” indludes
secure electrpnic signatures.

5 Clinicalperformance study planning

5.1 General

Clinical performance studies shall be conducted in a manner in which every precaution has been taken
to protect the rights and the health and safety of the subject, user and other persons, considering all
regulatory and ethical requirements, using valid scientific principles. When conflict of interest or bias
cannot be avoided, there shall be full disclosure that is appropriately documented and justified. Clinical
performance studies shall be undertaken under an effective quality management system to ensure that
these principles are met. The study sponsor shall take responsibility for ensuring that these principles
are met.

The sponsor shall define the roles and responsibilities of all parties including those of the sponsor,
monitor, principal investigator and study team members in accordance with this document.

12 © IS0 2019 - All rights reserved


https://standardsiso.com/api/?name=ad8334a05e377cc9547a5c08fff453df

IS0 20916:2019(E)

All parties participating in the conduct of the clinical performance study shall be qualified to perform
their tasks by education, training or experience, and this shall be documented appropriately (see 6.2).

Quality assurance and quality control principles shall apply to the processes of the clinical performance

study. The sponsor shall

i

a)

mplement and maintain written procedures to ensure that

1) the clinical performance study is designed, conducted and monitored,

2) all devices and other study-related materials are properly accounted for, and

b)

)
d)

q
j
Qual
spon|

In ce
in th
refer
inter]

doc

The
stud)
or in|
perfq
toa
clini

The
func
and f

The
stud)

NOTH

justify and document significant exceptions to the requirements of this document.

andlfﬁi"locedures to meet the applicable requirements’ef this document. When used, these qu|

] data generated are documented, recorded, reported and archived In conformi
document and the CPSP all subsequent amendments to the CPSP.

bnsure that the auditing requirements of Annex I are met, when applicable;-and

ty assurance and quality control aspects for clinical performance'studies can be integ
sor’s overall quality system.

'tain circumstances, it might be appropriate to perform the.testing only at the manufa
is case, a justification for this decision should be documented. For example, a study t
ence values can often be performed entirely at4he manufacturer’s site. Studies
nally at a manufacturer’s site can rely upon the mahufacturer’s quality system policie

ents should be referenced within the CPSP.

kponsor can transfer any or all of the duties and functions related to the clinical {
b, including monitoring, to an external organization (such as a contract research ¢
dividual contractor), but the ultimafe responsibility for the quality and integrity of
rmance study data shall reside with the sponsor. All the requirements in this docum
sponsor shall also apply to the‘external organization in as much as this organization

fal performance study-related ‘duties and functions of the sponsor.

ion assumed by the-external organization, retaining any clinical performance study-r¢
unctions not specifically transferred to, and assumed by, the external organization.

sponsor shalhbe responsible for verifying the external organization has and adhere
U-related priocedures.

For additional information, see ISO 13485I[3].

5.2

y with this

maintain records to document the conformity of all parties involved in the clinical pérforinance study,

rated in the

cturer’s site;
b determine

conducted
5, processes,
ality system

erformance
rganization
the clinical
ent applying
hssumes the

sponsor shall specify in/a written agreement any clinical performance study-related duty or

lated duties

5 to written

| Risk evaluation

Before conducting a clinical performance study, the sponsor shall undertake and document an
assessment of the risks associated with the participation in and/or conduct of the study.

The risk analysis should include or refer to an objective review of published and, when available,
unpublished medical or scientific data.

The anticipated adverse events based on the risk assessment shall be documented in the CPSP.

NOTE 1

occur in the studies described in A.1

© ISO
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NOTE 2  There could also be risks to the staff members performing the collection procedures. These are
not included in the scope of this document, but are covered by other medical laboratory and laboratory safety
standards[11[12][13],

5.3 Design of the clinical performance study

Clinical performance studies shall be carried out using product representative of the final manufactured
IVD medical device intended for commercialisation, using controlled and accepted processes and
procedures, though scale up might not yet be completed.

The choice of the design for the clinical performance study can depend on the following considerations:

a) study objectives;
b) the out¢ome of the risk evaluation;
c) intendef use, specifically:
1) tesfpurpose(s) (e.g. diagnosis, screening, monitoring);
2) target population(s) (e.g. age, race, gender, geography, clinical conditiehy/treatment statusj;
3) spefimen type(s) (e.g. serum, plasma, urine, whole blood);
4) intgnded user(s)/operator(s) (person performing the test e.g/1ay person).
d) specimgn/sample handling and storage conditions (e.g. sample cannot be frozen);
e) sample pize estimate, and description of planned statistical analysis;

f) quality,| availability and accessibility of specimens’ (e.g. limited number of leftover specifnens
available);

g) testinglocation (e.g. point-of-care setting, céntral laboratory);
h) intendef use setting’s environmental conditions;

i) established analytical performanee'characteristics (e.g. precision, interference, measuring interval
(range),|cut-off, limit of detection, limit of quantification);

j) intendef clinical performance/characteristics (e.g. sensitivity, specificity, positive predictive value,
negative predictive value, reference intervals, cut-off);

k) prevalehce of the clifiieal condition/physiological or pathological state;

1) novelty|of the technhology and/or clinical use (e.g. relevant previous experience);

m) availability‘ofappropriate method(s) to establish the clinical status of the subject;

n) availability of quatity controt material;

0) mechanisms to avoid bias.

5.4 Investigator brochure

For studies other than those described in Annex A, the instructions for use may replace the investigator
brochure.

For those studies described in A.1, requirements for content of the investigator brochure shall be in
accordance with Annex C.
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5.5 Clinical Performance Study Protocol (CPSP)

5.5.1 General

The purpose of the CPSP is to ensure the clinical performance study is performed to yield high quality,
accurate and reliable data for the IVD medical device under investigation. The CPSP shall be developed
by investigators or sponsors appropriately qualified by education, training, or experience. An appointed
representative of the sponsor shall sign and date the protocol, indicating sponsor acceptance. The CPSP
and all subsequent amendments to the CPSP shall be agreed upon between the sponsor and all principal
investigators, and shall be recorded with a justification for each amendment.

For studies described in A.1, use the requirements additional to those set out below specified in Annex B.

5.5. Principal investigator responsibilities
The principal investigator(s) shall
a) indicate his/her acceptance of the CPSP in writing,

b) anage the day-to-day conduct and ensure ethical conduct of the-clinical performance study in
¢onformity with the CPSP,

c) keep any agreement, contract, or register that stipulates the responsibilities, attriputions and
functions of all those involved in the clinical performanceéstudy,

d) maintain source documents throughout the clinical performance study and make them|available as
fequested during monitoring visits or audits,

e) ¢nsure that the IVD medical device under inyestigation is used in accordance with the CPSP and
:[lStFUCtiOHS for use,

f)

ot implement any modifications to the CPSP without agreement from the sponsor, and when
fequired, ethics committee,

g) document and explain any deviation from the approved CPSP that occurred during the course of
the clinical performance study, and define corrective actions to prevent further deviations,

h) document and explain ahy adverse events, actions taken, and report to the sponsor,

i) ensure the accuracy, integrity, completeness, legibility and timeliness of the data repprted to the
gponsor,

i) I:aintain the.device accountability records,

aintainrecords of specimen accountability and specimen integrity,

1) 3llowrand support the sponsor to perform monitoring and auditing activities,

m) be accessible to the monitor and respond to questions during monitoring visits,
n) allow and support the ethics committee when performing auditing activities,
o) ensure thatall clinical performance study related records are retained,

p) disclose potential conflicts of interest, including financial, that could interfere with the conduct of
the clinical performance study or interpretation of results, and

q) document relevant study-related communications.
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5.5.3 Contents of the CPSP

5.5.3.1 General

The CPSP shall include the relevant information specified below. The content of a CPSP and any
subsequent amendments shall include all the topics listed in this subclause together with a description
for each topic that is not self-explanatory.

Identification of the clinical performance study protocol

he clinical performance study.

