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INTRODUCTION

Cioos Chinicul Practice (GOCP)Y ex an interational ethical and scientific
quairty standard for designing conducting recarding and reporting [dals
that involve the participation of human subjicets, Compliance with this
standard provades public assurance that the rights, safety and well being
of trinl subjects are praotected, consistent with the principles that have
their angin o the Declaration of Helsinki, imd that the clinical trinl data
are credible.

The objective of this Guideline s 1o provide a standard to Tacilitate
the mutual acceptance of clinical data by the regulatory autharity.

The guwdeline was developed with considenilion of The international
current good clinical practices of the Euwropean Union, Japan, and the
Linited States, as well as those of Australia, Cangda, the Nordic countries
and the World Health Qegamzation (WEHO)Y.

The guideline should be followed when penerating clinical rrial data
that are intended Lo be submitred to regulatory authorily.

The princeples established in this guideline may also be applied o
other chimcal investigations rhat inay have an impace on the safety and
wall beting: of human subjects.

GILOSSARY
Adverse Drug Reaction (ADR)

In the pre-approval clinical experience with & new medicinal product
Or iTs pew usages, particularly us the therapeuticdose(s) may ot be cstabe-
hished: all noxivus and umntended responses 1o a medicingl product relat-
ed to any dose should be considersd adverse drug renctions. The plhrase
responses 0 a medicmal product means that a causa] relationship be-
tween i medicmal product and adverse event is at least o reasonable pos-
sibility, ie. The yelitionship cannot be ruled out. Regarding murketed me-
dicinal producis: a response to a drug which is noxious and unintended
and which occurs at doses normally used in man for prophylaxis, diagno-
s1%, or therapy of diseascs or for modification of physiclogical Munciion,
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Adverse Event (AL

Any untoward medical coowTence in a patient or clinical investiga-
non subiect admimstered o phamaceutical product and which does nor
necessarily have a causal relutionship with this treatment. An adverse
cvent (AR} can therefore be any unfavourable and unintended s1gn {in-
luding an abnormal laboratory finding). Symplom, or discase temporally
associaled with the use ol a medicinal (invesugational) porduct, whether
or not refated tor the medicinal Oovestigonional) prodoct.

Asnendment {({o the protocol)
See Protocol Amendrient.
Applicable Kepgulatory Requirement (57
Any lawi(s) and regoianonds) addressing the conduct of clinical wrials
of investicational products.
Approval {in relation to Institutional Review Boards)

The affirmative decision ol the TRB that the clinical trnal has been -
viewed and may be conducted atl the insiiiution site within the comsirnmes
set forth by IRB, the instituwtiion, Good Clinical Practice (CC17), and Lhe
applicabie regulatory reqguirements.

Audil

A systemalic and independent examination of ial relued activties
and documents 1o determine whether the evaluuted tial rejuted activiles
weres coducied, and the data were recorded, analvezcd and accurately re-
portcd accorvding o the protocol, Sponsor’s standard operating proce-
dures (S0P, Good Clinical Pracrice (L), and the ﬂppli::_ab]: ro pualatoe-
Iy reduirementis),

Audil Certificoic

A declarution of confirmation by the auditor that ap audit. Has taken
phice.
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Audit Report

A written evalualion by the sponsor's auditor of the results of the
aydit.

Audic treial
Daocismentation that allows reconsiruction of the course of evenrs,
Blinding f Masking

A procedure in which one or mors parlies to the trial are kept una-
ware of the Ineatment assighment(s), Single-hlinding usuually refers 1o the
subtject({s] being unaware, and doubleplinding usually cofers o the sub-
dect(s) being unaware of the rcarment assignmenos(s).

Casc Heport Form (CRE)

A printed, apteal, or electronic document designed o Tecord all of
the protocol required infonnution 1 be reported to the sponsor on cach
trial subject,

Clinical Trial f Study

Any anvestigation i buman subjocts intended 1o discover or verify
the chinical, pharmacological and/or other phurmacodynamic effects of
an investigarional product(s) ondfor to identify any adverse reacuons 1o
an investigational prodociis), andfor to study absorption. distribution,
mctabelism, and excretion of un investigarional product(s) with the ob-
Jeet of ascentnining its safely andfor efficacy. The termes clinical trial and
chmcal study are synanymous.

Clindcal Trial 7 Study repaort

A writien description of o minl/study of any therapeutic, prophyiuc-
tic, or diagnoestic agent conducted in human subjects. in which the clini-
cal and statsucal description, presenation, and analysis are fully inte-
arited inle 4 singie repoat.
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Comparater (Product}

An investigational or marketed product (e Active control) or palce-
by, used s a reference in o clinical trial.

Complinnce {(in refation to trials)

Adhevence to all the tnol-related requirciments, Ciood Clinicai Prac-
tice (£3C°P) requirements, and the applicable regulatory requirciments,

Confidentiality

Freventieoyn of oisclosure, oy other theen aothorzoecdl incdivicdouals, aof @

spansor’s propriclary infonmmation or of @ subheet’ s wlentily .
Contract

A owritten, dated, and signed agreement between (wo Oor moie ih-
volved parties that scts oul any arrangements on delegatiom and distrito-
tion of tasks and obligations and, 17 appropnate, on financial matters. The

prowcol may serve as the basis of 4 conlract.
Coordinating Commitice

A committece that o sponsor may orginize (o coordimale the condoct @
multicentre trial.

Coprdinating Investigator

An investigator assipgned the rezponsibilicy For the coordination of in-

vestigators at different centres participating in a mualboenire inal
Contract Rescarch v panization (RO

A person Or an organisation (commercial, academde, or other) con-
tracted by the sponsor to prefonm one or more Of a sponsor’™s wial-related
uties ond fuancrions.
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[direct Acoess

Fermission o examing, analyze, veorify, and reproduce any records
and reports that are important to evaluation of a cliniead trial. Any pary
(e g domestic amld Fforeign regulatory avthoriries, spinsor’s minitors and
auditors) with dircot access should take all reasonable precautions within
the constraims of the applicable regulataory requirement(s) w maintain the
confidentiality of subjects’ identities and sponsot’s proprietary informa-

EATRIL

Daocwiere inkal i

All Pecowds, inm any from Clncluding, Gur nol himated to, wrtten, clec-
ronic, magnetic, and opucal records, and scans, X-rays, and elecirocar-
diograms) that describe of recard the methods, conduct, andfor resulis of

4 frril the factors affecting a trial, and the cctions 1aken.
Lssential Docarmenls

Procuments whith individually and collectively permit evaluation of

the comduct of a study and the quahity of the dats prasedieeed,
Good Clinical Practice (GOP)

A standard for the design. conduct, performance. maonilonng, audit-
ing. recocding, analyses, and reparting o elinical toals that provides as-
surance that the data and reported results are credible and acourale, and

that the rights, imegrity, and confidentiality of thal subjects are protecied.
Independent Data and Safety Monitoring Board

An indepemclent data-moniioring commitiee thal mey be established
by the sponsor o assess al inlervals the progress of a clinica) trial, rhe
safety data. and the critical efficacy endpaints, and to recommend to the

sponson whether (o continue, modily, or stop a tral.
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Impartial witness

A person, who s inderendent of the trial. who cannot be anfirly in-
fluenced by people involved with ihe trial, who attends e informed cor -
senl prowess 1f the subject or the subject™s legally accepiale representati ve
catnol ceud. and who reads the informed consent form and any other
wrilten information sapplicd to the subject.

