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Foreword

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

Intermational Standards are drafted in accordance with the rules given in the ISO/IEC Directives, Part 2.

The main task of technical committees is to prepare International Standards. Draft _International Standards
adopted by the technical committees are circulated to the member bodies fer\Voting. Publigation as an
Interpational Standard requires approval by at least 75 % of the member bodiescasting a vote.

Attention is drawn to the possibility that some of the elements of this document may be the subject of patent
rightg. ISO shall not be held responsible for identifying any or all such patent rights.

ISO 14155 was prepared by Technical Committee ISO/TC 194, Biological evaluation of medical devices.

This [second edition cancels and replaces the first edition>of ISO 14155-1:2003 and the fifst edition of
ISO 14155-2:2003, which have been technically revised.
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https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f



https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f

INT

ERNATIONAL STANDARD ISO 14155:2011(E)

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

1

This
of cl

Scope

for relgulatory purposes.

The

be fa

principles set forth in this International Standard also apply to all other clinical investigation

natiopal regulations.

This

It do

NOT

nternational Standard specifies general requirements intended-to
protect the rights, safety and well-being of human subjects;

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

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

assist sponsors, investigators, ethics cemmittees, regulatory authorities and other bodies in
¢onformity assessment of medical devieés.

@s not apply to in vitro diagnostic medical devices.

H Standards developedby 1SO/TC 194 are intended to be applied to medical devices. Users of th

Standard will need to consider-whether other standards and/or requirements also apply to the investigati
under| consideration.

2

The

ormative references

ollowing=>referenced documents are indispensable for the application of this documen

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

ISO

nternational Standard addresses good clinical practice for the design, conduct, recording @and reporting
inical investigations carried out in human subjects to assess the safety or performance of medical devices

5 and should

llowed as far as possible, considering the nature of the clinical investigation and the requirements of

investigation

volved in the

s International
onal device(s)

t. For dated
e referenced

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 This definition includes adverse events resulting from insufficient or inadequate instructions for use,
deployment, implantation, installation, or operation, or any malfunction of the investigational medical device.

NOTE2 TH

medical devicg.

3.2

adverse event

AE

any untoward medical occurrence, unintended disease or injury, or untoward clinical signs (including abn
dings) in subjects, users or other persons, whether or not related to, the investigational medical

laboratory fin

device

NOTE 1 TH
NOTE 2  Th
NOTE 3 Fd
3.3

audit

systematic in
whether thes
to the CIP, st

3.4

blinding/magsking

procedure in
assignment(s

NOTE Si
usually refers
treatment assi

3.5

case report
CRFs

set of printe

is definition includes any event resulting from use error or from intentional misuse of the investiga

b

is definition includes events related to the investigational medical device‘or the comparator.

is definition includes events related to the procedures involved.

dependent examination of activities and decuments related to clinical investigation to dete
e activities were conducted, and the data‘recorded, analysed and accurately reported, accd
andard operating procedures, this International Standard and applicable regulatory requirem

which one or more parties to the clinical investigation are kept unaware of the trea

)

hgle blinding usually.refers to the subject(s) being unaware of the treatment assignment(s). Double bl
to the subject(s), investigator(s), monitor and, in some cases, centralized assessors being unaware
pgnment(s).

forms

,“optical or electronic documents for each subject on which information to be reported

r users or other persons, this definition is restricted to event§’related to investigational medical devices.

tional

brmal

mine
rding
ents

ment

nding
of the

p the

sponsor is re

3.6

corded, as required by the CIP

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

NOTE “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 investigation report

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

3.9
clini¢al performance
behayiour of a medical device or response of the subject(s) to that medical devicenin-relation tq its intended
use, when correctly applied to appropriate subject(s)

3.10
comparator
medigal 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
persgn or organization contracted by the sponsor to. perform one or more of the sponsor's clinical
investigation-related duties and functions

3.12
coordinating investigator
invegtigator who is appointed by the sponsar;to coordinate work in a multicentre clinical investigation

3.13
datamonitoring committee
DMC
independent committee that may be established by the sponsor to assess, at intervals, the progress of the
clinicpl investigation, the safety data or the critical performance endpoints and to recommend|the sponsor
whether to continue, suspend, modify, or stop the clinical investigation

NOTH ExampleS.of’DMCs are “data safety monitoring board (DSMB)” or “data safety monitoring committee (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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3.18

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”, “i
ethics committ

3.19
hypothesis

ees or similar institutions vary by country or region.

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

testable statlement, resulting from the objective, regarding the investigational medical device safety or

performance
results of the

NOTE TH
parameters arf
can also be eV

3.20

independen
not involved
order to avoi

3.21

informed consent process

process by
investigation

NOTE In

3.22
investigatio
institution or

NOTE Fd

3.23
investigatio
medical devi

NOTE1 TH
populations, n

that is used to design the clinical investigation and that can be accepted or rejected.bas
clinical investigation and statistical calculations

e primary hypothesis is the determinant of the investigational medical device safetfy-or perforr
d is usually used to calculate the sample size. Secondary hypotheses concerning,other points of in
aluated.

i
in the conduct of a clinical investigation, except for their specifically assigned responsibiliti
I bias or a conflict of interest

vhich an individual is provided information and is¥asked to voluntarily participate in a c
ormed consent is documented by means of a written, signed and dated informed consent form.

n site

Site where the clinical investigationtis carried out

r the purpose of this Internatiohal*Standard, “investigation site” is synonymous with “investigation cent
hal medical device

Ce being assessedAfor safety or performance in a clinical investigation

is includes medical devices already on the market, that are being evaluated for new intended uses
ew material$yor design changes.

thisdnternational Standard, the terms “investigational medical device” and “investigational device” are
N/

d on

hance
terest

BS, in

inical

(D-.

, hew

used

NOTE2 In
interchangeab
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-

NOTE

An

related decisions

individual member of the investigation site team can also be called

“co-investigator”.

“sub-investigator”

or

© 1SO 2011 — All rights reserved
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investigator's brochure

1B

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

3.26
legal

ly 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

3.27

maImection

failur
acco

3.28

e of an investigational medical device to perform in accordance with its intended purpose \
dance with the instructions for use or CIP

medical device

any i
relatd

a)

b) w
[

NOTH
Stand

3.29

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

tT;[ended by the manufacturer to be used, alone or in combination, for human beings for on

e specific purpose(s) of

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

) diagnosis, monitoring, treatment, alleviation of, ogr€éompensation for, an injury,

) investigation, replacement, modification, or,support of the anatomy or of a physiological
}) supporting or sustaining life,

) control of conception,

) disinfection of medical devices, and

hich does not achieve (its—primary intended action in or on the human body by pha
mmunological or metabolic means, but which may be assisted in its intended function by sug

The term “médical 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.

mon
act

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

reponted. in accordance with the CIP, written procedures, this International Standard, and th

vhen used in

er similar or

e or more of

process,

rmacological,
h means

5 International
).

pcorded, and
e applicable

reguL +nry rnqlnrnmnnfc

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

objective

main

©1SO

purpose for conducting the clinical investigation

2011 — All rights reserved


https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f

ISO 14155:2011(E)

3.32
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 If a clinical investigation is conducted by a team of individuals at an investigation site, the principal investigator
is responsible for leading the team.