5.5.3.2

a) Title of

b) Referen|

c¢) Version

d) Summa

e)

5.5.3.3

a) Summa

b) Name o
populat
perforni

c¢) Summa
investig

5.5.3.4 Sy

Name and a

to the spons

ce number identifying the specific clinical performance study, if any.
or date on each page of the CPSP.

ry of the revision history in the case of amendments.

Page number and the total number of pages on each page of the CPSP.

Identification and description of the IVD medical device under investigation

Fy description of the IVD medical device under investigatién)and its intended use.

f the IVD medical device, including software and accessories, if any, intended use incly

lance study.

Iy of the necessary training and experience;needed to use the IVD medical device y
ation, when applicable.

onsor

Idress of the sponsor of the clinical performance study, when testing is occurring exter
or’s site.

1ding

ions and indications of the IVD medical device underinvestigation in the proposed clinical

nder

nally

When the sponsor is not resident in"the country (countries) in which the testing related to the clinical

performanc
countries) ¢

5.5.3.5 St

Individual s
of principal
The final lis

e study is to be carriedyout, the name and address of a representative in that country (4
hn be required accérding to national or regional regulations.

udy site(s)

tes need.not be identified in the CPSP, however, the sponsor shall maintain an update
investigators, study sites, and institutions. This list can be kept separately from the
L shall'be provided with the clinical performance study report.

hose

d list
CPSP.

5.5.3.6 Overall synopsis of the clinical performance study

A summary or overview of the clinical performance study shall include all the relevant information
regarding the clinical performance study design, such as inclusion/exclusion criteria, number of
specimens and, when applicable, subjects, duration of the clinical performance study, objective(s),

endpoint(s).

5.5.3.7 Objectives of the clinical performance study

a) Objectives, primary and secondary, if applicable.

b) Relevant primary and secondary endpoints.
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c¢) Claims and intended performance of the IVD medical device under investigation that are to be
evaluated.

d) Risks and anticipated adverse device effects that are to be assessed.

5.5.3.8 IVD medical device under investigation and comparator(s)

When used, list the comparator(s). When the comparator is a commercial assay, include name and
manufacturer,and when applicable, the version or catalogue number. When the comparatoris a reference
method or “gold standard”, provide adequate published references supporting the methodology.

5.5.3.9 Specimens and when applicable, subjects providing specimens

a) Validated specimen type (for example only plasma collected using validated anticeagulant).

b) Inclusion criteria.

c) [KExclusion criteria.

d) Information necessary to characterise the subject/specimen .(e:g. status of other analytes,
oncomitant medications).

e) INumber of specimens and/or subjects.

f) $pecimen storage, handling, transport, and disposal.

5.5.3.10 Procedures

a) hen applicable, description of all study-related procedures that the specimens will undergo
uring the clinical performance study.

b) hen applicable, description of procedure for determining when and how incidental findings

hould be reported to subjects/physicians.

5.5.3.11 Monitoring plan

Gengdral outline of the monitoring plan to be followed, including access to source data and the extent to
which source data will besverified (e.g. confirmation of quality control results, calibration).

5.5.3.12 Data management
roceduresusSed for data review, database cleaning, and issuing and resolving data quéries.

rocedure$ for verification, validation, and securing of electronic clinical data sydtems, when
pplicable.

— Specified data retention period.
— Other aspects of quality assurance, as appropriate.

When electronic databases or remote electronic data systems are used, written procedures shall be
implemented to

a) establish and document requirements for the electronic data system to receive, transfer and
process data - information/data transferred to the sponsor shall be without personal individual
identifiers,

b) verify and validate that the requirements for the electronic data system can be consistently met,
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f)

g)

h)

i)
j)

NOTE Itlis possible to provide a detailed plan for data management separate from-the CPSP.

5.5.3.13 Statistical considerations

The description of and justification for

a) statisti¢al design, method and analytical procedures,

b) sample pize,

c) level of pignificance and power of the clinical perfdriiance study,

d) pass/fall criteria to be applied to the results of‘the clinical performance study,

e) provisign for an interim analysis, when applicable,

f) procedyres that ensure that all the data is taken into account, and

g) treatmgnt of missing, unused or-spurious data.

NOTE It]is possible to provide-adetailed plan for statistical considerations separate from the CPSP.

5.5.3.14 Amendments to.the CPSP

Description|of the procgdures to amend the CPSP.

5.5.3.15 Deviations from clinical performance study protocol

a)

b)

ensure traceability, completeness, reliability, consistency and logic of data entered,
ensure accuracy 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, edit trail),

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 and privileges granted to each user,

ensure [that all completed documents are signed by the principal investigator or authefized
designeg,

maintain adequate backup, retention and retrievability of the data, and

provide|documented training of users on proper use of the system.

Statementspetifying that the imvestigator s ot attowed to deviate fromr the €PSPexceptwhen a
deviation is necessary to protect subject’s rights, safety and well-being, or the scientific integrity of
the clinical performance study.

Procedures for recording, reporting and analysing CPSP deviations.

Descriptions of procedures for corrective and preventive actions for repeated and/or major CPSP
deviations.

5.5.3.16 Accountability of IVD medical devices under investigation

Description of the procedures for the accountability of IVD medical devices under investigation, including
procedures to ensure that access to IVD medical devices under investigation shall be controlled and
these devices shall be used only in the clinical performance study and according to the CPSP.
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The sponsor shall keep records to document the physical location of all IVD medical devices under
investigation from shipment of the devices to the study site until return or disposal.

The principal investigator or an authorized designee shall keep records documenting the receipt,
use, return and disposal of the IVD medical devices under investigation, which shall include, when
applicable,

a) the date of receipt,
b) theidentification of each IVD medical device (e.g. batch number, serial number or unique code),

c) the expiry date,

d) the date or dates of use,

e) the date on which the IVD medical device under investigation was returneder disposed of, when
dpplicable, and

f) the date of return of unused, expired or malfunctioning IVD medical dévices under investigation,
when applicable.

NOTH Written procedures can be required by national regulations.

5.5.3.17 Statements of conformity

a) $tatement specifying that the clinical performance study shall be conducted in accofdance with
¢thical principles, e.g. the Declaration of Helsinkil14],

b) $tatement specifying that the clinical performance study shall not begin until the required
dpproval/favourable opinion or waiver from.he ethics committee and/or regulatory apthority has
Ibeen obtained, when applicable.

5.5.3.18 Informed consent process

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

b) Description of the informed consent process in circumstances when the subject is unable to give it.

5.5.3.19 Adverse evemnts, adverse device effects and device deficiencies

Descfiption of how\to categorise, evaluate and report adverse events and device deficigncies which
could result in aserious adverse event.

Wheh the clinical performance study uses leftover/archived specimens, subjects will not be|at risk from
advefsegvents of any kind.

Wherethestudy usesspecimen cottectionr proceduresthat pose o additiomat risktothe subject, in
exceptional cases, there might be adverse events impacting the subjects.

It is also possible that a user/operator experiences an adverse device effect. In such cases, elements
from Annex G might be appropriate.

5.5.3.20 Bibliography

List of bibliographic references pertaining to the clinical performance study, when applicable.

5.6 Casereport forms

For clinical performance studies in which clinical information is not recorded, a Case Report Form
(CRF) is not required, as the relevant information is captured by other means (data collection forms,
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instrument printouts, etc.). The need for a CRF should be discussed as part of the study planning phase.
When a CRF is required, information on the requirements included in Annex A shall be used.

5.7 Recording of specimen information

A standardized method of capturing and securing the information for each specimen used in the clinical
performance study as required by the CPSP shall be implemented. Study sites shall record required

information

No subject’s

for all the specimens in the study, e.g. in study sample log.

personally identifiable information shall be included within the sponsor’s records.

NOTE T

The princip
the clinical |
regulatory
permission
before start

aceaptitty coutd be avattable from the IS titution fTon WiTiciT the Specien was origimaty cott

hl investigator or institution shall provide direct access to source data during and
performance study for monitoring, audits and when relevant, ethics committee review
huthority inspections. As required, the principal investigator or institutien-shall o
for direct access to source documents from the subject and/or hospitaldadministr
ing the clinical performance study.

