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

International Standard addresses good clinical practice for the design, conduct, recotding 4
hical investigations carried out in human subjects to assess the safety or performange of me
gulatory purposes.

principles set forth in this International Standard also apply to all other clinical investigations
llowed as far as possible, considering the nature of the clinical investigation and the req
nal regulations.

International Standard specifies general requirements intended-te

brotect the rights, safety and well-being of human subjects,

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

Hefine the responsibilities of the sponsor and_principal investigator, and

hssist sponsors, investigators, ethics committees, regulatory authorities and other bodies in
conformity assessment of medical devices.

bs not apply to in vitro diagnostic medical devices.

E Standards developed-by-ISO/TC 194 are intended to be applied to medical devices. Users of thi
ard will need to consider.whether other standards and/or requirements also apply to the investigati
consideration.

Normative‘references

followings referenced documents are indispensable for the application of this document.

encesy only the edition cited applies. For undated references, the latest edition of the
ment (including any amendments) applies.

nd reporting
lical devices

5 and should
uirements of

investigation

olved in the

5 International
bnal device(s)

For dated
referenced

ISO 14971:2007, Medical devices — Application of risk management to medical devices
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3 Terms and definitions

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

3.1

adverse device effect

ADE

adverse event related to the use of an investigational medical device

NOTE 1

deployment, implantation, installation, or operation, or any malfunction of the investigational medical device.

This definition includes adverse events resulting from insufficient or inadequate instructions for use,

NOTE2 T
medical devic|

3.2

his definition includes any event resulting from use error or from intentional misuse of the investigal

b
.

adverse event

AE
any untowar
laboratory fi

device
NOTE 1 T
NOTE2 T
NOTE 3 F
3.3

audit

H medical occurrence, unintended disease or injury, or untoward clinical signs (including abng
ndings) in subjects, users or other persons, whether or not related to the-investigational me
his definition includes events related to the investigational medical devicg or the comparator.

nis definition includes events related to the procedures involved.

br users or other persons, this definition is restricted to events related to investigational medical devices

systematic ifdependent examination of activities and documents related to clinical investigation to deter

whether theg
to the CIP, s

3.4
blinding/m
procedure i
assignment(

NOTE S
usually refers
treatment ass

3.5

case report
CRFs

set of printe]

e activities were conducted, and the data.recorded, analysed and accurately reported, acco
tandard operating procedures, this Interpational Standard and applicable regulatory requirem

sking
which one or more parties to the clinical investigation are kept unaware of the treat
)

ngle blinding usually«efers to the subject(s) being unaware of the treatment assignment(s). Double bli
to the subject(s),.investigator(s), monitor and, in some cases, centralized assessors being unaware
gnment(s).

D

forms

tional

rmal
dical

mine
rding
ents

ment

hding
bf the

b the

d(optical or electronic documents for each subject on which information to be reported t

sponsor is recorded; as Tequired by the CtP

3.6

clinical investigation
systematic investigation in one or more human subjects, undertaken to assess the safety or performance of a

medical devi

NOTE

ce

“Clinical trial” or “clinical study” are synonymous with “clinical investigation”.

© 1SO 2011 — All rights reserved
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3.7

clinical investigation plan

CIP

document that state(s) the rationale, objectives, design and proposed analysis, methodology, monitoring,
conduct and record-keeping of the clinical investigation

NOTE The term “protocol” is synonymous with “CIP”. However, protocol has many different meanings, some not
related to clinical investigation, and these can differ from country to country. Therefore, the term CIP is used in this
International Standard.

3.8

clinical-investigationreport

document describing the design, execution, statistical analysis and results of a clinical investigatio

=}

3.9
clinigal performance
behgviour of a medical device or response of the subject(s) to that medical device.inrelation tg| its intended
use, when correctly applied to appropriate subject(s)

3.10
comparator
medical device, therapy (e.g. active control), placebo or no treatment, used in the reference group in a clinical
investigation

3.1
contract research organization
CRO
perspn or organization contracted by the sponsor :{{6.*perform one or more of the sponsgor's clinical
invegtigation-related duties and functions

3.12
cootdinating investigator
invegtigator who is appointed by the sponsprito coordinate work in a multicentre clinical investigation

3.13
data|monitoring committee
DMC

independent committee that may be established by the sponsor to assess, at intervals, the prqgress of the
clinidal investigation, the _safety data or the critical performance endpoints and to recommend [the sponsor
whether to continue, suspend, modify, or stop the clinical investigation

NOT Examples of DMCs are “data safety monitoring board (DSMB)” or “data safety monitoring commiftee (DSMC)”.

3.14
deviation
instance(s) of failure to follow, intentionally or unintentionally, the requirements of the CIP

3.15
device deficiency
inadequacy of a medical device with respect to its identity, quality, durability, reliability, safety or performance

NOTE Device deficiencies include malfunctions, use errors, and inadequate labelling.

3.16
endpoint(s)
(primary) principal indicator(s) used for assessing the primary hypothesis of a clinical investigation

317

endpoint(s)
(secondary) indicator(s) used for assessing the secondary hypotheses of a clinical investigation

© 1SO 2011 — All rights reserved 3
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ethics committee

EC

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

NOTE
committee”,

ethics committees or similar institutions vary by country or region.

3.19
hypothesis

testable stalement, resulting from the objective, regarding the investigational medical device sdfe

performance
results of the

NOTE T
parameters a
can also be e

3.20

independent
in the conduct of a clinical investigation, except for their specifically assigned responsibilitigs, in

not involved
order to avo

3.21
informed cg
process by
investigation

NOTE

n

3.22

clinical investigation and statistical calculations

nd is usually used to calculate the sample size. Secondary hypotheses concerning ather points of in

aluated.

d bias or a conflict of interest

nsent process
which an individual is provided information and isCasked to voluntarily participate in a cl

formed consent is documented by means of a writien, signed and dated informed consent form.

investigation site

institution or
NOTE F

3.23

site where the clinical investigation.is carried out

br the purpose of this InternationahStandard, “investigation site” is synonymous with “investigation centr,

investigational medical device

that is used to design the clinical investigation and that can be accepted or rejected-bass

For the purposes of this International Standard, “ethics committee” is synonymous with “research ethics

independent ethics committee” or “institutional review board”. The regulatory requirements pertaining to

y or
d on

ne primary hypothesis is the determinant of the investigational medical device safety) or performance

erest

nical

medical device being assessed-or safety or performance in a clinical investigation

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

NOTE 2  In|this/International Standard, the terms “investigational medical device” and “investigational device” are|used
interchangeahly-

3.24

investigator

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

NOTE An
“co-investigator”.

individual member of the investigation site team can also be called “sub-investigator” or

© 1SO 2011 — All rights reserved
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compilation of the current clinical and non-clinical information on the investigational medical device(s),
relevant to the clinical investigation

3.26

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

failu
acco

3.28

medjcal device

any
relat

a) i

b)
NOT
Stan

3.29
mon

act gf overseeing the progress of a clinical investigation and to ensure that it is conducted, re

repo

3.27
mallj;nction

of an investigational medical device to perform in accordance with its intended purpose W
rdance with the instructions for use or CIP

nstrument, apparatus, implement, machine, appliance, implant, software, material, or oth
bd article

htended by the manufacturer to be used, alone or in combination,‘for human beings for on
he specific purpose(s) of

1) diagnosis, prevention, monitoring, treatment or alleviation of disease,

P) diagnosis, monitoring, treatment, alleviation of, ar{Compensation for, an injury,
B) investigation, replacement, modification, or support of the anatomy or of a physiological
1) supporting or sustaining life,

b) control of conception,

5) disinfection of medical devices, and

Vhich does not achieve its—primary intended action in or on the human body by phar
mmunological or metabolic'means, but which may be assisted in its intended function by suc

3 The term “medical device” is usually defined by national regulations. For the purposes of thi
ard, this definition"does not list “in vitro diagnostic medical devices” (see ISO 13485:2003, definition 3.7
itoring

ted \in' accordance with the CIP, written procedures, this International Standard, and th
afery requirements

hen used in

er similar or

e or more of

rocess,

macological,
h means

5 International
(.

corded, and
e applicable

regu

3.30

multicentre investigation
clinical investigation that is conducted according to a single CIP and takes place at two or more investigation

sites

3.31
obje

ctive

main purpose for conducting the clinical investigation

© 1SO 2011 — All rights reserved
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point of enrolment
time at which, following recruitment, a subject signs and dates the informed consent form

3.33

principal investigator
qualified person responsible for conducting the clinical investigation at an investigation site

NOTE 1
is responsible

NOTE2 W

3.34
randomizati
process of a
recognized s

3.35

recruitment]
active efforts

3.36

serious advierse device effect

SADE
adverse dev|

3.37

serious adveerse event

SAE
adverse eve

a)
b) ledtos
1)
2)
3)
4)

all

ap
in-

me
to g
c) ledtofo

NOTE P

5signing subjects to the investigational medical device or comparator groups using-an establi

led to d¢ath,

}

on

tatistical methodology to determine the assignment in order to reduce bias

to identify subjects who may be suitable for enrolment into the clinicalinvestigation

ce effect that has resulted in any of the consequences characteristic of a serious adverse eve

ht that

ious deterioration in the health of the subject, that either resulted in
-threatening illness or injufy;or

ermanent impairment of\a-body structure or a body function, or
atient or prolonged hospitalization, or

lical or surgical-intervention to prevent life-threatening illness or injury or permanent impair
body structure or a body function,

ptal distress, foetal death or a congenital abnormality or birth defect

anned hospitalization for a pre-existing condition, or a procedure required by the CIP, without sg

deterioration i

3.38
source data

N health, IS not considered a serious adverse event.