NOTE 2 Whether this is the responsibility of an individual or an institution can depend on national regulations

3.34
randomizatipn
process of agsigning subjects to the investigational medical device or comparator groups using'an establjshed
recognized sfatistical methodology to determine the assignment in order to reduce bias

3.35
recruitment
active efforts|to identify subjects who may be suitable for enrolment into the clinical investigation

3.36
serious adverse device effect
SADE
adverse device effect that has resulted in any of the consequences characteristic of a serious adverse event

3.37
serious adverse event
SAE
adverse event that

a) led to dgath,

b) led to sdrious deterioration in the health of the subject, that either resulted in
1) alife-threatening illness or injury,)or
2) apermanent impairment of a body structure or a body function, or
3) in-pptient or prolonged-hospitalization, or

4) medical or surgical-intervention to prevent life-threatening iliness or injury or permanent impaifment
to a|body strueture or a body function,

c) led to fogtal distress, foetal death or a congenital abnormality or birth defect

NOTE Planned hospitalization for a pre-existing condition, or a procedure required by the CIP, without sgrious
deterioration in health, is not considered a serious adverse event.

3.38

source data

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 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
investigation.

6 © 1SO 2011 — Al 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

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

unanticipated serious adverse device effect

USADE

serious adverse device effect which by its nature, incidence, severity or outcome has not been idéntified in the
current version of the risk analysis report

NOTH Anticipated serious adverse device effect (ASADE) is an effect whichvby its nature, inciden¢e, severity or
outcome has been identified in the risk analysis report.

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

NOTH 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.
[ISO14971:2007, definition 2.27]

3.44
vulngrable subject
individual whose willingness tgd Vvolunteer in a clinical investigation could be unduly influehced by the
expegtation, whether justified ‘op not, of benefits associated with participation or of retaliatory rgsponse from
senigr members of a hierarChy‘in case of refusal to participate

EXAMPLE Individuals with lack of or loss of autonomy due to immaturity or through mental disabilfty, persons in
nursirlg homes, children, impoverished persons, subjects in emergency situations, ethnic minority grodps, homeless
persops, nomads,réfugees, 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, subordinatg hospital and
laborgtory personnel, employees of the sponsor, members of the armed forces, and persons kept in detentid

>

4 Ethicat iderati

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

Compensating subjects for costs resulting from participation in the clinical investigation (e.g. transportation)

may be apprppriate if allowed by national regulations, but the compensation shall not be so large as to u

encourage tHe subjects to participate.

Arrangements for additional health care for subjects who suffer from an adverse event @s-a res

participating jn the clinical investigation shall be made and documented.

NOTE Sych arrangements can be subject to national regulations.

4.4 Responsibilities

All parties involved in the conduct of the clinical investigation shall share the responsibility for its €

conduct in agcordance with their respective roles in the clinical investigation.
4.5 Communication with the ethics committee (EC)

4.5.1 General

If national or|regional EC requirements are less strict than-the requirements of this International Standar

nduly

blt of

thical

d, the

sponsor shall apply the requirements of this International' Standard to the greatest extent possible, irrespgctive

of any lesserfrequirements, and shall record such efforts.

4.5.2 Initia] EC submission

As a minimumn, the following information‘and any amendments shall be provided to the EC:
a) CIP;
b) IB or eqyivalent documentation;

c) informed| consent foftn-and any other written information to be provided to subjects;

d) procedures forrecruiting subjects and advertising materials, if any;

e) a copy of 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,
whichreverisTmorestringerTt:

a) gerious adverse events;

b) requests for deviations, and reports of deviations, if the deviation affects subject'stights, safety and well-
being, or the scientific integrity of the clinical investigation;

Under emergency circumstances, deviations from the CIP to protect thel rights, safety and jwell-being of
luman subjects may proceed without prior approval of the sponsor andthe EC. Such deviations shall be
documented and reported to the sponsor and the EC as soon as possible.
C) progress reports, including safety summary and deviations;

d) gmendments to any documents already approved by the EC;

NOTE For non-substantial changes [e.g. minor logistical or administrative changes, change |of monitor(s),
telephone numbers, renewal of insurance] not affecting the rights, safety and well-being of human qubjects or not
related to the clinical investigation objectives or endpoints, a simple notification to the EC and, whele appropriate,
regulatory authorities can be sufficient.

e) if applicable, notifications of suspensions or premature termination;

f)  if applicable, justification and requestifor resuming the clinical investigation after a suspension;

g) ¢linical investigation report orits'summary.

4.5.5( Continuing information to be obtained from the EC

As a|minimum, during(he clinical investigation, the following information shall be obtained in writing from the
EC prior to implementation:

QO
~
o)

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

approval of the request for deviations that can affect the subject's rights, safety and wellibeing or the
gcientific 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.

© 1SO 2011 — All rights reserved 9
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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 linfermed copsent
process

b) include gll aspects of the clinical investigation that are relevant to the subject's-decision to partigipate
throughaut the clinical investigation,

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

f)  provide pmple time for the subject to read and understand the informed consent form and to consider
participgtion in the clinical investigation,

g) include personally dated signatures of the subject and the principal investigator or an authorized des|gnee
responsi|ble for conducting the informed consefnt process,

h) provide fthe subject with a copy of the signed and dated informed consent form and any other written
informatfon,

i) show how informed consent will.be“obtained and recorded in special circumstances (see 4.7.3) whefe the
subject is unable to provide it-him- or herself, and

j) ensure jmportant new¢information is provided to new and existing subjects throughout the clinical
investigation.