5.8 Specimen accountability and integrity

The clinical
and quality
testing and
duration of {

Specimens {
5.9 Study

5.9.1 Site

The sponso

performance study shall be conducted so as to ensure accouritability, traceability, suita
pf all specimens during the steps of the clinical performance’study, from collection thr

he study to ensure accuracy and reliability of the clini¢cal performance study data.

hall be collected, transported, used and stored ifi.the conditions identified in the CPSP
 site selection

qualification

" is responsible for the choice of study site(s). Site selection criteria shall be establ

based on the design or characteristics of the study and the intended use of the IVD medical d

under inves

figation. These criteria camrinclude
e qualifications of the-principal investigator and related staff,

e resources, including facilities, laboratories, appropriately validated equipment
res,

p an adequate number of suitable characterized specimens, and/or

laboratory with an appropriate quality management system.

a) adequat
b) adequaf
procedy
c) accesst
d) useofa
5.9.2 Sit

cted.

after
y and
btain
htion

hility
ough

result reporting. All relevant information should be documented and maintained fofr the

shed
bvice

and

assessment

A site assessment shall be performed based on the selection criteria as set in 5.9.1.

5.9.3 Site

selection

Outcomes of the site selection process shall be documented, including the rationale for the study site
selection. Study site selection rationale is based on the site assessment, including factors such as prior
experience of the sponsor with the principal investigator or the study site.
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5.10 Monitoring plan

Study monitoring shall ensure

a)
b)

c)

investigators adhere to the CPSP,

study data are accurate and complete, and

One or more qualified monitors shall be appointed.

ethical conduct of the study, e.g. the rights and well-being of study subjects are protected.

Mon

The {

stud
sour
size,
shall

perfq

The

stud)

|
1

1

]]tors stratt be

ualified through training and experience as well as scientific or clinical knowledge,

equirements, and

y, based on the assessment of the risk of the study. The spensor shall also assess the
e data verification, based on considerations such as thevobjective, design, comple
critical data points and endpoints of the clinical performance study. Results of this
be used to develop a monitoring plan. Monitoring ¢an occur during and/or after
rmance study.

sponsor can determine and document the rationale for remote monitoring (without
 site), in conjunction with procedures such@s investigator’s documented training, m

extepsive written guidance or telephone communication.

5.11 Agreements

Ther
any
whid

Discl|
inves

Prin

5.12

For 3
the 1

e shall be an agreement between the sponsor and the principal investigator(s)/stud

h defines the roles and(responsibilities of each party in the clinical performance stu
osures of financial or-ether conflicts of interest shall be provided by principal inves
tigators. All agreements shall be recorded in writing, signed and dated by all parties i

ripal investigatoy disqualification criteria can be described in the agreement.

Labelling

n [¥D{medical device that is not commercially available in the country in which it is bg
hbelling shall indicate that the IVD medical device under investigation is exclusively

knowledgeable on the specific activities to be monitored, the CPSP, andCany ot}
rained on the relevant quality assurance procedures as well as~any special prg

monitoring a specific clinical performance study. Training shall be dectimented in the files.

ponsor shall assess the extent and nature of monitoring apprapriate for the clinical p

pther relevant parties (e:g~investigators, contract research organization(s) and 14

ler relevant

cedures for

erformance
strategy for
Kity, sample
assessment
the clinical

visiting the
getings, and

y site(s) and
boratories),
dy (see 5.1).
tigators and
nvolved.

ing studied,
for use in a

clinical performance study.

6 Study site initiation

6.1

General

An initiation visit for each participating study site, or alternatively, an investigator meeting shall be
conducted (in person or remotely) and documented by the sponsor or monitor at the beginning of
the clinical performance study. Names, signatures, functions and designated authorizations for the
principal investigator and members of the study site team shall be documented.
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6.2 Prerequisites
In initiating the study site, it shall be determined that

a) documentation is prepared and approved by the appropriate persons by dated signature; when
required, copies shall be provided to all parties involved, and dated signatures obtained as
appropriate,

b) the accuracy of the translation of documents is ensured, when relevant,

c) asupply of IVD medlcal dev1ces under 1nvest1gat10n is avallable in a timely manner for the clinical
) L , 0 the
pr1nc1p1 1nvest1gator until all requlrements to start the chmcal performance study are |met.
Material for training and proficiency testing may be shipped prior to initiating studies,

d) any fingncial arrangements between the principal investigator or the study site andythe spansor
are dociimented,

e) any required application(s) to begin the clinical performance study in a given leountry have [been
submitted to the appropriate regulatory authority(ies) for review, acceptance or permissiop (as
per applicable regulatory requirement([s]),

f) ethics dJommittee’s approval/favourable opinion or waiver has béen obtained and documgnted
when r¢quired, and that appropriate provisions are made to meét,any conditions imposed by the
ethics cpmmittee, and

g) any madification(s) required by the ethics committee or“regulatory authority are made and
documented by the principal investigator, and have gaih€d the approval/favourable opinion qf the
ethics cpmmittee or regulatory authority.

6.3 Training

Documentation of training, experience and scientific or clinical knowledge shall be ensured for all
involved pafties in order to adequately conduct the clinical performance study, including trainirfg, as
applicable t¢ each role:

a) the usepfthe IVD medical device(s) under investigation;
b) the devjce accountability procedures;

c) the CPSP;
d) the method of obtaining and maintaining specimen data and result information;

e) the written infermed consent form and informed consent process as well as other wrijitten
informdtion provided to subjects, when applicable; and

f) the spohset’s written procedures this document and any regulatory requirements _as applicable.

Any additional members of the study team shall receive appropriate training on clinical performance
study requirements and such training shall be documented.

6.4 Initiation of the study site

The monitor or designee shall initiate each study site to ensure that the principal investigator and study
site team

a) have successfully completed all training,
b) have access to an adequate number of I[VD medical devices under investigation, and

c) are familiar with the responsibilities of the principal investigator and study team.
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The monitor or designee shall also ensure that all pre-study documentation is completed, e.g. ethics
committee approval/favourable opinion, written clinical performance study agreements, etc.

7

7.1

Clinical performance study conduct

General

When written approval/favourable opinion from the ethics committee and/or the relevant regulatory
authorities of the countries where the clinical performance study is taking place is required, the clinical
performance study shall not commence until that approval/opinion has been received.

The

7.2
The

f)
g)

h)

i)

7.3

7.3.1 _General

flinical performance study shall be conducted in accordance with the CPSP.

Responsibilities of the sponsor

$ponsor shall be responsible for

¢stablishing a review mechanism to ensure that the principles described in 5.1 are res
imes during the study,

documenting correspondence with all parties involved iftthe clinical performance stug
when applicable, ethics committees and regulatory authorities,

¢nsuring that the clinical performance study.is“appropriately monitored as defj
monitoring plan,

feviewing the monitoring report(s) and following up any action(s) required in the
feport(s),

laking prompt action to secure conf@rmity with all clinical performance study require

when applicable, submitting progress reports, including safety summary, deviat
felevant changes in study team, to all reviewing ethics committees and the regulatory

ensuring that appropriate/mechanisms are in place to cover the liability of the sponsor f
:Le.g. insurance), and

aintaining the fimtégrity of any study samples that are also required for the standard

Study site'monitoring

dccountability of IVD medical devices under investigation throughout the clinical performance study,

pected at all
ly including,
ned by the
monitoring
ments,

ons and/or
authorities,

or the study

of care.

twdy conforms

to the CPSP, subsequent amendment(s), this document and the applicable ethical and regulatory
requirement(s).

The conduct of the clinical performance study shall be monitored according to the monitoring plan.