Independent Ethics Committee (IEAC)

An indepondent Hody (4 revicew bamd oF a commitlee, institution:al,
regiomal, nanaonal. ar supranational), Consoluned of modica] F scientafic
Pl‘DfESHiﬂT'!ﬂlﬁ- and mon-medicaldnon-scieatilie memboers, whiose PE S IR -
bilny s w eosure the prowcton of the righs, safery and well-heing, of
human subjects mvolved in a trial and to provide public assurance of that
profection by among oaher things, reviewing and approving / providing
tavourable opinion vn, the il protocol, the suitability of the investiga-
rords), Tacilities aned the methods and the meterial o ke used in obtaining
and daocumenting infarmed consent of the sl subjocts,

Informed Conzent

A process by which a subject voluntarily contivrns his or her willing-
ness to parmicipaie inoa particular wrial, afler having been melevant to the
subject’s decision W parucipate. [nformed consent s docuwmented by

migany o a woiten, sionaed and datedd inlormed consent form.
Inspection

The act by a regulatory authority of conducting an official review of
docurnents, faciliries, records and any other resources 1hat are deemed by
the authonty to he reluted to the ciinical trial and that muy be located al
stle af the 1mal. al the sponsor’s andfor contract reseasech organization’s
(CRIO's) facilbities, or at other gstablishmenis deemed appropriare by the
regulutory aulhaority.
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Institution (medical)

Any public or private enlity or agency or medical ar dentab facikicy
where clinncal rials aire conducued.

Institutional Review Board (TREBE)

An independent body constituted of medical, scientific, and non-
screntific members, whose sesponsibility i2 10 ensure the protection of the
rights, safcly and well-bewug of urnan subjects involved in a trial By re.-
viewing, approving and providing continuing review of trial protocal and
amendments and of the methods and material to be used o abtaining and
documenting informead consem of the trial subjeces,

Interim Clinical Trial / Study Report

A report of intermedise results and their evaleotion based on anaky-
ses pertormed during the couwrsse of a trial,
Investigzational Product

A pharmaccutical form of an active ingredient or nlacebo haing rest-
ed or used us 5 refercnce in a clinteal trial, tncluding a product waeth o
marketing authonzatior when wsed or assembled (Formulated or puck-
aged) in a way different from the appraved from, or when used for an un-
approved indication, o when used ta gan further information abow: an

approved use.
Investigator

A person responsible for the conduct of the clinial mial at a trial sile,
If a wial is conducted by 2 tcam of individeuals at a tial site, the invesi.
patlar is the cesponsible leader of the team and may be called the principal
IMLVESTEEATOT,

Investigator / Institution

An expiession meaning "the investigator andfor instilwiion, where re-
quired by the applicable reguiatory requirements”.
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Investigator's Brochure

A compelation of the clinical and non-clinical data on the investign-
tional product{s) which s relevant ta the siudy of the invesnganonal

productis} in buman subiocots,
l.ezally Acceplable Represeniative

A andiviglunl or juridhical or other Bbody authorized under Law {0 cote-
gemt, on Behalt of o prospechve suhject, o the subject’s punmicipanon in

tho climical tral,
Monitoring

The act of oversceing the progeess of a clinical inal, and of ensunng
that it s conducred, recorded and reported in accordance with the proo-
cal, Standard Operatine Procedares (SOPs), Gooxd Chimcal Pracoes
(GO, and the applicable regulatory reguarement(s).

Monmiloring Report

A wrilten repont fiom the monitor 1o the sponsor after cach site visit

anddor other wrial-related Communication according 10 the sponsor s S0,
Muolticentre T'rial

A& clinical mmal conducted according to a single protocol bl al more

than onc sile, theretore, carmicd oul by more thun ang 1Invesiigalor.
Nan-clinical Study

Biomedical studies naol perfonmed on buman subjecis.
Opinion (in reflation to independent Ethics Committee)

The jadgment andfor the advice provided by an independent Ethics
Cammittec (11EC),
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(riginal Medical Record
Sce Source DHecinrients.

Protocol

A document that desoribes the objective(s), destgn, methodology,
statistical considerations, and organization of o twial. The prolocol wsually
alsn g2ives the background and rational For ohe trial, but these could be
provided i other protocol referenced documents, The rern protocal re.
fers 1o prowscol and protocol amendoents.

Protocol A mendment

A wntten descoiption of g change(s) to or formal clarfication of g
protesodl.,
Ouality Assurance (QJA)

All those planned and syslematic actions that are established 1o en-
surc that trnal is performed and the data are gencrated. documented {re-
corded), and reporied in complhianee with Good Clinical Practice CLeCT™)
and the applicable repulatory reguircmeni{s),

Quality Conteol (QC)

The operational technigues and activites undertaken within the gual-
Hy assurance systom to venfy thal the requirements for quality of the
traad-related activeties have baer fulfiljed,

Randomization

The process Of asstgning trial subjacts o trealtnent or control rroups
using an e¢lement of chance o determine the assignments in order 10 re-
clene bajas.
Regulalory Authorities

Bodics having the power to regulate. In the ICH GOP Fuideline rhe
cxpression Regulutory Authorities includes the authorities that review
submitied clinical data and those that conduct inspections. These boadics
are sometimes referred 10 25 competent awtharities.
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Serivus Adverse Event (SAE) or Serious Adverse Drug Reaclion (Se-
riouws A1DR).

Any untoward medical occurrcncve that at any dose .
- resulls i death,
- ig hife-threatening,

- requires inpatient haspiwlization or prolongation of existing horspre-

tahizaiion,

- resulrs in porsisient or sigmticant disability / incapacity, or is a con-

gomital apomady / bitth defecr.
Source Ilata

Al information in orginal records and centified copics of originai
vecords of chinical Mndings, observations or onher aclivilies in a clinical
trial necessary for the reconstruction and evaluaiion of the trial. Source
dota are conlained in source documents (original recornds or certified COp-
s h,

Aource Documents

Crriginal documents, data, and records (ex. Hospital records, clinical
and office charts, labaratory noles, memoranda, subjects, diaries or eval-
ualion checklists, pharmacy dispensing records. recorded data froom auto-
maled insbruments, copies or transerptions cenified after verification as
heing accurate capies, mecrafiches, photographic negatives, microfilm or
magnetic media, x-rays subject files, and rccords kept @t the phamnacy, at
the lalrratories ond at medico-technical deparrments involved in the clin-

ical gl
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Spomsor

An andividueal, company, institution, or orgamizabian which akes
responsibilicy for the initiation, managerenr and/or financing of o ¢lini-
ei] trial.
Sponxor-lnvestigator

An individual who boith inlliagtes and conducts, alone or with others.
a clinical tal, and under whose immediate direction Lthe mmvesiigaticonal
product is admimstered o, dispensed fao. or used by a sulyect. The werm
docs not include any person other than an indivicdual Cess It deoes ol in-
clude a corporarion of an agency). The obligations of a SPHINSO-
investigator inclnde both those of a sponsor und those of an Imvesligaior

Standard Operating Procedures (SOPs).

Detailed, writen instmuciions 1o acheve umilonmity of the parfor-

e of a specific funclion.