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

4.7.3 Spectatcircumstancesforinformed-—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

possible because of the subject's medical condition, the informed consent of the subject's legal

repr

Whe
repre
CIP g

Arrar
a)

p

[«

b)

The 5
cond

The principal investigator may enroll a subject without obtaining the informed consent of the subj

linical investigations involving emergency treatments, when prior informed consent of the 3
entative, if present, shall be requested.
it is not possible to obtain prior informed consent from the subject, and the subject's lega
sentative is not available, the subject may still be enrolled if a specific process,has been de
s given in A.13 b).
gements shall be made to inform the subject or legally authorized representative, as soon as
bout the subject's inclusion in the clinical investigation, and

bout all aspects of the clinical investigation.

ubject shall be asked to provide informed consent for-continued participation as soon as hi
tion allows.

ubject is not
y authorized

ly authorized
scribed in the

5 possible,

5/her medical

ect 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 gituation;
d) no sufficient clinical benefits are anticipated from the currently available treatment;
e) there is a fair possibility that)the life-threatening risk to the prospective subject can be apoided if the
investigational device is used;
f) dnticipated risks are.otiweighed by the potential benefits of applying the investigational devicg;
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 provigled in writing
and ih_native, 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;
© 1S0O 2011 — Al rights reserved 11
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description of all procedures involving the subject;

aspects 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)
2)
b) Risks an
1)
2)
3)
4)
c) Alternati
1)
d) Confiden
1)
2)
3)
recq
4)
sub
NOTE Adq
regulations.

deS.,liptiun Uf bUllUfitb fUl tiIU bubijt t;ldt udll IUdDUIIdIUiy IU& U)\[Jcbtcul (If tiIUIU ib LILL®)
thenapeutic benefit anticipated, this shall be noted);

destription of potential benefits for others.

destription of residual risks identified by the risk analysis;
desgription of risks associated with the clinical procedures required by the. CIP;
statement that unanticipated risks may occur;

destription of inconveniences.

information on alternative treatments or procedures that may be available to the subject, and
potential benefits and risks.

statement confirming that subject participation is confidential;

statement confirming that reconds identifying the subject will be kept confidential to the extent all
by the law;

statement confirming that’the subject understands that regulatory authorities, EC representative

e procedure(s):

tiality:

direct

H inconveniences for the subject and, when applicable, for an embryo, foetus, or'nursing infgnt:

their

owed

5 and

sponsor's representatives involved in the clinical investigation will have direct access to medical

statement indicating that clinical investigation results may be published without disclosin

rds;

ect's identity.

y the

hional

ditional requirements regarding personal data protection can be requested as per national or re

e) Compensation:

1)

2)

3)

information about provisions for compensation available in the event of injury arising from

part

icipation 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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Information on the role of sponsor's representative in the clinical investigation.
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.

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

at affect the

s 4L 4 ! b 4 [T ol H D DY) Lok 4
SUDJCCLLS CUTTUTTUTU PattitipalUlt stidail U 1TidUtc avdllidbic U U1C SUUJCUL.

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

w N

Tlermination:

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

2) circumstances under which the sponsor can suspend/or “prematurely terminate
investigation.

4.7.5( Informed consent signature

The informed consent signature form shall contain the following:

f)

the voluntary agreement to participate in.the clinical investigation and follow the
instructions;

a statement declaring that refusal of participation incurs no penalty for the subject;
a statement declaring that discontintation at any time incurs no penalty for the subject;
a statement with regard to the)possible consequences of withdrawal;

an acknowledgement. of the information provided and confirmation that all the subject's qu
answered;

a statement confirming that the subject or his/her legally authorized representative agrees
the subject'sirelevant personal data for the purpose of the clinical investigation;

statement confirming that the subject or his/her legally authorized representative agrees t

ormed of the

investigator,

the clinical

nvestigator's

estions were

o the use of

nat sponsor's
ccess to the

epresentatives, regulatory authorities and EC representatives will be granted direct a
gubject'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.

© 1SO 2011 — All rights reserved
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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

shed

conducting
and availabl
identification

The decision|
identified in t
the CIP be b

This risk ana
by their natu

The anticipa
informed con

NOTE Th

5.3 Justif|

The justificat
and the resu

The clinical 6
of the invest
purpose of th
done with ri
evaluation (s

The results (
investigation
consideratior

The clinical i
purpose(s) a
the results

clinica-nvestigation—Fhe—risk-analysis-shal-Hnclude-orreferto-an-objesctivereview-ofpubl
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(
he risk analysis, as well as risk(s) to the subject associated with the clinical procedure requir
blanced against the anticipated benefits to the subjects.

ysis shall also be used as a basis for identifying anticipated adverse device 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).

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

cation for the design of the clinical investigation

on for the design of the clinical investigation-shall be based on the evaluation of pre-clinica
ts of a clinical evaluation.

valuation includes an assessment.and-analysis of clinical data concerning safety or perforn
gational device or similar devices“er therapies. The evaluation shall be relevant to the intg
e investigational device and the_proposed method of use. This is a scientific activity that sh
gour and objectivity according to scientific standards using the principles of GHTF c
e Reference [6]).

f the clinical evaluation shall be used to determine and justify the optimal design of the c
They shall also-help identify relevant endpoints and confounding factors to be taker
, and serve to-justify the choice of comparator(s).

nvestigation'shall be designed to evaluate whether the investigational device is suitable fq
hd the population(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 investid

g an

rized

d the

data

ance
nded
all be
inical

inical
into

r the
b that
ation

objectives.

NOTE

national regulations.

5.4 Clinic

al investigation plan (CIP)

The CIP shall 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)

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

speci

fied in the CIP.

The IB shall be updated throughout the course of the clinical investigation as significant new information
becomes available (e.g. a significant change in risk, etc.).

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

shall

keep all information confidential.

The Il3 shall include the information specified in Annex B.

5.6

CRF3

include information on the condition of each subject upon entering, and during*the course o

inves

A prg
the G

5.7

The

inclugling the strategy for source data verification, based on considerations such as the obje

comy
shall

5.8

Prior
of th
ratiorn

NOTH
invest

5.9

Case report forms (CRFs)
5 shall be developed to capture the data for each enrolled subject as required by the CIP. Th
tigation, exposure to the investigational device and any other therapies (see Annex C).

cedure shall be in place to ensure, that when it is necessary to amend the CIP, the sponso
RFs to determine if an amendment of these forms is also necessary.

Monitoring plan
Sponsor shall assess the extent and nature of monitoring appropriate for the clinical

lexity, size, critical data points and endpoints-ef‘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
b investigation site(s) shall bénverified and documented in an investigation site selectior]

C

ale for selecting an investigatjon site shall be documented.

Investigation site (Selection rationale can be based on prior experience of the sponsor with
igator or the investigation site.

Agreement(s)

Ther

any gther relevant parties (e.g. investigators, CRO(s) and core laboratories), which defines the re
of each party in the clinical investigation. All agreements shall be recorded in writing and signed
all pgrties involved.

shall bé.an agreement between the sponsor and the principal investigator(s)/investigatio

e CRFs shall
, the clinical

r shall review

nvestigation,
tive, design,
assessment

nd adequacy
report. The

the principal

n site(s) and
sponsibilities
and 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

©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.

nd, if
B has

The clinical
required, the
been receivel

nvestigation shall not commence until written approval/favourable ‘opinion from the EC &
relevant regulatory authorities of the countries where the clinical investigation is taking plac
d.