7.3.2 Routine monitoring

The monitor shall perform routine monitoring activities to verify that

a)

b)

conformity with the CPSP, any subsequent amendment(s) and this document is

maintained;

deviations shall be discussed with the principal investigator(s) or authorized designee, documented

and reported to the sponsor,

only authorized individuals are participating in the clinical performance study,
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f)

g)

h)

j)
k)

D

p)

q)

7.3.3 Monitoringreports

the IVD medical device under investigation is being used according to the CPSP or instructions
for use,

when issues arise with the device, its method of use, or the CPSP, these are documented and
reported to the sponsor,

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

the principal investigator and the study team continue to have access to an adequate number of
specimens and IVD medical devices under investigation,

when applicable, signed and dated informed consent forms have been obtained from each subject at
the point of enrolment or before any clinical performance study related procedures are undertaken,

clinical |performance study records are accurate, complete, up to date, stored and, maintgined
appropiiately,

all adverse events are recorded and reported to the sponsor and when applicable, report¢d to
the ethics committee and regulatory authorities in a timely manner or as-defined by the relgvant
authority (see Annex G),

all devige deficiencies are reported to the sponsor,

the stoijage and accountability of the IVD medical device undéx/investigation and specimeng are
correctfand the traceability process is being followed,

all oth¢r records, reports, notifications, applications;“ubmissions and correspondencq are
maintained in the investigator’s files and are accurate, cemplete, timely, legible, dated and identify
the clinjcal performance study,

maintenance and calibration of the equipment relevant to the conduct and assessment of the clinical
perfornjance study is appropriately performed and documented, when applicable,

subject pnd/or specimen withdrawal has been documented,

any nom-conformity with the requirements stated in the informed consent or CPSP has |been
documgnted,

the principal investigator and ‘study site team are informed and knowledgeable of all rel¢vant
documented updates coneetning the clinical performance study, and

any corrective and preventive actions, as needed, have been implemented and are effective.

All monitoring“activities including communications related to the clinical performance study shall be

documented in.a written report to the sponsor and shall include

a)

b)

the date, study site identification, name of the monitor and name of the principal investigator or
other individuals contacted, and

a summary of what the monitor reviewed and his/her observation(s) with regard to the completion
of previous action items, significant findings, facts, deviations, conclusions, and recommended
actions to be taken to secure conformity.

A copy of the monitoring report or a summary of key findings shall be shared with the principal
investigator in writing, including electronic communication.
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7.4 Security and confidentiality of data

Confidentiality of data shall be observed by all parties involved at all times throughout the clinical
performance study. All data shall be secured against unauthorized access.

The privacy of each subject providing specimens for the clinical performance study and confidentiality
of his/her information shall be preserved in reports and when publishing any data.

NOTE Requirements for data confidentiality and disclosure can vary by jurisdiction.

8 Close-out of the clinical performance study

8.1 | Close-out activities

Routfine close-out activities shall be conducted under the terms of the study agreemient, and flocumented
to enjsure that the principal investigator’s records are complete, all documents.needed for the sponsor’s
files pre retrieved, remaining clinical performance study materials are disppsed of or retfirned to the
sponjsor, previously identified issues have been resolved and all parties(are notified of stidy closure.
This|can be done through a site visit or remotely. All close-out activitieS/are completed forl terminated
studles.

a) (ompleting the records includes ensuring that

1) all essential documents are up to date, complete and.signed,
2) all outstanding queries are resolved,

3) the status of all ongoing adverse events is. documented,

4) arrangements are made for archival and record retention, and
%) the disposition of any of the following is documented:

i) IVD medical devices under investigation;

ii) remaining specimeiis:(e.g. blood or tissue) taking into account the ownership;
iii) other clinical performance study materials.

b) Notification of study-¢losure includes, when required

1) notificationto ethics committee, and/or

2) notification to regulatory authorities.

8.2 | Clinical performance study report

After the close-out of the clinical performance study, including premature termination, a report of the
study shall be completed, containing the information listed below. For those studies described in A.1,
use the additional requirements for content of the clinical performance study report specified in
AnnexD.

a) the clinical performance study report shall be in written form (including electronic or hard copy);
b) the title page should contain the following information:

1) title of the clinical performance study;

2) identifiers of the clinical performance study (e.g. study number) where applicable;

3) brief identification of the IVD medical device(s) under investigation, including names, models,
etc., as relevant for complete identification;
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d)

f)

26

4)

5)
6)

when relevant, statement indicating whether the clinical performance study was performed in
accordance with this document or any other applicable guidelines and applicable regulations;

date of report;

author(s) of report.

a table of contents, where included, shall include the page number or locate information of each
section; the introduction shall contain a brief statement placing the clinical performance study
in the context of the development of the IVD medical device under investigation and relating the
critical features of the clinical performance study (e.g. objectives and hypotheses, target population,
treatment.and Fn]lm/v-np dllrnfinn) to that dpvp]npmpnf

Guidelines or standards that were followed in the development of the CPSP, or any other agreenl\ents
or meefings between the sponsor and regulatory authorities that are relevant to the)parti
clinical performance study, shall be identified or described.

a description of the [VD medical device under investigation, containing the folloWing points:

1) adg
2) the
3) any]
per
NOT
affe
asumm
each anj
the rest
1) the
2) the
3) alif
and
4) adg
5) the
6) the
7) CPS
8)

scription of the IVD medical device under investigation, including device identifier;

intended use of the IVD medical device(s) under investigation;

formance study.

cted.

ary of or a reference to the CPSP, including any.subsequent amendment(s) with a rationa
endment, shall be provided. The latest versign of the CPSP may be appended to the rep

Its of the clinical performance study covering the following points:
clinical performance study initiation date;
clinical performance study completion/suspension date;

ting of the clinical perferimance study sites where the study was conducted, dates for
details of conduct for-each site, e.g. collection, testing;

scription of study=specific training received by site staff;
disposal of specimens and IVD medical devices under investigation;
subject:‘demographics/specimen characterisation, when applicable;

P cénformity (including number and type of protocol deviations);

rular

changes to the IVD medical device while under investigation during the clinical

E Any change could be a critical change that invalidates the study when performaice is

le for
rt;

each,

an anatysts, which inctudes

i)
ii)

iii)

a statistical analysis of the data resulting from the CPSP,
the statistical analysis method used and the acceptance criteria,

a summary of all adverse device effects,

iv) 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 performance study, if any,

v) any needed subgroup analyses for special populations (i.e. gender, racial/cultural/ethnic

subgroups), as appropriate, and
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vi) anaccountability of all subjects and specimens, as applicable to the study, with a description
of how missing data or deviations(s) were dealt with in the analysis e.g. specimens not

passing screening tests, invalid results.

g) adiscussion of the study and overall conclusions. The conclusions shall include the following points:

1) a critical appraisal of the study results to determine whether the aims of the

been met;

2) the safety or performance results and any other endpoints;

3)

study have

any_specific_benefits or special precautions required for individual subjects or groups

h) 4
i) 4

j) 4

Whe
man

Publ
resed

NOTH
areg

8.3
The

1

1

3) the names and complete contact-details for any third parties that were directly iny

considered to be atrisk;
}) any implications for the conduct of future clinical performance studies;
) any limitations of the clinical performance study.
| list of abbreviated terms, and definitions of specialized or unusual terms;
| section on ethics which shall include the following points:

) aconfirmation that the CPSP and any amendments to it werereviewed by the ethic
(when required);

) alist of all ethics committees consulted in relation.to the clinical performance stug
in overview of the administrative structure whichshall include the following points:
) abrief description of the organization of the clinical performance study;

) alistof investigators, including their affiliations and potential conflict of interests

conduct of the study.

h applicable, the clinical performance study report shall be made available in a
her to all principal investigdtors for review and comments recorded.

cation of the outcomes-of the clinical performance study is encouraged to help g
irch, device development and medical treatment.

Additionaltequirements for the content of the clinical performance study report for cq
ven in AnnexA,

Document retention

whe

5poNsor and pr1nc1pal investigator shall be aware of the appllcable regulatory req

5 committee

y.

olved in the

Hocumented

uide future

rtain studies

uirement(s)

b to prevent

acc1dental or premature destructlon of these documents The pr1n01pal lnvestlgator or sponsor may
transfer custody of records to another person/party and document the transfer at the study site or at
the sponsor’s facility.