Sub investigator

Any individual member of rhe clinical trial wam desiznated und su-
pervised by the investigaor al o ial sie to perform critical trial-related
procedurcs andfor to make importane rrial-related decisions (e Asso.
ciares residents, research fellows). See ulso investigator,

Subject / T'rial Subject

An ndividual who pmticipaies in a clinktcal trial, either as a recipient
of the investigational product(=) or as 2 conten],

Subject [dentification Code

A unique dentifier assigned by the Investigatonr 1o cacl 1rial subject
o prolect the subject’s wlentify and csed in live of the subjecl’s name
when the investigator reports adverse events and/or other trial related
clara.,
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Trial Site
The Iocation(s) where wrial-relaled activittes are actually conducted,
Unmexprected Adverse Idrug Reaclion

An adverse reaction, Lthe nalure or severily ol which is not consislent
wilh the applicable prodoct infosmmation (g, Investagator s Beochurs Tor
an wnapproved investigatgonal product or package insertsummaony of

product characleristios For an opprnceved prodoct ),
Yulnerahle Subjects

Indevidoals whose willingness to voluntoer 1o a clinical trial may be
unduly inflluenced by the oxpeciatiton, whether justiBed or o, of erefins
aszogiated with partwhipatiion, or of a reraliaeey response from semor
membwrs of a hierarchy in case ol rvefusal to participate. Examples arc
memberz of a group with a hierarchical struciare, such as medical, phare-
macy. dental, and nursing students, subordinate hospital and laboratory
personnel, cmployeess of the pharmaceatical indusiry, members of the
armned Morces., amld persons kept o detention. Olher vulnerabie sabjocis in.
clude patients with incurable diseazes. persans in nursing homes, unem-
ploved or impoverishad persong, patients in ermorgeney gsilinanand, erthnic
minority Eroups, homeiess persons, nomads refugees, mmnors, and thosc

incapaiile of giving consent.
YWell-being (of the triul subjecis)

The physical and mental integrity of the subjects participating in a

climieal tenal.
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Chapter (1)
THE PRINCIPLES OF GCP

- Climical trials should be conducted in accordance with (he elhical
principles that have their origin in the Declaration of Flelsinki, and that
T consistent with GCP and the applicalbie regulatory requirementis),

Before a rial is indated, foreseeable risks and ncanveniences
should be weighed apainst the anticipaied benefit for the individual trial
subject and sociely. A trial should be initiaed and cantinusd only if the
anticipated benefits justly the risks.

- The rights, safely, and well-lrcing of the tnal subjects are the nost
impatat considerations and should mevinl over inlerests of science and
sOoCIety.

= The avsilable non clinical aod  cliojeal  information ono an
investigantional product should be adeqirate to suppmt (he proposed
climical eral.

< Chmicad trials showaid be scientifically sound, and described in o
cletar, detailed protocol,

- A trial should Iwe conducred in compliance with the protocol that
has received prior instiwrional review board {IERYindependent cthics
committee (IEC) approvalffavounralile DPITIONn.

- The medicai care given to, and medical decisions made on ehalt
of, subjects should always be ithe esponzibility of a gualified physician
o, when appropriate, of a gualified dentise.

- Bach individual involved in conducting a4 mial should be qualified
by education. raining. and expenence 1o perform his or her respec ve

lask{s).
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- bFreely given informed consent should he abtained from every
sutyect prior o clinical wial participaton.

- Al climcal arial anformation should be rerecorded., handled, and
stored In oo oway that allows s accurale reporting., intcrpretatiaon  and
verificatian.,

- The confidentiality o records that could identify subjects should b
promecled, respeciing the privacy and confidentality rules in accorcdance
wilh 1the applicaple regulatory reguiremeni(s?.

- Investigational produces should be manufaciured, handled, and
storcd n o accordunce  with applicatle  guod manufacturing  practice
(GMP). They should be used in acvardance with the approved protocol.

» Systems with procedures that agsure e quality of every aspect of
the trial should be implemented,

Chapter { 2 )
FProtection of trial cubjects and consultation of Eihics Commitices
FProtection of trial subjects

= The current revision ol the Declacamion of Helsinki is the wecepled
basiz for clinical wial ethics. wiloch muast e fuliy Eonown and
followed by afl engaged in rescurch on human beings,

= The personzl integrity and welfare of the trigl subjects is the
ultimare responsibility of the investipator in relation 1o the trial:
but independent assurance that subjects are protecled is provided
by an Erhics Clonumittes and frecly obtuained consent.

Eilhics Comunil (ees

« The sponsor andfor investigator must request the opinion of
elevant Ethics Commiwee(s) regarding suitabilivy ol clinical 6al
proweeels (ncluding annexes) and ol the methods and material to
be used mm obiaining dind docwmening informed consent of the
szl octs,
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= The Ethics Commitiee must be informed of all subsequent pratocol
ammendinents and serious or unexpected AEs occurring during the
weal, likely wo affect the safety of the subjects or the conduct of the
trial, and should be asked for its opinion if a reevaluation of the
elthicaf azpeacl: of the trial appears to be called for

* Subjects must be entered into the hal until the relevam Ethics
Committee(s) has issued its favaurable opinion an the procedures
and  documentation.  Sponsorfinvestigntor  should  consider
recommendations maide by the BErhics Comritmiltee

= In submitting climical izl proposals to an Elhics Cammelice, thoey
zhauld be asked 10 consider the Fatlowing -

The suitability of the investigator for the proposed (nal in
relation to hisfber qualificarions experience. suppraTing stafl,
and available facifitics, on the basis of the information avuilable

e the commenirtes,

Fhe suitability of the protocol in relation 1o the abjectives of 1he
study. its scientific efficiency i.c. the potential for reaching
sound conclusions with the smallest pussible exposurc  of
sulzjects,  and  the  justification  of  predictable  risks  and
Inconvenicnces weighed against the anticipated benelits for the

subjecrs and/or orhers,

- The adeguacy and completeness of the written information to be

piven o the subjects, their relatives, gusrdians and, if MECESEAIY.

legal representatives,

- The means by which initial recruitiment is 10 be copducied and

by which fuil information is 10 be given, and by which consent
15 13 be obtained. All written information far che subject ancdfar
fezal representative muosl be subroitted o its Siral form.
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- Provizion for compensation/treatment in the case of IMJUry or
death of a subject if aumbutable to a clinical trial, and ATy
Insurance or imdemnity e cover the liability of the Invest Eator

and sponxsor.

The extent wr which investigators and  subjecrs may  be
rewarded/compensated for paticipation.

- The Ethics Commitiee should give its opinion and advies in
wriling within a ressonuble time limit, clearly idenufying the

trad, the documients studicd and date of review.

Informed Consent

- In obtaiming and dosurmenting ioformed consent, the investigator
should comply with the applicable regulatory requitementis), and should
adhere 10 GOCP and e the ethical principles that kave their odgin in the
Declaration  of Helsinki. Pror 1o the beginning of the wial, the
invesugator should have the [RBAEC's writtcn approval/ {avourable
opinion of the written infoimed consent and  any  other  wolten

informauoen o be provided ro subjocces.

- The written anformanon consent form and any other wrillen
information  should be revised whenever ymportant new informaton
becomes available that may be relevanr 10 the subjeci’s consent. Any
reviged wntten tnformation consenl form., and written information should
receive the IHB/ALC s approval £ favouruble opinion in advance of usc.
The subject or the subject’s legally ucceprable representative shoulid be
mformed 1in 4 tmely manner if new information hecomes available thal
may be relevanl o the subject’s willingness 1o continue participation in

the trial. The communicalion of this information shonld be documented.
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« Meither the investigator, nor the tral stafl, should cocree or il ]y
influence o subyject 1o panicipate or condinee to participeste in o trial.

- None of 1the ool and writien information concerming the wrial,
incliding the written information consent form, should contain any
language that canses the subjeer or the subject’'s legally acceplable
FEPreSentative o waive or o appear 0 waive any legal oghts, or tiat
rerlenses or appewrs 1o relcase the investigalor, the insitution, the SICHISOT,
or theit agents (eoan liability for negbgence.

= The mvesiigator. or g person designated by the investugator should
fully the sulyect or, if the subyest 12 unable 1o provide legally accepiabie
representative, of all pertinent aspecrs of the 1:-al mmaluding the wirillen
information given approval/favourable opicon by the 1RBALC,

- The Junguage uscd in the oral and writien ioformation abour the
trial, includieg the waritten informed consent form. should be  as
nom-technrcal ag practical and should be understandable 1o he subject or
the subject’s Tepaily aceeprable representative and the impartial wilness,

where applicable,

Before informed consent may be obtmned, the Havestigalar, ar a
person designated by the investigator, should provide the subject or the
subyect’s legally acceptable representative ample time and ORPOTTLIMIlY [0
inquire about details of the trial and 10 decide whether or not o
participate in the trial. AN questions about the triat should be answaersd Lo
the satistaction of the subject or the subyectl’™s  legally  accepruble
FeprEsentative.