6.2 Investigation site initiation
An initiation |visit for each participating investigation site or, alternatively, an investigator meeting shall be
conducted and documented by the sponsor or monitor at the beginning of the clinical investigation (see §.2.4).
A log shall b initiated identifying names, initials, signatures;;functions, and designated authorizations for the

principal invgstigator and members of the investigation site\team.

6.3 Investigation site monitoring

The conduct

In general, th
in exception
investigation
extensive w
investigation

of the clinical investigation shall be monitored according to the monitoring plan (see 8.2.4).
ere is a need for on-site monitoring before, during, and after the clinical investigation. How
site), in conjunctionwith procedures such as investigator's documented training, meetings

itten guidance or.\telephone communication, can assure appropriate conduct of the ¢
In such circumstances, the sponsor shall provide a justification for omitting the source docy

ever,

al circumstances, the_sponsor may determine that remote monitoring (without visiting the

, and
inical
ment

verification.

6.4 Adverse events and device deficiencies

6.4.1 Advelrse 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) if either suitable action had not been taken,

b) if intervention had not been made, or

c) if circumstances had been less fortunate,

shall

6.5

be reported as specified in 8.2.5 and 9.8.

Clinical investigation documents and documentation

6.5.1

The
docu
shall

Amendments

B, CIP, CRFs, informed consent form and other subject information, or otherclinical
ments shall be amended as needed throughout the clinical investigation, and\a’justificati
be included with each amended section of a document. Proposed amendmients to the

agregd upon between the sponsor and principal investigator, or the ,coordinating inves

amer
and
docu

6.5.2

Each
ident

NOTH
pre-s

6.5.3

Sour
inves

6.6

New

persq
requi
authd

6.7

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

Depending on the clinical investigation design,saslog can be maintained that identifies everyone
reened for potential enrolment in the clinical investigation.

Source documents

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

Additional members'of the investigation site team

members of the investigation site team may be added from time to time at new or existin
nnel should onlyZstart their assignment after receiving adequate training in the clinical
rements and this.raining shall be documented. The names, initials, signatures, functions, an
rizations ofinew personnel shall be documented.

Subject privacy and confidentiality of data

Confi

investigation
bn statement
CIP shall be
tigator. The
d by, the EC

dments to the CIP and the subject's informed consent form shall be noiified to, or approve
egulatory authorities, if required (see 4.5.4). The version number.and date of amendments shall be
mented.

Subject identification log

assigning an

who has been

t the clinical

g sites. New
investigation
d designated

nnfialify of data shall he observed hy all pnrfine involved at all times throu |ghn| it the clinical

nvestigation.

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
publishing 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.

©1SO
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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 d
of the investi

If assignmer

clinical inveg
blinded/mash

6.8.2

The data rep
documents,

recorded dirgctly in the CRFs. The CRFs shall be signed and dated by the principal investigator or h

authorized d
explained if
applies to bo

6.8.3 Electronic clinical data systems

When electr
shall be impl

Recording of data

a)

18

establish
verify an
ensure g
ensure g

ensure
(i.e. mai

maintain

riginal electronic source documents are retained, these shall be signed and dated by a meg
pation site team with a statement that it is a true reproduction of the original source documer

t to a treatment group is blinded/masked in any way, it shall be safeguarded ¢hroughol

stigation, including data entry and processing. Established procedures’)for dec
ed clinical investigations shall be followed.

orted on the CRFs shall be derived from source documents and,bé consistent with these s
bnd any discrepancies shall be explained in writing. The CIP-shall specify which data c4

psignee(s). Any change or correction to data reported oan_a CRF shall be dated, initialeg

necessary, and shall not obscure the original entry (i.esan audit trail shall be maintained
th written and electronic changes or corrections.

bnic clinical databases or remote electronic clinical data systems are used, written proce
Emented to

and document requirements for thejelectronic clinical data system to receive and process d
d validate that the requirements for the electronic clinical data system can be consistently m
ttributability, completeness;, reliability, consistency and logic of the data entered,
ccuracy of reports;,

that data _changes are documented and that there is no deletion of entered

ntain an audit trail, data trail, edit trail),

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

mber
t.

t the
bding

burce
n be
s/her

and
; this

Hures

ata,

%
—

data

Iy,

alict of A pAl i ola oy hava-o ata-th ] drond
A NIST UT TIAividuaisS wio 1iave acvttSS (U tic oo urmT

€Cess

maintai
and privi

leges granted to each user,

ensure that all completed CRFs are signed by the principal investigator or authorized designee,

maintain

adequate backup, retention and retrievability of the data, and

train users on proper use of the system.
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Investigational device accountability

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

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) Te date of Teceipt;

b) ifentification of each investigational device (batch number/serial number or unique code);

c) e expiry date, if applicable,

d) e date or dates of use,

e) subject identification,

f)  date on which the investigational device was returned/explanted ffom subject, if applicable, a
g) the date of return of unused, expired or malfunctioning investigational devices, if applicable.
NOTH Written procedures can be required by national regulations.

6.10| Accounting for subjects

All s

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

If a spbject withdraws from the clinical investigation, the reason(s) shall be recorded. If such with
to prpblems related to the investigational device safety or performance, the investigator shal
subjgct's permission to follow his/her status/condition outside the clinical investigation.

6.11

Audi

to eyaluate compliance” with the CIP, written procedures, this International Standard and th
lptory requirements. These audits may cover all involved parties, systems and facilifies and are
independent of;~and separate from, routine monitoring or quality control functions.

regu

An aydit js\useful

a)

b)

The

Uibjects enrolled in the clinical investigation. (including those withdrawn from the clinical in

Auditing

ts of the clinical ingestigation may be conducted by the sponsor or third parties designated by

estigation or

drawal is due
ask for the

the sponsor
e applicable

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.

© 1SO 2011 — All rights reserved
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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 Suspe

7.1 Susp

711

The sponsor
site or the en

A principal in
clinical inves

If suspicion
by the EC q
assessed. TH

The sponsof
investigator i
part of an in\

If suspensio
promptly infg
sponsor sha
authority.

NOTE Th

regulatory authority.