In the absence of regulatory requirements, the sponsor shall maintain documents in accordance with
the documentation requirements of the relevant QMS system (e.g. ISO 13485).

8.4

Suspension or premature termination of the clinical performance study

The sponsor can suspend or prematurely terminate either a clinical performance study in an individual
study site or the entire clinical performance study for significant and documented reasons. All affected
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investigators shall be informed accordingly and when the study is terminated, close-out activities shall
be performed.

NOTE Legal notification requirements and specific time limits can apply.

9 Auditing

For IVD medical device studies, auditing is encouraged, particularly for more complex studies. For
further details, see Annex I.
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A1l

In addition to requirements set out in the body of this document, the requirements belew
clini¢al performance study

a)

c)

A.2

For

A3

Reqyirements for obtaining informed consént shall be set out as in Annex F.

A4

All spibjects enrolled in the(clinical performance study (including those withdrawn from
perfgrmance study or lost to‘follow-up) shall be accounted for and documented.

Wheh a subject withdraws from the clinical performance study, the reason(s) shall be recq
suchwithdrawal is'due to problems related to the safety or performance of the [IVD medical ¢
invegtigation, thelinvestigator shall ask for the subject’s permission to follow his/her status
clini¢al perfofmance study, when applicable. (Refer to Annex G for AE reporting requireme

A5

IS0 20916:2019(E)

Annex A
(normative)

Additional general requirements for certain studies

Introduction

that is an interventional clinical performance study, or

and where the specimen collection procedures pose additional risks tojthe subject, or

hen the conduct of the study involves additional risks for the sibjects of the studies.

Ethics committee approval

Informed consent

Accounting for subjects

hpply to any

in which specimen collection is done primarily for the purpose of thecljnical performance study

IVD medical devices under investigation as described’in A.1, ethics committee apprgval shall be
obtajned. Requirements for initial and continuing communication with the ethics commif
setopt as in Annex E.

tee shall be

the clinical

rded. When
levice under
outside the
nts.)

Case report forms

Case report forms (CRFs) shall be developed to capture the data for each enrolled subject/specimen as
required by the CPSP. The CRFs shall include information on each subject/specimen at commencement,
and during the course of the clinical performance study, use of the IVD medical device under
investigation and any other relevant information.

When itis necessary to amend the CPSP, the sponsor shall review the CRFs to determine ifan amendment
of these forms is also necessary.
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A.6 Suspension or termination of a clinical performance study

A.6.1 Procedure for suspension/termination

A principal investigator, ethics committee, or regulatory authority can suspend or prematurely
terminate participation in a clinical performance study at the study sites for which they are responsible.

When suspicion of an unacceptable risk to subjects arises during the clinical performance study, the
sponsor shall suspend the clinical performance study while the risk is assessed. The sponsor shall

terminate the clinical performance study when an unacceptable risk is confirmed.

The sponsoj
investigator
investigaton

When susps

in writing and promptly inform the other parties with whom they are in direct communication

principal iny
either the ef

NOTE
committee, a

When, for aj
at an individ
principal in
interest of s

When suspe
a)

and exi

b) the priy

his/her

NOTE
perceived ris|

All activitie

A.6.2 Pro
suspensio

When the sj

The usual lines of communication are between sponsor and principal investigator, sponsor and ¢

the spomsor shall remain responsible for providing resources to fulfil the obligations from the

The method and the timing of*this communication will depend on the circumstances an

when monitoring or auditing identifies serious or repeated deviations on the part

bnsion or premature termination occurs, the terminating party shall justify’its ded

restigator and sponsor shall keep each other informed of any communication received
hics committee or the regulatory authority.
hd sponsor and regulatory authority.

1y reason, the sponsor suspends or prematurely terminates’the clinical performance §
lual study site, the sponsor shall ensure that the ethics:.committee is notified, either b
yestigator or by the sponsor. When the suspension<or premature termination was i
hfety, the sponsor shall inform all other principal ifivestigators.

nsion or premature termination occurs,

ting agreements for following up the subjects enrolled in the clinical performance study
cipal investigator or authorized-designee shall promptly inform the enrolled subjeq
study site, when applicable.
ks.

b listed in 8.1 shall also’be conducted.

cedure for réesuming the clinical performance study after temporary
n

onsor<concludes an analysis of the reason(s) for the suspension, implements the neces

corrective
parties of t

ace rationale and provide them with the relevant data supporting this decision.

tiens, and decides to lift the temporary suspension, the sponsor shall inform the relg

Of an

ision
The
from

thics

tudy
y the
h the

CPSP
r, and

ts at

1 the

sary
vant

NOTE

committee, and sponsor and regulatory authority.

The usual lines of communication are between sponsor and principal investigator, sponsor and ethics

When subjects have been informed of the suspension, the principal investigator or authorized designee
shall inform them of the reasons for resumption.

The sponsor shall promptly report any deviation from the CPSP that affects the rights, safety or well-
being of the subject or the scientific integrity of the clinical performance study, including those that
occur under emergency circumstances.
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Medical care of subjects

The CPSP shall specifically address what medical care, if any, will be provided for the subjects after the
clinical performance study has been completed.

The

principal investigator shall

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

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

c) provide the subject with the necessary instructions on proper use, handling, storage-and return of

he IVD medical device under investigation, when it is used or operated by the subject,

d) inform the subject of any new significant findings occurring during the clinical.pérformance study,
including the need for additional medical care that might be required,

e) provide the subject with well-defined procedures for possible emergency situations related to
the clinical performance study, and make the necessary arrangemeénts for emergency treatment,
including decoding procedures for blinded/masked clinical performance studies as neg¢ded,

f) ¢nsure that clinical records are clearly marked to indicate thatthe subjectis enrolled inja particular
¢linical performance study,

g) when applicable, provide subjects enrolled in the clinical performance study with somne means of
ocumenting their participation in the clinical perfermance study, together with identification
nd conformity information for concomitant treatiment measures (contact address arld telephone
umbers shall be provided),

h) inform, with the subject's approval, the subject's personal physician about the subject's
articipation in the clinical performancgstudy, and

i) ake all reasonable efforts to asceftain the reason(s) for a subject's premature withdrawal from
the clinical performance study while fully respecting the subject's rights.

A.8 | Compensation

Compensating subjects for/costs resulting from participation in the clinical performanc¢ study (e.g.

trangportation) can bé.appropriate, but the compensation amount shall not be so large 3s to unduly

encopirage the subjects’to participate.

Compensation. and indemnification arrangements shall be mentioned in the informed congent form, as

applicable.

Arrapgements for additional health care for subjects who suffer from an adverse event als a result of

participating in the clinical performance study shall be made and described in the informed consent

form, or a reference to subject’s insurance.

NOTE

A9

Such arrangements can be subject to national regulations.

Vulnerable populations

These clinical performance studies 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.
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Annex B
(normative)

Clinical performance study protocol (CPSP)

B.1 General

This annex
for those st
studies shal
not self-exp

B.2 Iden

In addition
device unde

B.3 Iden

idies described in A.1. The content of a CPSP and any subsequent amendments>for
| include all the topics listed in this annex, together with a description for each topic t}
anatory.

lification and description of the IVD medical device undeér investigati
o the requirements of 5.5.3.7, the name and address of the manufacturer of the IVD me

I investigation is required.

Lification of the clinical performance study protocol

Version/issyie number and reference number on each page of tlié CPSP.

B.4 Spon
Address of t
NOTE W

is to be carri
according to

B.5 Pring¢

sor
he sponsor of the clinical performance study.
hen the sponsor is not resident in the'country (countries) in which the clinical performance

bd out, the name and address of a representative in that country (those countries) can be req
hational or regional regulations:

‘ipal investigator and study site(s)

a) Name, dddress, and professional position of principal investigator(s).

b) Name a
c) Name(s]

The sponsoi

nd address.ofithe study site(s) in which the clinical performance study will be conduct
and addréss(es) of other institutions involved in the clinical performance study.

shall'maintain an updated list of principal investigators, study sites, and institutions.

list can be ki

bpecifies the content required of a CPSP, in addition to those requirements set forth i]l\ 5.5,

such
nat is

on

dical

study
uired

14

This

ance

pt cppar:\fp]y from the CPSP_The final list shall be prnvidpd with the clinical pprfnr

study report.