~ Prior to o subject’'s participation in the trial, the written informed
consent form should be signed and personally dawed by the subject or by
the subject’s legally acceptable representative, and by the person who
conducied the informed consent discussion.
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- W a subject s unable o read or if a legally acceptable
representative 1ia unable o read. An impartial witness be present during
the cnurc infarmed consent discussion, After the wreuten  informed
consent from and any other written information W be provided o
sulbrjects, 15 read and expluined w the subjoct or the subject’s legally
acceptable repircsentative. andd after the subdject or rhe subject’s lesally
soeceplable represenranyve: bas  orvally  consented o the sehject's
rmicipation in the sl and, iF capable of duing so, bas signed and
porsonally dated the inflomed conzent form, the witness amests 1that the
inforrmalion in Lhe consent foom and any other written information was
accurately explamed o, and apparenly undersiood by, the subject or the
subject’'s legally accepiable representalive and Lthat informed consent wals

Irecly mywven by the subject or legally acceptable remoseniative |

- Baih the imformed consent discussion and the wrtien informed
conscl form and any ather wrilten information 1o e provided to subject

should include explanalions of the [ollowing:
a) That the trial involves rescarch.
k) The purpaose of the trial,

) The trial treatment (=) and the probability Ffor random assignmeant

Lo each treatment.

dy The trial procedures bt be followed, incloding ail invasive proce-

dures.
¢} The subject’™s rés.pnnsih':lilie:r.-
F} Those aspeects of the tnal thil are experimental.

i} The reasonably foresccable risks or inmconvenicnces w3 the subject

and, whea applicable. 1o an embryo. fetus, or nursing infand.
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h} The reasonably expected bencfite. When there is no inended clin.
icdl benefil to the subject. the subyject should be made aware of
this,

1) The alremative, procedure (8) or course {s) of treatment that may
be availabde 1o the subject, and their imporiant potcntial benefits
and risks.

1} The compensation and/or Lreatment avoaitable to the subject in the

cveant of Tral - reloted TRy,

k) The anticipated provated payment, :Cany, 1o the subjoct for [rantici-
pating in the trial.

i) Fhe anticipated expenses, i any to the subject for paciicipaling in
the trial.

m} Thal the subject’s participation in the trial iz valumtary and that
the subjoct may refuse to participale or withdraw Trom the bial, at
dny time., without penalty or loss of beneflits ta which the subjec

15 vitherwise entitled.

n) That the maonitor(s), the auditon(s), the IRB/IEC., and the regulato-
ry authority will be granted dircct access o the subject’s eriginal
medicul records for venification of ¢linical wrial procedurces andfor
dara. without violoting the confindentiality of the subject, to the
exient pormitied by the apphicable laws and regulations and that,
by signing a written informed consent form, the subject or the
subject’s legally acceplable representative is authorizing such ac-
Cess.

) That record identifying the subject will be kept confidential and,
to lthe extent permited by the applicalile laws and/or repulalions.
will not e made publicly availuble. IT the results of 1he trial are
published, the subject’s identity will remain confidential.
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P} That the suhject or the subject’s lesilly acceptahle representaiive
will e informed in & timely maoner i informati on becomes avail-
able that may be relevanr 1o the suhject’s willingness 1o contange

participation in the mal.

c¢t} The personis) W contact for further information regarding the trial
and the rights of ial subjocts, and whom to contact in the event

of trial -related 1njuty.

ry The foresceable cucumstances andlor reasons ander wineh the
subyject s parlicipation n the nal may be rerrmmatad,

53 The exprected duration of the sulrject™s participation in the tral.
1) The approximates number ol subjects imnmvalved in the trial.

- Pricir tor participation in the trial, the subject o the subject legally
accepiable representative should receive a copy of the signed and dared
written ntormed cansent formm and wny other wntten informatson prowvicd-
cd to the subjects. During a subject’s puarticipation in the trial, the subyjoect
or the sabject™s legally acceptable representative should receive a copy of
the sipgned of any amendiments 1o the wrtlen tnformation provided to sulbs-
Jeeols,

= When a clinical trial {therapgeutic of non-therapeutic) includes sub-
jects who can anly be enrolled in the tnial with the conzent of Lthe sub-
Ject’s legally acceptable vrepresentabve (ex. Munoors, or patients with sce-
vere dementia), the subject should be informed about the trizl to the
cxtont cosnpatilzle with the subject’s understanding and. if capable. the

subject should sign aond pessonally dare the written informed consent.
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- A non-therapeatic trial (Le. A wial in which there is no anticipated
direct clinicale benefn o the subject), showld be conducted in subjec
who personally give consent and who sign and dare the writen informed

Cansent form,

w Moan-therapeunic trials may be conduered in subjecis with consent
of a legully aceceprable representative provided the following conditions

ate Ful N led,

() The objectves of the wial can nom be mat by means of o tmal in

subjects who can grve informned consent personally.,
(b} The lorcseealle risks to the subyjects are low.

(e The negatnve impac on the subject’s well. bemg is minimized and

[
{d) The tr:al is noi probibiced by Juw.,

() Vhe approvalffavourable opinion of the IRIVIEDS is cxpressly
sought on the inclusion of such subjects, and the written approwval/

favourable opimion cavers 1his asprect,

= In emcrgency situation, when prior consent af the sehject 15 not
possible. the consem af the subject’s legally acceptable representative, il
present. should be requesred. When prior consent of the subject is not
possible, and the subject’s legally accepiable reprosentative is not availa-
hie. enralmenl of the subyect should reguire measures described in the
protocel andfor elsewhers, with documentad approvalffavourable OO0
by the [RB/AEC, w proteot the rights, safcty oad well-being ol (he sirbecty
und 1o ensure compliance with applicable regulatroy requicements. The
subject vr the subject™s legally acceplable reprosentalive shoukd be in.
formed ubout the wial ans soon as possible and consent 1o continue and

ather Sonsent s approprate should e reguested.
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Chapter {3 )

SPFOMNSOR

« The sponsor is sespimsible Tor selecting the investigator(s Minstitutions).
Each wnvestigator should be quaelitied By rraining and expenenae amd
should have adeguute resowrces wo properly conduct the 1rink for which
the imvesngatar is selected. 16 argonization of o coordinatiog commiliee
andfor selecuon of coordinating investigator{s) are w0 be utlilized n
rmuilicenier Irlads, thelr organizetion and or selection are the sponsor’s
responsibility,

- Before ymbiating the clinical triab(s). the sponsor (of the sponsor
and the invostigator, should submat any required applicataonds), w the
dppropriaie aothoriry Sor review, accooplance, ancfor permission (0 begin
the walis) Any notificabonfzubinizsion shouwid be duted and contain

sulfrckent inlormation o identify the prowocal.

The Sponsor i responsible for amplementinge and  maintaining
guality sssurince and quality contral systems with written SOPs 10
cusure that irials are comduocied angd datie are gencrated, documented
(recorded), and repeosied oo complianes with Lhe protocol, GOP, and the

apphoeable repulalory requirement{s).