If a clinical investigation is conducted by a team of individuals at an investigation site, the principal investigator
for leading the team.

shed

ent

ment

rious

all information in original records, certified copies of original records of clinical findings, observations, or other
activities in a clinical investigation, necessary for the reconstruction and evaluation of the clinical investigation

3.39

source document
printed, optical or electronic document containing source data

EXAMPLES

investigation.

Hospital records, laboratory notes, device accountability records, photographic negatives, radiographs,
records kept at the investigation site, at the laboratories and at the medico-technical departments involved in the clinical

© 1SO 2011 — All rights reserved
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3.40

sponsor

individual or organization taking responsibility and liability for the initiation or implementation of a clinical
investigation

NOTE When an investigator initiates, implements and takes full responsibility for the clinical investigation, the
investigator also assumes the role of the sponsor and is identified as the sponsor-investigator.

3.41
subject
individual who participates in a clinical investigation

NOTE A subject can be either a healthy volunteer or a patient.
3.42

unanticipated serious adverse device effect

USADE

seridus adverse device effect which by its nature, incidence, severity or outcome, has not been idgntified in the
currgnt version of the risk analysis report

NOTE Anticipated serious adverse device effect (ASADE) is an effect which*by its nature, incidende, severity or
outcgme has been identified in the risk analysis report.

3.43
use error
act dr omission of an act that results in a different medical device response than intended by the manufacturer
or expected by the user

NOTIE 1 Use error includes slips, lapses, and mistakes.

NOTE 2  An unexpected physiological response of the subject does not in itself constitute a use error.

[1ISO[14971:2007, definition 2.27]

vulngrable subject
indivjdual whose willingness to wolunteer in a clinical investigation could be unduly influemced by the
expectation, whether justified(onp not, of benefits associated with participation or of retaliatory response from
senigr members of a hieranChy in case of refusal to participate

EXAMPLE Individuals ‘with lack of 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
persgns, nomads, refugees, and those incapable of giving informed consent. Other vulnerable subjects include, for
example, members of a group with a hierarchical structure such as university students, subordinate| hospital and
laborgtory personnel, employees of the sponsor, members of the armed forces, and persons kept in detentiop.

4.1 General

Clinical investigations shall be conducted in accordance with the ethical principles that have their origin in the
Declaration of Helsinki (see Reference [8]). These principles protect the rights, safety and well-being of human
subjects, which are the most important considerations and shall prevail over interests of science and society.
These principles shall be understood, observed, and applied at every step in the clinical investigation.

© 1SO 2011 — All rights reserved 7
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4.2 Improper influence or inducement

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

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

4.3 Compensation and additional health care

Arrangements for additional health care for subjects who suffer from an adverse event¢as -a resdlt of
participating|in the clinical investigation shall be made and documented.

NOTE Spch arrangements can be subject to national regulations.

4.4 Resppnsibilities

All parties ipvolved in the conduct of the clinical investigation shall share{the responsibility for its ethical
conduct in agcordance with their respective roles in the clinical investigation:

4.5 Communication with the ethics committee (EC)

4.51 Geng¢ral
If national o1 regional EC requirements are less strict thanithe requirements of this International Standard, the

sponsor shall apply the requirements of this International Standard to the greatest extent possible, irrespgctive
of any lessef requirements, and shall record such efforts.

4.5.2 Initigl EC submission

As a minimum, the following information.and any amendments shall be provided to the EC:
a) CIP;
b) IB or eqliivalent documentation;

c) informed consent formrand any other written information to be provided to subjects;

d) procedufes for fecruiting subjects and advertising materials, if any;

e) a copy df the curriculum vitae (CV) of the principal investigator(s) for which the EC has oversight.

The following documents might also need to be provided to the EC depending on the clinical investigation
design and national or regional requirements:

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

g) documents related to payments and compensation available to subjects;

h) proposed compensation to the institution or principal investigator;

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

j) evidence of the clinical investigation insurance.

8 © 1SO 2011 — Al rights reserved
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4.5.3 Information to be obtained from the EC

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

NOTE The sponsor can request the EC opinion voting list for the clinical investigation to document that members of
the investigation site team were not part of the voting.

4.5.4 Continuing communication with the EC

The following information shall be provided to the EC, if required by national regulations, the CIP or the EC,
whicfiever 1s more stringent.

a) serious adverse events;

b) requests for deviations, and reports of deviations, if the deviation affects subjectis-rights, safgty and well-
being, or the scientific integrity of the clinical investigation;

Under emergency circumstances, deviations from the CIP to protect the rights, safety and well-being of
human subjects may proceed without prior approval of the sponsor and'the EC. Such deviatjons shall be
Hocumented and reported to the sponsor and the EC as soon as possible.
c) progress reports, including safety summary and deviations;

d) amendments to any documents already approved by the EG;

NOTE For non-substantial changes [e.g. minor logistical or administrative changes, change jof monitor(s),
elephone numbers, renewal of insurance] not affecting the rights, safety and well-being of human subjects or not
elated to the clinical investigation objectives or endpaints, a simple notification to the EC and, wherg appropriate,
egulatory authorities can be sufficient.

e) |fapplicable, notifications of suspensions or premature termination;
f)  [f applicable, justification and request for resuming the clinical investigation after a suspension;

g) ¢tlinical investigation report orits summary.

4.5.8 Continuing information to be obtained from the EC

As alminimum, duringZthe clinical investigation, the following information shall be obtained in writing from the
EC grior to implemehntation:

a) fppproval/favourable opinion of amendments, as stated in 4.5.4 d);

b) Bpproval of the request for deviations that can affect the subject's rights, safety and wellbeing or the
scientific integrity of the clinical investigation, as stated in 4.5.4 b);

c) approval for resumption of a suspended clinical investigation, as stated in 4.5.4 f), if applicable.

4.6 Vulnerable populations

Clinical investigations shall be conducted in vulnerable populations only when they cannot be carried out in
non-vulnerable populations and shall follow the additional EC procedures where applicable. These clinical
investigations shall be designed specifically to address health problems that occur in the vulnerable
population, and offer the possibility of direct health-related benefit to the vulnerable population.
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4.7 Informed consent

471 General

Informed consent shall be obtained in writing from the subject and the process shall be documented before
any procedure specific to the clinical investigation is applied to the subject, except when special
circumstances described in 4.7.3.4 apply.

The informed consent form consists of an information form (see 4.7.4) and an informed consent signature
form (see 4.7.5). These two forms can either be combined in one document or separated into two documents.

4.7.2 Process of obtaining informed consent
The general [process for obtaining informed consent shall be documented in the CIP and shall

a) ensure [that the principal investigator or his/her authorized designee conducts the jinformed comsent
process

b) include [all aspects of the clinical investigation that are relevant to the subject's-decision to partigipate
throughout the clinical investigation,

c) avoid any coercion or undue improper influence on, or inducement of, the/subject to participate,
d) not waiJe or appear to waive the subject's legal rights,
e) use native non-technical language that is understandable to the, subject,

f)  provide [ample time for the subject to read and understand the informed consent form and to consider
participation in the clinical investigation,

g) include personally dated signatures of the subject'and the principal investigator or an authorized designee
respongfible for conducting the informed consent process,

h) provide [the subject with a copy of the signed and dated informed consent form and any other wyitten
information,

i) show hgw informed consent will be’obtained and recorded in special circumstances (see 4.7.3) wherg the
subject s unable to provide it him- or herself, and

j)  ensure |[important new/information is provided to new and existing subjects throughout the clnical
investigation.

The above requirements shall also apply with respect to informed consent obtained from a subject's Iggally
authorized r¢presentative.

4.7.3 Spediakeireumstancesfor-informed-consent

4.7.31 General

The provisions given in 4.7.3.2 to 4.7.3.4 are subject to national regulations.

4.7.3.2 Subject needing legally authorized representatives

Informed consent may be given by the legally authorized representative only if a subject is unable to make the
decision to participate in a clinical investigation (e.g. infant, child and juvenile, seriously ill or unconscious
subject, mentally ill person, mentally handicapped person). In such cases, the subject shall also be informed
about the clinical investigation within his/her ability to understand.

10 © 1SO 2011 — Al rights reserved
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4.7.3.3 Subject unable to read or write

Informed consent shall be obtained through a supervised oral process if a subject or legally authorized
representative is unable to read or write. An independent witness shall be present throughout the process.
The written informed consent form and any other information shall be read aloud and explained to the
prospective subject or his/her legally authorized representative and, whenever possible, either shall sign and
personally date the informed consent form. The witness also signs and personally dates the informed consent
form attesting that the information was accurately explained and that informed consent was freely given.

4.7.3.4 Emergency treatments

For ¢linical investigations involving emergency treatments, when prior informed consent of the gubject is not
possjble because of the subject's medical condition, the informed consent of the subject's légally authorized
reprgsentative, if present, shall be requested.
Wheh it is not possible to obtain prior informed consent from the subject, and the subject's legally authorized
reprgsentative is not available, the subject may still be enrolled if a specific process_has been dedcribed in the
CIP as given in A.13 b).
Arrapgements shall be made to inform the subject or legally authorized repreSentative, as soon aq possible,
a) fpbout the subject's inclusion in the clinical investigation, and

b) pbout all aspects of the clinical investigation.

The pubject shall be asked to provide informed consent for.continued participation as soon as hig/her medical
condition allows.

The principal investigator may enroll a subject withaut obtaining the informed consent of the subject or his/her
legally authorized representative only when the following conditions are fulfilled:

c) the prospective subject fulfils the emergency conditions and is obviously in a life-threatening situation;
d) no sufficient clinical benefits are antieipated from the currently available treatment;

e) there is a fair possibility thatythe life-threatening risk to the prospective subject can be ayoided if the
nvestigational device is used;

f) Qnticipated risks are ‘eutweighed by the potential benefits of applying the investigational device;

g) the legally authorized representative cannot be promptly reached and informed.