B.6 Overall synopsis of the clinical performance study

The synopsis of the clinical performance study shall include relevant information regarding, when
applicable, follow-up of subjects providing specimens.

B.7 Risks and benefits of the IVD medical device under investigation and clinical

performa

nce study

a) Anticipated adverse device effects.
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b) Anticipated adverse events associated with the study other than those associated with the IVD
medical device, e.g. during specimen collection.

c) Residual risks associated with the study, as identified in the risk analysis report.
d) Steps that will be taken to control or mitigate the risks.

e) Risk-to-benefit rationale.

B.8 Design of the clinical performance study

B.8.1 General

a) stification for the need for an interventional study design or the need for specimens primarily
ollected for the study which pose additional risks for the subject.

b) Rationale for the choice of the type and design of clinical performance Study to be performed in
elation to the intended use of the IVD medical device under investigation.

) escription of the measures to be taken to avoid bias (consideratiens of bias from, for instance,
opulation, test protocol, reference measurement procedure, interpretation anfd analysis),
including when applicable randomization and blinding/masKing.

B.8.2 IVD medical device under investigation and comparator(s)

Justification of the choice of comparator(s).

B.8.3 Specimens and when applicable, subjects providing specimens
a) Method of specimen collection.

b) Inclusion criteria for subjects providing specimens.

c) [KExclusion criteria for subjects providing specimens.

d) (riteria and procedures for-suibject withdrawal or discontinuation.

e) Total expected duratien of the clinical performance study.

f)  When applicable, expected duration of each subject's participation.

g) Yolume of spécimens to be collected, and number of subjects providing specimens refuired to be
included in‘the clinical performance study.

h) Whenapplicable, estimated time needed to select this number (i.e. enrolment period).

i) $pevimen storage, handling, processing, transport, and disposal.

B.8.4 Procedures

Description of all clinical performance study related procedures subjects will undergo during the
clinical performance study.

B.8.5 Monitoring plan

Detailed plan to be followed for monitoring the clinical performance study, including access to source
data and the extent to which source data will be verified.

NOTE Itis possible to provide a detailed plan for monitoring arrangements separately from the CPSP.
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B.8.6 Data management

Detailed plan to be followed for data management for the clinical performance study, including access
to source data and the extent to which source data will be verified.

B.8.7 Stat

istical considerations

The description of and justification for:

a) expected drop-out rates, when applicable;

b) criteriaﬁ%WMMp&&tmﬂd;gmmd_gmmdSAMhen
applicalple;

c) the specification of subgroups for analysis;

d) the treatment of data, including drop-outs and withdrawals.

NOTE Special reasoning and sample size(s) can apply for early clinical performance studies, e.g. feasibility

clinical perfo|

B.8.8 Dey
The descrip
a) procedy
b) emerge
c) notifica
B.8.9 Acc

No addition

B.8.10 Insurance

Statement s

B.8.11 Advlerse events, adveérse device effects and device deficiencies

For this annex, both subje€t and user/operator can be exposed to adverse events.

definiti

a)
b) definiti

definiti

rmance studies.

iations from clinical performance study protocol

Fion of and justification for:

res for reporting any deviation(s) from the original statistical plan;
hcy contact details for reporting serious adverse evénts and serious adverse device eff

tion requirements and time frames.

puntability of IVD medical devices@nder investigation

h] requirements.

pecifying the type of insurance that shall be provided for subjects, when applicable.

bns of adyverse events and adverse device effects;
bn of device deficiencies;

ns)of serious adverse events and serious adverse device effects and, when applig

pcts;

able,

<)

unanticipated serious adverse device effects;

d)

f)

34

list of foreseeable adverse events and anticipated adverse device effects, together with their likely
incidence, mitigation or treatment;

time period in which the principal investigator shall record and report all adverse events and
device deficiencies to the sponsor;

details of the process for investigator recording and reporting adverse events (date of the adverse
event, treatment, resolution, assessment of both the seriousness and the relationship to the IVD
medical device under investigation);

In the case of interventional studies, details of reporting AEs shall be delineated (e.g. an IVD
medical device manufacturer and a pharmaceutical manufacturer).
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g) details of the process for assessment and reporting device deficiencies;

h) emergency contact details for reporting serious adverse events and serious adverse device effects.

B.8.12 Vulnerable population

a) Description of the vulnerable population, when applicable.

b) Rationale for including vulnerable population, when applicable.

c) Description of the ethics committee's specific responsibility.

d)

B.8.
a)

b)

c 1
d) 1
B.8.

Statd
offer]

NOTH
publi

B.8.

List

performance study or of the clinical performance study at one or more,stady sites.

ﬂ:emature termination of the clinical performance study, when the clinical perforn
involves a blinding/masking technique.

escription of what medical care or other care (e.g. transport, counselling etc.), Af
rovided for subjects after the clinical performance study has been completed.

| 3 Suspension or premature termination of the clinical performance study

[riteria and arrangements for suspension or premature termination of the en

[riteria for access to and breaking the blinding/masking codein the case of su

Details of process and requirements needed to restart.a saspended study.
Requirements for subject follow-up, if applicable.
| 4 Publication and Communication policy

ment indicating the conditions under which the results of the clinical performance s
ed for publication.

L database.
|5 Bibliography

f bibliographic references pertaining to the clinical performance study, when applical

any, will be

tire clinical

spension or
hance study

tudy will be

If publication of the results is-planned, the clinical performance study might need to be listed on a
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Annex C
(normative)

Investigator brochure

C.1 Introduction

C.1.1 General

This annex|specifies the content required of an investigator brochure for those studies thaf are

described ip A.1. Relevant content for an IVD clinical performance study should beincorporated in

the investig}tor brochure. The investigator brochure includes the results of studies.conducted oh the

product, andl is updated on a regular basis.

When the r¢quired information of the investigator brochure is provided in othier documentation| (e.g.

the CPSP or|instructions for use) such documents shall be referenced in th€)investigator brochur¢ and

shall be made available upon request.

The content|of the investigator brochure shall contain, as a minimumjall topics listed in this anney.

C.1.2 Identification of the investigator brochure

a) Name of the IVD medical device under investigation.

b) Documént reference number, if any.

c) Version|or date of the investigator brochure:

d) Confideptiality statement, when applicable.

e) Summary of the revision history in‘the case of amendments, when applicable.

f) A versipn/issue number and. reference number, when any, with the page number and the |total
number| of pages on each page.of the investigator brochure.

C.1.3 Sponsor

a) Name and address'gf the sponsor of the IVD medical device under investigation.

b) Name and address of the legal representative or contact person, as applicable.

C.2 Information on IVD medical device under investigation

a) Summary of the literature and evaluation supporting the rationale for the design and intended use
of the IVD medical device under investigation.

b) Statement concerning the regulatory classification of the IVD medical device under investigation,
when relevant.

c) General description of the IVD medical device under investigation and its components.

d) Description of the intended use of the IVD medical device under investigation, along with
supporting scientific literature.

e) Manufacturer's instructions for installation and use of the IVD medical device under investigation,
including any necessary storage and handling requirements, preparation for use, any pre-use safety
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or performance checks and any precautions to be taken after use (e.g. disposal, decontamination),
when relevant.

f) Description of the intended clinical performance characteristics, when applicable.

C.3 Analytical testing

Summary of the analytical testing that has been performed on the IVD medical device under
investigation, together with an evaluation of the results of such testing, justifying its use in the clinical
performance study.

C.4 | Existing clinical performance data

a) $ummary of relevant previous clinical experience with the IVD medical device-under investigation
gdnd with IVD medical devices that have similar characteristics, including such characteristics that
felate to other intended uses of the IVD medical device under investigation.

b) Analysis of adverse device effects and any history of modification or xecall.