The sponsor must establizh detailed Standare Operating Procedores
(50T 10 comply with Goml Chnical Prclice, and (s responsible for
conducting an interndl audit of the rial The sponsor should agree with

the imvestzgator on the distribation of responsibilities,

Eoth the sponsor and investigalor must agree on and sizn the
protocol as an agreement of the detls of the clinical wrial and the rmcans

of dula recording (e CRIE) Any such agreement muast be documented,
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- Agreements, made by the sponsor with the 1 vEsll gator/institution
and any other parties involved with the clinical trial, should be wrifing,

as part af the protocol or in a secparabe agrcement,

A sponsor may transfer any or all of the spomsors ral - related
duties and functions 1o o CROD. bul the ultitiate responsibilily for the
quality and integrity of the wrial data always resides wilth the spansor. The
CRO should implement guality assurance and qualizy coneros|,

- The sponsor should destpnate appropriatcly  qualificd medicasl
personnel who will be readily availuble to advise on reial retated medical
questions or problems. IF necessary. vul side consultant(s) may be

appointed for this pumpose.

- The sponsor should wtilize gualilNed individuals (eg. Biostatistichanz,
cltmical pharmacologists, and physicians) ns appropridate, throughoun all
stazes of the trial process, from designing the prolocol and CRFs and
planning the analyses 1w analyzing and proeparving anterim and  final

chimical repores.

« The sponsor should utilize appropraiate by quaditicd individuasls to
supervise the overali conduct of the wial, 1o handtc the da, to verify the

data, o conduct the statistical anulyses, and 1o prepare the trial vl e £

- The sponsor should obtain the investigator's Aagresment to canduct
the rial in compliance with GOP. with  the applicable repulatory
requirertent(sy, aod with the protocol sgreed to by the sponsor and given

approval/favourable opinion by the IRB/AEC.

- Frior 1o mittating a teral, the sponsor should define cstabilish, and

allocate all trial- related dunes amd funclions.
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- The sponsar should provide insurunce or should indersmir v (legal
and fnancial coverage) the investigatorfihe institution against clazims

ansing from the malpractice andfor negligence,

- The financial aspects of the triad should be docurnemied in an

agreement between the sponsor and the investipgator/inslitution.

- The sponsor should obrin conficmation of review by IRBAEC and

documented approvalffavourable opinion.

Wher planning trials, the sponsor showld ensure that sufficient
safely and efficacy data from non clinical stidies, andfor clinical triuls
are available 1o suppart human eaposure by the roue., @l the dosapes, for

the duration, and in the irial povalation to be studied,

- The sponsor should updae thefinvestigator's Brochure as significan

new informstion becomos avaitable.

-~ The sponsor should enswrc that the investigations producr{s)
(including  active  comparator(s)  and  placeba,  if spplicable) s
characienized as appropriate to the stage of developrment of cthe prodestis),
s munufacwurad 10 aecordance with any apphcable GMP, and is coded
anl labeled in oo munner that protects the blinding, if appheable. In
addition, thz  labeling  should  comply  wilh apiplicable repulaiory

reduiremeni(s).

- The sponsor is responsible for supplving the Investigator {s)

instiution(s) with the investigational produces).

- The sponsor should ensurc thal wtitlen  procedures  include
instructions  that the  investigator/institution should Tolfow for ke
hundling and storage of investigational procduct]s) for the 1rial.
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The sponsor should ensitre that it is specified in the pratocal or
other written agreement that the investigator(s) / institution(s) provide
dircct access o source  datafdocuments for tnal-related monitoring,

acelits, IRB/ALCT review, ard regulalory inspection.

- The spongor should esxpedite the reporting o 3}l concemed
invesngetor(s), o the TREB:AEC(s] where required, and to the
repgulatery authority of all adverse drug reactions (ADRs)Y that are hath

serious and eoexpueeted.

- The sponsor shoeuld submit to the regulatory autharity all salety
updatess  and  periodic  reports, as required by applicable vegulatory

reguarerent(s
wlonttoring

- The sponsor should ensuece tha the wials arc adegquatedy monitoresd,
The sponsor should determune the appropriate extent and npatare of
monilering, The delermination of the esxenr and nature of monitoring
shoutd be based on considerations such as the obyecthive, purpose, desisn,
complexity, blindmg, size, and endpoints of the trial. In generual there is a

neasd for on-sie momitonng, before, doring, and afler the trisl
Maonitor’s Responsibilitics

- The momuer(s) in accordance with the sponsor’s requirements
should ensure that the trial 13 conducted and documented properly by
carryeng out the following activities when relevant and necessary to the

tral amed the brial site -

{a) Acuing as the maim line of cammuticstion betweon the sponsor

and the investigator.



e

(l2)

{c)

(cd)

(e2)

(1

{a)

{h)

Morifying Lhat the inveshigator has adequare quahbDoations ard
resources and remain adaguate theoughout the triaf period, that
facihities, ncluding  laboratovies, squipmect. and  swaff,  are
adecquate to safely and properly conduct the tria) and remain

adepuate througzhout the wal period.

Verilying thut storage urnes and conditions are acceplable ('or the
ITVVEST ZUTiom | prm.lucts. And that supphics arc safficient throuwrh

caeel (g el

Verifying lhat inveshigaier follows the approved protocol and all

approved amendmantds), oF any,

Yerifying rhal written mformoed consent was obtained before coch

subrject’s puairticipation it the taal.

Ensuring that the invesugialor receives the curmrent Invesripaior’ s
Brachure, all documenrs, and all trial supplics neecded w conduct
the trisd properly and w comply with the applicable regulatory

(W LTERWT B T ECT IO

Ensuring that the investigalor and the investigamor’ s erind staflt e

adegoace ]y anformed abwout the teial,

Verilyving thug the investigator and Lthe investigator™s trial siafi are
performing the specilied tvia) functions, m accordance with dhe
protocol and any other written agreement bBeiween Lhe sponsor
and 1he mmvestigator S oinstituanion. and have not delegated these

fomteer i s boy et orieodd el vidals,

(i) Werilying that the invesugzator is enraolling only ¢ligible subjeces.

{13 Reparting the subjoct reoruitmoent rate.
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(k) Verifying that source docuwments and other trial records are

accurale. compleie, kept up-lo-date and mainquined.

(B} Verifying that the investiginor provides all the required repoets,

nolifications,  applications, and submissions, ant that  these
douments arc accurale, complere, timely, legible, dated. and

tddentify the trial.

(m) Checking the uccuracy and completeness of the CRFE cnincs,

(nl

()

(p)

{q)

souree documents and other trial-related records against cagh

ol e,

Intormung the investigator of any CRF entry emor, omission, or
illegibility. The wmomtor should ensure  that  appropriaic
caorfections, additions or deletions are made, dated, cxplaincd {af
necessury ). aond mittaled by the investigator or by a member of
the investigatow’™s ini ataff whe s authorized imitial CRF
changes for the investigator. The auvthorization should be

docoamentod.

Determining whether all adverse cvents {AEs) are dpproprialcley
reported within the 1fme periods required by GOCP the protocol,
the TRB/EC, the sponsor, and the applicable regulatory

requirement(s).

Lrctcrminiog whether the investigator is maintaining the essential

documents.

Communicating devialions from the protocod, S0OPs GOP, and
the applicable regulatory requircments 10 the ifLvestigator and
taking appropriate action designed to prevent recurrence of the

clestected] devialions.
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Monitoring Reporl

(a} The monitor should sutymit a wntlen reporl o the sponsor alicr

cach tral-sile vizit or irial related communication.

(b} Peports should include the date, site, name Oof the monitor, and

name af the investigator or other individoal(s) contacted,

(c) Reports should include a summary of what the monitar reviewed
and the monitor’s staterments  coocerning the  signiticant
linding/lacts, deviations and dehicicncies, conclusions, actons
Taketr oty be ket andfior aclions  reconmeended 10 secure

compliance,

(d} The review and [ollow-up of the moritoring repoit with the
sponsor should be documented by the sponsor's designared

Teprescnlakl ve,
Auditing

The sponsor 15 responsible for perdorming audils as pann of
implementing quality agsurance. The purpose of a sponsor’s audit, which
15 independent of and separale from routing monitonmg or guahity cantraol
functivns, should be o evaluare irial conduct and compliance with the
protocal, SOPs, <GCFP, and the applicable regulatory requiremenis.