4.7.4 Information to be provided to the subject

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

a) Description and purpose:
1) statement that the clinical investigation involves research;
2) purpose of the clinical investigation;

3) anticipated duration of the clinical investigation, and extent of the involvement and responsibilities of
each subject during the clinical investigation;

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

asp

cription of all procedures involving the subject;

ects of the clinical investigation that are experimental;

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

number of subjects expected to participate in the clinical investigation.

a) Potential benefits:

1) des
the
2) deqg
b) Risks an
1) des
2) deqg
3)
4) des
c) Alternati

1)

d) Confidentiality:

2) sta

3) sta

spa

reci

4) sta
NOTE

regulations.

stalement that unanticipated risks may occur;

infg
pot

stalement confirming that subject participation is confidential;

by the law;

Cription of _Denerits for the subject that can reasonably De expected (i there 15 ng q
rapeutic benefit anticipated, this shall be noted);

cription of potential benefits for others.
d inconveniences for the subject and, when applicable, for an embryo, foetus,.ornursing infa
cription of residual risks identified by the risk analysis;

cription of risks associated with the clinical procedures required by the CIP;

cription of inconveniences.
ve procedure(s):

rmation on alternative treatments or procedures*that may be available to the subject, and
ential benefits and risks.

ement confirming that records identifying the subject will be kept confidential to the extent all

ement confirming thatthe subject understands that regulatory authorities, EC representativeg
nsor's representatives involved in the clinical investigation will have direct access to me
Drds;

subject's identity.

Aflditional requirements regarding personal data protection can be requested as per national or reg

ement indicating that clinical investigation results may be published without disclosing

lirect

their

bwed

and
dical

the

ional

e) Compensation:

1)

2)

3)

information about provisions for compensation available in the event of injury arising from
participation in the clinical investigation;

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

information on financial compensation for participation, if applicable.

f)  Anticipated expenses, if any, to be borne by the subject for participating in the clinical investigation.

12
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g) Information on the role of sponsor's representative in the clinical investigation.

h) Contact persons:

1) whom to contact with questions about the clinical investigation;

2) whom to contact in the event of injury;

3) whom to contact with questions about subject's rights.

55:2011(E)

i) Statement declaring that new findings or the reasons for any amendment to the CIP that affect the

o3

k) T

4.7.5

The

f)

SUDJeCl's continued participation shall be made avallable 10 The subjecl.

btatement indicating that, upon subject's approval, the subject's personal physician will'be inf
subject's participation in the clinical investigation.

ermination:

1) circumstances under which the subject's participation can be terminated by the principal
if applicable;

NJ
~

circumstances under which the sponsor can suspend/or-prematurely terminate
investigation.

Informed consent signature
nformed consent signature form shall contain the following:

he voluntary agreement to participate in. ¢he clinical investigation and follow the i
nstructions;

h statement declaring that refusal of participation incurs no penalty for the subject;
b statement declaring that discontinuation at any time incurs no penalty for the subject;
b statement with regard to the possible consequences of withdrawal;

Bn acknowledgement (©f)the information provided and confirmation that all the subject's qu
bnswered;

b statement confirming that the subject or his/her legally authorized representative agrees {
he subject'srelevant personal data for the purpose of the clinical investigation;

h statement confirming that the subject or his/her legally authorized representative agrees th
representatives, regulatory authorities and EC representatives will be granted direct ag

brmed of the

investigator,

the clinical

nvestigator's

pstions were

o the use of

at sponsor's
cess to the

SUbject's medical records.

4.7.6 New information

If new information 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. If relevant, all affected subjects

shall

be asked to confirm their continuing informed consent in writing.
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5 Clinical investigation planning

5.1

General

All parties participating in the conduct of the clinical investigation shall be qualified by education, training or
experience to perform their tasks and this shall be documented appropriately (see 8.2.1).

5.2 Risk evaluation

Risks associated with the investigational device shall be estimated in accordance with 1ISO 14971 prior to

conducting
and availab
identificatio

The decisio

e unpublished medical and scientific data. A summary of the risk analysis, includin

of residual risks, shall be included in the IB.

to embark upon a clinical investigation of a medical device requires that the residual risk(s

shed

identified in {he risk analysis, as well as risk(s) to the subject associated with the clinical procedure required by

the CIP be

This risk an
by their natu

The anticip
informed cor

NOTE T

5.3 Justit

The justifica
and the resu

The clinical

of the investigational device or similar devices.or therapies. The evaluation shall be relevant to the inte
e investigational device and the proposed method of use. This is a scientific activity that shall be

purpose of t
done with 1
evaluation (g

The results
investigation
consideratio

The clinical
purpose(s) &
the results

lanced against the anticipated benefits to the subjects.

lysis shall also be used as a basis for identifying anticipated adverse dévice effects characte]
e, incidence, severity and outcome.

ed adverse device effects shall be documented in the CIP (see A.4), the IB (see B.5) an
sent form (see 4.7.4).

his enables compliance with any reporting requirements for anticipated and unanticipated SADEs.

ication for the design of the clinical investigation

ion for the design of the clinical investigation.shall be based on the evaluation of pre-clinical
Its of a clinical evaluation.

bvaluation includes an assessment.and’analysis of clinical data concerning safety or perform

gour and objectivity according to scientific standards using the principles of GHTF cl
ee Reference [6]).

pf the clinical evaluation shall be used to determine and justify the optimal design of the cl
. They shall also-help identify relevant endpoints and confounding factors to be taken
n, and serve tojustify the choice of comparator(s).

nvestigation shall be designed to evaluate whether the investigational device is suitable fo
nd thespopulation(s) for which it is intended. It shall be designed in such a way as to ensurg
bbtained have clinical relevance and scientific validity and address the clinical investig

rized

i the

data

ance

nded

nical

nical
into

r the
that
ation

objectives.

NOTE

national regulations.

5.4 Clinical investigation plan (CIP)

The CIP sha

Il include the information specified in Annex A.

The need to conduct a clinical investigation to meet regulatory requirements is determined by the applicable

The CIP and all subsequent amendments to the CIP are agreed upon between the sponsor, the coordinating
investigator and all principal investigators, and are recorded with a justification for each amendment.
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Investigator's brochure (IB)
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The purpose of the IB is to provide the principal investigator with sufficient safety or performance data from
pre-clinical investigations or clinical investigations to justify human exposure to the investigational device

spec

ified in the CIP.

The IB shall be updated throughout the course of the clinical investigation as significant new information

beco

mes available (e.g. a significant change in risk, etc.).

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

shall

keep all information confidential.

The

5.6

CRF
inclu
invey

A procedure shall be in place to ensure, that when it is necessary to amend the CIP, the sponson

the @

5.7

The

inclu
com
shall

5.8

Prion
of th
ratio

NOT
inves

5.9

Ther|
any
of ez

B shall include the information specified in Annex B.

Case report forms (CRFs)

5 shall be developed to capture the data for each enrolled subject as required'by the CIP. Th
de information on the condition of each subject upon entering, and during the course of
tigation, exposure to the investigational device and any other therapies.(see Annex C).

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

Monitoring plan

sponsor shall assess the extent and nature of menitoring appropriate for the clinical i
ding the strategy for source data verification, based on considerations such as the objeg
blexity, size, critical data points and endpoints -af the clinical investigation. Results of this
be used to develop a monitoring plan.

Investigation site selection

to the initiation of the clinical investigation, the qualifications of the principal investigator(s) a
e investigation site(s) shall be verified and documented in an investigation site selection
nale for selecting an investigation site shall be documented.

E Investigation site sselection rationale can be based on prior experience of the sponsor with
tigator or the investigation-site.

Agreement(s)

e shall bé an agreement between the sponsor and the principal investigator(s)/investigatio
bther rélevant parties (e.g. investigators, CRO(s) and core laboratories), which defines the re

e CRFs shall
the clinical

shall review

nvestigation,
tive, design,
assessment

hd adequacy
report. The

the principal

N site(s) and
sponsibilities

all perrties involved.

chparty in the clinical investigation. All agreements shall be recorded in writing and signed

Tnd dated by

The agreement shall indicate that, by participating in a clinical investigation, the parties may share some
regulatory responsibilities with the sponsor.

5.10

Labelling

The investigational device, the instructions for use or the packaging shall indicate that the investigational
device is exclusively for use in a clinical investigation, if required by national regulations.

NOTE

See IS0 15223-1[3], EN 104114l and national or regional regulations for further information on lab

© 1SO 2011 — All rights reserved
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5.11 Data monitoring committee (DMC)
The sponsor shall consider establishing a DMC prior to starting the clinical investigation.

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

The primary function of the DMC shall be described in the CIP. The responsibilities of the DMC shall be
detailed in separate written procedures to establish the frequency of meetings, handling of emergency
situations and documentation of such meetings.

6 Clinical investigation conduct

6.1 General
The clinical investigation shall be conducted in accordance with the CIP.

The clinical [investigation shall not commence until written approval/favourableiopinion from the EC apd, if
required, thg relevant regulatory authorities of the countries where the clinical investigation is taking place has
been receivegd.

6.2 Investigation site initiation

An initiation| visit for each participating investigation site or, altefnatively, an investigator meeting shgll be
conducted aphd documented by the sponsor or monitor at the beginning of the clinical investigation (see 8(2.4).
A log shall ge initiated identifying names, initials, signatures,functions, and designated authorizations fdr the
principal investigator and members of the investigation site team.

6.3 Investigation site monitoring
The conducf of the clinical investigation shall be-monitored according to the monitoring plan (see 8.2.4).

In general, there is a need for on-site_ monitoring before, during, and after the clinical investigation. Howgver,
in exceptionjal circumstances, the sponsor may determine that remote monitoring (without visiting the
investigation| site), in conjunction_with’procedures such as investigator's documented training, meetings| and
extensive written guidance or«telephone communication, can assure appropriate conduct of the clfnical
investigation. In such circumstances, the sponsor shall provide a justification for omitting the source document
verification.