If, for any feason, the spOnsor suspends or prematurely terminates the investigation at an indi

investigation
the EC is n
termination W

If suspensiorf

Procedure for suspension or premature termination

nsion or premature termination of the clinical investigation

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

igation at the investigation sites for which they are responsible:

f an unacceptable risk to subjects arises during the clinical investigation, or when so instr
r regulatory authorities, the sponsor shall suspend the“clinical investigation while the r
e sponsor shall terminate the clinical investigation if an’unacceptable risk is confirmed.

shall consider terminating or suspending the-participation of a particular investigation s
n the clinical investigation if monitoring or auditing identifies serious or repeated deviations g
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 investigatol
| keep each other informed ofvany communication received from either the EC or the regu

e usual lines of communieation are sponsor <-> principal investigator or sponsor <-> EC, and spons

site, the spofser shall inform the responsible regulatory authority as appropriate and ensur
ptified, either by the principal investigator or by the sponsor. If the suspension or prem
as in the.interest of safety, the sponsor shall inform all other principal investigators.

of premature termination occurs,

vestigator, EC, or regulatory authority may suspend or prematurely terminate participation i

ation

Licted
sk is

te or
n the

and
r and
atory

br <->

idual
b that
ature

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

investigation site, if appropriate.

a)
existing
b)
NOTE
risks.
All activities |
20

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

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

isted in 7.2 shall also be conducted.
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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
inve fignfinn resumes

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

7.2 | Routine close-out
Routine close-out activities shall be conducted to ensure that the principal investigator's records dre complete,
all dpcuments needed for the sponsor's files are retrieved, remaining ¢linical 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,

all CRFs are completed,

TNEY
~

3) all outstanding queries are resolved,

4) the current status of all ongoing adverse’ events is documented,
%) arrangements are made for arghiving and record retention, and
%) documenting disposition of\any:

i) investigational devices;

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

iii) othepglinical investigation materials.

b) Notificatien includes

1) “ngtification to EC, and

2) notification to regulatory authorities, if 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
principal investigators.

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

contant-of tha

rt. If

provide
Nno coorq

In accor
and regy

NOTE 1 Fy

Publication ¢
research, de

NOTE 2 In
thereof, might

7.4 Document retention

The sponsor|
applicable re|
of these do
person/party

NOTE A

detailed in Anfex E.

8 Responsibilities of the sponsor

8.1 Clinic|

Quality assu
sponsor shal

bhaoir clanatirac tndinatina thaie oA~ ANt aath tha o clnieal tnvactiantion rA
e STgratarC o morcatmg e —agroC et wit e Comme O tC— o v e Sstugator—C

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

lance with applicable requirements, the clinical investigation report shall be provided to the
latory authorities.

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

ice development and medical treatment.

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

and principal investigator shall maintain the clinical investigation documents as required b
gulatory requirement(s). They shall take measures to prevent accidental or premature destrd
cuments. The principal investigator or spoensor may transfer custody of records to an
and document the transfer at the investigation site or at the sponsor's facility.

ist of essential clinical investigation documents to be maintained in sponsor and investigation site filg

al quality assurance and quality control

rance and quality control principles shall apply to the processes of the clinical investigation|

Bd.

EC(s)

f positive and negative results of the clinical investigation is encouraged to help guide {uture

esults

y the
ction
other

S are

The

a) implemgnt and-maintain written clinical quality procedures to ensure that the clinical investigation is
designed, conducted and monitored, and that data are generated, documented, recorded and reported in
compliance/with this International Standard, the CIP, any subsequent amendment(s). and any [other
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) select a coordinating investigator, if appropriate, as in the case of a multicentre investigation,

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

e) ensure the members of the investigation site team and their designated authorization(s) are identified in a
Ipg with details, as defined in 6.2,

f)  designate or appoint one or more monitors, or otherwise assume the.résponsibilities of the monitor(s),
nd

oty

g) ensure documentation of training, experience and scientifieyer clinical knowledge for all|the relevant
parties involved in order to adequately conduct the clinical investigation, including training, or]

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

2) device accountability procedures (see 6.9),
3) 1B,

4) CIP,

%) CRFs and instructions for completion,

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

T) sponsor's written{procedures, this International Standard and any applicable regulatory requirements;

h) ¢nsure that, dn_multicentre investigations, all investigators and all other parties involvgd are given
instructions_on-uniformly assessing and documenting clinical and laboratory findings,

ite(s) are described in the CIP and the informed consent form, and that these activities ocfur in such a
ay/that they do not bias the data integrity,

i) 1nsure that any clinical-investigation-related activities of sponsor representative(s) at the |investigation

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 gny required application(s) to begin the clinical investigation in a given country to the appropriate
regulatofy authority(ies) for review, acceptance or permission [as per applicable.(regulatory
requirement(s)],

g) ensure that EC's approval/favourable opinion is obtained and documented, and ‘that appropriate
provisiofns 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 pringipal investigator and have gained the approval/favourable opinion of the EC or regulatory
authority.

8.2.3 Conduct of clinical investigation
The sponsor|shall be responsible for
a) accountability of investigational devices throughout the clinical investigation,

b) documenting correspondence with all parties involved in the clinical investigation, including EC$ and
regulatofy authorities,

c) ensuringd that the clinical investigation is appropriately monitored by determining the extent and natdire of
monitoring, including the strategy for source data verification, based on considerations such as the
objective, design, complexity, size, critical data points and endpoints of the clinical investigation,

d) reviewing the monitoring report(s).and following up any action(s) required in the monitoring report(s] (see
also 8.2{4.7),

e) taking pfompt action to secure compliance with all clinical investigation requirements, and

f)  submitting progressireports, including safety summary and deviations, when requested, to all revigwing
ECs and the regulatory authorities.

8.24 Moniroring

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) @

c) 4

8.2.4

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

team

a) |

NOTH
initiati

dequate qualifications;
dequate resources, including facilities, laboratories, equipment and a qualified investigation

ccess to an adequate number of subjects.

4 Initiation of the investigation site

ave received and understood the requirements and contents of

1) cip,

) 1B,

) the informed consent form,

}) CRFs,

) the instructions for use,

) any written clinical inyestigation agreements, as appropriate,

ave access to an adequate number of investigational devices,

ave been trained\in'the use of the investigational device, and

re familiar-with the responsibilities of the principal investigator, as described in Clause 9.

[r~certain circumstances, an investigator meeting can be conducted instead of, or in addition
on-visit.

site team;

stigation site

to, the on-site

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,

©1SO
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d) investigation site resources, including laboratories, equipment and the investigation site team, remain
adequate throughout the duration of the clinical investigation,

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

f)  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,

g) source documents and other clinical investigation records are accurate, complete, up to date, stored and
maintained appropriately,

h) CRFs and queries are complete, recorded in a timely manner, and consistent with source documentd,

i) approprigte 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
correctigns, additions or deletions to the CRFs,

j) all adverse events and device deficiencies are reported to the sponsor, and all(serious adverse epents
and dev|ce deficiencies that could have led to a serious adverse device effect.aré reported to the sppnsor
without yinjustified delay,

k) all seriolis adverse events and deviations are reported to the EC, if required,

I) the storage and investigational device accountability are correctand the traceability process is peing
followed

m) all other|required reports, notifications, applications, submissions and correspondence are maintairjed in
the invgstigator's files and are accurate, complete, timely, legible, dated and identify the clinical
investigation,

n) maintengnce and calibration of the equipment.televant to the assessment of the clinical investigatfon is
approprigtely performed and documented, where applicable,