« The sponsar should appoint individaals, whao are independent of the

clinical trials/systems, to conduct audits.

- The sponsor should ensure that the aoditors are guaiified by
rraining  and experience o condoct audits properdy. An awditer’s

qualifications should be docurmented.
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The sponsor should  cnsure 1t the auditing  of clintcal
nalsfaysicms is conducred in accordance wilth che SPONSOr TS WrElton
procedures on what 1o audit. bow 1o aadiy, the frequency of audits, and

the farm and content ol audit repods,

» The sponsaor’s audit plan and procedures for a tend audit shicaled
guided by the imputance of the trin! o submissions 1 regulatory
auvtheritics. the number of subjects in the rial, the Ivpe ond complexity of
the orial. the level of rnisks o the ool subrperts. ard any adertified
problemi(s),

The observativons  uand Findings of the awditoa(z) should he

daocurmeonied.

- I the moeniwring andfor anditing idemines serious andior persistent
noacompliance on the part of an investigator/instaulion, the SISO
shauld terminate the invesligator sAnstinution’s Prartucipaton in the Ghial.
When  an investigatonrs participation s terminated  Decause  of
noncompliance, the sponsor should notfy promptly the rogulatory
authority.

- IF o wial is prematurely terminated or suspended, the sponsor
should promplly inform the investigatacsfinstitutions. and Lhe regulatary
authority of the wrminanon o suspension snd the reason(s) For the
lerminalion o suspension. The IRBAREC should also be infoomed
prompily and provided with  the reasonds) for the termination or
suspension by the sponsor or by the INVERLgarar £ institution, as specifed
by the spplicable regulatory requirement(s).

- Whether the arial s comploled or prematurely wwerrminated, the
spansor should ensure thay the clinical trigl reporis are preparcd asd
pravided e the regulalory agency(ies) as required by the applicable

regulatory reguiremsnt(s).
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Multicentre Trials
- For multicentre trial, the sponsor should ensure that

- All investigators conduct the trial in strict compliance with the
protocol agreed to by the sponsor and, by the regulatory authority, wnd
given approvalifavouruble opinion by the [RB/IEC,

. The CRFs are designed to caplure the required data at all
mullicentre trial siles. For those invesligators who are collecting
additional dara, supplemental CRFs should also be provided that are
designed to capture the addittonal data.

- The responsibiliries of coordinating investigator{s} and the other

partlcipuling investigators are documented prior to the start of the tral,

- All imvestigators are given instructions on following the protocot,
on complying with a uniform set of standards for the assessment of
¢linical and laboratory findings, and on completing the CRFs.

- Communication between investeators is facilitated.
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Chaprer (4 )
INVESTIGCATOR

- The investigator(s) should be qualificd by cdocarion, irsining, and
SEPCrence iy assume responsibility for the proper conduct of the wwial,
should meet all 1he qualifications specified I the applicahle repulatory
requirgment{s}, and should provide evidence of such qualifications
ihrough up-to-dule curriculum vilue andfor other relevant documentation
requesicd by the sponsor, the IREBAEC, andfor the regulatory autharity.

- The investipator should be Lthoroughly familiar with the APRrOEMAte
use ot the investipational producti=). as described in the proecal, and in

the product information.

- The investigator should be gware of, and should comply with, CiCP

antd the applicable reguialory requirements.

- The mvestigator /£ instnstion shonldd pPertmit monitoring and audi Ling

by the sponsor, and inspoction by the appropriate regulatory awnthoriry.

= The imvestigaior should maintain a licst of appropriately qualificd
persons o whom rthe investiputor has delegated sipnificant fwinl-relaied

duties,

- The investigator should be able re demonstirate feg. Based on

reftrospective data) a polentjul for recruitntg the required number of

suitalbe subicels within the apreed recruitment period.

The investigator should have uvailable an adequate number of

qualified staff and adeguare facilities For the foreseen duration of the trial

lo conduct the wial properiy und safel ¥,
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- The investigator should ensure that all persons assisting wilh the
trisal are adequately informed about the profracol, the investigatignal

prrocductis), and their inal-related cdieties and functions.

~ A qualificd physician {or dentist, when approprisate), who is an
Investigitor or s subinvestigator for the trial, should be responsible lor all

trigl-related mxedical (or dental) decisions.

Druring and following a subjeci™s partiicipatiaon in a irial, the
mvestigalor /oinstitution should ensure (hat adequate mcdical care 1y
priovided o a sulyect for any adverse events, in chitically =lgpnificant
laboratory values, relmied to the tHal The tnveshigator £ institution showld
inforim 4 subject when madical cars s nocded fOr igtereurrent illncss{es)

ol wehich 1he investigalor BecoImes o e,

It s mecommended that the investigaotor inform the subject’s
primary physician about the subject's participarion in the trigl if the
subject has o primary physician and if the subject agrecs to the pPrimary

physician beinpe inforimed.

- Before initiating a1 wial, the investigator £ institolion should have
wrtttcn and dated approvelfTavourable opimor from the TRBAEC for the
(nal - protocael,  wrotten  informed consent  from, subject  reoruitment
procodures {(¢u, Advertisements), and any ather writlen infumation w be

provided o subpects,

= As part of the investgator s/institulion’s written application to the
IRTMTEC, the invesugatorfinstitution shoald provide the JRBARC with a
currenl  copy of the investigmor's Brochure, [P the investigaior's
Brochure is updated during rhe tnal. the investigatorfinstitution should
aupply a copy of the updaed investigawor s Brochure ta the TRB/AES,
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- The investigatorfinsttution should conduct the wial in conpliance
with 1he protocol agreed 1o by the sponsor and, if required, by the
regularory  authority(ies] and which  was grven approvalffavourabie
opinion by the TRBALC. The investigata/insuution and the sponsor should

sigin the protocol, or an allcmative contract, w confirm AgEreeTent,

« The mrvestigator may implement a deviation from, or a change of,
ihe protocol 0 eliminate an immediate bazardisy to trial subjects without
priov IRB/IEC approvalfavourable opinion. As soon as possible, the
implemented deviation or change. the reasons for it sBould be submined:

(a) tothe TRBAEC for review and approval.

{b) to1he sponsor for arrecment.

(er 1o the repulatory autharity.

- The investigator should ensure  the accuwracy, compleloness,

legimlity, and rimeliness of the data reported to the spronsor in the CREFPs

arl in ull reguired TEpOrs.

- The trvestgalor £ institution should maintain the bial docwnens @
requited by the applicable regulatory requirementi(s). The 1OV EAT Uk
should take measures to prevent accidentzal or premantre desiruction of

these dovurnents.

- The investigator should submit weitten suummaries of the tral satus
10 the IRBAEC and NRA annually , ar maore freg uently, if reqguested,

- The investigator should promptly provide written reports to the
sponsar, the IRB/AEC and Regularory Authority, the institution on any
changes signiflicantly sffecting the conduer of the 1wial, andfor mCrEasing

the risk o subjecis. .
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- The mvestigotor should notily (with documeniation) sponsoer. tho
Erthies Commintes and MEA immediately in the case of the sernous Al

ond o take approprinte measure 1o sadeguand subjects,

- The investigator sholuld make all data avajlable 1o the sponsor,

monitor and authorly for veritication, audil and inspectlion purposes.