6.4 Adveflse events and device deficiencies

6.4.1 Advefrse events

All adverse events shall be documented in a timely manner throughout the clinical investigation and shall be
reported as specified in 8.2.5 and 9.8.

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

6.4.2 Device deficiencies

All device deficiencies related to the identity, quality, durability, reliability, safety or performance of an
investigational medical device shall be documented throughout the clinical investigation and appropriately
managed by the sponsor.
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Device deficiencies that did not lead to an adverse event but could have led to a medical occurrence

a)
b)
c)

shall

6.5

if either suitable action had not been taken,
if intervention had not been made, or

if circumstances had been less fortunate,

be reported as specified in 8.2.5 and 9.8.

Clinical investigation documents and documentation

6.5.1

The

docu
shall
agre
ame
and

docu

6.5.2

Each
ident

NOT
pre-s

6.5.3

Sour
invey

6.6

New
pers
requ
auth

6.7

Amendments

IB, CIP, CRFs, informed consent form and other subject information, or othéryclinical

ments shall be amended as needed throughout the clinical investigation, and ‘@ justificatiq
be included with each amended section of a document. Proposed amendments to the

bd upon between the sponsor and principal investigator, or the ,coordinating inveg
ndments to the CIP and the subject's informed consent form shall be notified to, or approve
regulatory authorities, if required (see 4.5.4). The version number and date of amendme
mented.

Subject identification log

investigation site shall maintain a log of all the subjects<enrolled in the clinical investigation,
ification code linked to their names, alternative subjectidentification or contact information.

Depending on the clinical investigation design,-a‘log can be maintained that identifies everyone
creened for potential enrolment in the clinical investigation.

Source documents

ce documents shall be created and maintained by the investigation site team throughou
tigation.

Additional members{of the investigation site team

members of the inyestigation site team may be added from time to time at new or existin
bnnel should only~start their assignment after receiving adequate training in the clinical
rements and this training shall be documented. The names, initials, signatures, functions, an
prizations of-new personnel shall be documented.

Subject privacy and confidentiality of data

Conf

investigation
n statement
CIP shall be
tigator. The
i by, the EC
nts shall be

Assigning an

Who has been

I the clinical

g sites. New
investigation
1 designated

dentiality of data shall be observed by all parties involved at all times throughout the clinical i

vestigation.

All data shall be secured against unauthorized access.

The privacy of each subject and confidentiality of his/her information shall be preserved in reports and when

publi

shing any data.

The principal investigator or institution shall provide direct access to source data during and after the clinical
investigation for monitoring, audits, EC review and regulatory authority inspections. As required, the principal
investigator or institution shall obtain permission for direct access to source documents from the subject,
hospital administration and national regulatory authorities before starting the clinical investigation.
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6.8 Document and data control

6.8.1 Traceability of documents and data

All documents and data shall be produced and maintained in a way that assures control and traceability.
Where relevant, the accuracy of translations shall be guaranteed and documented. All documents, and
subsequent versions, related to a clinical investigation shall be identifiable, traceable and appropriately stored

to provide a

complete history of the clinical investigation.

The investigator shall assure the accuracy, completeness, legibility and timeliness of the data reported to the
sponsor on the CRFs and in all required reports. Where copies of the original source document as well as

printouts of

of the invest

If assignme
clinical inv

blinded/mas

6.8.2

The data re
documents,

recorded dir|
authorized d

Rec

priginal electronic source documents are retained, these shall be signed and dated by a me
gation site team with a statement that it is a true reproduction of the original source documen
It to a treatment group is blinded/masked in any way, it shall be safeguarded threughou

stigation, including data entry and processing. Established procedures~-for decq
ed clinical investigations shall be followed.

prding of data

orted on the CRFs shall be derived from source documents and beyconsistent with these s¢
and any discrepancies shall be explained in writing. The CIP<shall specify which data cg
bctly in the CRFs. The CRFs shall be signed and dated bysthe principal investigator or hi
esignee(s). Any change or correction to data reported on ‘a CRF shall be dated, initialed

!

mber
t.

t the
ding

urce
n be
s/her
and
this

ures

ata,

—

data

Iy,

a8Cess

explained if [necessary, and shall not obscure the original entry (i.e:’an audit trail shall be maintained)
applies to bqth written and electronic changes or corrections.
6.8.3 Electronic clinical data systems
When electrpnic clinical databases or remote electronic clinical data systems are used, written proced
shall be implemented to
a) establish and document requirements for theelectronic clinical data system to receive and process d
b) verify and validate that the requirements*for the electronic clinical data system can be consistently me
c) ensure ttributability, completeness, reliability, consistency and logic of the data entered,
d) ensure @ccuracy of reports,
e) ensure |that data <hanhges are documented and that there is no deletion of entered
(i.e. maintain an audittrail, data trail, edit trail),
f)  maintain a security system that prevents unauthorized access to the data, both internally and externg
g) maintainadistofindividuals-who ha
and privileges granted to each user,
h) ensure that all completed CRFs are signed by the principal investigator or authorized designee,
i) maintain adequate backup, retention and retrievability of the data, and
j)  train users on proper use of the system.
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Access to investigational devices shall be controlled and the investigational devices shall be used only in the
clinical investigation and according to the CIP.

The sponsor shall keep records to document the physical location of all investigational devices from shipment
of investigational devices to the investigation sites until return or disposal.

The principal investigator or an authorized designee shall keep records documenting the receipt, use, return
and disposal of the investigational devices, which shall include

a)
b)
c)
d)
e)
f)
9)

NOT

6.10 Accounting for subjects

All s

lost to follow-up) shall be accounted for and documented.

If a qubject withdraws from the clinical investigation, the reason(s) shall be recorded. If such withg

top
subj

6.11

Audi
to e
regu
inde

An aldit jstuseful

a)
b)
c)

d)

e)

The

he date of receipt,

dentification of each investigational device (batch number/serial number or unique code),

he expiry date, if applicable,

he date or dates of use,

subject identification,

Hate on which the investigational device was returned/explanted from subject, if applicable, a
he date of return of unused, expired or malfunctioning investigational devices, if applicable.

E Written procedures can be required by national regulations.

Libjects enrolled in the clinical investigation (including those withdrawn from the clinical inv

oblems related to the investigational device safety or performance, the investigator shal
ct's permission to follow his/het.status/condition outside the clinical investigation.

Auditing

s of the clinical investigation may be conducted by the sponsor or third parties designated by
aluate compliance’ with the CIP, written procedures, this International Standard and th
atory requiréments. These audits may cover all involved parties, systems and facilit
pendent of,.and separate from, routine monitoring or quality control functions.

d

—

estigation or

rawal is due
ask for the

the sponsor
e applicable
es and are

bs-a routine Ir’mrf of the clnnnan'c nlnqlih/ assurance programme.

to assess the effectiveness of the monitoring activity,

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

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

regulatory inspection, and
when requested or suggested by a regulatory authority.

auditors shall be qualified by training and experience to conduct audits properly.
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The auditing of clinical investigation systems shall be conducted in accordance with the sponsor's written
procedures or specific plan on what to audit, how to audit, the frequency of audits and the form and content of
audit reports.

The sponsor's audit plan and procedures for a clinical investigation audit shall be guided by the importance of
the clinical investigation, the number of subjects in the clinical investigation, the type and complexity of the
clinical investigation, the level of risk to the subjects and any identified problem(s).

The audit results shall be documented and communicated to relevant parties, if applicable.

7 Suspédnsion, termination and close-out of the clinical investigation

7.1 Susp

711 Proc
The sponsor
site or the e

A principal i
clinical inveg

If suspicion
by the EC
assessed. T

The sponso
investigator
part of an in

If suspensio
promptly infq
sponsor shal
authority.

NOTE T
regulatory aut

If, for any
investigation
the EC is n
termination V

If suspensio

pnsion or premature termination of the clinical investigation

edure for suspension or premature termination

may suspend or prematurely terminate either a clinical investigation in amindividual investig
tire clinical investigation for significant and documented reasons.

nvestigator, EC, or regulatory authority may suspend or prematurely terminate participation
tigation at the investigation sites for which they are responsible:

ation

na

bf an unacceptable risk to subjects arises during the clinical investigation, or when so instryicted

br regulatory authorities, the sponsor shall suspend the’clinical investigation while the ri
ne sponsor shall terminate the clinical investigation if.any unacceptable risk is confirmed.

[ shall consider terminating or suspending the;participation of a particular investigation si
n the clinical investigation if monitoring or auditing identifies serious or repeated deviations o
estigator.

h or premature termination occurs, the terminating party shall justify its decision in writing
rm the other parties with whom they"are in direct communication. The principal investigato
| keep each other informed of.any communication received from either the EC or the regul

e usual lines of communication are sponsor <-> principal investigator or sponsor <-> EC, and sponsq
hority.

feason, the sponsor suspends or prematurely terminates the investigation at an indiy
site, the spofnsor shall inform the responsible regulatory authority as appropriate and ensure
ptified, either~by the principal investigator or by the sponsor. If the suspension or prem
vas in the\interest of safety, the sponsor shall inform all other principal investigators.

N of premature termination occurs,

sk is

te or
n the

and
and
atory

r<->

idual
that
ature

a)
existing

b)

agreements for following up the subjects enrolled in the clinical investigation, and

investigation site, if appropriate.

NOTE
risks.

All activities

20

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

listed in 7.2 shall also be conducted.

the sponsor shall remain responsible for providing resources to fulfil the obligations from the CIP and

the principal investigator or authorized designee shall promptly inform the enrolled subjects at his/her

eived
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7.1.2 Procedure for resuming the clinical investigation after temporary suspension

When the sponsor concludes an analysis of the reason(s) for the suspension, implements the necessary
corrective actions, and decides to lift the temporary suspension, the sponsor shall inform the principal
investigators, the ECs, and, where appropriate, the regulatory authority of the rationale and provide them with
the relevant data supporting this decision.