0) current laboratory normal values, laboratory certifications, accreditations, or other validations are prgsent
in the inyestigator's file, if required,

p) subject withdrawal has been documented; the monitor shall discuss this with the principal investigafor or
his/her guthorized designee,

q) subject non-compliancewith the requirements stated in the informed consent has been documented; the
monitor ghall discuss_this with the principal investigator or his/her authorized designee,

r) the pringipal investigator and investigation site team are informed and knowledgeable of all relevant
documet updates concerning the clinical investigation, and

s) any correctiveandpreverntive actions, as eeded; trave beemimptementedand-are effective;

8.2.4.6 Close-out activities

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

8.24.7

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 investigator or
other individuals contacted, and
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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
taken to secure compliance.

actions to be

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

clinicpl investigation and shall

a)

f)

g9)

h)

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

sponsor is responsible for the classification of adverse events and ongoing safety eval

eview the investigator's assessment of all adverse events and determine and decument i
eriousness and relationship to the investigational device; in case of disagreement between
nd the principal investigator(s), the sponsor shall communicate both opinions to concerng
efined in ¢), d) and e) below,

o0y (H—

eview all device deficiencies and determine and document in writing whether they could H
gerious adverse device effect; in case of disagreement between the sponsor and
investigator(s), the sponsor shall communicate both opinions<to, concerned parties, as defi
and e) below,

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

eport to regulatory authorities, within the required time period, all serious adverse event
deficiencies that could have led to a seriols adverse device effect, if required by national
the CIP,

in the case of a multicentre~clinical investigation, inform all principal investigators in writ
gerious adverse events at allinvestigation sites that have been reported to the sponsor, an
ey are reported to their-EC, if required by national regulations or the CIP or by the EC,
ore stringent; thisCinformation shall be sent to all the principal investigators within g
stablished based’on the perceived risk as defined in the risk analysis report,

nsure that the EC and the regulatory authorities are informed of significant new informati
linical investigation, and

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

hation of the

writing their
the sponsor
d parties, as

ave led to a
the principal
ned in c), d)

e events and
by national

5 and device
egulations or

feport all relevant safety information.to the DMC, if established, according to written procedures,

ng of all the
1 ensure that
whichever is

time frame

on about the

jous adverse
corrective or

m " . . )
PIeveriive atlurt s TSyunicy.

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

© 1SO 2011 — All rights reserved
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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 sponsor|shall specify in writing any clinical-investigation-related duty or function assumed by the.ex{ernal

organization,
assumed by,

The sponsor
external orgd

8.4 Comn

The sponsor

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

nization.

hunication with regulatory authorities

shall, if required

, and

shall be responsible for verifying the existence of and adherance to written,procedures at the

a) notify of obtain approval from regulatory authorities in the country” where the clinical investigation is
conducted,

b) report on the progress and status of the clinical investigation,-and

c) perform [safety reporting as specified in 8.2.5.

9 Responsibilities of the principal investigator

9.1 General

The role of the principal investigator.is to implement and manage the day-to-day conduct of the clinical

investigation
the clinical in

If the spons
appropriately

9.2 Qualification of the principal investigator

as well as ensure data integrity and the rights, safety and well-being of the subjects involy
vestigation.

br contracts a@nhinstitution to conduct the clinical investigation, the institution shall appoi
qualified pé&rson to be the principal investigator.

ed in

Nt an

The principa in\/ncfigai‘nr 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=cf971f18cd2d0841f33afe2412dc786f

9.3

ISO 14155:2011(E)

Qualification of investigation site

The principal investigator shall be able to demonstrate that the proposed investigation site

a)

b)

9.4

The principal investigator shall

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

has one or more qualified investigators, a qualified investigation site team and adequate facilities for the

foreseen duration of the clinical investigation.

Communication with the EC

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

b) ¢omply with the requirements described in 4.5,

c) ¢btain the written and dated approval/favourable opinion of the EC for the clinical investigation before
recruiting subjects and implementing all subsequent amendments, if required,

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 gubject or the
gcientific integrity of the clinical investigation, including those which occur under| emergency
gircumstances, if required by the EC, CIP or national regulations.

In particular circumstances, the communication with the EC can be performed by the sponsor, partly or in full,

in which case the sponsor shall keep the principal invéstigator informed.

9.5

The principal investigator shall

9.6

The principal investigator shall

a)
b)

c)

Informed consent process

¢omply with the requirements-specified in 4.7,

ensure compliance with~the applicable regulatory requirements and ethical principles for th
obtaining informed cohsent, and

eénsure and document appropriate training if an authorized designee is appointed to conduct
gonsent process:

Compliance with the CIP

e process of

the informed

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

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

available as

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,

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

© 1SO 2011 — All rights reserved

or of the use

29


https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f

ISO 14155:2011(E)

f)

9.7 Medigal care of subjects

The principal 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 the accuracy, completeness, legibility and timeliness of the data reported to the sponsorin the
CRFs and in all required reports,

maintain the device accountability records,

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

be accegsible to the monitor and respond to questions during monitoring visits;

allow anfd support regulatory authorities and the EC when performing auditing activities,
ensure that all clinical-investigation-related records are retained as spécified in 7.4, and

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

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

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

provide fthe subject with the necessary instructions on proper use, handling, storage and return ¢f the
investigational device, when it is used or operated by the subject,

inform the subject of any\pew significant findings occurring during the clinical investigation, including the
need forladditional medical care that may be required,

provide the subject/with well-defined procedures for possible emergency situations related to the clinical
investigation, vand make the necessary arrangements for emergency treatment, including decpding
procedutes’for'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.

© 1SO 2011 — All rights reserved


https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f

ISO 14155:2011(E)

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
greviceeffect; ifrequired by thematiomat regutations or CiPor by the £€;

d) neport to regulatory authorities serious adverse events and device deficiencies that could have led to a
gerious adverse device effect, as required by the national regulations, and

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

Clinical investigation plan (CIP)

A.1 General

A.1.1 Intro

This annex {
example the

The content

together with
A.1.2 Ident
a) Title of t
b) Referen
c) Version
d) Summar
e) Version

on each
A.1.3 Spor

Name and adldress of the sponsor of the,clinical investigation.

NOTE If
the name ang

regional regulations.

A.1.4 Pring

duction

pecifies the content of a CIP. If the required information is written in other documentatio
IB, such documentation shall be referenced in the CIP and shall be made available on reque

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

ification of the clinical investigation plan

ne clinical investigation.

e number identifying the specific clinical investigation, ifiany.
pr date of the CIP.

y of the revision history in the case of amendments.