- The mvestugator should agree and sign the Minal report of the rial,
For mutlicentre irizls the signaiure of the coordinating investigaror miay

suffice o 4 great in the protoeal,

- The inwvestigator should ensure that the confidentiality of  all
imformation alxour subject is respected by all persons involved as swell as

1he information supphed by the sponsors.
Chapter({ 5 )
CLINICAL TRIAL PROTOCUOL AND PROTOCOL
AMENDMENT (5)

- The contents of a trial protocol should penerally incinde the

Tallowing topics.
Creneral Infarmation

- Protocal title, protocol identifving number, and date. Any aanendment(s)

should also bear the pmendment curaberts) and date(s).

- Name and address of the sponsor and monitor (Gf other than Lhe

SN0,

- Nuame ard title of the person{s) authorized to sign the protocol and

the protocol amendmentis) for the sponsor.
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- Name. title, address, and welephone number{s) of the sponsor's

medical expert (or dentist when appropriate) far the trial.

- Name and ritle of the inveslipgator(s) who is (are) tesponsible for
conducting the trial, and 1the address and telephone number(s) of the irial

silefs).

- IName, title address, and telephone number(s) of the qualificd
rhysician wha is responsible for ali wial-site refated medical decisions (il

other than investigarar),

- Mame(s) and address(es) of the ¢linical laboraloryficsh and other
medicnl andfor fechnical departmentis) and/or instilutions involved o e

trnal,
Background Information
- MNarme and description of the investigational praduct{s).

- A summary of findings from non clincal sindies that potencially
have clmical significance and from clinical wials that are relevant to Lhe
toal.

- Sutnnary of the knowe and potential risks and benefics, if any, to

huinan subjects,

- Descripticon of and justification for the route of administration,

dosage. dosage regimn. and teatment periodds).

- A statewment that the wial will be conducted in compliance with the

protocol, GOP and the applicable regulatory reguiremennis).

- Drexcription of the population to be studied.
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- HFeferfices 1o literatuere and dala that are relevant 1o the irial. and

Lhat provide background for Lthe 1ral.
-~ A detuiled descrplion of the abjectives and the purpose of the trial.

» The scientific imtegrily ofF the rial and the credibility of the daia
from the tnal depend substantially on the trial design, A deseription of
the trial design, should me e

El

- A specific stalement of the primary endpoints and the secondary
endpoints, iff any, W be measured durnnyg the fal.

- A descoptien of ke wypefdeipn ol wial ey be coneducted
(cr. Douwble-blind, placebo-conteabied, parallel design) and a schematic

diagram of tial design, procedures angd stages.

A descoriprion of the measdares taken o minmizelavaid bias,

including:
(1) Randomization.
(b} Blinding.

- A descriplion of the trial treatment(s) and the dosage and cdosage
regimen of the investgational product(s). Adso include o descnplion of

the dosage form, packaging, and labeling of the investgational prodoci{s).

- The expected duration of subject participation, and a description of

the sequence and duration of all tnal periods, including follow.up. it any.

- A degeription of the “stopping rules” or “discontinualion critecia”™

(o7 individual subyjects, puarts of trial and entire (rial.
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~ Accountability procedures for rhe in veshipational producti{s),
inciuding the plucebars) and comparators), if any,

- Mamnlenance of trial Iredtment randomization ¢codes and procedures
For breaking codes.

- The identificauon of any duta 1o be recordesd directly on the CREFs
(i.c. no prior wrillen or elecironic record of dataj), and o be considered to

he sowree data.
Selecltion and Withdrawal of Subjects

- Subject inclusion criteria,

- Subject exclusion criteria.

- Subject withdrawal crzteria,
Treatment of Subjeces

- The treatmentfs) o be administered, including the namei(s] af all
rhe product(s), the dose(s), the dosing(s). the dosing schedule(s), 1he
rouvie/mode (s} of admimstration, and the treatment perod(s), including
the follvwv.up perniodi(s) far subiyects For cach investigational  produoct
irealrnent £ trial reatment groupfarm of the trial,

- Medication(s} treatment(s) peonitred (includimg reseue medication)
and not permitted before anddor duri hg the trial,

- Procedures for monitoring subjeer compliance,
Assessirent of EfMicacy
- Specification of the cflicacy paramelers.

- Methods and timing for asscssing, recording, and analysing of
cificacy parameters.

i
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Assessment of Safety
- SBpecihcation of aafety pararmeters.

- The rethods and tming for assessing, recording, and analysing

safely parameters.

- Procedures for eliciting repoms of and Tor recording and reporting

arlverse event and intercurrent illnesses.

- The type and duraton of the follow-up of subjects after adverse

EVEnlS.
LSratistics

- A description of the sintistical methods 0 he employed, including

pming of any planned interim anaiysis]ses).

- Access to biostatistical expertise s necessary  before and
throughout the entire trial procedure, commencing with designing of the

orotoco] and ending with complation of the linal repon.

- Where and by whom the statistical work shall he carried out shouald

b+ apreced upon by both the spansor and the investigator.
Experimenial Design

- The scientific integrity of a clinical trial and the credibility of the
data produced first on the design of the 1mal In case of comparative oais

the protocal should, therefore, descnbe

a) An *a prion' raticonade for the warger difference between treatments
which the tral s heing desipned to detect, and the powe: 1o delect

that difference, taking mto  aceownt  clinical and  scientific
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information and prefessional judgment on the clinical gignificance
ol stiristicn] differences!
b2} Measures wken (o avond bias, particular]y methods of rendomization

when relevant.

Randomisation and Blinding

In case of randomization of sulbypects the procedure must be
documented, where u sealed eode for essh inclivigdual reatment has been
supphed in a Blinded, randomized study, it should he kept at the site of

the nvestigation and with the sponsor,

- In wase of 2 blinded tnal the protocol must stace the caoncitions for
which the code may/must be bioken. A B¥sTem is required enabling
aceess o the treabment of individual subjeets in caze of an EMICIEency.
The system must only pertmit access o 1he frestrment key of one subjcut
at a me. If the code is broken it must be Justficd in the CRF.

Statistical Amalysis

= The typets) of statistical analyses 1o be used must be specilicd in
rhe protocol, and any other subsequent deviations from this nian zshould
be described and justified in the final report of rthe trial. The planning of
the analysis wnd §tx subseguent execution must be carried out iy
confirmed by an dentified. appropriately gualhificd and expertenced
slatstician. The poszibility and circumstances of interim aralyses must
also be specified in the protocal,

- The investigator and monitor most ensure that the data e of high
quality al the point of collection amd the sudistician musl ensure the

integrity of the data during their pProcesging,
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- The reaults ol analyscs shoulld be presented in @ manner likely 1o
facilitate the muierpretation of their clinical impartance, e.g. by eslimales
af the magnitede of the treatment effected/difference and confidence

intervals, rather than sale reliance on significance lesting.

- An account must be made of missing and unuvsed and spurtous data
during  statstical analyses. All omissions of this type must be

documented to enable review 1o be performed.

Data Handling

= The investigator undertakes w croswe thal the observations and

lindings are recorded correcily and completely in the €RFs and signed.

- Entry to a computerized system is acceptable when comtrolied as

recommended in the T2EC guide to GMP.

- I nial data are entered directly into a computer there must always
be sdequate safeguard to ensure validation including a signed and daed
print-cut and back-up records. Computerized aystems should be validated

and a detaled deseription for Thear use be produced and kept up to-dae.,

- All commections on a CEF and ¢lsewhere i the hard copy raw daia
rnust be made in a way which does not obscure the original entry. The
correct data musi be inserted with the reason for the correction, dated @nd
mitialed by the investigator. For cleetronie data processing only
authorized persons should be able w enter or modify dala in the compurer

ard there should be a record of chanpged and deletions.

- If data are altered during processing, the.alteration must be

documented and the systom validated.
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- Laboratory values with normal refermce ranges should always bo
recorded on CRF or attached to it. Values outside a ¢limeall ¥ accepled
reference renge or values that differ importantly from previous values

must be evaluaed and commented upon by the invertigator,

- I3ata enter than those vequestad by the protocol may dppear an the
CFR clearty marked us additional findings, and their significances should

be: described by the investigator.