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

Concurrence shall be obtained from the ECs and, where appropriate, regulatory authorities before the clinical

1 41 L '
Invegtgaton+estmes:

If subjects have been informed of the suspension, the principal investigator or authorized dgsignee shall
inforin them of the reasons for resumption.

7.2 | Routine close-out
Routjne close-out activities shall be conducted to ensure that the principal investigator's records gre complete,
all documents needed for the sponsor's files are retrieved, remaining «clinical investigation materials are
dispgsed of, previously identified issues have been resolved and all parties are notified.
a) [Completing the records includes ensuring that

1) all essential documents are complete and up to date,

P) all CRFs are completed,

B) all outstanding queries are resolved,

1) the current status of all ongoing adverSe events is documented,

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

5) documenting disposition ofiany:

i) investigational dévices;

i) remaining.samples (e.g. blood or tissue);

iii) otherclinical investigation materials.

b) Notificatiof includes

1) Anatification to EC, and

Z) notification to regulatory authorities, IT required.

7.3 Clinical investigation report

After close-out of the clinical investigation, a report of the clinical evaluation shall be completed in accordance
with the applicable regulations, even if the clinical investigation was terminated prematurely.

a) The clinical investigation report shall be in written form.
b) The clinical investigation report shall include identification of the device(s), a description of the

methodology and design of the clinical investigation, any deviations from the CIP, data analysis together
with any statistics and a critical appraisal of the aims of the clinical investigation.
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c)

The clinical investigation report shall take into account the data from each investigation site and for all
subjects. No subject shall be identifiable either from the clinical investigation report or the published
results.

Where applicable, the clinical investigation report shall be made available to the coordinating investigator
and all principal investigators for review and comment. The sponsor shall maintain records confirming that
the clinical investigation report has been provided for review. If a reviewer does not agree with all or part
of the clinical investigation report, his/her comments shall be recorded and communicated to the other

principa

provide
no coor

and reg

NOTE 1

Publication
research, de

NOTE 2 In
thereof, might]

| investigators.

linating investigator is appointed, the signature of the principal investigator(s) shall be obtain

In accordance with applicable requirements, the clinical investigation report shall be provided to’'the &

ilatory authorities.

Further guidance for the content of the clinical investigation report is given in Annex D.

pf positive and negative results of the clinical investigation is encouraged to help guide f
vice development and medical treatment.

accordance with the national regulations, the intent to carry out a clinieal investigation, as well as the r
need to be entered in a public database.

Where required by national regulations, the sponsor and coordinating investigator shall be asked to

rt. If
d.

C(s)

Uture

bsults

7.4 Document retention

The sponsot and principal investigator shall maintain the clinical investigation documents as required by the

applicable rggulatory requirement(s). They shall take measufes to prevent accidental or premature destryction

of these ddgcuments. The principal investigator or sponsor may transfer custody of records to anpther

person/partyl and document the transfer at the investigation site or at the sponsor's facility.

NOTE Allist of essential clinical investigation documents to be maintained in sponsor and investigation site filds are

detailed in Anhex E.

8 Respgnsibilities of the sponsor

8.1 Clinigal quality assurance and quality control

Quality assurance and quality control principles shall apply to the processes of the clinical investigation| The

sponsor shall

a) implemégnt and maintain written clinical quality procedures to ensure that the clinical investigatipn is
designe}?, conducted and monitored, and that data are generated, documented, recorded and reported in
compliahce) with this International Standard, the CIP, any subsequent amendment(s), and any pther
applicable standards and regulatory requirements,

b) maintain records to document the compliance of all parties involved in the clinical investigation,

c) ensure that the auditing requirements of 6.11 are met, if applicable, and

d) justify and document significant exceptions to the requirements of this International Standard.

Clinical quality assurance and quality control may be integrated in the sponsor's overall quality system.

NOTE

22

For further information, see 1SO 13485[1.
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8.2 Clinical investigation planning and conduct

8.2.1 Selection of clinical personnel
Prior to commencement of the clinical investigation, the sponsor shall

a) define, establish and allocate all the roles and responsibilities related to the clinical investigation in one or
more written agreements, as defined in 5.9,

b) select appropriately qualified principal investigators, as outlined in 5.8 and 9.2,

c) pelect a coordinating investigator, if appropriate, as in the case of a multicentre investigation,

d) feceive disclosures of conflict of interest from principal investigators and investigators,)where required by
national regulations,

e) ensure the members of the investigation site team and their designated authotization(s) are iflentified in a
og with details, as defined in 6.2,

f) flesignate or appoint one or more monitors, or otherwise assume the_ responsibilities of the monitor(s),
bnd

g) ensure documentation of training, experience and scientifichor clinical knowledge for all [the relevant
parties involved in order to adequately conduct the clinical investigation, including training, on

1) the use of the investigational device(s),

P) device accountability procedures (see 6.9),
B) B,

1) CIP,

b) CRFs and instructions for comptetion,

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

/) sponsor's written_procedures, this International Standard and any applicable regulatory réquirements;

h) ensure that, /An\multicentre investigations, all investigators and all other parties involved are given
nstructions‘or*uniformly assessing and documenting clinical and laboratory findings,

i) ensure_that any clinical-investigation-related activities of sponsor representative(s) at the jinvestigation
site(s) are described in the CIP and the informed consent form, and that these activities ocgur in such a
vay that they do not bias the data integrity,

NOTE Individuals such as field engineers or sales representatives who will provide technical expertise in the
implementation of the clinical investigation, are examples of sponsor representatives.

j)  consider the need for a DMC and, if appropriate, establish the committee.

8.2.2 Preparation of documents and materials

Prior to commencement of the clinical investigation, the sponsor shall

a) prepare the documents, as described in Clauses 4, 5 and 6, and ensure they are approved by the

relevant persons by dated signature; if required, copies shall be provided to all parties involved, and
dated signatures obtained as appropriate,
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b) assure the accuracy of the translation, where relevant,

c) ensure that a supply of investigational devices, as characterized in 6.9, is available in a timely manner for
the clinical investigation; investigational devices shall not be made available to the principal investigator
until all requirements to start the clinical investigation are met,

d) provide insurance covering the cost of treatment of subjects in the event of clinical-investigation-related
injuries, in accordance with the national regulations if applicable,

e) document any financial arrangements between the principal investigator or the investigation site and the
sponsor,

f)  submit eLny required application(s) to begin the clinical investigation in a given country to the appropriate
regulatgry authority(ies) for review, acceptance or permission [as per applicable- \regulptory
requirerment(s)],

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

h) ensure that any modification(s) required by the EC or regulatory authority are‘made and documented by

the principal investigator and have gained the approval/favourable opinion® of the EC or regulptory
authority.

8.2.3 Condluct of clinical investigation

The sponsor shall be responsible for

a) accountpbility of investigational devices throughout the clinical investigation,

b) documenting correspondence with all parties involved in the clinical investigation, including ECs and
regulatdry authorities,

c) ensuring that the clinical investigation is apprepriately monitored by determining the extent and natdre of
monitoring, including the strategy for source data verification, based on considerations such asg the
objective, design, complexity, size, critical ‘data points and endpoints of the clinical investigation,

d) reviewinlg the monitoring report(s) and following up any action(s) required in the monitoring report(s)|(see
also 8.204.7),

e) taking prompt action to sécure compliance with all clinical investigation requirements, and

f)  submitting progress-reports, including safety summary and deviations, when requested, to all revigwing
ECs andl the regulatory authorities.

8.2.4 Monijtoring

8.241 General
The purpose of clinical investigation monitoring is to verify that the conduct of the clinical investigation

complies with the approved CIP, subsequent amendment(s), this International Standard, and the applicable
regulatory requirement(s).

8.2.4.2 AQualifications of the monitor
Monitors shall be:

a) qualified in the field of this International Standard through training and experience as well as scientific or
clinical knowledge;
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b) knowledgeable on the use of the investigational device(s) and relevant requirements, CIP and informed
consent process (see 4.7);

c) trained on the sponsor's clinical quality assurance and quality control system as well as any special
procedures for monitoring a specific clinical investigation.

Training shall be documented in the sponsor's files.

8.24.3 Assessment of the investigation site

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

a) fpdequate qualifications;
b) fpdequate resources, including facilities, laboratories, equipment and a qualified investigation site team;

c) fccess to an adequate number of subjects.

8.2.44 Initiation of the investigation site

The monitor shall initiate each investigation site to ensure that the principal investigator and inveftigation site
team

a) pave received and understood the requirements and contents of
1) CIP,

D) B,

B) the informed consent form,

1) CRFs,

OT

) the instructions for use,

) any written clinical inyestigation agreements, as appropriate,

OJ

b) have access to an adegquate number of investigational devices,
c) have been traingd,in the use of the investigational device, and
d) agre familiar.with the responsibilities of the principal investigator, as described in Clause 9.

NOTE In>certain circumstances, an investigator meeting can be conducted instead of, or in addition fo, the on-site
initiajon visit.