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

sor

he sponsor is not resident in the country (countries) in which the clinical investigation is to be carrig
address of a représentative in that country (those countries) can be required according to natio

tipal investigator, coordinating investigator and investigation site(s)

ddress, and professional position of

n, for
st.

hnex,

ages

d out,
hal or

a) Name, 4
1) prin
2)

b)

c) Name(s)

cipal invesfigator(s),

coordinating investigator, if appointed

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

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) $ummary description of the investigational device and its intended purpose.
b) Details concerning the manufacturer of the investigational device.

c) IName or number of the model/type, including software version and accesseries, if any, fo permit full
identification.

d) [Description as to how traceability shall be achieved during and after the_elinical investigation} for example
by assignment of lot numbers, batch numbers or serial numbers.

e) Intended purpose of the investigational device in the proposed e¢linical investigation.
f)  The populations and indications for which the investigational device is intended.

g) [Description of the investigational device including any materials that will be in contact with tissues or body
fluids. (This shall include details of any medicinakproducts, human or animal tissues or their derivatives,
or other biologically active substances.)

h) $ummary of the necessary training and experience needed to use the investigational device.

i) [Description of the specific medical pr'surgical procedures involved in the use of the investigational device.

A.3 [Justification for the-design of the clinical investigation

Justification for the design-of the clinical investigation, which shall be based on the conclysions of the
evaldation, as specified-in-5.3, and shall comprise

a) an evaluation‘of-the results of the relevant pre-clinical testing/assessment carried out to justjfy the use of
the investigational device in human subjects, and

b) an eyaluation 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) Hypotheses, primary and secondary, to be accepted or rejected by statistical data from the clinical
investigation.

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

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

A.6 Design of the clinical investigation

A.6.1 Genéral

a) Descripfion of the type of clinical investigation to be performed.(e.g. comparative double-blind, parallel
design, ith or without a comparator group) with rationale forthé choice.

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

c) Primaryfand secondary endpoints, with rationale/for their selection and measurement.
d) Methodq and timing for assessing, recording/ and analysing variables.

e) Equipmé¢nt to be used for assessing-the clinical investigation variables and arrangements for moniforing
maintenance and calibration.

f)  Any progedures for the replacement of subjects.

A.6.2 Investigational device(s) and comparator(s)
a) Descripfjon of the\exposure to the investigational device(s) or comparator(s), if used.

b) Justificajion“ef'the 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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Point of enrolment.

Total expected duration of the clinical investigation.

Expected duration of each subject's participation.

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

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

A.6.4 Procedures

a) [Description of all the clinical-investigation-related procedures that subjects undergo durin
investigation.

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

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

EXAMPLE Factors include subject baseline characteristics, concomitantymedication, the use of

devicés and subject-related factors such as age, gender or lifestyle. The fmethods for addressing these

clinica

statisfical analysis shall be described.

The

ollow-up period during the clinical investigation shall_permit the demonstration of perforn

periofl of time sufficient to represent a realistic test of the-performance of the investigational dev
any risks associated with adverse device effects over that'period to be identified and assessed.

The

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

invegtigation has been completed.

A.6.5 Monitoring plan

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

data

verification planned.

NOTH It is possible to pravide a detailed plan for monitoring arrangements separately from the CIP.

A.7

With

f)

)]

Statisticallconsiderations
referenceto A.5 and A.6, the description of and justification for

statistical design, method and analytical procedures,

j the clinical

gation or the

other medical
factors in the

| investigation, for example by subject selection, clinical investigation.design (such as stratified randoinization) or by

ance over a
ce and allow

er the clinical

ent 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,
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h) procedures for reporting any deviation(s) from the original statistical plan,

i) the specification of subgroups for analysis,

j)  procedures that take into account all the data,

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

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

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

each ce

Special reas
investigation

A.8 Data
a) Procedu
b) Procedu
c) Procedu
d) Specifie

e) Other ad

A.9 Amen

Description g

A.10 Dev

a) Statemg
4.5.4Db).

b) Procedu

c) Notificat

tre:

ar;ing and sample size(s) may apply for the early clinical investigation(s), e.g. feasibility ¢l
s).

management

res used for data review, database cleaning, and issuing and resolving.data queries.

res for verification, validation and securing of electronic clinical data systems, if applicable.
res for data retention.

] retention period.

pects of clinical quality assurance, as appropriate:

dments to the CIP

f the procedures to amend the CIR,

iations from clinical investigation plan

nt specifying that thie”investigator is not allowed to deviate from the CIP, except as specifi

res for recording, reporting and analysing CIP deviations.

on requiirements and time frames.

d) Correcti

e-and preventive actions and principal investigator disqualification criteria.

A.11 Device accountability

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

A.12 Statements of compliance

inical

ed in

a) Statement specifying that the clinical investigation shall be conducted in accordance with the ethical

principle

36

s that have their origin in the Declaration of Helsinki (see Reference [8]).

© 1SO 2011 — All rights reserved


https://standardsiso.com/api/?name=cf971f18cd2d0841f33afe2412dc786f

b)

e)

A.13 Informed consent process

a)

A.14 Adverse events, adverse device effects and device deficiencies

ISO 14155:2011(E)

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

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.

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

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

Description of the general process for obtaining informed consent, including the/process [for providing
subjects with new information, as needed.

[Pescription of the informed consent process in circumstances where the subject is unable to|give it; in the
¢ase of emergency treatment, the items specified in 4.7.3.4 shall be included.

[Definitions of adverse events and adverse device effects.
[Definition of device deficiencies.

Definitions of serious adverse events and serious adverse device effects and, where| appropriate,
Unanticipated serious adverse device effects.

Time period in which the principal investigator shall report all adverse events and device deficiencies to
the sponsor and, where appropriate, {0.ECs and the regulatory authority.

[Details of the process for reporting adverse events (date of the adverse event, treatment, resolution,
assessment of both the seriousnéss and the relationship to the investigational device).

Details of the process for reporting device deficiencies.

List of foreseeable ‘adverse events and anticipated adverse device effects, together with their likely
incidence, mitigation or treatment.

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

Information regarding the DMC, if established.

A.15 Vulnerable population

a)
b)
c)

d)

Description of the vulnerable population.
Description of the specific informed consent process.
Description of the EC's specific responsibility.

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) Statement indicating whether the results of the clinical investigation will be submitted for publication.

b) Statement indicating the conditions under which the results of the clinical investigation)will be offered for
publicatipn.

A.18 Bibliography

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

B.1.

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

The

B.1

f)

B.1.

Nam¢ and address of the sponsor‘or manufacturer of the investigational device.

f)

g)

.2 ldentification of the IB

ISO 141

Annex B
(normative)

Investigator's brochure (IB)

General

Lok 2l 4
IIrouucuuni

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

IName of the investigational device.