C.5 | Risk management

a) $ummary of the risk analysis for the IVD medical device, iicluding identification of resjdual risks.

b) Result of the risk assessment (risk chart).
c) Anticipated risks, warnings, hazards, etc., for the’lVD medical device under investigatipn.

d) plan for reporting results to clinicians or‘public health institutions in cases for which a result
ight have an immediate public health effect (e.g. emerging infectious disease).

NOTH See ISO 14971 and ISO/TR 2497 1cfor guidance on risk assessment and management.

C.6 | Regulatory and other.references
a) lList of International Stahdards, if any, conformed with in full or in part.
b) $tatement of conformity with national regulations, when applicable.

c) Listof references, when relevant.
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Annex D
(normative)

Clinical performance study report

D.1 General

This annex
requiremen
design, exed

The format
required.

specifies the content required of a clinical performance study report, in additionr o4
Ls set forth in 8.2, for those studies that are described in A.1. The CPSR should describ
ution, statistical analysis and results of a clinical performance study.

biven here may be used in interim, progress, annual, or final reports when;such report

D.2 Signature page

The sponso
agreement
appointed, t|

D.3 Cove

The title pag

D.4 Tably{
The table of]

D.5 Sumj
The summa
a)
b)
c)

the titld
an intrd

the pur

" and coordinating investigator can be asked to provide their signatures, indicating
with the content of the clinical investigation report. ¥ no coordinating investigaf]
he signature of the principal investigator(s) shall be obgained.

I page

re should contain the name and contact details of sponsor or sponsor's representative.

p of contents

contents should include a list of appendices and their location.

mary
Fy should contain the following items:
of the clinical pérformance study;
duction;

bose ofthe clinical performance study;

hose
e the

S are

their
or is

d)
e)
f)
g)
h)
i)
j)
k)

descrip

liow' of the clinical performance study population;

the number of study sites;

the statistical method used;

the study acceptance criteria;

the results of the clinical performance study;
the conclusion;

the date of the clinical performance study initiation;

discontinued, the date of premature termination.

38

the completion date of the clinical performance study or, when the clinical performance study is
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Introduction

The introduction should contain a brief statement placing the clinical performance study in the context
of the development of the IVD medical device under investigation and relating the critical features of
the clinical performance study (e.g. objectives and hypotheses, target population, treatment and follow-

up du

ration) to that development.

Guidelines or standards that were followed in the development of the CPSP, or any other agreements
or meetings between the sponsor and regulatory authorities that are relevant to the particular clinical
performance study, should be identified or described.

D.7

D.7.1 Description of the IVD medical device under investigation

b) any changes to the IVD medical device while under investigation during the clinical
gtudy, including

NOTH

affected.

D.7.2
No adgl

D.8

The results report should include the following points:

The
a) previous intended uses, when relevant;

1) raw materials,

2) software,

3) components,

4) shelf-life,

%) storage conditions,

¢) instructions for use, and

T) other changes.

IVD medical device under investigation and methods

escription of the IVD medical device under investigation should containthe following

Any of the above chatges could be critical changes that invalidate the study when p4d

Clinical performance study protocol (CPSP)

ditional requirements other than described in Clause 5.

Resiilts

a) a

listing of the clinical performance;

b) details of enrolment for each site;

points:

erformance

rformance is

c) qualification of the study site operators, received when applicable or required per the protocol;

d) an analysis, which includes:

1) a summary of all adverse events and adverse device effects, including a discussion of the
severity, corrective action required, resolution and relevant principal investigator's judgment
concerning the causal relationship with the IVD medical devices under investigation or

procedure;

© IS0 2019 - All rights reserved
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D.9 Discullssion and overall conclusions

2) an accountability of all specimens with a description of how missing data or deviation(s) were

dea

It with in the analysis, including invalid, indeterminate and other missing results such as

those from subjects:

i)
ii)

iii)

not passing screening tests;
lost to follow-up;

withdrawn or discontinued from the clinical performance study and the reason;

3) an assessment of risks and benefits.

The conclus|
the light of d

D.10Abbreviated terms and definitions

No addition

D.11 Ethig

No addition

D.12Inveq

The overvie
Or sponsors

ions should include a discussion of the clinical relevance and importance of:the’results in
ther existing data.

h]l requirements.

S

h] requirements.

jtigators and administrative structure of clinical performance study

w of the administrative structure should.include the names and addresses of the spongor(s)
representative(s).

xes to the report
he report could contain the)following information:
P, including amendmeénts;

ructions for usénincluding those used for the reference measurement or comparptive
re;

of principakinvestigators and their affiliated clinical performance study sites, includiing a
"y of theirvqualifications or a copy of their curricula vitae;

performance study;

of - names and complete contact details for any third parties (such as core laboratgries,

the list of monitors;

the tabulation of all relevant data sets, including:

1) CPSP deviations that could have affected the rights, safety or well-being of the subject or the
scientific integrity of the clinical performance study,

2) all adverse events, adverse device effects and device deficiencies, and

3) withdrawals and discontinuations.

D.13 Anng

Annexes to

a) the CPS

b) the ins{
procedy

c) the list
summa

d) the list
contrac

e)

f)
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Annex E
(normative)

Communication with the ethics committee

E.1 Introduction

This [annex specifies the requirements for communication with the ethics committee for+
that jare described in A.1, in addition to those requirements set forth in 4.4 of the, 'main
requjrements can also apply to other studies in situations for which national or regional r¢
for ethics committee approval of the clinical performance study and/or the participating si

E.2 | Initial ethics committee submission

As al minimum, the following information and any amendments<shall be provided tq
cominittee:

a) (PSP;

b) ]:wstigator’s brochure or equivalent documentation;

A

informed consent form and any other information'to be provided to subjects in native 13
franslated version;

d) procedures for recruiting subjects, when relevant, and advertising materials, if ar
nguage and translated version;

hose studies

text. These
bquirements
tes exist.

the ethics

inguage and

y, in native

e) copy of the curriculum vitae ofthe principal investigator(s) for which the ethics committee has

versight.

The following documents mightyalso need to be provided to the ethics committee, deper
clini¢al performance study design and national or regional requirements:

f) documents related to)payments and compensation available to subjects;
g) proposed compehnsation to the institution or principal investigator;

h) documentation related to any conflict of interest, including financial, on the part of an
s per national regulations;

i) evidence of the clinical performance study insurance.

ding on the

nvestigator,

E.3 Information to be obtained from the ethics committee

Before beginning the clinical performance study, the sponsor shall obtain documentation of the ethics
committee’s approval/favourable opinion identifying the documents and amendments on which the

opinion was based.

NOTE The sponsor can request the ethics committee opinion voting list for the clinical perform
document that members of the study site team were not part of the voting.
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E.4 Continuing communication with the ethics committee

The following information shall be provided to the ethics committee, if required by national regulations,
the CPSP or the ethics committee, whichever is more stringent:

adverse events;

requests for deviations, and reports of deviations, whether the deviation affects subjects’ rights,

nd well-being, or the scientific integrity of the clinical performance study;

s reports, including safety summary and deviations;

when applicable, notifications of suspensions or premature termination;

a) serious
b)
safety a
c) progres
d) amendy
NOTE
telephon
or not re
committ
e)
f) when a
suspens
g) clinical
E.5 Cont

As a minim
writing fron

a)
b)

<)

42

approvag

approvy
the scie

approva

applicable.

hents to any documents already approved by the ethics committee;
For non-substantial changes (e.g. minor logistical or administrative changes, change ef'monit

lated to the clinical performance study objectives or endpoints, a simple notification to the ¢
ee and, when applicable, regulatory authorities might be sufficient.

pplicable, justification and request for resuming the clinical performance study af
ion;

performance study report or its summary.

jnuing information to be obtained from the ethics committee

im, during the clinical performance study, the following information shall be obtain
h the ethics committee before implementation;

1/favourable opinion of amendments, as-stated in E.4 d);

1 of the request for deviations that\can affect the subject’s rights, safety and well-beir
htific integrity of the clinical perfermance study, as stated in E.4 b);