- Units of measurement must alwiys be stated, und transformation of

uini ks rnest always be indicated and documented.

- The investigator should always make a confidantial record o allow

the unambiguous dentilication of each patient.

The sponsaor must use validated, emor-free data ProcCessInge

programmes with adeguate user documentation.

Appropoate meassures should be taken by the monitor b svoid
over-looking missing data or incleding logical inconsistencies., T a
computer asiigns missing values auromatically. this should be made

&lear.

- When electronic data bandling svatems or remote elecironic Jdata
ontry arc employed, SOPs for such systems must be available, Such
systems should be disigned to allow correction ahier loading, and the

correchion must appear in an aodin file,

The sponsor maust” ensiare rthe  greatest possible dccuracy whon
trunsforming dara. It should always be possible to compare the dain

print-out with the original observatrons and findings.
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-~ The sponsor must be able W identify all data enlered pertaining to

cach subject by means of an unambweuous code,

= I data are anstonned during processing, the iransformation must

e dorenmaented and thee rmethol validared.

- The sponsor must maintain a list of person: authorized w make
verrections  and  prolect access w the data by appropriate  security

SYELOMS.
Archiving of ats

- Yhe investigator must arvange for the relention of the subicct
enulication  codes for ot least 5 years afrer the completion  or
discontinuation of the wrial. Subject files and orher souroe data must be
kepl for the maximum period of tme but not less than 5 vears. The
sponsar, o sobsequent owper, muast oretain all other  dacumentation
pertaining 1o the uiai [or the lifetime of the prodocl. Acchived data may
be beld on micratiche or slecironic record, provided that @ hack-up exists

and that hard copy be obtained from it reguired.

The protocol, docurnentation, approval and all ather documents
refated 1o the tnol, including ceruficates (tha sansfactory audit and
provedures have been carried oor, most be retained by the sponsor in 1the

Triad Muster Filo.

- The Fmal repont mwst be netained by the sponsor, or subisegueent
owner, foe five years beyond the lifetime of his product. Any change of
ownership of the data should be documented,

- All dima and documemts should be made available if reguested by

e levant authoritics.
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Language

= All written information and other raterial o be used hy patients

and Para clinical staff muost use language which is clearly understaod.
Chapter ( 6 )
Definition of Clinical Trials

- In this conteal, a clinical trial of medicinal produci(s) means any
systermalie study in huiman subjects whether in patients or non-paticni
volunteers in order to discover or verif ¥y the effects of amdfor identily any
adverse reaction o the Investigarional privivcts, andior wo study their

absuption. distibution, metahotism and excretion in order (0 ascertam

the cfficacy and safety of 1he products,

- Clinical rials are gencraily classitied into phases I to TV, 1 is noo
possible o draw distinet lines between  Lhe Phases, apd diverging
apinmions about details and methodalogy of exist, Iefinitions {in bhrief) of
the individual phuases, baxed on their purposes related to clinken)

development of medicinal praducs, are Eivern below:

FPhase ]

- First trials of a new active substance in un, often healthy volunieers,
The purpose is 1o estnhlish a preiiminary evaluation of safety and a Firsy

outline of the rharmacokinetic/-dynamic privfile of the active substance

it humans;
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Fhase 11

= Therapeuls pilol studies, The purpose is to demonstrate activity
and to assess short-term safety of the active substance in patienrs
suflfering Mrom o disearxe or condition for which the active sobsiance is
mntended. The trials are performed in a bimated number of subjects and
often, at a [ater stage, 10 & comparallive (e g placebo-controlled) design.
This phass aoms at the determimalion of apprprnate dose ranges repimens
and GF possible) claghication of doesefresponse relationships. in order 1o
provide an optimal back grownd Por the desipne of wider therapeatic teials,

Fhase IIN

- Trials in luger {and possibly vaned) palient grovps with the
purpose of determining the shor- and long-term safety/efficacy halapce
of formulations of the active substatce, sy well as oo assess 1ks overall
und relative therapeutic valoae, The pattermn and profile of more Svequent
adverse reactions must bhe investipated and special features of the product
must be cxplored {e.g. clinically relevant drug intcractions, factlors
Icading to deofferences such as age cto.). The desipn ofF trials should
preterably be randomized double blind, but other designs may be
aceeplatde for eog. long-term salely studhes, Goenerally the circumstances

af the wials should be as close as passible 1o normal conditions of usa.
Phase TV

- Studies performed after marketing of the final medicinal product(s),
althouph definition of this phage 13 not completely agreed wpon. Trials in
rthoase TV are carmed ot on the basia of informanon in the summary of

proclu characuerisfics of gl markeLing ANThOF LTI, oL,
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post-marketing survellance, assessment of therapeutic valie or stralegies.
Aceording 1o the circumsiumces. Phase IV studies requore trial condiions
(including ac least o protocal) such as described abive for pre-marketing
studtes. After o product has been placed on the market, clinical teials
exploning c.g. new indicalons new methods of adminiseation or naw

combinations, are considered as 1rals for Bew medicinal producis,
Financial the Triul

- All fingeial problems involved in sonducting and reposting o (rial
should ke clearly amanged and a budgel made oot Informuation should be
available abowl the sources of economica] support {e.g. foundalions,
private or public funds, spomsorfimacat scturer), Likewise it should be
clearly apparent how the expenditures are disiributed, c.g. payment of
volunieers, refunding expenses of the paticsts, payment for special regis,
techmical  assiswunce., purchuse of appardius,  possible fees Lo or
reimbursement of the members of the research team, payment of the

University/Clinic, cle.

- Lompetent autharities may requite detailed Knowledge about the
conngction (eeconomic ete.) belween the individual rescarcher and the
manufaciurer of rhe produci{s) mmvolved, in cases where sech informativn

15 not obvions.
Insurance and Liability

- Patients/healthy volunteers taking par in a clinjcal wrial should be
katisfactatily insured against any injury caused by the trial. The lability of
the involved patients {investigasors, sponsorfmanufuciurer, hospital/clinics,
clc. ) must be clearly undrstood before the starm of a irial of a meeicing

product contairing an active substance.
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Swystems of Notification/Approval of clinical 'Trixls

- [n Member Stales where regulation of medicinal products requires
a netification or an application for approval before a trial is commenced
the national roles must be consubted and complied withe T somee
countrics a special form muost be used. The notification/application must
ke sipned by the investigalor, the sponsor and the head of the insttution
or department, where the wrial is to lake place. The pecsonds) sigming will
b2 held responsible for the performance of the sl incloding all
devialionts borin the prolocol, m accosdance with the national regulations.
The notificationfappbication wsually should comprise the information
specilied v Lthe present document, but the requirements mMay vVary among
the Meombeor States. T'or a product already aunthonized as o rmedicimal
product, a reflerence o information previously subrmutied will uswally be

sufcient,

- In general, motifications/applications should be field with the

cormpetent authoriy in the following situations -
a) MNon authorized prodocts @ all clinical orials:
Iy Auwhorresed medicinal products, if the mal is :
I - Planned o explore new indicalions,
2 - Carried O i patien groups nor previously stodied asdeguately,
3 - None with considerably highor dosage than previoushy approsvied,

&4 - Phase T'Y siudies.
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Pre-Trial Daia

- Caemical, pharmacutical, animal pharmacological and toxicological
data on the substance andfor the pharmaceutical form in question must be
available and professionally evaluated before a new praduct is subjected
Lo clinical trials. The sponsor's responsibility for providing exhaustive,
complete and relevant materiy], e.g. by means of un investigalor's

Brochure, is emplasized,