[Document reference number, if any.

ersion or date of the IB.

Confidentiality statement, if appropriate.

Summary of the revision history in the case of .amendments, if appropriate.

A version/issue number and reference number, if any, with the page number and the tot
pages on each page of the IB.

3 Sponsor/manufacturer

Investigationalb device information

$ummary ofithe literature and evaluation supporting the rationale for the design and intends
investigational device.

$tatément concerning the regulatory classification of the investigational device, if relevant.

General description of the investigational device and its components including materials used.

Summary of relevant manufacturing processes and related validation processes.

55:2011(E)

ons for use),

Al number of

ed use of the

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

literature.

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. steri
pre-use safety or performance checks and any precautions to be taken after use (e.g.
relevant.

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) mechanijcaland electrical ests,

d) reliability tests,

e) validation of software relating to the function of the device,
f)  any perfpbrmance tests,

g) exvivo tests, and

h) an evalyation of biological safety.

NOTE Gliidance on the biological evaluation of medical devices is given inJSO 10993-1[2],

B.4 Existing clinical data
a) Summairy of relevant previous clinical experience with\the investigational device and with medical dgvices
that have similar characteristics, including such characteristics that relate to other indications for yse of
the investigational device.

b) Analysig of adverse device effects and any history of modification or recall.

B.5 Risk management
a) Summaly of the risk analysis ificluding identification of residual risks.
b) Result of the risk assessment.

c) Anticipajed risks,€ontra-indications, warnings, etc. for the investigational device.

B.6 Regulatory and other references

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.
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Annex C
(informative)

Case report forms (CRFs)

C.1 General

CRFs are established to implement the CIP, to facilitate subject observation and to record| subject and
investigational device data during the clinical investigation according to the CIP. They can\exist as printed,
optical, or electronic documents and can be organized into a separate section for each subjedgt. The CRFs
should reflect the CIP and take account of the nature of the investigational device.

C.2 |Content and format

C.2.1 Overall considerations

The CRFs can be organized such that they reflect all the data fromyassingle procedure or a single| visit or other
grouping that makes clinical or chronological sense.

The format of CRFs should be such as to minimize errors;that can be made by those who enter data and
thosg who transcribe the data into other systems.

The data categories and format listed in this annex,cah be considered when designing CRFs.

C.2.2 Cover page/login screen
a) IName of sponsor or sponsor logo.
b) CIP version and date (if required).
c) ersion number of CRFs,

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

C.2.3 Header or-footer/e-CRF identifier

a) Name.of\the clinical investigation or reference number.

b) VYefsion number of CRFs.

c) 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.

Docume

ntation of subject's informed consent.

Inclusion/exclusion.

Baselin

VISt

1) demographics;

2) meq
3) rele
4) datd
5) othe
Interven
Follow-y
Clinical i
Adverse
Device @
Concom
Unscheq
Subject
Subject

Form si
authoriz

CIP dev

ical diagnosis;

vant previous medications or procedures;
e of enrolment;

r characteristics.

ion(s) or treatment(s).

p visit(s).

nvestigation procedure(s).
event(s).

eficiencies.

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

diary.

Withdrawal or lost to follow-up.

gnifying thé>end of the clinical investigation, signed by the principal investigator or h
bd desigiee .

ation(s).

C.3 Procedural issues

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

s/her

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

42
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Annex D
(informative)

Clinical investigation report

D.1 General

This

annex specifies the contents of the clinical investigation report that describes the desig

statistical analysis and results of a clinical investigation.

The

D.2

The
a)

b)

c)

D.3

f

g

2

I

1
I

LA

Cover page

]tle page should contain the following information:

tle of the clinical investigation;

Hentification of the investigational devices, including cnames, models, etc. as relevant
Hentification;

f not clear from the title, a single sentence describing the design, comparison, period, usage
ubject population;

ame and contact details of sponsor or spansor's representative;
CIP identification;

ame and department of coordinating investigator and names of other relevant parties,
iostatistician, laboratory personnel;

tatement indicating whether the clinical investigation was performed in accordance with this|
btandard or any otherZapplicable guidelines and applicable regulations;

ate of report;

uthor(s).ef report.

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

h, execution,

e required.

for complete

method, and

e.g. experts,

International

' Table of contents

The table of contents should include the following information:

a)

b)

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

a list 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) anintrod

uction;

c) the purpose of the clinical investigation;

d) description of the clinical investigation population;

e) the clinig
f) theresu
g) the cong

h) the date

al investigation method used;
ts of the clinical investigation;
lusion;

of the clinical investigation initiation;

i) the completion date of the clinical investigation or, if the clinical investigationtis discontinued, the date of

premature termination.

D.5 Introg

The introdud
development
objectives arf

Any guideling
the sponsor

identified or ¢lescribed.

D.6 Inves

D.6.1 Investigational device-description

The descripti
a) adescri

b) the inten

uction
tion should contain a brief statement placing the>clinical investigation in the context d
of the investigational device and relating the critical features of the clinical investigation
d hypotheses, target population, treatment and¥ollow-up duration) to that development.

s that were followed in the development ‘of the CIP or any other agreements/meetings bet
and regulatory authorities that are. felevant to the particular clinical investigation shou

ligational device and methods

on of the investigational device should contain the following points:
ption of the investigational device;

dedwuse of the investigational device(s);

f the
(e.g.

ween
d be

c) previous intended uses or indications 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,

44
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5) storage conditions,
6) instructions for use, and

7) other changes.

D.6.2 Clinical investigation plan (CIP)

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) e clinical investigation objectives;
b) e clinical investigation design including
) the type of clinical investigation, and
) the clinical investigation endpoints,
c) e ethical considerations;
d) e data quality assurance;
e) e subject population for the clinical investigation, with the
1) inclusion/exclusion criteria, and
2) sample size;
f)  the treatment and treatment allocation schedule;

g) any concomitant medications/treatments;

h) e duration of follow-up;

Ie statistical analysis including
1) the clinical investigation hypothesis or pass/fail criteria,
2) asample size ealculation, and

3) statistical"analysis 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 Aaal lo ] £ | lak: L <l ] 1+ Hotloo: [ 1
anymeeaea-stuogrotpanaryses-tor-specarpoptatons{te—genaerTactarcurnararetnncSadgrqups ),

as gppropriate,

5) an accountability 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,

i) |withdrawn or discontinued from the clinical investigation and the‘reason.

D.8 Discussion and overall conclusions

The conclusipns should include the following points:

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

b) an assessment of risks and benefits;

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

d) any spegific benefits or special precautions required for individual subjects or groups considered to |be at
risk;

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

f) any limitations of the clinical investigation.

D.9 Abbreviated'terms and definitions

A list of abbrgviated 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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