1 for resumption of a suspended clinical performance study, as stated in E.4 f), y

or(s),

e numbers, renewal of insurance) not affecting the rights, safety and well-being of hunran subjects

thics

ter a

ed in

g, or

when
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Annex F
(normative)

Informed consent

F1 General
Inforjmed consent is required for those studies described in A.1. The process for obtainipg informed
consgnt shall be documented. Informed consent shall be obtained from the subjeet\and flocumented
before any procedure specific to the clinical performance study is applied tothe subject, or their
specjmen, except when special circumstances described in F.3 apply.
The |informed consent documentation consists of provided information (e.g. form) electronic
presentation) (see F.4) and an informed consent signature form (see FE.5). This documentdtion may be
provfded in electronic form: the documentation of the electronic confirtration of consent tggether with
date[may be in the form of a timestamp, retained in an electronic database.
F.2 | Process of obtaining informed consent
The general process for obtaining informed consent shall be documented in the CPSP and shall:
a) ¢nsure that the principal investigator or authorized designee conducts the informed consent
process,
b) fequire the principal investigator to ensure and document appropriate training when ap authorized
esignee is appointed to conduct the\nfoérmed consent process,
c) include all aspects of the clinical performance study that are relevant to the subject’y decision to
articipate throughout the clinical performance study,
d) avoid any coercion or undue/improper influence on, or inducement of, the subject to participate,
e) notwaive or appear.to waive the subject’s legal rights,
f) yse native, non-technical language that is understandable to the subject,
g) provide amplée time for the subject to review and understand the informed consent form and to
onsiderparticipation in the clinical performance study,
h) includepersonally dated signatures of the subject and the principal investigator or ai authorized
eSignhee responsible for conducting the informed consent process,
i) provide the subject with a copy of the signed and dated informed consent form and any other
written information,
j) provide complete information on a contact that can provide answers to questions or concerns that
can arise,
k) show how informed consent will be obtained and recorded in special circumstances (see E.3) in
cases in which the subject is unable to provide it him or herself, and
1) ensure important new information is provided to new and existing subjects throughout the clinical

performance study.

The above requirements shall also apply with respect to informed consent obtained from a subject’s
legally authorized representative.
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F.3 Special circumstances for informed consent

F.3.1 General

The provisions given in F.3.2 to F.3.3 are subject to national regulations.

F3.2 Sub

ject needing legally authorized representatives

Informed consent may be given by the legally authorized representative only when a subject is unable
to make the decision to participate in a clinical performance study (e.g. infant, child, juvenile, seriously
ill or unconscious subject, mentally ill person, mentally impaired person). In such cases, the subject

shall also be

informed about the clinical performance study within his/her ability to understangd:

F.3.3 Subject unable to read or write

Informed c
authorized

throughout
aloud and e}
individual
personally (
and that inf

F.4 Infoy

All informaf
provided in
authorized 1

a) Descrip

nsent shall be obtained through a supervised oral process when a subject or le
representative is unable to read or write. An independent witness\shall be pr
the process. The written informed consent form and any other infermadtion shall be
kplained to the prospective subject or his/her legally authorized népresentative and ¢
hall sign and personally date the informed consent form. The‘witness also signs
lates the informed consent form attesting that the information’ was accurately expld
rmed consent was freely given.

mation to be provided to the subject

ion pertinent to the clinical performance study,.including at least the following, sh4
native, non-technical language that is understood by the subject (or the subject’s l¢
epresentative).

tion and purpose:
ement that the clinical performanee study involves research;
pose of the clinical performance study;

cipated duration of the chinical performance study, and extent of the involvement
ponsibilities of each subjéect during the clinical performance study;

cription of the IVDmedical device under investigation and comparator, if any;

an intervenfienal clinical performance study using an IVD medical device that i

commercially.available in the country in which it is being studied, the informed consent

approved for general use);

gally
psent

read
ither

and
lined

1l be

gally

and

5 not
form

] indicatethat subject will be tested using an IVD medical device under investigation (i.e.

cription of all procedures involving the subject, including the type and number of speci

nens

and the specimen collection method;

erimental (i.e. not approved for marketing in the study location);

and method of assignment to each group, as applicable;

1) stat
2) pur
3) ant
res]
4) des
5) for
sha
not
6) des
7)
exp
8)
9)

number of subjects expected to participate in the clinical performance study;

10) whether the specimens might be used for future studies;

11) instructions for subject’s withdrawal of consent, if desired; and
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12) information on if/when results of the study will be provided to the subject.

b) Potential benefits:

1) description of benefits for the subject that can reasonably be expected (when there is no direct

2)

therapeutic benefit anticipated, this shall be noted);

description of potential benefits for others.

c) Risks and inconveniences for the subject, and when applicable, for an embryo, foetus, or nursing
infant:

)
1)
3)
4)

3)
%)

description of residual risks identified by the risk analysis;
description of risks associated with the clinical procedures required by the CPSP;

for an interventional clinical performance study, the risk of false results'(e.g. fals
false negative) being used for inappropriate patient management decisions;

description of the risks associated with specimen collection procedures;
statement that unanticipated risks might occur;

description of inconveniences.

d) Alternative procedure(s):

Information on alternative treatments or procedures that might be available to the s
their potential risks and benefits.

e) (Confidentiality:

iy
1)

statement confirming that subject participation is confidential;

statement confirming that recgrds identifying the subject will be kept confide
extent allowed by the law;

statement confirming <that the subject understands that regulatory author
committee representatives and sponsor’s representatives involved in the clinical g
study will have direetaccess to medical records;

b positive or

ubjects, and

ntial to the

ties, ethics
erformance

statement indicating that clinical performance study results might be published without

disclosing the-subject’s identity.

NOTE Additional requirements regarding personal data protection can be requ
natiohal or regional regulations.

f) Compensation:

psted as per

Al it it £ o oot ny ool oA 1+ n Avrne 4 of 1ty

Al
-J

2)

3)

1nfaorma ot a af 3
TIoT IO U aoUdtT pTrUvISIUTTS 1TUT CUTpeSatUT avarrauorCc T et CveITT O Hjuty

participation in the clinical performance study;

information about additional health care for subjects who suffer from an advers
result of participating in the clinical performance study;

information on financial compensation for participation, when applicable.

rising from

e event as a

g) Anticipated expenses, if any, to be borne by the subject for participating in the clinical
performance study.

h) Information on the role of sponsor’s representative in the clinical performance study.
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i) Contact persons:
1) whom to contact with questions about the clinical performance study;
2) whom to contact in the event of injury;
3) whom to contact with questions about subject’s rights.

j) Statement declaring that new findings or the reason for any amendment to the CPSP that could
affect the subject’s continued participation shall be made available to the subject.

k) Information on if and when results will be returned.

1) Termination:

1) cirqumstances under which the subject’s participation can be terminated by _thé principal
inv¢stigator, when applicable;

2) cirdqumstances under which the sponsor can suspend or prematurely terminate the clinical
performance study.

E5 Informed consent signature
The informdd consent signature form shall contain the following:

a) the voluntary agreement to participate in the clinicaleperformance study and follow the
investigator’s instructions;

b) a statement declaring that refusal of participation orwithdrawal incurs no penalty for the subject
(e.g. the subject will not lose their right to the appropriate standard of care);

c) astatement declaring that discontinuation at afiy time incurs no penalty for the subject;
d) astatempent with regard to the possible conséquences of withdrawal;

e) an acknpwledgement of the information provided and confirmation that all the subject’s quesfions
were answered;

f) a statement confirming that the-subject or his/her legally authorized representative agrees tp the
use of the subject’s personal data for the purpose of the clinical performance study;

g) a staterhent confirming that the subject or his/her legally authorized representative agreeg that
the sponsor’s representatives, regulatory authorities and ethics committee representatives wiill be
granted direct access to the subject’s medical records.

F.6 New infermation

When new information (e.g. newly identified risks related to participation in the study) becomes
available that can significantly affect a subject’s future health and medical care, that information shall
be provided to the subject(s) affected in written form. When relevant, all affected subjects shall be
asked to confirm their continuing informed consent in writing.
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