8.2.4.5 Routine on-site monitoring visits

The monitor shall perform routine on-site monitoring visits to verify that

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

b) only authorized individuals, as described in 8.2.1 e), are participating in the clinical investigation,

c) the investigational device is being used according to the CIP or instructions for use and that, where
modifications are required to the device, its method of use or the CIP, these are reported to the sponsor,
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f)

s)

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

main

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

devices,

signed and dated informed consent forms have been obtained from each subject at the point of enrolment

or before any clinical-investigation-related procedures are undertaken,

source documents and other clinical investigation records are accurate, complete, up to date, stored and

maintained appropriately,

CRFs apd queries are complete, recorded in a timely manner, and consistent with source documents|

approprjate corrections, additions or deletions are made to the CRFs, dated, explained if necessary

and

initialed| by the principal investigator or by his/her authorized designee; the monitor shall not make

correctipns, additions or deletions to the CRFs,

all adverse events and device deficiencies are reported to the sponsor, and all"serious adverse e
and deMlice deficiencies that could have led to a serious adverse device effect are reported to the spq
without pinjustified delay,

all seriolus adverse events and deviations are reported to the EC, if required,

ents
nsor

the storfage and investigational device accountability are correctiand the traceability process is being

followed,

all otherf required reports, notifications, applications, submissions and correspondence are maintain
the invgstigator's files and are accurate, complete,stimely, legible, dated and identify the cl
investigation,

maintenance and calibration of the equipment, reléevant to the assessment of the clinical investigati
approprifately performed and documented, whére applicable,

ed in
nical

pn is

current [aboratory normal values, laboratory certifications, accreditations, or other validations are present

in the investigator's file, if required,

subject withdrawal has been decumented; the monitor shall discuss this with the principal investigat
his/her authorized designee

subject hon-compliance with the requirements stated in the informed consent has been documenteg
monitor[shall discuss‘this with the principal investigator or his/her authorized designee,

the pri

document updates concerning the clinical investigation, and

or or

; the

ipal investigator and investigation site team are informed and knowledgeable of all relgvant

any correetiv vERHY oRs-as-Reedes - HRplers effective-

8.2.4.6 Close-out activities

The monitor shall perform close-out activities as described in Clause 7.

8.2.4.7 Monitoring reports

All monitoring activities shall be documented in a written report to the sponsor [see also 8.2.3 d)] and shall
include

a)

26

the date, investigation site identification, name of the monitor and name of the principal investigat
other individuals contacted, and

or or
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b) 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 compliance.

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

NOTE

sponsor procedures or national regulations.

8.2.5 Safety evaluation and reporting

The above requirements can also apply to clinical-investigation-related communication(s) depending on

The
clinid

a)

f)

sponsor is responsible for the classification of adverse events and ongoing safety evaly
al investigation and shall

review the investigator's assessment of all adverse events and determine and ddcument in
seriousness and relationship to the investigational device; in case of disagreement between
bnd the principal investigator(s), the sponsor shall communicate both opiniens to concerne
Hefined in c), d) and €) below,

review all device deficiencies and determine and document in writing whether they could h

nvestigator(s), the sponsor shall communicate both opinions/te~concerned parties, as defi
and e) below,

feport or ensure the reporting, to the EC by the principal‘investigator(s), of all serious advers
fHevice deficiencies that could have led to a serieus adverse device effect, if required
regulations or the CIP or by the EC,

rfeport to regulatory authorities, within the required time period, all serious adverse events
Heficiencies that could have led to a seriods adverse device effect, if required by national r¢
he CIP,

report all relevant safety information _to the DMC, if established, according to written procedur

n the case of a multicentre.clinical investigation, inform all principal investigators in writi
serious adverse events at-alinvestigation sites that have been reported to the sponsor, ang
hey are reported to their.EC, if required by national regulations or the CIP or by the EC,

more stringent; thiszinformation shall be sent to all the principal investigators within a
bstablished based-onthe perceived risk as defined in the risk analysis report,

bnsure that the~EC and the regulatory authorities are informed of significant new informati
Clinical inyestigation, and

n case of serious adverse device effects and device deficiencies that could have led to ser
Hevice effects, determine whether the risk analysis needs to be updated and assess whether

ation of the

writing their
the sponsor
d parties, as

ave led to a

serious adverse device effect; in case of disagreement between the sponsor and the principal

ned in c), d)

b events and
by national

and device
egulations or

bS,
ng of all the
ensure that

whichever is
time frame

bn about the

ous adverse
corrective or

hravantiva action 1o racairad
eV eritrveaCHorTSTeguttear

8.2.6 Clinical investigation close-out

The sponsor shall

a)

b)

provide a statistical analysis of the data,

¢) produce a clinical investigation report and submit it for review, as described in 7.3, and
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d) ensure that the clinical investigation report, whether for a completed or prematurely terminated clinical
investigation, is provided to the EC, participating investigators and regulatory authorities, as required by
national regulations.

8.3 Outsourcing of duties and functions

The sponsor may transfer any or all of the duties and functions related to the clinical investigation, including
monitoring, to an external organization (such as a CRO or individual contractor), but the ultimate responsibility
for the quality and integrity of the clinical investigation data shall reside with the sponsor. All requirements in
this International Standard applying to a sponsor shall also apply to the external organization inasmuch as this
organization assumes the clinical-investigation-related duties and functions of the sponsor.

The sponsol shall specify in writing any clinical-investigation-related duty or function assumed by the external

organization
assumed by

The sponso

retaining any clinical-investigation-related duties and functions not specifically transferred to
the external organization.

shall be responsible for verifying the existence of and adherance to written_procedures ¢

external org@nization.

8.4 Comi
The sponsorf

a) notify o
conduct

b) reporto

c) perform

9 Respd

9.1 Gene
The role of
investigation
the clinical in

If the spons
appropriately

nunication with regulatory authorities
shall, if required

 obtain approval from regulatory authorities in the country where the clinical investigati
d,

h the progress and status of the clinical investigation;and

safety reporting as specified in 8.2.5.

nsibilities of the principal investigator

ral

the principal investigator_is to implement and manage the day-to-day conduct of the cl
as well as ensure data)integrity and the rights, safety and well-being of the subjects involv
vestigation.

and

t the

DN is

nical
ed in

or contracts an.institution to conduct the clinical investigation, the institution shall appoint an

qualified person to be the principal investigator.

9.2 Qualification of the principal investigator

The principalinvestigator shall

a) be qualified by education, training and experience to assume responsibility for the proper conduct of the
clinical investigation in accordance with this International Standard; evidence of such qualifications of the
principal investigator and key members of the investigation site team shall be provided to the sponsor
through up-to-date CVs or other relevant documentation,

b) be experienced in the field of application and trained in the use of the investigational device under
consideration,

c) disclose potential conflicts of interest, including financial, that interfere with the conduct of the clinical
investigation or interpretation of results, and

d) be knowledgeable with the method of obtaining informed consent.

28 © 1SO 2011 — Al rights reserved


https://standardsiso.com/api/?name=7f2e199f4c037ca34c159424c3ffe436

ISO 14155:2011(E)

9.3 AQualification of investigation site
The principal investigator shall be able to demonstrate that the proposed investigation site
a) has the required number of eligible subjects needed within the agreed recruitment period, and

b) has one or more qualified investigators, a qualified investigation site team and adequate facilities for the
foreseen duration of the clinical investigation.

9.4 Communication with the EC

The principal investigator shall

a) provide the sponsor with copies of any clinical-investigation-related communications between the
brincipal investigator and the EC,

b) fomply with the requirements described in 4.5,

c) pbtain the written and dated approval/favourable opinion of the EC for\the clinical investidation before
fecruiting subjects and implementing all subsequent amendments, if réquired,

d) perform safety reporting as specified in 9.8, and
e) promptly report any deviations from the CIP that affect the rights, safety or well-being of the qubject or the
scientific integrity of the clinical investigation, including those which occur under| emergency

circumstances, if required by the EC, CIP or national regulations.

In pdrticular circumstances, the communication with the EC can be performed by the sponsor, pgrtly or in full,
in which case the sponsor shall keep the principal investigator informed.

9.5 | Informed consent process
The principal investigator shall
a) fomply with the requirementsispecified in 4.7,

b) ensure compliance with,the applicable regulatory requirements and ethical principles for the process of
bbtaining informed consent, and

c) ensure and document appropriate training if an authorized designee is appointed to conduct the informed
consent process.

9.6 | Compliance with the CIP

The pfincipal investigator shall

a) indicate his/her acceptance of the CIP in writing,
b) conduct the clinical investigation in compliance with the CIP,

c) create and maintain source documents throughout the clinical investigation and make them available as
requested during monitoring visits or audits,

d) ensure that the investigational device is used solely by authorized users as specified in 6.2, and in
accordance with the CIP and instructions for use,

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

9.7 Medigal care of subjects

The principa] investigator shall

a)

f)

30

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

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

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

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

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

maintain the device accountability records,

allow arld support the sponsor to perform monitoring and auditing activities,

be accepsible to the monitor and respond to questions during monitoring visits,

allow arld support regulatory authorities and the EC when performing auditing activities,
ensure {hat all clinical-investigation-related records are retained as specified in 7.4, and

sign the|clinical investigation report, as specified in 7.3.

provide | adequate medical care to a subjectiduring and after a subject's participation in a clinical
investiggation in the case of adverse events;-as described in the informed consent [see 4.7 4. f)],

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

provide [the subject with the necessary instructions on proper use, handling, storage and return gf the
investigational device, when it(is)jused or operated by the subject,

inform the subject of any.new significant findings occurring during the clinical investigation, including the
need for additional medical care that may be required,

provide [the subjéct with well-defined procedures for possible emergency situations related to the clnical
investigation,.and make the necessary arrangements for emergency treatment, including decgding
procedyresor blinded/masked clinical investigations, as needed,

ensure that clinical records are clearly marked to indicate that the subject is enrolled in a particular clinical
investigation,

if appropriate, subjects enrolled in the clinical investigation shall be provided with some means of showing
their participation in the clinical investigation, together with identification and compliance information for
concomitant treatment measures (contact address and telephone numbers shall be provided),

inform, with the subject's approval or when required by national regulations, the subject's personal
physician about the subject's participation in the clinical investigation, and

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

The principal investigator shall

a) record every adverse event and observed device deficiency, together with an assessment,

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

written reports, as specified in the CIP,

c) report to the EC serious adverse events and device deficiencies that could have led to a serious adverse
fevice effect, If required by the national regulations or CIP or by the EC,

d) freport to regulatory authorities serious adverse events and device deficiencies that gould Have led to a
serious adverse device effect, as required by the national regulations, and

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

Clinical investigation plan (CIP)

A.1 General

A.1.1 Intra

This annex
example the

The contenf]
together with

A.1.2 Iden

Version
Summa

Version

on each

A.1.3 Spol

Name and a

NOTE

f

Title of {

Referen

duction

IB, such documentation shall be referenced in the CIP and shall be made available-on reque

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

fification of the clinical investigation plan

he clinical investigation.

ce number identifying the specific clinical investigation, if\any.
or date of the CIP.

[y of the revision history in the case of amendmeénts.

issue number and reference number, if any, with the page number and the total number of pj
page of the CIP.

nsor
Hdress of the sponsor of the-clinical investigation.

the sponsor is not resident in the country (countries) in which the clinical investigation is to be carrie

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

5t.

of a CIP and any subsequent amendments shall include all the topics'listed in this amnex,

ages

i out,

the name angl address of a represéntative in that country (those countries) can be required according to natiofal or

regional regul

A.1.4 Prin

a)

Name, address, and professional position of

tions.

cipal investigator, coordinating investigator and investigation site(s)

1)
2)

prir

b)

c)

cipatinvestigator(s);

coordinating investigator, if appointed
Name and address of the investigation site(s) in which the clinical investigation will be conducted.

Name(s) and address(es) of other institutions involved in the clinical investigation.

The sponsor shall maintain an updated list of principal investigators, investigation sites, and institutions. This
list can be kept separately from the CIP. The definitive list shall be provided with the clinical investigation
report (see Annex D).
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A.1.5 Overall synopsis of the clinical investigation

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

NOTE It might be useful to include a flow chart showing the key stages of the clinical investigation or any other
information that can be of value for the conduct of the clinical investigation.

A.2 ldentification and description of the investigational device

a) pummary description of the investigational device and its intended purpose.
b) Petails concerning the manufacturer of the investigational device.

c) Name or number of the model/type, including software version and accessories, if any, fo permit full
dentification.

d) Pescription as to how traceability shall be achieved during and after theZclinical investigation | for example
Dby assignment of lot numbers, batch numbers or serial numbers.

e) |ntended purpose of the investigational device in the proposediclinical investigation.
f)  [The populations and indications for which the investigational*device is intended.

g) Pescription of the investigational device including any~materials that will be in contact with tissues or body
luids. (This shall include details of any medicinal\products, human or animal tissues or theif derivatives,
br other biologically active substances.)

h) PBummary of the necessary training and expéerience needed to use the investigational device.

i) Pescription of the specific medical ersurgical procedures involved in the use of the investigatjonal device.

A.3| Justification for the design of the clinical investigation

Justification for the desjgn_of the clinical investigation, which shall be based on the conclugions of the
evaldiation, as specified'in-5.3, and shall comprise

a) fan evaluation(of'the results of the relevant pre-clinical testing/assessment carried out to justify the use of
he investigational device in human subjects, and

b) fn evaluation of clinical data that are relevant to the proposed clinical investigation.

A.4 Risks and benefits of the investigational device and clinical investigation
a) Anticipated clinical benefits.

b) Anticipated adverse device effects.

¢) Residual risks associated with the investigational device, as identified in the risk analysis report.
d) Risks associated with participation in the clinical investigation.

e) Possible interactions with concomitant medical treatments.
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f)  Steps that will be taken to control or mitigate the risks.

g) Risk-to-benefit rationale.

NOTE The risk management process, which includes risk analysis, risk-to-benefit assessment and risk control is
described in ISO 14971.

A.5 Objectives and hypotheses of the clinical investigation

a) Objectives, primary and secondary.

b) Hypothgses, primary and secondary, to be accepted or rejected by statistical data from the. cl|nical
investiggtion.

c) Claims and intended performance of the investigational device that are to be verified.

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

A.6 Design of the clinical investigation

A.6.1 General

a) Description of the type of clinical investigation to be performed;(e.g. comparative double-blind, pgrallel
design, with or without a comparator group) with rationale for.the choice.

b) Description of the measures to be taken to minimize' or avoid bias, including randomization| and
blinding/masking.

c) Primary|and secondary endpoints, with rationale for their selection and measurement.
d) Method$ and timing for assessing, recording} and analysing variables.

e) Equipment to be used for assessing.the clinical investigation variables and arrangements for monitpring
maintenance and calibration.

f)  Any profedures for the replacement of subjects.

A.6.2 Invegtigational device(s) and comparator(s)

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

b) Justificdtion‘ofithe choice of comparator(s).

c) List of any other medical device or medication to be used during the clinical investigation.

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

A.6.3 Subjects
a) Inclusion criteria for subject selection.
b) Exclusion criteria for subject selection.

c) Criteria and procedures for subject withdrawal or discontinuation.
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d) Point of enrolment.

e) Total expected duration of the clinical investigation.

f)  Expected duration of each subject's participation.

g) Number of subjects required to be included in the clinical investigation.

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

A.6.4 Procedures

a) Pescription of all the clinical-investigation-related procedures that subjects undergo during
nvestigation.

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

c) Any known or foreseeable factors that may compromise the outcome of the-clinical investi
nterpretation of results.

EXAMPLE Factors include subject baseline characteristics, concomitant,"medication, the use of

devices and subject-related factors such as age, gender or lifestyle. The ¢nethods for addressing these
clinicgl investigation, for example by subject selection, clinical investigation design (such as stratified randon
statisfical analysis shall be described.

The

follow-up period during the clinical investigation shall permit the demonstration of perform

peridd of time sufficient to represent a realistic test of the-performance of the investigational devi

any

The

fisks associated with adverse device effects over that'period to be identified and assessed.

CIP shall specifically address what medical care, if any, will be provided for the subjects afte

invegtigation has been completed.

A.6.

b Monitoring plan

Gengral outline of the monitoring plan to be followed, including access to source data and the exts

data

NOT

A7
With
a)
b)
c)
d)
e)
f)

)]

verification planned.

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

Statistical considerations
reference\io A.5 and A.6, the description of and justification for

statistical design, method and analytical procedures,

) the clinical

pation or the

bther medical
factors in the
hization) or by

ance over a
ce and allow

r the clinical

pnt of source

sample size,

the level of significance and the power of the clinical investigation,
expected drop-out rates,

pass/fail criteria to be applied to the results of the clinical investigation,
the provision for an interim analysis, where applicable,

criteria for the termination of the clinical investigation on statistical grounds,

© 1SO 2011 — All rights reserved

35


https://standardsiso.com/api/?name=7f2e199f4c037ca34c159424c3ffe436

ISO 14155:2011(E)

h)

procedu

res for reporting any deviation(s) from the original statistical plan,

the specification of subgroups for analysis,

procedu

res that take into account all the data,

the treatment of missing, unused or spurious data, including drop-outs and withdrawals,

the exclusion of particular information from the testing of the hypothesis, if relevant, and

in multicentre clinical investigations, the minimum and maximum number of subjects to be included for

each ceptre.
Special reaqoning and sample size(s) may apply for the early clinical investigation(s), e.g. feasibility cl
investigation((s).
A.8 Data management
a) Procedyres used for data review, database cleaning, and issuing and resolving data queries.
b) Procedyres for verification, validation and securing of electronic clinical data systems, if applicable.
c) Procedyres for data retention.
d) Specified retention period.
e) Other agpects of clinical quality assurance, as appropriate}
A.9 Amendments to the CIP

Description ¢f the procedures to amend the CIP.

A.10 Dey

a)

b)
c)

d)

Statemsd
4.5.4b)

Procedd

riations from clinical investigation plan

nt specifying that thesinvestigator is not allowed to deviate from the CIP, except as specifi

res for recarding, reporting and analysing CIP deviations.

Notificafion requirements and time frames.

Correcti

vé-and preventive actions and principal investigator disqualification criteria.

nical

2d in

A.11 Device accountability

Description of the procedures for the accountability of investigational devices as specified in 6.9.

A.12 Statements of compliance

a)

36

Statement specifying that the clinical investigation shall be conducted in accordance with the ethical
principles that have their origin in the Declaration of Helsinki (see Reference [8]).

© 1SO 2011 — All rights reserved


https://standardsiso.com/api/?name=7f2e199f4c037ca34c159424c3ffe436

ISO 14155:2011(E)

b) Statement specifying compliance with this International Standard and any regional or national regulations,
as appropriate.

c) Statement specifying that the clinical investigation shall not begin until the required approval/favourable
opinion from the EC or regulatory authority have been obtained, if appropriate.

d) Statement specifying that any additional requirements imposed by the EC or regulatory authority shall be
followed, if appropriate.

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

A.13 Informed consent process

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

b) Pescription of the informed consent process in circumstances where the subject is unable to give it; in the
case of emergency treatment, the items specified in 4.7.3.4 shall be included.

A.14 Adverse events, adverse device effects and device deficiencies
a) Pefinitions of adverse events and adverse device effects.
b) Pefinition of device deficiencies.

c) Pefinitions of serious adverse events and sefious adverse device effects and, where |appropriate,
inanticipated serious adverse device effects.

d) [lime period in which the principal investigator shall report all adverse events and device dgficiencies to
he sponsor and, where appropriate, ta ECs and the regulatory authority.

e) Petails of the process for reporting adverse events (date of the adverse event, treatmen}, resolution,
bssessment of both the serioushiess and the relationship to the investigational device).

f)  Details of the process for reporting device deficiencies.

g) List of foreseeable\adverse events and anticipated adverse device effects, together with their likely
ncidence, mitigation or treatment.

h) Emergency contact details for reporting serious adverse events and serious adverse device gffects.

i) |nformation regarding the DMC, if established.

A.15 Vulnerable population

a) Description of the vulnerable population.

b) Description of the specific informed consent process.
c) Description of the EC's specific responsibility.

d) Description of what medical care, if any, will be provided for subjects after the clinical investigation has
been completed.
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A.16 Suspension or premature termination of the clinical investigation

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

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

c) Requirements for subject follow-up.

A.17 Publication policy
a) Statemgnt indicating whether the results of the clinical investigation will be submitted for publication.

b) Statemgnt indicating the conditions under which the results of the clinical investigation Will be offergd for
publicatjon.

A.18 Bibliography

List of bibliographic references pertaining to clinical investigation.
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B.1

B.1.Introduction

If the
such

The

B.1.

f)

B.1.

Nam

ISO 141

Annex B
(normative)

Investigator's brochure (IB)

General

55:2011(E)

required information of the IB is provided in other documentation (e.g. the CIP or instructi
documents shall be referenced in the IB and shall be made available upon request.

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

R ldentification of the IB

Name of the investigational device.
Document reference number, if any.
Version or date of the IB.

Confidentiality statement, if appropriate.

Summary of the revision history in the case of @mendments, if appropriate.

bages on each page of the IB.

B Sponsor/manufacturer

e and address of the spopser'or manufacturer of the investigational device.

Investigational device information

Summary of-ihe literature and evaluation supporting the rationale for the design and intende
nvestigational device.

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

bns for use),

A version/issue number and reference number, if any, with the page number and the total number of

d use of the

d) Summary of relevant manufacturing processes and related validation processes.

General description or the investigational device and Its components Including materials used.

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

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

g) Description of the intended clinical performance.
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B.3 Preclinical testing

Summary of the preclinical testing that has been performed on the investigational device, together with an
evaluation of the results of such testing justifying its use in human subjects.

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

a) design calculations,

b) in vitro tests,

c) mechanjcal and electrical tests,
d) reliability tests,
e) validatign of software relating to the function of the device,

f) any pert

g) exvivo

ormance tests,

ests, and

h) an evaldation of biological safety.

NOTE G

B.4 Exist
a) Summa
that hay

the inve

Lidance on the biological evaluation of medical devices is given in ISO 10993-1[2],

ng clinical data

ry of relevant previous clinical experience with«the investigational device and with medical de
e similar characteristics, including such characteristics that relate to other indications for u
Stigational device.

b) Analysig of adverse device effects and any history of modification or recall.
B.5 Risk management
a) Summary of the risk analysis;Ancluding identification of residual risks.

b) Resultg

c) Anticipa

f the risk assessment.

ted risks «contra-indications, warnings, etc. for the investigational device.

B.6 Regulatory and other references

vices
5e of

a) List of International Standards, if any, complied with in full or in part.

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

c) List of references, if relevant.

40
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C.A

ISO 141

Annex C
(informative)

Case report forms (CRFs)

General

CRF
inveq
optic
shou

C.2

C.2.1 Overall considerations

The
grou

The

thos¢ who transcribe the data into other systems.

The

.2 Cover page/login screen

.B Header or‘footer/e-CRF identifier

5 are established to implement the CIP, to facilitate subject observation and to record
tigational device data during the clinical investigation according to the CIP. They can‘\exis
al, or electronic documents and can be organized into a separate section for each subjec
Id reflect the CIP and take account of the nature of the investigational device.

Content and format

CRFs can be organized such that they reflect all the data from'a/single procedure or a single
ping that makes clinical or chronological sense.

format of CRFs should be such as to minimize errors, that can be made by those who en

Hata categories and format listed in this annex.¢an be considered when designing CRFs.

Name of sponsor or sponsor logo.
CIP version and date (if required).
Version number of CRFs.

Name of clinical investigation or reference number (if applicable).

Name. of the clinical investigation or reference number.

55:2011(E)

subject and
t as printed,
t. The CRFs

visit or other

ter data and

\Version number of CRFs.

Investigation site/principal investigator identification number.

d) Subject identification number and additional identification such as date of birth or initials, if allowed by
national regulations.

e) CRF number or date of visit or visit number.

f)  Page/screen number of CRF and total number of pages/screens (e.g. “page x of xx”).

NOTE To avoid repeat entries, it is possible to pre-print or pre-programme some of the elements above.
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C.2.4 Types of CRF

The following is a suggested list of CRFs that may be developed to support a clinical investigation. This is not

an exhaustive list and is intended to be used as a guideline.

a)

Screening.

Documentation of subject's informed consent.

Inclusion/exclusion.

Baseling Vvisit:

1) den
2) me
3) rele
4) dat
5) oth
Interven
Follow-y
Clinical
Adverss
Device
Conconi
Unsche
Subject
Subject

Form s
authoriz

CIP dey

hographics;

lical diagnosis;

vant previous medications or procedures;
e of enrolment;

er characteristics.

tion(s) or treatment(s).

p visit(s).

nvestigation procedure(s).
event(s).

Heficiencies.

itant illness(es)/medication(s).
Huled visit(s).

diary.

withdrawal or lost-to follow-up.

ed designee'.

iation(s).

gnifying the,end of the clinical investigation, signed by the principal investigator or hi

s/her

C.3 Procedural issues

A system should be established to enable cross-referencing of CRFs and CIP versions.

Supplemental CRFs may be developed for collecting additional data at individual investigation sites in
multicentre investigations.
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D.A1

ISO 14155:2011(E)

Annex D
(informative)

Clinical investigation report

General

This
statis

The

D.2

The

tical analysis and results of a clinical investigation.

ormat given here may be used in interim, progress, annual, or final reports if such reports arg

Cover page
itle page should contain the following information:

itle of the clinical investigation;

dentification;

subject population;
hame and contact details of sponsor or sponsor's representative;
CIP identification;

hame and department of coordinating investigator and names of other relevant parties,
piostatistician, laboratory personnel;

statement indicating whether the clinical investigation was performed in accordance with this
Standard or any othérapplicable guidelines and applicable regulations;

Hate of report;

author(s)of)report.

D.3

Table of contents

The table of contents should include the following information:

annex specifies the contents of the clinical investigation report that describes the desigr||, execution,

required.

dentification of the investigational devices, including, names, models, etc. as relevant for complete

f not clear from the title, a single sentence describing the design, comparison, period, usage /method, and

e.g. experts,

International

a) the page number or locating information of each section, including summary tables, figures, and graphs;

b) alist of appendices and their location.
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D.4 Summary

The summary should contain the following items:

a) the title of the clinical investigation;

b) an introduction;

c) the purpose of the clinical investigation;

ion of the clinical investigation population;

d) descript
e) the clini
f) theresu
g) thecon
h) the date
i) the com

prematy

Cal investigation method used;

Its of the clinical investigation;
lusion;

of the clinical investigation initiation;

pletion date of the clinical investigation or, if the clinical investigation.is discontinued, the dg
re termination.

D.5 Introduction

The introdu
developmen

ttion should contain a brief statement placing thé. clinical investigation in the context o
of the investigational device and relating the .critical features of the clinical investigation

objectives and hypotheses, target population, treatment andollow-up duration) to that development.

Any guidelin
the sponsor
identified or

es that were followed in the development of the CIP or any other agreements/meetings bet
and regulatory authorities that are (relevant to the particular clinical investigation shoul
Hescribed.

D.6 Investigational device and'methods

D.6.1 Invegtigational device-description

The descript

a) adescri

on of the investigational device should contain the following points:

ption of the)investigational device;

b) theinte

ded use of the investigational device(s);

te of

f the

veen
d be

c) previousiniended uses or indicafions for use, if relevant;

d) any changes to the investigational device during the clinical investigation or any changes from the IB,
including

1) raw materials,

2) software,

3) components,

4) shelf-life,
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5) storage conditions,
6) instructions for use, and

7) other changes.

D.6.2 Clinical investigation plan (CIP)

ISO 14155:2011(E)

A summary of the CIP, including any subsequent amendment(s) with a rational for each amendment, should

be provided. The summary should include a brief description of the following points:

a) the clinical investigation objectives;

b) {he clinical investigation design including

1) the type of clinical investigation, and

P) the clinical investigation endpoints,

c) the ethical considerations;

d) the data quality assurance;

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

P)  sample size;

f)  the treatment and treatment allocation schedule;

g) fany concomitant medications/treatments;

h) the duration of follow-up;

i) fhe statistical analysis including

1) the clinical investigation hypothesis or pass/fail criteria,
P) a sample size-calculation, and

B) statisticatanalysis methods.

D.7 | Results

The results report should include the following points:

a) the clinical investigation initiation date;

b) the clinical investigation completion/suspension date;
c) the disposal of subjects and investigational devices;
d) the subject demographics;

e) CIP compliance;
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f) an analysis, which includes
1) a performance analysis provided for in the CIP,
2) a summary of all adverse events and adverse device effects, including a discussion of the severity,
treatment needed, resolution and relevant principal investigator's judgment concerning the causal

relationship with the investigational devices or procedure,

3) a table compiling all observed device deficiencies that could have led to a serious adverse device
effect, and any corrective actions taken during the clinical investigation, if any,

4) an{mmmmmmmmmmmups),
as qppropriate,

5) an pccountability of all subjects with a description of how missing data or deviation(s) were’dealf with
in the analysis, including subjects

i) | not passing screening tests,
ii) | lost to follow-up,

iii) | withdrawn or discontinued from the clinical investigation and the'reason.

D.8 Discyssion and overall conclusions

The conclusfons should include the following points:

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

b) an assessment of risks and benefits;

c) adiscugsion of the clinical relevance and importance of the results in the light of other existing data;

d) any specific benefits or special precautions required for individual subjects or groups considered to pe at
risk;

e) any implications for the conduct of future clinical investigations;

f)  any limifations of the clinical investigation.

D.9 Abbreviated terms and definitions

A list of abbrleviated terms and definitions of specialized or unusual terms should be provided.

D.10 Ethics

The ethics report should include the following points:
a) a confirmation that the CIP and any amendments to it were reviewed by the EC (if required);

b) alist of all ECs consulted (can be given in an annex; see D.13).
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